WO 2013/ 0141701PCT/ EP2012/ 064539 OXAZOLE AND THI AZOLE DERI VATI VES AS

SELECTI VE PROTEIN KINASE I NH BI TORS (C-KIT) The present invention rel ates

t o conmpouwwo=owsiotionul a | or phar maceut ilcal | y accept abl eczaires20bs3e0f |

that selectively nodul ate, regulate, and/or inhibit signal transduction 5

medi ated by certain native and/or nutant protein kinases inplicated in a

vari ety ofgxﬁﬁf%Ea’r\NDawlﬁZImfﬁ QE&%TB{RS]A§S§ =3 TB&%PRPJ@”@N&'AS& abol i c,

allergic, and degenerative di soiNHHBETORBH{E-KHNti cul arly, these conpounds

are potent and selective native and/or nmutant c-kit inhibitors. 10

Background of the invention Protein Kinases are receptor type or

non- r ecept! B PESHHRE iy tinislatsrp clompoands ef formalat kemplramagiutis phatecpfabTP t 0

am noaci d Si , c . i thr i ne, ., serine. residues, .of.

pr ot ei ns, Sz1{:1§elrte ?ﬁaéﬁ#v%@%&% ?r?drﬁlgc fva :ﬁ%‘ge’s%dr/%l ! nlélﬁssd i HsHR iRy s .

These Pr oteidinsedalriecdrminwmative ade/or RUEAN @Eotein KIRRYs Behllcaledrin ABGRRAI SMHRmaghi ch
15t o _di sorders such_as abnormal cell

in case of (gi srugti on, Iea%q | i S _ .
prol i fer afPOATYAY HsEAsST isUeh &8 Gl Prolideratiys. amaabelin . allksgior and dlegenartibiee ar e

over 500 K Pr i 4 S reat ... Akt

At 2, At SO TIbR D ARG el B R e | Al *Mg, 90 Bl or s
CHK1, c- Rafutant cketkinhip®R, EphAl, EphA2, EphB2, EphB4, Erk2, Fak, Fes, Fer,
FG-R1, 20 FGER2, FGFR3, FGFR4, FlIt-3, Fns, Frk, Fyn, Gsk3a, 0sk313, HCK
Her 2/ Er bb2, Her 4/ Erbb4, |1 GF1R, | KK beta, Irak4, I1tk, Jakl, Jak2, Jaks3,
Jnkl, 19 nk Backd¥e@nd 6Pthe iivbntidick, Lyn, MAP2K1, MAP2K2, MAP4K4, MAPKAPK2,
Met, Mer, MXKI, ., mMIOR, p38, PDGFRa, PDGFRP, PDPK1, PI3Ka, PI3KP

PI 3Ky, P1B1qtgn Kppges aipjrageptqpityi;, orpra ra¢apk tyiRKEosatsawhiek @ranklet the t&inkihal

Tk, VEPRUPRRT of ™ EG-dRar S Gt XS B vt Ao

cel lul ar pesqonsbaeby hggeriag obyinptioh@igsishdlasestRioatRehveMeNT el RILGR a

variety of diseases. These include autoi mune diseases, inflammtory
di seases, eUO3Ndgi Renvelved somany sdba iaecheniyas dvlieh d sasecdiisnption, lead

car di pyasgiiat-qai |1 er g - : - ier | sease and

mor e &) e EaEE Bl N B AR shoS s g G e

ki nases are receptor type or non-receptor type proteins, which transfer the
term nal phosphate of ATP to osi ne residues of praoteins thereby

activat i n%sé’?eﬁ)cﬁ‘é{c he%?lFﬁﬁe%§¢;@; povr} Sroddt kinases- icllrdpee thenralbkppvr dbhs ar e

known to e, nuabVvagia mimenyieehlvh@nreghani sas. piehialy i (gcassusf
di sruption, lead to di sorders such as abnor mal SCe}é{] prdl??léear’ gﬁkghcglﬁ%

ni gr at i onCEKwetRatds Gskf EQRRelEployl, EabASS EplddaEphBA ek d2aF ek, &ogHer, F8GRRDWN
i i I | uded t [1- k VE t Ki
ot Car 28" R AR PERRY. Tt Foe ST pha Fkitpt DR cHCK: { HapTio R and |
the FLK f gid/mbbdh it igeal hejist Kips
e ARid/¥rbbd] mﬁ,qmF&ﬁ,slrﬁélo IEkf,l'( %1@1%51%?@ Jﬁk]},%ﬁ%ﬁ, @g% K%?,I&E\Ck,

10ki nases including Src, Raf, Frk, Btk, GCsk, , Fesl'Fps,

etc. Anonbckykpsi NeARKIKasMAREKS tMAP4KY; VAPKARK?2, sideti Mler,i MMNIKEsMLK ndeed,
c-kit is a rec act ] i,n t S i ch_have proved to. be
directly &ﬁd@ﬁ’ﬁ@fglﬁ%ﬁ@#@d%ﬁhé%&s P%o‘f 1381eBI3#e): Rigil c Rimhe
Appl i cant plid ask QA3 PREODR, ME-ORLAOIRIEPMORES B3FRA3005: 004,
WD 03/ 002114, WO 03/ 002109, % 03/ 002108, V% 05%’021827, %%f%%%g%g%m
03/ 002305 StkAOS I8/ TIFO5E92, TRAQINKBSDER, WHBIOR]/BBH0AEGHIR/BAf, 3GRGER 2/FIUS

60/ 359651Y%nd 1%%;1626 449861, WD 04/ 080462, WD 05/039586, WD 06/135721, WO
07/ 089069, “W&' £24369, WD 08/ 137794, WD 08/ 063888, WD 08/ 011080, WD

09/ 109071, WD 10/096395. 20 It was found that nmast cells present in tissues

of patients are i rrglgi cated in or contribute to the genesis of diseases such
as aut oi nRegl selidarseiponsasrtsiggired By pratéinikénas¢-nfelmtadetvonty pholvet adiseases

(1BD)), al}erdi Lsea a.bone | oss,..cancers such as.solid tunor.s

RSB 4SS G R R SR e R R TR
cysti30 s, n@bodesh@aiicosdiscas@l addncMer Sgioh@stlafi s6ases, alldbrst hh giussases,
met abolic disorders, fibrosis, diabetes and CNS di seases. |In these

di seases, Algheag’s glisspsesg ermeng-rekaiest disesisess participate in the destruction
of tissues by releasing a cocktail of different proteases and nedi ators
such as histam ne, neutral proteases, |ipid-derived nediators
(prostagl andi ns, thronboxanes and | eukotrienes), and various cytokines
(re-1, -2, IL-3, IL-4, IL-5 1L-6, 30 IL-8 TNF-a, GWCSF, MP-Ia,
MP-Ib, MP-2 and IFN-y). 3 WD 2013/014170PCT/ EP2012/ 064539 The c-kit
receptor also can be constitutively activated by nutations |eading to
abnornmal cell proliferation and devel opment of di seases such as

mast ocytosi s (D816V nutation) and various cancers such as G ST (c-kitA27, a
j uxt amenbr ane del etion).



5Sixty to 70% of patients presenting with AML have bl asts which express
c-kit, the receptor for stemcell factor (SCF) (Broudy, 1997). SCF pronotes
growt h ofwbenstapuobeti c progenitors, and act as a survi vall/Hraeios4580r AM
blasts. In sone cases (1 to 2% of AM, a nutation in a conserved residue
of the kinase domain (Kit816) resulting in constitutive activation of c-Kkit
has been Tdesiid kedsdsBaghtaaeptet tyle. pr 2000¢cdpamgtyey redteals, whiz2€l0 Iansfdhitise gai n
10 of functi.on nutafion to Val / Tyr sybstitution as been.identified
in mast é‘@’!f}mﬁrqeal%gﬁ#%te c%‘i( I%ﬁ) ri@s BARYNG e A 8£ FH@’ieil%?eH‘eF‘?bdmaﬁ%‘faiﬂéﬁt%r with
mast ocyt Gel BvAthNGLEY ®ins@lction }HAB aysPTREdIpRRGYs heSkdwh &NeW ikitited M S
mutation Is expressed I n nost cases ‘of system c nmastocytosis ([,-- 609, P
Dubr eui | ,mai|d@MMar stedlthyisnms, phodyrie seseort daproptior3 0ad patlisersess) such BGaladorwhl t h

[ nvenﬁi on Thell.frrai.n obj ective undeg(flﬁyi H%Ht he present invention is therefore
to find 6t MITFARAOLAIERIEYL B HDLHRILITEFEBE of inhibiting wild type
and/or nmutated protein kinase, in particular wild type and/or nutated

tyrosine kinase, and nore particularly wild type and/or nutated c-kit. 20
| n connechsd ohtogay,theteearprrbewni8 kimpantéceptor warosing &ingbese bvdyded arpghe webpounds

f f lLa | i : ty i phi bi t f t 3| tein ki
Cuch as WptmyRaParaPy ROV ELa e To B sk RE0" TPRIEHBH Rlnfi o os

for treatkingids saas®s HUC TaadyaTheder Runes cinsSeasadt sighhlkaonsher wreiiseases,
cancers and nmastocytosis. Description of the invention Conpounds of the
presdft ikinaset inghydingrac.dtafelteBtls Skl Fesalisy Faky Telo Adkhetit a protein
kinase and in particular a tyrosine kinase, and nore particularly c-Kit
and/or mutant c-Kit (especially c-Kit D816V). In a first enbodi nent, the

i nvent i oMimsngiynesineltingerpoypnds offit fsarfrepbdall intevdst. dhdaedyc-ke ps &enteceptbher
free base forns of the substances or pharmaceutically acceptable salts
t her eof - ACHVANDEX DY) G951 e ESORDNBBABE Tept WY el SnPRHEH s x
menber h Pdid A& for RhilSthBYPAeSR. il BAAI 8 /0360 LAV BL I 6 @IM0E, W . Br
or 1), aﬁ{ugfeg%cﬂgar oupé}cor?t ai I}l‘% ng f/fgg(rﬁn T'to 10 carbon atoms, a thioal Kyl
groupSor BABORGXWQr OXPO3IMRA, i WOhaABAWEhl4, s @cdEAFIOBMWO GB/00BH0%rWIQ , an

at oms Copt BT 0 07 beflog™ Tt IRHRAET R PBRoehackin DRee a0 88 v ur
oxygen oro3nisnagenysogs edol YU Wostsobsit edd Wi loamoBal ,onldk /030462, kwlo gr oup
10 containing from1 to 10 carbon atons optional |y substituted with a

sol ubi | i AAPGBoUPYO0a86 S 121asWah 041088R99,g NS P07/ B2436P oV Ry 08B (R oW Gin

hal oal ko ; I p - :NR-CO R, -CONRR , - SO2NRR
or -NR- S@/(%%%gg’o\g?mirl&gﬁ?@a% 7&?%@@9? ndépendently sel ected from
hydr ogen, aryl group, heteroaryl group, alkyl group optionally substituted
with at | east one heteroatom notably oxygen or nitrqgen, optionally

subst i t utledvas soundrhairmagt iegils Rresnp I Bishes of RRgicnts gFs MRIGAted 1k 9F BYHNEHE AR
optionall ' : j i1 si ' - -as - ycl e
o oup or He SRR D AR i B SRS B R B Bl b S PO AT
C, Br orbdwel diyanes (BDy) kilbrgiyr aiggaontbanailngs, f caoperd duoh 14 calibanmatsons or
an al koxy group; as well as CF3, -NRR,,-NR-COR, -CONRR , - RR ...gr oup
wher ei n Ii_e‘glf’?&ﬁp?‘ a&FieGéS_a%htqerfHe?)‘é‘%ﬂ%@‘?F§1§/ AEERalY Y iSEAsSD W%g%yrﬁy“g?skyl
groupso ptﬁigﬁé’t%)}tasis? ot b Lh LRbMAiRARE, InR8bn ANRANS! KERBOINTisBRIAD Ifyrew, fur,
oxygen or nitrogen,” optionally substituted with an al kyl group containing
from 1 todidfetesaandd?Natdiessespln thersl diseasasbis thins beeacshwivinihat neast adlisl pastivipatgr oup;

as well as et erocycl.e. gro or a solubilisi roup; 1S .0.0r .S 25 W
is N or dﬂ4t_,%e %&“ﬁéﬁgﬂﬁ;d’f g’ﬁgﬁﬂ L@y’ﬁﬁ?&,sméﬁ?»?oclfl?(tﬂﬂo%t;%_fﬁgegr@E(ft%%esf Fded I%Efrs Br
or 1), a §fhoalskyhis@h@ud, motral k%ﬂote%&l,lpHﬁ)ﬂi’lﬂ@i\x@ﬂn%édi@tﬁ‘rsl {RoskBlgatign

atons optionally substituted with at | east one heteroato not abg\}\%ug fur,

oxygen orthnimbaygees andpeileagiey), sodseiieust@ipkipasiilah, B-Ryll-Hribup 1L

2013/ 30014%95%15%%%—/&%?%—1& MIP-1b, MIP-2 and IFN-y).




containing from1l to 10 carbon atons optionally substituted with a

sol ubilising group; as well as an al kogy group or an hal oal koxy group, a
sol ubi | i swogogroup an heterocycle, -CONRR , -S02-NRR , PCIHER2012AONRCO- R or
-NR- SO2R group wherein R and R are each independently selected from

hydr ogen, al kyl group optionally substituted with at |east one 5

het er oat dme dIkit adleptodXgeande dinktitagesly optdtahal nyutstidistiedditech whiidaman

al kyl group caontaining from1 to 10 carbon atons optional ] ubstltuted
with a s&r:ﬁrsrq liferatign grdbdgy clapmiat ek Gespsesesugh %ﬁwstxcytgsw(la&%hswtaﬁ@n 1 &d

hydr ogen, | oge I f , an al kyl group
cont ai ni ﬁ/élﬁ%lgg ahc@rgi&t@l Al fg%% (gg(%t%gg,tz{c’)]%maﬁlem%rﬂ?%’ele?lonjoup “CO-CR - CO NRR
group wherein R and R are each independently sel ected from hydrogen, al kyl
group optionally substituted with at | east one heteroatom notably sulfur,
oxyged orSi¥ytte dgarnt Péb?litw@ﬁ?l‘}mgdﬁ@l AMIt eayeilasts which BXIESSHr b phe BEERPhI ng
from1lt r hen y. t Q roup
or et er a2 a1 GBS B R bl ol ol Vb S igie
conpoundsredenttorspuidact aon spdvmammhtfbcaMIy bhsts elpt sableecasa| (1 S0 Rh@ro ML,
wherein R2 is halogen (selected fromF, Cd, Br or. an_aryl grou n
hal oal kyla BHagPR A ag%:ifﬁvqsiorﬁﬁlg}lﬁPﬁawrl?la%ﬁeﬂomlri&%%ﬁ%?ﬁ%w Speitbhiug |y
substi t utefy Mo ratkif ﬁﬁ%e&&&chﬁ’é@%}@hfhﬂt 1908k, moﬁgiew{ al, QX B ThR eain
nitrogen, optionally substituted an’hal cal kyl ~or al Kyl” group

cont diOni g funotioenl nyusatidh @ﬁﬂbdm Yaalolis opsiitohan) as lbb@i iidanti@idd Wit mast cell

hal oal kogarit pe echpifn senaed Rermed iR v orapy e oy ™"

- NR- S02- R99.LW&1%§fyeﬂe§hlB s%ed« fRat A{LmBAGHN hsnggﬂ@s@éhem 1|rMst5c%‘s@,Cc§fes@'st%fr@cfn
hydr ogen, yl group optionally substituted with at | east one heteroatom

not abl y onv@snk§m(hf6@bbéhDubpuﬂGHﬁRB@WQSQGbQIngﬁéﬁomﬂﬂwiéﬁ)Hﬁ%@ﬁ)group
containing from1l to 10 carbon atons optionally substituted with a

sol ubilising group; as well as a heterocycle group or a solubilising group.
Unl es3g othes1wif ke mivertidd €d, the bel ow tei ns used herein are defined as

foll ows. 30As used herein, the term"al kyl" neans a saturated straig

chai n or H}faﬁt@ﬁé@bﬁéw%wwrb’ﬂh%’dheod’é?s%tn IyEYeNy 1§ tgwetere & fondc aptsdh 3%14 ons,
pr ef er abl C t: rbon
e S A R S R S

et hyl, n-partdqydr, witd 3p¢ whd/onmpeinddytyrosinetiénask, and-rheptpatticuterkyotyd typa-andioyl and
n- decyl 6 MD 2013/ 014170PCT/ EP2012/ 064539 whi |l e saturated branched al kyl s
i ncl ude i8BElISAL sec-butyl, isobutyl, tert-butyl, isopentyl,

2- methyl butyl, 3- nethylbutyl, 2-nethy|penty|, 3-nethy|penty|,

4- et ylpentyl, 2- met hyl hexyl, 3-nethyl hexyl, 4-methyl hexyl,

5- net hyl HawhnecﬁpBMthme pydsbattigyentian, 3we Uaveedisopivped thydt compauniisredtiiyndent yl |

2,3-dineth 2, 4- di net xyl, 2., 5- di, met hyl hex

25 i oo i SsfCsty TR o yer i Brofit DT MRE . Wdaype andior

di met hyl hgypled 4.idr drHEes MshiiRuNds ads @bby |d31ﬁﬂf&iﬁﬂes 13r QEJ@MhﬁedlEééhes such as
2-ethyl hexyl, 3- ethylhexyl, 4-ethylhexyl, 2-nethyl-2-ethylpentyl,

2-met hy1- au@nmynpedwywesznﬁmmmmnnMMH@ﬁﬁyp@@ﬁﬁymdnzwﬁﬁwﬁ§$ 2- ethylhexyl

2- metyl - 3- et hyl hexyl, 2-net hyl - 4-et hyl hexyl, 2,2- diethyl pentyl,

3, 3-dret hyl hexyl , 2,2-diethy|hexy|, 3,3-diethy|hexy| and the Iike. Al kyl 10
groups i npkdedipfionvf eRaMeRGen of this invention nay be optionally
substituted wth one or nore substituents. Al kyl pS |nclug
conpoundsCompewids afrfhemresert inugatios wpiei S&ﬁf‘ép?%/ f%ru@gtf #Jmtédomﬂel ltf protein

sol ubi | I'sj;A0..OF QYR o AR f‘é??lcéylj%gﬁg'ﬂhasé,%dtﬁ&r 2 AfcHlarl @ﬁg%né/opﬂﬂ@éh\f(\cl—ltﬁ or
poncycI|c Aromatl coradical conpri'sing ca bon and rogen atons.
Exanpl es @bperidltyabKe D1y¥V).gr oups i nclude, but are not Ilnlted to, phenyl,
tolyl, anthracenyl, fluorenyl, indenyl, azulenyl, and naphthyl, as well as
benzdy¥used carbocyclic noieties such as 5,6,7, 8-tetrahydronaphthyl. An
aryl group caf tbg‘flﬂ&ﬁhllgﬁtt 'tﬁé“ilﬁgnf%n SUBSLddt Mt &gnﬁ’ﬁﬂuhﬁs %F?m%ulmr @hich may
substituents. Ar groups inc in conpounds of this invention nay be
opt i onal | sepsubisit enthlet date\tiash fernsopiibicl substagec@Ogr ppmagitiod bdadrepieble, salthe
term’ alk&x‘?vlr19 refers to an al kyl group as defined above which is attached
t o anot he fety by an oxygen atom Exanpl es of al koxy groups include

met hoxy, isopropoxy, ethoxy, tert-butoxy, and the |like. Al koxy groups may
be optionally 25substituted with one or nore substituents. Al koxy groups

i ncluded in conmpounds of this invention nmay be optionally substituted with
a solubilising group. As used herein, the term"thioal kyl" refers to an

al kyl group as defined above which is attached to another noiety by a
suflur aton1 Thloalkyl groups may be optlonally 305ubst|tuted mnth one or

. 4 . o Y " - -




10 tetrahydropyrindi nyl, tetrahydropyrimdinyl, tetrahydrothiopyranyl

sul fone, tetrahydrothi opyranyl sulfoxide, norpholinyl, thionorpholinyl,

t hi onor phwibDi2n1dio1s7bf oxi de, t hi onor phol i nyl sul fone, 1, 3Pdiramredianess39

t et rahydrof uranyl, di hydrofuranyl-2-one, tetrahydrothienyl, and
tetrahydro-1, 1-di oxot hi enyl . Typically, nonocyclic heterocycl oal kyl groups
have 3 to 7 nenbers. Preferred 3 to 7 nenb®Bred nonocyclic heterocycl oal kyl
15 groups are those having 5 or 6 riNng Mt ong, RA heteroatom may be
substituted with a protecting grouf kho those of ordinary skill in the
art, for exanple, the hydrogen on 3 it t r oge may be substituted with a
tert but oxycar bonyl group. FurtheeRore, hegerocycl oal kyl groups may be
optional l'y substituted with onewpr sore subStituents. In addition, the
point of attachment of a heteroc)ef\c rPng to another group may be at

ei ther a 20carbon atom or a heteroa of a heterocyclic ring. Only stable
i sonmers of such substituted heterocy C groups are contenplated in this
definition. As used herein, the term™"heteroaryl” or like terns nmeans a
nonocyclic or polycyclic heteroaronatid?ring conprising carbon atomring
menber s ﬁ Qe or nore het eroat om 25 ring nmenbers (such as, for exanple,
oxygen, su Far or nitrogen). Typically, a heteroaryl group has fromlto
about 5 hetsefﬁ@air(smlmbmgemm&f}&lea;mgfrom 1 to about 14 carbon atomring
menbers. Representative heteroar roups include pyridyl, 1-oxo-py r|dyI
AARSCIE i3 AR AR A ARY i TR e 8 AN (N A SR
oxazol yl ,{qf qui nolinyl, pyrazolyl,
|sothlaz&Pfﬁhg%%&hégfi%BFﬁ§p%¥P%$%?ﬁ£Fg %ﬂaginyl 30 triazinyl triazonI,

t hi adi azdtuyis, halspequsdedtedfom Fnahzd (yﬂ I) bmmz;qum;j yaln, haﬂxwrhlzﬁfquaﬂyyl group

i ndol i zi ny azopyri tetrazol Z|n1 0 benz thlazo

benzot i afap%%v@?rorrbgﬁ%gaeﬁbaa Sl nituy Pt B EER Ph b Ao eSS y1

i mi dazopyfokfhyy sulfllt HA%eh oY trog@h‘ rdﬁﬁxshmgpwb@@du%d[%ﬂ?»]nwammkgil YdikylRb@7 ol 0
[3 ,4] rlmcﬁ/n |, 1mdazo [1

2013/1014 1c?>maﬁimgﬁzml 4 L0) 6%3@>obelnm( bx)ttcmalélﬂ )%Dbstwtbﬁéwethcﬁa$<dmhlhayg lgeoup; as
substituted, wth rotecti up _known t hose of ordinary in the
art, for %i(ih?ﬁp%alﬁ? egrf?%’r%g‘g%%f?ﬁ gﬁ?‘fpr%rgaéhhaﬁ% Ve S0YeP tvﬁet a& V\ﬁ((?u(l)k

tert - but oXNRRERROYD- /BT QUPNRRE!-SOIRRR! of FIORISO,RYerb&) WhtrcNRlahy RSuashilt ut ed
with one or nore substituents. In addition, nitrogen or sul fur heteroatom
ring nenﬁé@@wﬁﬁwﬁbéﬁkcwﬁﬁ@mzbﬂhoyﬁhéﬁégﬁﬁﬁo@ﬁﬁﬁWW'gﬁWE,%Eﬂé¥@é¥%ﬁﬁP@%leng
I's sel ect %g t tut%H] V‘?l%h at qgaqul{eelﬂztémm} yﬁ!)ﬁaﬁl S‘c&géno&f al {ro éénn gﬁ%on-l;hg sgf%tlmted) f
attachnment Of & het eroaromat ¢ or eroar ring hot her ‘group may b

at eilsherwigh @ﬁl’aﬁl@m gadPre@itaifingeft@n qatoom @ﬁrbbﬁ]&td‘iﬁﬁ_ eptuﬁraﬂyranbsmtmed knéthex oar yl

rings. 10 As used herein, the term "hal oal kyl" fns an al kyl group as

def i ned aWHPISIRE gIRPRIPSAYRA a5ra W%CYGi%P%PWQS(&WP PhE NYdr ogen radical s
are repl age 0 )0 URn bfkcyl edemtih

sel ect edﬁgr%nl&ér@geﬁcjlﬁogénrd%@lect@@?{oﬁi '?’hg@f%r?n[ai g o?regny 4 %ﬁs a mét%yl in
whi ch onefrém Ihoeh)hmﬁomgﬁmnsamlmﬁhHQXYhama>bEeweHepl@EedbﬁthP%bCﬁ)@zoup

T onl oRSDNRBL SEENRRBo0P st S Bigelit 91 St ERRETERE SR TI
gr oupg %d?@gegpalkgmgdohy opHBSdIly ts‘ﬁb@ﬁuﬁéﬁtvﬂtfpﬁ‘teleﬁ’srt OB hetefdHasth] £di@6Y Sulfur,

Hal oal kyl "groups inc in conpounds of this invention nmay be optlonally
subst i t ut@dgwl oh natr@hubpﬂmr@llmgngﬂﬁmifpd with @@@Hcyhgrceipnconﬁm@mgefrqm 1 to 10

"hal oal kox 3 £5i b 2
(et udi e orneRyarbor RUHE R SRPEGRT RS b MRS CRaBRevE el

each haIoggﬁ@upag@umnggg%ﬂﬁ@ntly selected from-F, -G -Br, and -1I.
Represent ative hal oal koxy groups include trlfluoronethoxy, brononethoxy,

1, 2-di chl Qi®Etdicky, 4- iodobutoxy, 2-fluoropentoxy, and the |ike.
Haloq&¥ox%,g%gﬁg¢ may be optionally substituted with one or nore
substTtuents Ikoxy groups included in conpounds of 25this invention
may be opRij anmlrdro/g@lybﬁetnbt Urgchatdgeh (&:l&md:djfmhu B, @lg Byrooup.a tAsoalllsﬁacgrd@g enn the
term "substituent” or "substituted" peans that, a hydrogen ra on a
conpound dkylggrgp cpraipgg %@Ed i theathgn gawssaptors! buybs Hated; vt %6 f‘%rﬁ’PFal ly
stabl e t 0

ising a proraplrh A BBl G R BB e B e E R P o e
found in the exenpl ary conpounds and enbodi nents di scl osed herein, as well
as hal ogen; al kyl as defined above; hydroxy; al koxy as defined above;
nitro; thiol; thioalkyl as defined above; cyano; hal oal kyl as defi ned
above; hal oal koxy as defined above; cycloal kyl, which nay be nonocyclic or
fused or 9 WD 2013/014170PCT/ EP2012/ 064539 non-fused pol ycyclic (e.g.

cycl opropyl, cyclobutyl cyclopentyl or cyclohexyl) or a solub|I|5|ng

o a a o o




NcsS (--\ N R/ where L is selected fromthe group consisting of CH
and N, Mis selected fromthe group comsisting of -CHR)-, -CH2-, -0-, -S-,
-NH, - NwOCHBY@4Rp-, -N(-(CH2)z-C(0)R)-, -N(- (CH2)z- CPOXGIRR012/064539
-N(-(CH2),-S(0)2R)-, -N(-(CH2)z-S(0)20R)- and -N(-(CH2)z- 25C(0)NRR ) -
where z is an integer ranging fromO to 6, R and R each independently are
10 WO 20X3niikddgy GHGETY KPP0 :&b0H 43S q&ioealﬂ;edu‘tfstmmmwdhcagwh;bﬂwm@gﬂo;ap @y oup

containing from1l to 10 carbagn atons and op tfflﬁﬂ substit uted 1Wlt one or
mor e het FRloAsABAK Y 0RO %quyear@tpe 8doWPEINE ereyp, ABNeGFOPTIe Ejgen,
and ni troger; &S, WRIR’, aSrRl kerycoreur sgaka,ri @g)ubr@mrémtl@ ah@ F0akHRRAL O,

NRR group V\,herel n R and R’ are each independently sel ected from hydrogen,
al kyl 5 gndwppndrstigetlected fmbolsirogmi olival Lipup wbtenalytsebistitited vath dtdeast owne

het er gat tabl en _or nitrogen op. al bst tut ed_wi h an al kyl
gr oupgcoﬁn&r f%@ﬁﬁy R A0 OEa{P{S%%Q 06’?’108%&1 S@%‘dﬁ‘%‘f.”{’w éd; al\gg WP as
aryl and chﬁttaﬁﬁﬁ)g'ifr)z% grOUD,catoh itd € optichallg GubdiRbted vaitda Mblabigisingter&@t br

si mul t aneously CH and CH2, respectively. 10l n another specific enbodinent,

t he sol uﬂleteﬂm}’n@ gyowpip i s selected fromthe group consisting of

nmor phol i piperidinyl, N- (G -C6)alkyl piperidinyl, in particular

N- et hyl p}g f@?\% and N-et hyl piperidinyl, N (4-piperidinyl)piperidinyl,
4-(1- pi Fl%”sdiyﬂt(ﬂg):ﬁ" Band didlyden (3elpyted eohdF n@l FBrp(QrIl) damylkyl group containing

4- nor phol i nopi peridinyl, 4- (N-n'ethyl-lpl erazin erldln p| pera2| nyl ,
N- ( cﬂDca)meHQﬂB&a@pnr@;qms, iR PRy iZEMPar <RF0115- @F%@r\é{ ?rﬁlw

N- et hyl | @&

N cyc! oneuy Pl lenacily tan ki A2 by AT g oty RASH *.“S%anyf‘h %
parti cul aéasNoneﬂlhgekoam(ym,r Mtabiyrsyalfuanﬂ(ygbrebhyﬂtrqynr oxbtnmhanylsubaliuuaz@mlmydm

N (G - C6)a| kyl azepinyl, .in ar N-nmet h azepin
azepi nyl a%mpp@p@mﬁ%ﬁrm {6?1 %WB’E?BBP%%HHW t'l{gtg‘ti ‘?‘a SO?tbhﬁlsmg
honopi perg?‘&%ﬁ‘éﬁjhet r&ﬁ@g@wﬁ and the | i ke. 20 Among the corrpounds of

|

formula | which ring Als depicted above, the present invention is
di redtsed to corrpounds of the following formula Il: HRL NNR3 0 25 Werein:

Ari f het | R1 d | ect ed
From 2. ap-ongrerparnenheapipio fafis” KmmpHIg of KRR | B Kb BarBIsTS one
or an al k&éé@twl@!s'@ts théréof‘@h@&ﬂrﬁk?é%ﬁ%@ﬂs’e@?e@%&@458%r|82 1), &n g (gﬁﬁiib

(selected fromF, d, Br or 1), an aryl rou(ﬁ an hal oal kyl or al kyl group
cont ai ni rig halestkyl arcalieg @ambgfmt@mmfr@ptln 40 Icgrbenstams pptepally sRbsifutpdast
one hetero to not ab oxygen e h an
nal oal kyl VB “htseSt o8 SHisPENAEar iy sk e P b AR, SHREAL ShEfd 1

substigt uth Vint hal@alﬁ?l wbidlkdi fouproupiniag Homel ltoasd aiart@hkﬁmylsgmﬂumakby an
hal oal koxy group; as well as a -COOR, -NRR ,-NR-CO CO\IFg

- NR- S02- RUbFitBigs Wikl p SpHOHSHSErRIPD; s & dhihar ﬁl&%’b‘éﬁ’a’éﬁt g SEREP PF B
hydr 09en. A5 ko3 Sitfly: ASHEL AL WRAL ONR-CALIEY LCORRYD. RINGTR! dry NRUBSL R ut ed
with at |eas ’ef oat om notably oxygen or nitrogen, optionally
substi t ut gdumivitierén Ialdnyll Rgax(euqmchandependmglﬂ $edxmteli froml 0ydragéo rellatl ogreup
optionally substituted E a sol ubilj si ng utg; as 1lOwel.| as & ol

het er ocyc?@loﬁﬁ%b‘lbéffm‘éedsmt Bt fepstiong h@'iel:ﬁi’f) RPRLY A5V SE A P o gRiPnatly

(sel egf eds k@i -witll an BkylProdp confHANE froff 1 % l(()’l:arg('SrP&'tBnﬁRRBhé‘ﬁdl‘lwrbﬁbsftftﬁk% 1to
10 carbon atons or an al ioxy group; as well R-CO R

- CONRR  gwithip selubilsing gRoemas Wellasehe@myphﬁ@@mm@@ﬂ%bﬂwl%ﬁ’@éﬂ from

hydr ogen, al kyl group optionally substituted with at | east one heteroatom
not abl y oxygen or nitrogen, 15 optionally substituted with an al kyl group
cont ai ni NYpfekPHMdrwife shecitidd RRObEbMTEmRAIsk@®Aekinyars ddBiddtay ieitbwd. t h a
sol ubi I'i sing group; as well as a heterocycle group or a solubilising group;
Qis O or S; Wis N or CR4; 20R4 i s hydrogen, cyano, CF3, hal ogen (sel ected
from nalk " C LRing - 0 ons
optio aI I 915 élﬁ%dsﬁ?rf\?%é 1 qlé“glsilllt9 o%gI raﬂe{%es §[1 %%%%8% g’baﬂigh %ﬁg%e CﬂE

ni trogen, hapbtebH llleb(mﬁgJiti’&ﬁql 1t t@tle)cbaﬂdoﬁlfht(aﬁs , @rdfplablyr foarp 10t 6t @itrinrgorhis, (mori to

10 carbon atons optionally substituted vvlth a sol ubili.si n9 ﬁ) aP wel |
as an al kpwefergtpdionbt taf AR alguex Repiestkative sauraied stradels 1@‘1‘“@3}3’ s igglud

het er OCyCln%thy’[,%%}mRBptop§9%-W, n-pentyl, n-hexyl, n-heptyl, n-octyl, n-nonyl and n-decyl,



25 -NRR, -NR-COR or -NR-SO2R group wherein R and R are each

i ndependently sel ected from hydrogen, & kyl group optionally substituted
with at Iwesbi3anel7net er oat om not ably oxygen or nitrogeRCTEPRIIQ0645BY
substituted with an al kyl group containing from21 to 10 carbon atons
optionally substituted with a solubilising group or heterocycle group; X is
N or CR5;wiBRRaturatedpuindgelnlkdy arvbidehsipogenh s@&éh@ttiaﬂautylpﬂmﬂ:butﬁu isolﬁmt}d; ),

R R ohbur AR RetEhe S Thsferburtirditected
f r om hydr&&ﬁ‘ﬂhe@l KYd-m@{HQHRx Pt ﬂQﬁ@ﬁﬁMe;@ﬂ}' bt inbityRdx W th 33&1111'63@1%‘[}@”32 3-

het eroat om notably oxygen or nitrogen,” optionally substitutéd vith an
al kyl 1zinmh2tpmt/y0142mm@ﬁtlsmm 06’215319Tlgth®]thpx§dont%\f’rﬁ]ﬂmgﬂli’ﬂl@mll t25410

ﬁg gfgcyc ac t&?’@]ﬁﬁﬁnaléé'%%&ly tel%/’l S\ﬁ‘é‘@ leg(l?’ ’NR7; ?gﬁgﬁ?ygg%ﬂr 0936?1 or an
al kyl gr Qme@l?m%ﬁylm gy -Bnedthiné:g/1, 102%ﬁfyh%ﬂtﬁt O%tlg%énﬁﬂm |2¥et§§41? c%t uged

with a solubilising group or heterocycl grou Yis R9; Zis

N, NR8, GHg/lesxyCRERgylhexyl, Ranetbylh%ﬂmgv@ntyl,aﬂ lapuhyl 3@thyulmne>é,nt2aﬁnmhmb4f rom 1
to 10 car %%p}lge%tt 1 tOIéElngpcarlJé' r?—‘flrpet}ry]t% ﬁylhwy‘i&%@tﬁyl ﬁ”eth%ﬂxe%' Ky} »9roup

cont ai ni ng f n “one’ envodi nen i nvent 1°on

rel ates tcﬁetﬁﬂmﬁylnd§3@ietfﬁ}ﬂhmyll a2 I2Ld1ahylmhﬁy1mc;3%afret}g/ﬂielxyl aﬁ@ethta alifee Ail&lyt S

t her eof wherein I's hal og en fE;sel ected fromF an ary

gr oug? argrwachsa@R%d I@rcoam@yv efdhis ivwmtian mwdoerqr&mﬂx wa@t%\ﬁ% OBg 9rms
optional | u d W t n Q]g({@ | or
ni trogen, XMor%t ?Lgotrﬁgh%ﬁsfég#i lgtt g lvr\lnblt?‘ & 19hg H%)a%f(r)meﬁ ng&glro %ugﬁygﬁ@
cont ai ni ngptibnadiy shibstouted vdﬂrdomilu‘tahmnggmppl onal |y substi tuted with a
solubilising group; as well as an al koxy group or an hal oal koxy group; as
well as a -NRR, -NRRCOR, -CONRR or -NR S02-R group wherein R and R

are each Andegemndgni %eséhﬁc"a@ﬂ"fﬂhgiﬁshé{%&Qﬁ:@ch@|okYﬂolﬁf3@H@-aR)%dtl‘%n@aldlcﬁl
substituted wth at | east one heteroatom 20 notably oxygen or nitrogen,

opt i dial |opnyuissig dattomchndi ydramen atdayd. Egrmples ob seigdbhd iyl £roops inctwelinteas bon

at ons opt.i onal I sub ubi | i.si rou

heterocycﬂogq’él?l& p’ 0|p yi’of ﬁ‘al ’i‘tbfaﬁﬁny’r H?)ren%x}ﬂ‘f%f’gl ‘Bélﬁﬁe?%%@%nﬁ%unds
of the aboMe af Aeikd-Busadl cadRRRl el thdidlick kR ab H6l78MetrdBydrddaphyl. An aryl
2013/014170PCT/ EP2012/ 064539 TabI e 1 Ex 11 Chem cal structure Nane

" HNVR/ L OISO £an jbecinsubsgiitytediiar Sjubstiped - wish OAE giromsu2sybatifugnts. dirdegiopps
phenyl am;po) 3L fﬁ%%ﬁo%hé{gll)f thpshﬁogrlt%on_mé};%éj gﬁt%lfaﬂ&/ RastiREd with a solubilising

20 group.

As used herein, the term "alkoxy" refers to an alkyl group as defined above which is
attached to another moiety by an oxygen atom. Examples of alkoxy groups include
methoxy, isopropoxy, ethoxy, tert-butoxy, and the like. Alkoxy groups may be optionally
25  substituted with one or more substituents. Alkoxy groups included in compounds of this

invention may be optionally substituted with a solubilising group.

As used herein, the term "thioalkyl" refers to an alkyl group as defined above which is
attached to another moiety by a suflur atom. Thioalkyl groups may be optionally
30  substituted with one or more substituents. Thioalkyl groups included in compounds of this

invention may be optionally substituted with a solubilising group.



(300 MHz, DMSO-d6) 6 10.26 (br s, 1H), 7.70 (br s, 1H), 7.60 - 7.53 (d, J=
5.3 Hz, 2H), 7.38 - 7.16 (m 4H), 6.617(br s, 111), 3.96 - 3.82 (m 2H),
3.52 - 3. WO20my012tdp, 2.26 (s, 6H). (APCI+) mz 383 (MtHpPETRPL@ROG43RItI ME =
3.76 min (nmethod 2) 002 40 (;)--NH I P N Et hoxynet hyl)-2- nethyl -

phenyl am no) - oxazol -5-y1]-5-(1- nethyl-piperidin-4- yloxy)-phenyl]

i m dazol iAd wsed hervin, (tBO Qerivi-thetdddsClet Gy fefs @hlR6tiedy tal hiterocy@@alkyl, gritd)s, and. 42
(s, 1H), 7.29 (s, 1H), 7.20-7.12 (m 1H), 7.14 (s, 1H, 7.02 (s, 1H), 6.93
(d. J = Peramyl eyps- 6.80 (s, 1H), 4.50-435 (m 1H), 4. 41 (s, 3H), 3.96 -
3.76 (m 2H), 3.50-3.20 (m 4H), 2.60-2.50 (m 2H), 2.27 (s, 3H), 2.20-2.10
(m 2H), 218(s 3H), 2.00-1.85 (m 2H), 1.70-1.55 (m 2H), 1.14 (t, J=
7.0 Hz, us edARCER) il Zerﬁloﬂle(tes/bweloaﬂe_,ﬂ'émqaom at inpeocyclic 38 pnlynyéshetgmmp 2)

003 N 1 Et h h
oxazob- 5.zt gty FIEUeT ety Or Sy i whigh 35 BRE 2 F Kaaerhosoo
Mz, CDCJa@m@ WhiRR fn%y Qé")satu?at&?g drS unddflrated,; b8t -if- QR ﬁﬂoﬁwat@"')ﬁ;xax%g% of 6. 95

(m 2H), 4.50 (s, 2H). dg, J= 12.2, 6.1 Hz, 1H), 3.58 - 3.47 (m 2H),
2.69 - 2 Mtsar((qyplozllwl goms (usc ucBng_)(,buQ R0 141§1te<13H)>) pipguidinyh | piperamnyR Hy -

1.27- 1. 16 6 PCl + 42 :

(et hod an}ifa Hhui %"E}éf"ﬁ% % ﬂg‘f@"@ Bt B 4"@) 832”“?1“{"%1
phenyl ani} ¥R erdadtFApY kB, Secyabyt, ketbatdid 1 HroZn 00
e, Dlvsoﬂgegtoesyg R YRRV e ?LH)]fi %X’gi;&'(ydg?w%@ 5. i@ﬁﬁaﬁesﬁHz

19, 7get(a!|1ydmﬁymn@n}4z mytrahz/deY(@n 13}111) Fetpghydgrahiopwranyly  1sulfoug,

111)

111, 4 il L?YYZ%BH%{S%, A pindpifginb, byl SadkiS:

3H_) _ (AP(ﬂnb)nomjtlmhﬁQV (stdﬂ)e R&Icﬁﬂétoilzmle t itareahyd®fd@nyi | IcﬁhdeBfulmnjll-Z)on@QS 1
.2 1" - Vet h t hyl -

pyr roli dltﬁtrarhb’fﬁfoélﬁlﬁ’@ﬂyénd tﬁ‘ﬁ@WF% ’Efgﬂé}fﬁfﬁ %YR}F"HF B}’i’é‘ﬁgbf i heterocycloalkyl

i m dazol i éilbﬂ)szhaQ/@eS to 7 members. Preferred 3 to 7 membered monocyclic heterocycloalkyl

15  groups are those having 5 or 6 ring atoms. A heteroatom may be substituted with a
protecting group known to those of ordinary skill in the art, for example, the hydrogen on a
nitrogen may be substituted with a tert-butoxycarbonyl group. Furthermore,
heterocycloalkyl groups may be optionally substituted with one or more substituents. In
addition, the point of attachment of a heterocyclic ring to another group may be at either a

20  carbon atom or a heteroatom of a heterocyclic ring. Only stable isomers of such substituted

heterocyclic groups are contemplated in this definition.

As used herein, the term "heteroaryl" or like terms means a monocyclic or polycyclic
heteroaromatic ring comprising carbon atom ring members and one or more heteroatom
25  ring members (such as, for example, oxygen, sulfur or nitrogen). Typically, a heteroaryl
group has from 1 to about 5 heteroatom ring members and from 1 to about 14 carbon atom
ring members. Representative heteroaryl groups include pyridyl, 1-oxo-pyridyl, furanyl,
benzo[1,3]dioxolyl, benzo[1,4]dioxinyl, thienyl, pyrrolyl, oxazolyl, imidazolyl, thiazolyl,
isoxazolyl, quinolinyl, pyrazolyl, isothiazolyl, pyridazinyl, pyrimidinyl, pyrazinyl,
30 triazinyl, triazolyl, thiadiazolyl, isoquinolinyl, indazolyl, benzoxazolyl, benzofuryl,
indolizinyl, imidazopyridyl, tetrazolyl, benzimidazolyl, benzothiazolyl, benzothiadiazolyl,
benzoxadiazolyl, indolyl, tetrahydroindolyl, azaindolyl, imidazopyridyl, quinazolinyl,
purinyl, pyrrolo[2,3]pyrimidinyl, pyrazolo[3,4]pyrimidinyl, imidazo[1,2-a]pyridyl, and



02-N) 'Il NMR (300 MHz, CDC13) a 8.09 (d, J = 1.1 Hz, 1H), 8.00 (d, .J= 2.5
Hz, 1H), 7.51 (dd, J= 4.1, 1.3 Hz, 2H),87.42 - 7.36 (in, 111), 7.34 (s,
1H), 7.2aW0adp1301#178. 4 Hz, 1H), 6.92 (s, 1H), 6.74 (dd, PETSP3NI2R6H3Hz, 1H),
4.34 (t, J =6.1 Hz, 2H), 4.04 (dd, J - 9.0, 6.8 Hz, 211), 3.73 - 3.67 (m
- 2H), 3.15 - 3.02 (m 5H), 2.872.77 (m 4H), 2.45 (s, 311), 2.03 - 1.93

(m 3H). t(eﬁﬁi(b)tl‘iifeﬁymﬁale((%drﬂbrh ey BA bRt RitE adr@@ctifiggrlotBkhon 20 tHHeé | el
NO\1l ---) N H 1-14424(5- Ethoxynethyl)-2- nethyl- phenyl am no) -

t hi azol - 51f3P1‘}m§I9’rSkﬂ]| if-thear| fpr exapa s hygireep-ongigogeaomaNisubpBRdI6h 6 9. 64

(3?_ 1 1H) ' tgrt ?)gto%}f&él}érg)l é&}% l%[e%ergzlrzg oul)g‘ggiafl) He ggtd)éﬁﬂy%a%%lt‘gfeg%ﬁ %g%g 47 (q

J=7.0 H2m01121§1)b,st1ﬁler’ﬁ§ (it ,additrend ndrdgen @Hpylfil. B&ex(oatorrBh'l)ng inetdbefst may=bea. O

Hz, 3H). (APCl+) mz 41 + Retention time = 2 (nmethod 2) 14 WO
20131 GL4 VGPET. Hpotre DS TeCTHEATER 1S it SGrES NN > MRRMIEHS 007
101

i azor— 4y EC TR e LR R o e e o DR BT TR b )

6 9.37 (¢p abbbher Frowp nfay, be at either a carbon atom or a heteroatom of the heteroaromatic or

heteroaryl rings.

10 As used herein, the term "haloalkyl" means an alkyl group as defined above in which one
or more (including all) the hydrogen radicals are replaced by a halo group, wherein each
halo group is independently selected from -F, -Cl, -Br, and -I. The term "halomethyl"
means a methyl in which one to three hydrogen radical(s) have been replaced by a halo
group. Representative haloalkyl groups include trifluoromethyl, bromomethyl, 1,2-

15  dichloroethyl, 4-iodobutyl, 2-fluoropentyl, and the like. Haloalkyl groups may be
optionally substituted with one or more substituents. Haloalkyl groups included in

compounds of this invention may be optionally substituted with a solubilising group.

As used herein, the term "haloalkoxy" means an alkoxy group as defined above in which
20 one or more (including all) the hydrogen radicals are replaced by a halo group, wherein
each halo group is independently selected from -F, -Cl, -Br, and -I. Representative
haloalkoxy groups include trifluoromethoxy, bromomethoxy, 1,2-dichloroethoxy, 4-
iodobutoxy, 2-fluoropentoxy, and the like. Haloalkoxy groups may be optionally
substituted with one or more substituents. Haloalkoxy groups included in compounds of

25  this invention may be optionally substituted with a solubilising group.

As used herein the term "substituent" or "substituted" means that a hydrogen radical on a
compound or group is replaced with any desired group that is substantially stable to
reaction conditions in an unprotected form or when protected using a protecting group.
30 Examples of preferred substituents are those found in the exemplary compounds and
embodiments disclosed herein, as well as halogen; alkyl as defined above; hydroxy; alkoxy
as defined above; nitro; thiol; thioalkyl as defined above; cyano; haloalkyl as defined

above; haloalkoxy as defined above; cycloalkyl, which may be monocyclic or fused or



1H), 7.61(s,1H), 7.22-7.16 (m 2H), 7.04 (s, 1H), 7.03-6.95 (m 3H), 6.70
(s, 111), 4.63 (in, 111), 4.41 (s, 2H 9 3.92 - 3.79 (m 2H), 3.47 (q, J =
7.0 Hz, 2wopRp13mid4@o- 3.35 (in, 211), 2.25 (s, 3H), 1.27PCW[EPIe126633Hz, 6H),
1.14 (t, J= 7.0 Hz, 3H). (APCI+) mlz 467 (MtH)+ Retention time = 3.64 nin
(nmethod 2) 008 NNAO it 'OF1 1-(3-{2-{5-(2- Hydroxy-ethoxy)-2- nethyl-
phenyl am'mmfusedomlxqrc-liﬁ teld., eBeloprepyly lcyplobutyl,) evkldentl,hydregelohexddz ok -a2- one
(300 MHz, P%/%OdG 10.35 (br s, 1H), 9.28 (s, 1H), 7.78 (s, 1H), 7.67 (d,
J= 2.4 wpolu HWPIEEQP- (s, 1H), 7.41 (s, 1H), 7.29 (s, 1H), 7.07 (d, J= 8.3
Hz, 1H), 6.98 (br s, 1H), 6.70 - 6.48 (m 2H), 4.87 (t, J= 5.6 Hz, 111),
3.95 (t, J= 5.0 Hz, 2H), 3.82 - 3.65 (m 2H), 2.37 (s, 3H), 2.23 (s, 311).
( APCI +) nélszuxﬁci?he(rwm—i)lleR@trentsbkuhiltSingé gro@ 8%ani a groep Nﬁdcm}las:)agn}@mphﬂl@: NO

NL N h | i -

Ty oichRPEG SRS s BT iptegse BRGSO IR Rt b Rbl i,
MHz, DIVEG (ﬁﬁ‘lucﬁ:dlas @Jmﬁﬁ’éd S0 ahldialogectfpdund thdtldoes 3101311&1§de ) grop.6fnd d, J=
2.5 Hz, 111), 7 (s, 111 7.48 §S 211), 7.10-7.04 (m 2H) %4 (dd, J=

8.3, 2.5 mﬁromlim)cha@ctmzc@s e ghigved 3y 2qy (iaans, 4uph asthygihe 4lmlus2qm)f fuxzctgmal(u n,

20 2 Bl o S e TG0, L0504 BB SRELRL T Te b, Syt o

phenyl amapilk; s@lfad®lachisy i;ho@]ﬁbtldld&rds&abﬂnhes 2, cgrbypir ¢hat include permanent
[1, 2, 4]tr|azol 3-one (300 MHz, DI\/SOdG) 5 9.50 (s, 111), 9.00 (s, 111),

8. 72105, chiges e ggapaiernyty) amgopiyny group: andfmslaetfrgatommr heterggomic gropps 7. 17
(d, J = 'C?Hgﬁxr ?(?H CH%RIQIH 56 7(0'3:
139, 6. ol T 5 N3 gﬁ%ﬁ)( V1490 fomg éc]>()f“3\]2 ”Z(% Rk’)ﬁrﬂz
393 ( MrH)(EHRetE0) 0 N-(6H, > AOBSRRI, rwl(em@t hS)dn Mteger ranging from 0 to 6, R and
R’ each independently are selected from hydrogen, an alkyl group containing from 1 to 10
carbon atoms and optionally substituted with one or more hetereoatoms such as halogen
15  (selected from F, Cl, Br or I), oxygen, and nitrogen; as well as alkoxy group containing

from 1 to 10 carbon atoms; as well as aryl and heteroaryl group.

In some embodiments, the solubilising group is a heterocycloalkyl that optionally includes
from 1 to 5 substituents, which may themselves be solubilising groups.

20  In a specific embodiment, the solubilising group is of the formula:

-B-N N-R -, L?-L/ N-R -§-< N-R ,—B-L‘ M
7

where L is selected from the group consisting of CH and N, M is selected from the group
consisting of —-CH(R)-, -CH,-, -O-, -S-, -NH-, -N(-(CH>),-R)-, -N(-(CH;),-C(O)R)-, -N(-
(CH2),-C(O)OR)-,  -N(-(CH),-S(O)2R)-,  -N(-(CH3),-S(0)20R)- and  -N(-(CHa).-
25  C(O)NRR)-, where z is an integer ranging from 0 to 6, R and R’ each independently are



011 Nl or \ 1- TI 3 NO\ --b NN 1-(5-{242-Methyl-5- (2-piperidin-1-yl-

et hoxy) - phenyl am no] - oxazol -5-yll -pygidin- 3-yl)-1, 3-di hydro-

i m dazol -wWoans3/(1800 MHz, MeOH-d4) 6 8.83 (br s, 1H), 8. PET(Hrr012/064539), 8.48
(s, 111), 7.61 (s, 111), 7.57 (d, J= 2.5 Hz, 1H), 7.22 (d, J= 8.5 Hz, 1H),
7.07 (d, J= 3.1 Hz, 111), 6.78 (dd, J= 8.3, 2.5 Hz, 1H), 6.70 (d, J = 3.1
Hz, 1H), séleéd6d - fr(ﬂna@d(rds’@enzfd)l a18y17 éroup%«ﬁﬂal(ﬁnig b, 13’(0170 -catbddSatofs Zndl) ,
2.33 (s, 3H . (APCI+) nmz 461 (M+H) Retentlontlrre:
0.43 ni n Opm%du%ﬂf@tfé ‘w{hl\@ne or nzore erirfgopfomspEeh g bajogen (fdeqted from F, C

e TS S L B T G I%G*‘éép‘i‘”'(’dm"m ,
10. 52 ( bratsnps, NBR' g%l%)vl@dmemé& arldHR, alaeﬁ(h 1(166;peﬂ<&©n,tly8e]36teﬂ diom]hydr&geﬁ hkyl 111),

(7m952 S 111%%&18(%ﬁn9d gb%/ei_)%)rjiénallyl_qygstﬁutge} w1th4até@st ‘Pﬁe lﬂef?atmg ﬁeftablyg)igéen(? 'm27

211), 3. 19 rj n&lly substififte 34 a up contathi 0 0 s il
) ARl LS 0, B ol s (0€RRG 12

2013/ 014 vpoectyERB§tate0626586] BExarghemd h@tbrostyﬂ gotupy witNahneproki st CVhOVE N
--1\1H 0 0 0 1-{3-[2- - o 2- net hyl - phenyl am no) -
oxazol - 584 Q'}I%Bﬁ]e%?ﬂt‘{lqﬁg%ﬁﬁ‘gﬂfg:ﬁ&i S—Hec?z el%t hyl )- 1, 3-di hydr o-

i m dazol - 2- one (300 M—Iz CDClS) 6 8.06 (br s, 1H), 7.91 (br s, 1H), 7.47-

7.4ogm2H) Hé d, J =7.6 H, 1H), 7.03 (d, J= 7.6 Hz,
111) 106. 18 qnmtheg sprﬁ)ﬁc em @dl(n@nt J e3s01u1lesmakgroum lsgse(e@tedJ frog1 Gh¢-zgrouH) |

4.55 (s {_- 1 8 74 (in,
2i o omgit oot Mo, 306y ey it blic oy R-pédf.
1.46 (m pipdridinkd 26 fiid I N-EtHY1 Hz, piddddinyl( APON1-piperidd®2)pipdtidiny] Ret engli on
time = 2.58 min (method 2) e o
piperidinyl)piperidinyl, I-pyrrolidinylpiperidinyl, 4-morpholinopiperidinyl, 4-(N-methyl-1-
piperazinyl)piperidinyl, piperazinyl, N-(C,-C¢)alkylpiperazinyl, in particular N-

15  methylpiperazinyl and N-ethyl piperazinyl, N-(Cs;-Cs)cycloalkyl piperazinyl, in particular
N-cyclohexyl piperazinyl, pyrrolidinyl, N-(C;-C¢)alkyl pyrrolidinyl, in particular N-methyl
pyrrolidinyl and N-ethyl pyrrolidinyl, diazepinyl, N-(C;-Cs)alkyl azepinyl, in particular N-
methyl azepinyl and N-ethyl azepinyl, homopiperazinyl, N-methyl homopiperazinyl, N-
ethyl homopiperazinyl, imidazolyl, and the like.

20
Among the compounds of formula I in which ring A is depicted above, the present
invention is directed to compounds of the following formula II:
R
Rs
Ro
II
25  Wherein:

A ring is a five member heterocycle ring;
R is hydrogen, halogen (selected from F, Cl, Br or 1), an alkyl group containing from 1 to

10 carbon atoms or an alkoxy group;



014 Am Nitip NHvidl o\>-NH NN\ ..r0 \----- NH | P 2-(3-{242- Met hy1-

(pyridin-2-ylam no)- phenyl am nol - oxakblol - 5-y11- phenyl) -2, 4-di hydr o-
[ 1, 2, 4] t rwezol3/@4ne (300 MHz, DVMBO- d6) 6 9.30 (s, 1H), PBTA®2(12/06456) ,

(s, 1H),

5-

8.13

8.12 - 8.06 (in, 2H), 8.01 (d, J = 2.1 Hz, 1H), 7.86 - 7.80 (m
111), 7.56 - 7.40 (m 411), 745(m 1H), 7.06 (d, J= 8.4 Hz, 1H), 6.85 (d,
J = 8.4 Rz,is hh-l))gelﬁ(E@Vec(eddfrorﬂ @, Br &.1L aﬂzaryn_gn_c)up, an glogkkyl @Hplkyl AROP+) n z

12? 4( ?A; f:«:}:n (lig\;ng'_é; %15)(% ]T?ms r?@{lﬁgqﬁfyhsé:ﬁgi% ]r%%rqg?t l\ezli\lslflone hel\lefoatol}ll(q)
oxazol -

MeOH-d4) 6 8.°46
(d, J=2 cﬂnth@mg]_ﬁ:pm 17t031§) (:@bor]_ﬁ’m)rrg qgglonq_li-})

NH OH

Stfabh yp)éij/%'n%r %ItY6’g)en4'0gﬁ&rthYl§¢ %bgntu%dhmﬂhoaﬁ rHa -od- alRPe gf@P0 Mz,

5. 1H), (hr s, 1H),

7.41

subﬁtlmed(wﬂh@:w@bélsmg grouny)as 7. 02

(s, 1H), 6.70 (d 1 . ~

(m 289 5138 sbdrogTuon &1 frubRuseny bomcsion ai's GoER fRR, -SR0S, °7
time = 2 -GONRR el RAD2ZR' &b6p Mherein R andORNardd ead{\lﬂldbbénd{iﬂt-l)[ 2elédt&d from

Et hoxynet hyl ) - 2- et hyl - phenyl am no oxazol - |1 -

§ y! |5 - |5 M ALOGER. diryi-E2oUs Reterqar RO Y3 0 ngwup@rgm Yasugstféete@ avithyaf {gast gner3 (g,
(35 g, Gy’ Suvedd on fitdechy ophihally” watulfied A7l f Bk Hhup 099

411), 2. 26ntamingtdm MLtcl B0 Cirbod %tto?nsOoﬂﬂZ)nalIB)ZLil)bsti(@\)vith”lazsoﬁﬁ)ﬂis(lmgl-gi)ouﬁeaEnt i on

time =
10

15

20

25

30

2.35 mn grrethod 2) 017 fel \/

‘well as a heterocycle grop or a solubilising group;

Rs is hydrogen, halogen (selected from F, Cl, Br or I), cyano, an alkyl group containing
from 1 to 10 carbon atoms or an alkoxy group; as well as CF;, -NRR',-NR-CO-R/,
-CONRR’ group wherein R and R' are each independently selected from hydrogen, alkyl
group optionally substituted with at least one heteroatom, notably oxygen or nitrogen,
optionally substituted with an alkyl group containing from 1 to 10 carbon atoms optionally
substituted with a solubilising group; as well as a heterocycle group or a solubilising
group;

QisOorS;

W is N or CRy;

R, is hydrogen, cyano, CFs, halogen (selected from F, Cl, Br or I), an alkyl group
containing from 1 to 10 carbon atoms optionally substituted with at least one heteroatom,
notably oxygen or nitrogen, optionally substituted with an alkyl group containing from 1 to
10 carbon atoms optionally substituted with a solubilising group; as well as an alkoxy
group or an haloalkoxy group, a solubilising group, an heterocycle, -CO-NRR', SO2-NRR’,
-NRR', -NR-CO-R' or -NR-SO,R’ group wherein R and R' are each independently selected
from hydrogen, alkyl group optionally substituted with at least one heteroatom, notably
oxygen or nitrogen, optionally substituted with an alkyl group containing from 1 to 10
carbon atoms optionally substituted with a solubilising group or heterocycle group;

Xis N or CRs;

Rs is hydrogen, cyano, halogen (selected from F, Cl, Br or I), an alkyl group containing
from 1 to 10 carbon atoms, an alkoxy group, -CO-OR, -CO-NRR' group wherein R and R
are each independently selected from hydrogen, alkyl group optionally substituted with at

least one heteroatom, notably oxygen or nitrogen, optionally substituted with an alkyl



N X 1-tert-Butyl-3- {442- ((5-ethoxynethyl)-2- nethyl- phenyl am no)-

oxazol -5-yl]-pyridin- 2-yll-imdazolidin-2- one (300 MHz, DVBO d6) 6 9. 60

(s, 1H), wo2B1xmE4170H), 8.23 (d, J = 5.4 Hz, 111), 7.80 PSI/EPUR/06483H7 (S,

1H), 7.23 - 7.12 (m 2H), 6.96 (d, J = 7.6 Hz, 1H), 4.42 (s, 2H), 3.85 (t,

J =7.8 H, 2H), 3.48 (dt, J = 14.0, 5.4 Hz, 4H), 2.28 (s, 311), 1.37 (s,

9H), 1. l4rdupdcontaimink2frdm b.td 1Hz¢arBdnl hton{sAbiElonhllynsabstiblied Mith) 4 sRRibeRiigoN

tinme = 3.28 nin gmat hod 2) 018 N J111 \NH N.. c__NNC) NH 1-14424(5-

Et hoxyrretgF@Hp)Qrzhe Wyﬁﬂﬁlgmﬁ%enyl am no) - oxazol -5-y1]-6- nethyl-pyridin-2-

y||-Imd%QACQ)Ir one (300 MHz, DMSO-d6) 6 9.55 (br s, 11-1), 8.16 (s,

111) ﬁ—!} 7.60 (s, 1H), 721(s, 1H), 7.17 (d, J= 7.6 Hz, 1H),

7 06 (s, \ZLH)CH@CQBO(rd{Rﬂ— 7.6 Hz, ) 4 42 (s, 2H) 4.00 (t, J 8. 0 Hz
411), 3 311 1.14 (t

Hz ' 321) %17( ﬁp@d?f?éef’?% 2114@‘5% &m&é’ %‘F’é 50 koLl & Sgop %Olelﬁn(ﬁpﬁlaa 55

VO 2013/ Q&ﬂ&l?&@ﬂ/ltﬁ%%@%l%ﬁ?@% I%Sr hetbrobn& fbﬁb structure Name 'H NVR/ LCNB

019 -N I----t\ Isob y1-4-[2- ((5-nethoxymethyl)-

2- met hyl -Y pheyRaon @GRYRe; oxazol - 5- y11 pyridin- 2-yll -4-methyl-

i m dazol i.di n- 2-one, ( 30 . DMBO-d6) (5 9.54 (br s, 111), 8.15 111
7.80 (s, 73 %%\9?86?3%@%%2’ 7.37 (s) (1H) 7. 1§3 Eds J= 7)7 Hz, (S 7 0)2

(s, 111) R8s 8%di6 n&rrali Y pc&ﬂtaﬂa)n ﬁloxﬁa t()SO caidbon atbrdBor-ah- afll&xg
3.89- 3.72 (m 1 55 (dd J = 106, 6.4 Hz. 1H), 3.28 (s, % 228 (s,

311) 102, Ry is hzdrgger(cmanlqllyy gzr_omoptmmggfremll Hle @hon 4oy, (d, J= 6.0 Hz,
6H). (APCl+) mlz 450 (MtH)+ Retention tine = 3.17 mm(nmethod 2) 020 NNO
In one embodiment, the invention relates to compounds of formula II or pharmaceutically

acceptable salts thereof, wherein R; is halogen (selected from F, Cl, Br or I), an aryl group,

an haloalkyl or alkyl group containing from 1 to 10 carbon atoms optionally substituted

15  with at least one heteroatom, notably oxygen or nitrogen, optionally substituted with an
haloalkyl or alkyl group containing from 1 to 10 carbon atoms optionally substituted with a

solubilising group; as well as an alkoxy group or an haloalkoxy group; as well as a -NRR/,
-NR-CO-R', -CONRR’ or -NR-SO,-R’ group wherein R and R' are each independently

selected from hydrogen, alkyl group optionally substituted with at least one heteroatom,

20  notably oxygen or nitrogen, optionally substituted with an alkyl group containing from 1 to

10 carbon atoms optionally substituted with a solubilising group; as well as a heterocycle

group or a solubilising group.

Examples of preferred compounds of the above formula are depicted in table 1 below:

25



0--) N NH 1-13-[24(5- Ethoxynethyl)-2- nethyl- phenyl am no)-
oxazol - 5-y1] -5- met hoxy- phenyl } 4, 4-t nmet hyl - i m dazolidin-2-one (300
VHz, DVEWOp13@191786 (br s, 1H), 7.84 (s, 111), 7.41 (spCIHpP1Ziogs3§s, 1H),
7.24 (s, 111), 7.18- 7.12 (m 211), 6.93 (d, J= 7.7 Hz, 111), 6.79 (s,
111), 4.41 (s, 211), 3.78 (s, 3H), 3.62 (s, 2H), 3.47 (q, J = 7.0 Hz, 2H),
2.28 (s, TaHle1 1. 28 (s, 6H) 1.14 (t, J=7.0 Hz, 3H). (APCI+) nalz 451
( M+tH) + Retentiontirme—=349mrethed—2)021-N-—=¢; |uu —Nro—\+—NH—
1- (3- Chl{&r &1 5- {@er[l@alstnemlhyl 5- ( 2- Neror phol | n- 4-yl et hdi(WRflﬁMényl am no] -
oxazol - 5=yIT- phenyl)- T m darohidhids-£i20N€e]| oo MaNbNSEE,) VHD 26 BYVEOHH6) 76 9. 33
(br s, 1H), |7¢64.- 7268+ (m 233 )MimehyB0 (d|(bds, #1)27.8 Hzs53 @ VB)5.3 Mz, B), (.58 - |1H) ,
7.28 (brosy |111 7.91 . 1lgh}nylaifhidd? (d, | D5 @&, 3HERS,61 14ls) 1HS 358 —(3ckd, (m]|=
8.4, 2.5% Hz, 111 , 4. 0 oxazob3-Bl-Hz, 2[7H),3.8.-940(m3NBB-2¢ (7 61DH) , 3. 61 -
3.55 (m| 411 { ( mhedHy , 2. 68 (¢PCHrmE38 (MFH)" 2H), 2.49 - 2.44
(m 4H),[ 2 '>2 (s5 NH’%I—h ( AP(‘I vudqio}ldlgéﬂne( MR efentiqueime 7376 it mwﬁhodl)o 43
mr{method 2) 022 N I\NH 0 | N-B43(G- (QOQ\JMH@RME% dg
phenyl anfi no)- oxazol -5-y1}:p ﬁ%qrﬁetw 2yI I }% frfeztﬁylm)
(300 MHz, DVBO-d6) 6 9 (br wﬂy -§1 ?)
111), 7./68,(s, 1H, (d, =) "ﬁ) 0
5.4, 1.4 1%, 1H), 7J00 (d, J| Sy i b Hl 2.6 & iy 111) |
4.18 -4.08 3.88 - 3|&yffenylll) , ﬁ{)@ld 8, 3}31100 1. @s @Azﬁ}jdﬂod 55
10. 6, 6.1 Hz M111) 52. 23 (s, ﬁﬂdh)qhdlﬁzibie ( dem, 1), 6141t biz,7.03%13H). (APCI +) nf z
380 (M+H) + Retenti %r‘f”ti me = 2.76 m( met hot(APL1+Q23 SMHH)'N ON---) N H
Retention time = 2.36 min (method 2)
Y 1-{3-[2~((5- TH NMR (300 MHz, CDCl3) 4 7.92 (s, 1H), 7.33
NN Ethoxymethyl)-2- (s, 1H), 7.18 — 7.09 (m, 3H), 7.05 — 6.95 (m, 2H),
\_ \f? methyl- 4.50 (s, 2H), 4.28 (dq, J = 12.2, 6.1 Hz, 1H), 3.58
003 phenylamino)- —3.47 (m, 2H), 2.69 — 2.43 (m, 2H), 2.34 (s, 3H),
0 oxazol-5-yl]-5- 2.30 (s, 3H), 1.81 — 1.65 (m, 2H), 1.27 — 1.16 (m,
N K methyl-phenyl}-5- 6H).
%\j/ methyl-pyrrolidin-2- | (APCI+) m/z 421 (M+H)"
© one Retention time = 3.13 min (method 2)
H 4-Methoxy-1-{4-[2- | (300 MHz, DMSO-ds) 6 9.63 (br s, 1H), 8.43 (s,
((5-methoxymethyl)- | 1H), 8.27 (dd, J= 5.4, 0.6 Hz, 1H), 7.79 (d, J =
2-methyl- 1.3 Hz, 1H), 7.71 (s, 1H), 7.26 (dd, J = 5.4, 1.4
004 phenylamino)- Hz, 1H), 7.19 (d, J = 7.7 Hz, 1H), 6.97 (dd, J =
0 oxazol-5-yl]-pyridin- | 7.7, 1.4 Hz, 1H), 5.41 (s, 1H), 4.55 (s, 2H), 4.39
| 2-yl}-1,5-dihydro- (s, 2H), 3.88 (s, 3H), 3.29 (s, 3H), 2.30 (s, 3H).
pyrrol-2-one (APCI+) m/z 407 (M+H)"
Retention time = 3.13 mins (method 2)
1-Methyl-3-(3-{2-[2- | 'TH NMR (300 MHz, CDCl;) 4 8.09 (d, J = 1.1
H methyl-5-(2- Hz, 1H), 8.00 (d, J = 2.5 Hz, 1H), 7.51 (dd, J =
N N\© pyrrolidin-1-yl- 4.1, 1.3 Hz, 2H), 7.42 — 7.36 (m, 1H), 7.34 (s,
LT
o ethoxy)- 1H), 7.24 (d, J = 8.4 Hz, 1H), 6.92 (s, 1H), 6.74
005 b~ phenylamino- (dd, J=8.3, 2.6 Hz, 1H), 4.34 (1, J = 6.1 Hz, 2H),
D oxazol-5-yl}- 4.04 (dd, J = 9.0, 6.8 Hz, 2H), 3.73 — 3.67 (m,
N phenyl)- 2H), 3.15 — 3.02 (m, 5H), 2.87 — 2.77 (m, 4H),
04(\,? imidazolidin-2-one 2.45 (s, 3H), 2.03 — 1.93 (m, 3H).
| (ES+) m/z 463 (M+H)"
Retention time = 2.20 min (method 2)
H 1-{4-[2~((5- (300 MHz, DMSO-ds) & 9.64 (s, 1H), 8.20-8.15
N\YN Fthoxymethyl)-2- (m, 2H), 7.84 (s, 1H), 7.75 (s, 1H), 7.28-7-18 (m,
\-s methyl- 3H), 7.02 (d, J = 7.8 Hz, 1H), 4.42 (s, 2H), 4.03 -
006 = phenylamino)- 3.94 (m, 2H), 3.47 (q, J = 7.0 Hz, 2H), 3.39 (t, J
N/ Q thiazol-5-yl]-pyridin- | = 8.0 Hz, 2H), 2.26 (s, 3H), 1.15 (t, J= 7.0 Hz,
"N \ 2-yl}-imidazolidin-2- | 3H).
OAQ one (APCI+) m/z 410 (M+H)"
H Retention time = 2.69 min (method 2)




1-{5-[2-((5- Ethoxynethyl)-2- nethyl-

phenyl am no) -

oxazol - 5-y1] - 2-

met hyl - phenyl } I m dazol i di n-2-one ' HHANMR (300 MHz, CDCl13) a 7.92 (s,
111), 7. 48020@/@2170m 2H), 7.24 (d, J= 9.3 Hz, 211), 7. PET(Ek2012m6453Y Hz,
2H), 7.10 (s, 111), 7.01 (d, 1= 7.5 Hz, 2H), 5.58 (s, 111), 4.51 (s, 2H),
3.82 (t, J =7.8 H, 211), 3.64 - 3.48 (m 411), 2.31 (s, 6H), 1.24 (t, J=
7.0 Hz, |8l3). (AESE stlcdre407 ( M+-HytnRet ent i on t I me q{ﬁMMcm’Sn (et hod |2 024
101 41’ Qi__M —N- 1\ H 1 1 Q_r')/l 5 Et hoxyn‘et '}\)_gl nnyl Qn}] [aVal
oxazol - 5-y11- phenyh j 2; F}([P_équhn -onn(1 1‘;(IHKI %%2 d6) a
9.29 (s, 111), S vameC 77146 95 A8 fdd, J=
17.6, 7.\ %ok, ];Hﬁn 13 (d, 8 761( uf 947 = 2- 3
Hz, 2H), 3.92 thlaz'%l ﬁ’:%gém 4 )o HZ 221&3 3(43 333 % ,2H3, 2b4 (5 387 7.0
Hz 311 (t,, Mpkhodeh@nt i oM ve: 60 K, 416, M4, (Febhedng)| 17
WO 2013/ 0141 7OPCT/OEP 12/ 064 biditlatokidih-2-okdh e niaeal+) stzrecviig Nanme 1H NVR/ LICMVS
025 Finr-N ol\I' T Nlo CINHC| 2-13424(5- BduosanrmietehBlopae (mabod@y| -
phenyl ami no) - oxazol §5-ly1] - 5;1-BylPaz6l - 1-y BOPYENYPIMSO-q) ALOS Iy drldh), 9.28 (s,
[1, 2, 4] {ri azol - 3- OnE Tydr och| Brdratecaope- M@) WS®1H67675<1 azz 2146H $H). 1.
9.78 (s,| 1H)|, 8.57r9d, :2156t1ré|i— 1H) 8@ 741
1H), 8.c500§d, J 7.4 ,  1H)phenyl ofs, 1 gl) (<
(s, 111)|, 7]19 .7 HO’“‘ TS 98 (1) 8= ,7(S
(m 1H,| 4.42 (s, ﬁ;?@) 3. % fdgé Hl oArern g
Hz, 3H).| (ARCl +)° Nz 458 ( IVH Ret ent | on étgﬁgon-tmg %5%@@&&@&3“ 2) 026
HN-- N |23 2-(5-Methoxy- | (300 MHz, DMSO-d,) 5 12.07 (br s, 1H), 930
N N d | 2-methyl- 1H), 8.13 (s, 1H), 7.64 (d, J = 2.5 Hz, 1H), 7.57
LN ’ O>—NH phenylamino)- (s, 1H), 7.48 (s, 2H), 7.10-7.04 (m, 2H), 6.54 (dd,
009 oxazol-5-yl1]-5-(4- J=283,25 Hz, 1H), 3.72 (s, 3H), 3.24 (m, 4H),
methyl-piperazin-1- | 2.60 (m, 2H), 2.32 (m, 2H), 2.22 (s, 3H).
N0 y1)-phenyl]-2,4- (APCI+) m/z 462 (M+H)"
o dihydro- Retention time = 1,96 min (method 2)
[1,2,4]triazol-3-one
2-{5-[2-((5- (300 MHz, DMSO-dg) & 9.50 (s, 1H), 9.00 (s,
Ethoxymethyl)-2- 1H), 8.72 (s, 1H), 8.38 (s, 1H), 8.21 (s, 1H), 7.83
N o M methyl- (s, 1H), 7.66 (s, 1H), 7.17 (d, T = 8.0 Hz, 1H),
010 | . S \L’/ jﬁ? phenylamino)- 6.95 (d, ] = 7.5 Hz, 1H), 4.41 (s, 2H), 3.47 (dd, J
N oxazol-5-yl]-pyridin- | = 13.9, 6.9 Hz, 2H), 2.28 (s, 3H), 1.13 (t, ] = 7.0
HN. N 07 | 3-yl}-2,4-dihydro- Hz, 3H).
[1,2,4]triazol-3-one | (APCI+) m/z 393 (M+H)"
Retention time = 4.53 min (method 2)
1-(5-{2-[2-Methyl-5- | (300 MHz, MeOH-d,) 6 8.83 (br s, 1H), 8.76 (br
N (2-piperidin-1-yl- |, 1H), 8.48 (s, 1H), 7.61 (s, 1H), 7.57 (d, J = 2.5
~ l o>_NH ethoxy)- Hz, 1H), 7.22 (d, J = 8.5 Hz, 1H), 7.07 (d, /= 3.1
o1l P %j phenylamino]- Hz, 1H), 6.78 (dd, J = 8.3, 2.5 Hz, 1H), 6.70 (d, J
d oxazol-5-yl}-pyridin- | = 3.1 Hz, 1H), 4.46 — 4.36 (m, 2H), 3.71 — 3.54
C\f/o . 3-yl)-1,3-dihydro- | (m, 4H), 3.17 — 3.05 (m, 2H), 2.33 (s, 3H), 2.05 —
NH @ imidazol-2-one 1.80 (m, 6H).
(APCI+) m/z 461 (M+H)"
Retention time = 0.43 min (method 2)
4-Methyl-1-{4-[2-(2- | (300 MHz, DMSO-ds) 6 10.89 (br s, 1H), 10.52
methyl-5-pyrrolidin- | (brs, 1H), 9.95 (br s, 1H), 8.50 (s, 1H), 8.36 (d, J
o M 1-ylmethyl- = 5.4 Hz, 1H), 7.95 (s, 1H), 7.83 (s, 1H), 7.40
o2 N T Y{j phenylamino)- | (dd, J = 5.3, 1.5 Hz, 1H), 7.37 — 727 (m, 2H),
N oxazol-5-yl]-pyridin- | 7.03 (d, J = 1.4 Hz, 1H), 4.37 — 4.30 (m, 2H),
/L/—N/&O NQ 2-y1}-1,3-dihydro- 3.47 — 3.24 (m, 2H), 3.19 — 2.91 (m, 2H), 2.34 (s,
H imidazol-2-one 3H), 2.09 - 1.78 (m, 7H).
(APCI+) m/z 431 (M+H)"
Retention time = 0.55 min (method 2)




o-",, HN.,,, ,tip O 2-13424(5- Ethoxynethyl)-2- methyl- phenyl am no) -
oxazol - 5-y1] - phenyl} -2,4-dihydro- [1]12,4]triazol-3-one (300 Mz, DMSO d6)
6 12.11 (wo20H)014w0. 30 (s, 1H), 8.15 (d, J = 12.0 Hz, 2ICI/EP288/064$39J = 7.3
Hz, 1H), 7.71 (d, J = 10.1 Hz, 2H), 7.58 - 7.43 (in, 2H), 7.22 (d, J = 7.7
Hz, 1H), 7.04(d J =7.6 Hz, 1H), 4.43 (s, 2H), 3.48 (g, J = 6.9 Hz, 2H),
2.29 (s, g3 Jcn%x?hca(lktrucclre .0 Hz, (APCI +) 'z 3PukMelst Retention
tine = 3.5 7 N ?(_SN HCl (?01-0A%%%Té5 l\/l(:)\f hnv:;lr;f;f7h\il )} - 2-

met hyl - |phe 1 r| di > z& ( I 2-
onehydr ochl ¢ X % 4&{) g Y 2@ I),
8.95 (s, 11! BBy (s, H) Z(H) 16 0 7r 7.27
- 7.15 (g3 2 A 1-1H) . E?"ss ,2@;‘?97 331(11{§H) E
3.28 (s, 3H|, 2. - (ARG (1721 Z @ it sentdaqm, tBeE 4. 25
mn (netthod|2) O N 0- NH N pipddiNNy1-3chy )N ?7—({;1441{)2}3(53s 36, hoxyrethynl 412);

nmet hyl - |phenyl am nQ) - oxazol ; B3-ylfpyri di n; 1.%—4)/114}6412,,24@,&2!63(/@‘@1.0 Hz, 3H).

[1, 2, 4] tiri azol - 3- one (300 MHzimiddMBEDow5) 6|@PEIF) (18 502AM+H)'8. 42 (d, J= 5.3 Hz,
1H), 8.10 (5 1H) .05 (s H, 7.79 (s lithtlon7tmm?2(5§mlq@nethodﬁ)AA (dd J =
5.2, 1.4 Hz, 7.18 (IR G- Oenyy |G HMS -dc)75 P304, 14 )H)‘g £, 142
(s, 2H),| 3.47 (t J <p>zr41n2vzan28°> le)?B %6 L @%9{& H).
fﬁl\cp:lCl +?\| %lﬁl( oxazol Hé (m 4 %lﬂs)g (?g(?é )% HO N

3&3@ ﬁ“e”t ent¥

phenyl)- 2 4 dlhydro-
{1,2,4]triazol-3-one

6.85 (d, J—84Hz 1H), 6.67 (dd, J = 6.3, 51
Hz, 1H), 2.23 (s, 3H).

(APCI+) m/z 426 (M+H)"

Retention time = 2.11 min (method 2)

(

N

X

methyl-pyridin-2-
yl}-imidazolidin-2-

1-(4-{2-[5-(2- (300 MHz, MeOH-d,) 6 8.46 (br s, 1H), 8.33 (d,
Hydroxy-ethoxy)-2- |J= 5.1 Hz, 1H), 7.53 (br s, 1H), 7.41 (d, /=24
X methyl- Hz, 1H), 7.33(d, J=4.8 Hz, 1H), 7.14 (d, /= 8.3
015 / @ phenylamino]- Hz, 1H), 7.02 (s, 1H), 6.70 (dd, J = 8.3, 2.4 Hz,
N oxazol-5-yl}-pyridin- | 1H), 4.13 — 4.06 (m, 2H), 3.95 - 3.87 (m, 2H),
\\\ 2-yl)-4-methyl-1,3-  {2.29 (s, 3H), 2.12 (s, 3H).
5‘ NH . dihydro-imidazol-2- | (APCI+) m/z 408 (M+H)"
one Retention time = 2.89 min (method 2)
N “ 1-{4-[2-((5- TH NMR (300 MHz, CDCL3) 4 8.23 (s, 1H), 8.13
= Ethoxymethyl)-2- (d, J = 5.5 Hz, 1H), 7.73 (s, 1H), 7.33 (s, 1H),
}-0 methyl- 7.13 (d, J= 1.7 Hz, 1H), 6.98 (t, J = 5.1 Hz, 2H),
016 = phenylamino)- 4.46 (s, 2H), 4.15 — 4.07 (m, 2H), 3.55 - 3.42 (m,
N\ /) o oxazol-5-yl]-pyridin- | 4H), 2.26 (s, 3H), 1.13 (t, /= 7.0 Hz, 3H).
N N k 2-yl}-imidazolidin-2- | (ES+) m/z 394 (M+H)"
04\;} one Retention time = 2.35 min (method 2)
H
H I-tert-Butyl-3-{4-[2- | (300 MHz, DMSO-ds) 6 9.60 (s, 1H), 8.35 (s,
N\\rN ((5-ethoxymethyl)-2- | 1H), 8.23 (d, J = 5.4 Hz, 1H), 7.80 (s, 1H), 7.67
\-0 methyl- (s, 1H), 7.23 — 7.12 (m, 2H), 6.96 (d, ] = 7.6 Hz,
017 — phenylamino)- 1H), 4.42 (s, 2H), 3.85 (t, ] = 7.8 Hz, 2H), 3.48
S/ 0o oxazol-5-yl]-pyridin- | (dt, J = 14.0, 5.4 Hz, 4H), 2.28 (s, 3H), 1.37 (s,
N N K 2-yl}-imidazolidin-2- | 9H), 1.14 (dd, J = 12.3, 5.3 Hz, 3H).
D) one (APCI+) m/z 450 (M+H)"
© )N< Retention time = 3.28 min (method 2)
N 1-{4-[2-((5- (300 MHz, DMSO-dg) 6 9.55 (br s, 1H), 8.16 (s,
[ D—NH Ethoxymethyl)-2- 1H), 7.78 (s, 1H), 7.60 (s, LH), 7.21 (s, 1H), 7.17
Y © methyl- (d, J= 7.6 Hz, 1H), 7.06 (s, 1H), 6.96 (d,J=17.6
018 N~ phenylamino)- Hz, 1H), 4.42 (s, 2H), 4.00 (t, J = 8.0 Hz, 2H),
740 g oxazol-5-y1]-6- 3.52 — 3.36 (m, 4H), 2.39 (s, 3H), 2.28 (s, 3H),

1.14 (t, /= 7.0 Hz, 3H).
(APCI+) m/z 408 (M+H)"

one

Retention time = 2.69 min (method 2)




2- 14[ 2( 5- Met hoxy- 2-net hyl - phenyl am no) - oxazol -5-y1]-pyridin-

2-y1}-2,4-di hydro- [1,2,4]triazol -3- omgehydrochl oride (300 MHz, DWVSO d6) 6
12. 40 (s,wop13/01@702 (s, 1H), 8.42 (d, J= 5.5 Hz, 1H), 8CI®EP¢&2/084439 8. 14
(s, 1H), 8.05 (s, 1H), 7.58 (d, J = 5.5 Hz, 2H), 7.46 (s, 1H), 7.12 (d, 1=
8.4 Hz, | H), 6.65 (d, J—83Hz, 1H), 3.73 (s, 3H), 2.22 (s, 3H . (APC +)

mz 365 |GV + dﬂ%@&]@h@{ar B = 48 mn (method 2) yP3frA.cvsNL1.
r, 10\ >--NHIN_HG | \--NH 2-(4- !9 fR(?- [\/b'rhnyv et hoxy)-2- n’gth\ll-
pheny! arfi no]| - oxazol yl} p L 0o ‘dé) 35 (bﬂj 1} égg 2 13-
onehydr dchl ori de (30 g, D )}s (; i S98 05, a8, 33 (d,
_ - ) JJ=1.T
J=5.7 e, 1 ©s, 6413 s 0@% 3,;9_ 5.7
Hz, 1H),| 079 49 @ . %ﬁ ‘5 ,
4.05 (d,| J=|4 6 (g _ '1228( H)H 3@15,213':1)205 m? )(8,
3H). (ARCI +) Z% Retidmfillien-ohd Me1.z (2,.J523 mmn@m&ﬂh@d 25)0 w3ams . 1-
{34245- Vet hoxy- rret hy( ph enyl am no) - ox@edoly beyiddBH) et hyl - phenyl } +
i m dazol|i din-2-one '1-1 NVR (300 MHz, DVEQRaiB)iongin® =257 fen (mkthd 2)7. 62 (d, J =
2.6 Hz, |1H) | 7.37 (S, H1H), 7/DB@<G-1H), TGAOLMHz DNID-¢ap 9-2Hbr s,6HRTS & | 1H)
6.55 (dd, J= 8.3, 1 L ygahi) 3 .8 11 2@412 D 3 i 23HL1H>37 s -
3.37 (in, 20, 2.359s,3H), Izeﬂz»? ft) on
time = 3.8 i\ t hod rbﬁf 3/ 01¢ 9”13”(1;13? Eglé{; iS iﬂ”
Chem cal| structu Name 'H N 3@ I ; AR N
N metioxXy-pheny I 14 (t, J 7.0 Hz,
A 4,4-dimethyl- (APCI+) m/z 451 (M+H)
H imidazolidin-2-one | Retention time = 3.49 min (method 2)
R} 1-(3-Chloro-5-{2-[2- | (300 MHz, DMSO-dg) 6 9.33 (br s, 1H), 7.64 —
o | S methyl-5-(2- 7.62 (m, 2H), 7.60 (d, J = 2.5 Hz, 1H), 7.55 (s,
0 morpholin-4-yl- 1H), 7.28 (br's, 1H), 7.21 (s, 1H), 7.07 (d, /= 8.3
01 ethoxy)- Hz, 1H), 6.57 (dd, J = 8.4, 2.5 Hz, 1H), 4.04 (t, J
N_g d phenylamino}- = 5.8 Hz, 2H), 3.94 — 3.86 (m, 2H), 3.61 — 3.55
N - oxazol-5-yl}- (m, 4H), 3.48 — 3.40 (m, 2H), 2.68 (t, J = 5.7 Hz,
N phenyl)- 2H), 2.49 — 2.44 (m, 4H), 2.22 (s, 3H).
<~‘o> imidazolidin-2-one | (APCI+) m/z 498 (M+H)"
Retention time = 2.43 min (method 2)
1-{4-[2-(5-Methoxy- | (300 MHz, DMSO-dg) § 9.58 (br s, 1H), 8.34 (s,
N 2-methyl- 1H), 8.24 (d, J = 5.4 Hz, 1H), 7.68 (s, 1H), 7.54
| >‘NH phenylamino)- (d, J = 2.6 Hz, 1H), 7.44 (s, 1H), 7.19 (dd, J =
7 ¢ oxazol-5-yl]-pyridin- | 5.4, 1.4 Hz, 1H), 7.10 (d, J = 8.4 Hz, 1H), 6.60
022 N~ S g 2-yl}-4-methyl- (dd, J = 8.4, 2.6 Hz, 1H), 4.18 - 4.08 (m, 1H),
N imidazolidin-2-one 3.88 — 3.75 (m, 1H), 3.73 (s, 3H), 3.54 (dd, J =
0 O\ 10.6, 6.1 Hz, 1H), 2.23 (s, 3H), 1.21 (d, J = 6.1
;fNH Hz, 3H).
(APCI+) m/z 380 (M+H)"
Retention time = 2.76 min (method 2)
H 1-{5-[2((5- "H NMR (300 MHz, CDCl,) 4 7.92 (s, 1H), 7.40
NN Ethoxymethyl)-2- |- 7.32 (m, 2H), 7.24 (d, J = 9.3 Hz, 2H), 7.16 (d,
}-0 methyl- J=17.7Hz, 2H), 7.10 (s, 1H), 7.01 (d, J = 7.5 Hz,
023 A phenylamino)- 2H), 5.58 (s, 1H), 4.51 (s, 2H), 3.82 (t, J= 7.8
o oxazol-5-yl]-2- Hz, 2H), 3.64 — 3.48 (m, 4H), 2.31 (s, 6H), 1.24
N methyl-phenyl}- (t,/=7.0 Hz, 3H).
AN imidazolidin-2-one | (AES+) m/z 407 (M+H)*
M Retention time = 3.54 min (method 2
" 1-{3-[2-((5- "H NMR (300 MHz, DMSO-dg) 4 9.29 (s, 1H),
NN Ethoxymethyl)-2- 7.81 (d, J = 6.8 Hz, 2H), 7.46 — 7.29 (m, 3H),
\-0 methyl- 7.18 (dd, J=17.6, 7.7 Hz, 2H), 7.02 (s, 1H), 6.93
024 . phenylamino)- (d,/=17.6 Hz, 1H), 4.41 (s, J= 5.3 Hz, 2H), 3.92
0 oxazol-5-yl}- —3.83 (m, 2H), 3.45 (m, 4H), 2.28 (s, 3H), 1.14
N phenyl} (t,J=17.0 Hz, 3H).
o%\;) imidazolidin-2-one | (ES+) m/z 393 (M+H)"
H Retention time = 2.76 min (method 2)




N--NH O /oHC \ |-{4-[2-(5-

(Et hoxynmet hyl ) - 2- net hyl -

phenyl am no) -

oxazol -5-yl | -pyridin- 2-yl}-1, 3-di hydrp? im dazol -2-one hydrochloride (300
MHz, MeOHwvO4p13(B4B040 (d, J= 5.7 Hz, 1H), 8.29 (br s, 1FCT/ER2Q0/064589s, 1H),
7.59 (br s, 1H), 7.49 (d, J = 5.4 Hz, 1H), 7.35 (d, J= 7.9 Hz, 1H), 7.25
(d, J= 6.6 Hz, 1H), 7.08 (br s, 1H, 4.55 (s, 211), 3.63 (q, J= 7.0 Hz,
211), 2. S (s,|3H), 7 (t] J=17.0 (APCI +) z
407 (M+H)%§I%PT pnﬁt%‘ﬁalg‘fﬁm- 99 m %ne(zmar hod 2) mq%@%}?{mr 2- (5- Net hoxy-
2-met hyl|- oXazgl - 5-y1}-pyri d| hi3 124Gy |- i ﬁ%ﬂﬁalww dRd 240§, 'Hn‘i% RIIWQ(S( 300
Mz, DIVESOdE)“Na\NQ 57 (s, 1H)|CES3833 (5 D1k g zg S 93 211H),
7.67 (s 1H ¢ gsHl 1) Y (s f ZJH 7. 09
(d, 1= 8.085 b @ RaoRH) | dJ_ 2H),
2.22 (s, 3H). A M oJret ent ggjd mmﬂg (gﬂz@) BEt 034
\ 1.1 Off 1-{4424 5* Hydr 5Welihawl})242mhyaﬁ)t th:2.REBY), &M @0)-+7.0 Hz, 3H).
oxazol - 5-y1}- pyr| di n-~ 2-yl 1 - | m2daznblisding- 2AraRent3sdoMMR (300 MHz, DVSO- d6)
a 9.55 (s, 111), 8.33 (s, 1H)hydBchkBidé d, J|Retdntich tiie — 3Wkmin (helRdd s, 111)|,
7.64 (s,| IH|, 7.26 (s, 111), |Z{37-(Gdd, J=|BOOMH4 DM, 412)1, (s6LH.71030 (s, U =
8.0 Hz, 1H) Hﬁ/\;l,Z (t, J= 5.7|FoxydddyD-24, 461H)d3.15), 5= 72.Hdz, 2PIH)7.884d.06° 13 3. 96
(in, 211), 1% 8.0 H?met 2.27 %Z 1§ y.71 (CES 10{11}22 @@675
Ret enti 426 e M ( et mzao) 035 yrid Z M) 704 (d oz
1- 14424(/5- Et hoky yl -f%‘t" A g)py%noyl H g‘* é@z%ﬁ} 8%35/% 683}% aﬁi)h-
2- yl - pyrr olli di n-2- one [1,2,4]triazol-3-one (APCI+) m/z 392 (M+H)
Retention time = 3.56 min (method 2)
1-{5-[2-((5- (300 MHz, DMSO-dg) 6 10.64 (br s, 1H), 9.82
| N\>—NH Methoxymethyl)-2- | (brs, 1H), 8.95 (s, 1H), 8.75 (s, 1H), 8.59 (s, 1H),
~ 0 methyl- 7.81 (s, 1H), 7.79 (s, 1H), 7.27 — 7.15 (m, 2H),
027 | N phenylamino)- 6.99 (d, J= 7.8 Hz, 1H), 6.75 (br s, 1H), 4.39 (s,
Q/E §;§HC oxazol-5-yl]-pyridin- | 3H), 3.28 (s, 3H), 2.29 (s, 3H).
N.__O 3-yl}-1,3-dihydro- (APCI+) m/z 378 (M+H)"
&K o= imidazol-2- Retention time = 4.25 min (method 2)
onehydrochloride
214265 (300 MHz, DMSO-dg) 6 9.67 (s, 1H), 8.42 (d, J =
O Ethoxymethyl-2- 5.3 Hz, 1H), 8.10 (s, 1H), 8.05 (s, 1H), 7.79 (s,
N methyl- 1H), 7.77 (s, 1H), 7.44 (dd, J = 5.2, 1.4 Hz, 1H),
028 | NH phenylamino)- 7.18 (d,J= 7.7 Hz, 1H), 6.97 (d, J= 7.2 Hz, 1H),
Nl > oxazol-5-yl]-pyridin- |4.42 (s, 2H), 3.47 (t, J = 7.0 Hz, 2H), 2.28 (s,
N 2-y1}-2,4-dihydro- 3H), 1.13 (t, J= 7.0 Hz, 3H).
N O [1,2,4]triazol-3-one | (APCI+) m/z 393 (M+H)"
NH Retention time = 4.49 min (method 2)
/| 2-{4-[2-(5-Methoxy- | (300 MHz, DMSO-ds) & 12.40 (s, 1H), 10.02 (s,
N O | 2-methyl- 1H), 8.42 (d, J = 5.5 Hz, 1H), 8.30 (s, 1H), 8.14
[ \>\NH phenylamino)- (s, IH), 8.05 (s, 1H), 7.58 (d, J = 5.5 Hz, 2H),
029 | 7 © oxazol-5-yl]-pyridin- | 7.46 (s, 1H), 7.12 (d, J = 8.4 Hz, 1H), 6.65 (d, J =
N~ HCI 2-yl1}-2,4-dihydro- 8.3 Hz, 1H), 3.73 (s, 3H), 2.22 (s, 3H).
N_ o [1,2,4]triazol-3- (APCI+) m/z 365 (M+H)"
N\\—NH onehydrochloride Retention time = 4.82 min (method 2)
o— | 2-(4-{2-[5-(2- (300 MHz, DMSO-d) 6 12.38 (s, 1H), 9.98 (s,
Vand Methoxy-ethoxy)-2- | 1H), 8.43 (d, J= 5.7 Hz, 1H), 8.29 (s, 1H), 8.14
I N © methyl- (s, 1H), 8.04 (s, 1H), 7.58 (d, J = 5.7 Hz, 1H),
030 | O>‘NH phenylamino]- 7.49 (s, 1H), 7.11 (d, J= 8.4 Hz, 1H), 6.65 (d, J =
N oxazol-5-yl}-pyridin- | 8.5 Hz, 1H), 4.05 (d, J = 4.5 Hz, 2H), 3.65 (d, J =
! HCl 2-yD)-2,4-dihydro- | 4.5 Hz, 2H), 3.30 (s, 3H), 2.22 (s, 3H).
N\\'_ \fo [1,2,4]triazol-3- (APCI+) m/z 409 (M+H)"
NH onehydrochloride Retention time = 2.52 min (method 2)
H 1-{3-[2-(5-Methoxy- | H NMR (300 MHz, DMSO-dg) 4 9.25 (s, 1H),
N\\,/N 2-methyl- 7.62 (d, J = 2.6 Hz, 1H), 7.37 (s, 1H), 7.27 (s,
-0 phenylamino)- 1H), 7.11 - 7.04 (m, 1H), 6.99 (s, 1H), 6.55 (dd,
031 0 oxazol-5-yl]-5- J=18.3, 2.6 Hz, 1H), 3.92 — 3.81 (m, 2H), 3.72 (s,
h methyl-phenyl}- 3H), 3.45 — 3.37 (m, 2H), 2.31 (s, 3H), 2.22 (s,
N imidazolidin-2-one | 3H).
04(3 (ES+) m/z 380 (M+H)"
H Retention time = 3.28 min (method 2)




(300 MHz, DMSO-d6) 6 9.62 (s, 1H), 8.43 (s, 1H), 8.33 (d, J = 5.4 Hz, 1H),
7.75 (s, 1H), 7.70 (s, 1H), 7.31 (dd, 8= 5.3, 1.5 Hz, 111), 7.18 (d, J =
7.7 Hz, MOpRpadero(d, J = 7.6 Hz, 1H), 4.42 (s, 2H), 4POU/EPRO1206453¥. 1 Hz,
211), 3.47 (dd, J = 14.0, 7.0 Hz, 2H), 2.59 (t, J = 8.0 Hz, 211), 2.28 (s,
311), 2.04 (dt, J = 15.5, 77Hz, 2H), 1.14 (t, J =- 7.0 Hz, 3H). (APCl+)
inlz 393E((E/H-H) C@%@Qtsmmmtl e = 3ngg M N (nMethod 2) MRACN@ Si o
| - {3-[ 2-((54 Ethoxynmet hyl \-__-1 rzp'r hyl - phenpyl am nn\- Qxazo4!0 cli; \/1]7.1_?- T
met hyl -phenyl} - pytroli di n-pkiré 5?7 51,
7.60 (s, 1H, (g>§ (? g metﬂ?\ﬂ\‘%’R 9(ﬁ75y_,54 g‘“ 35( = Fh11),
4.50 (s, 28, 3.85 (t, R 2., 3. 524 ﬁa g“ (dd,
1="10. 2] BV 157 211 pazoff- 15230, fp @5 195 %% ), é ,
1.22 (t, J=|7. o 3 E) g);ﬁ) Qtygnjgp@H AR = mn
(met hod |2) 037\ 0 1- ZoEpJaﬁbxyrrei b 2 aoevhyh - phenyl am no)-
oxazol - 3-yl lj- pyri d| n- t&dmdwé- i M Rlaenadn tier-229 atire(mkthdd HIVR (300[ MHz,
CDC13) g 8.35 (s, J1Hp 8.09 d{4-[3-(5=MbthékyHz H WHR,(300. 89z, (8/SCkds1} 9.57 (SLTHY 5,
111), 7.05 (d, J . , 2H)metiy190 (dd, |§3=s5LHB, 8.4, @, ~Hz4821H) JHA740 (d, J=
9.9 Hz, |211), 3.99Pt, ~#= 7. pehppylamppy) 3 YH, 7.533(s,31GD), %@7 (& HYD), 72198(1J353311)
2.21 (s, BH), 1/83 (t, d= 7. poxppel-5-gimynding Pdg yH), #p%(d Ff o
time = 2.58|ninY thod 2) 1Y 9B 0 4 ﬁ?ob&?ﬂ’éﬂéoﬁ“ﬂ%ﬁs@@%& zf% (s,
Cheni cal| structurel NMFLCVB 038 S Esbl% Br{2-15-(2-
Hydr oxy- /et hoxy) - 2= thyI phenyl am nol - 0 %9 ﬁe%%%m@gﬁlgﬂ) phenyl ) -
i m dazolfdimn=2=one (H’)U p}ﬁ@(gﬁ)‘—ﬁ 455 05 &, 4mp| Hz,
1H), 7.61 (s, 111 (S oxyrfeid®-2A S 3H)s,1H75 @@ (QldJ . a1818), Hz 4(2"'),
7.00 (s, 1H), 6 5 Bmdhyl-2. 6 Hz, ZLH)),7614.(86H§1?7.26JS F)57.67 (g, 7 15l ) |
3.94 (t, 034: 3. OdhemyBurfib)-( M 241Nz, 18), 827 (d dd 8.0 NzAHLG. 12, B=P Hz,
2H), 3.47 - m 2|—|)OH 2. Bkafothy-ylJpwid@: 85.Hez, 1BH).46 @, 225.7 8z, 2BHp.06 CAPL] +)
m z 409 (I\/H- + etreﬂtl on ti me2-¢}-fnidekoliding- ( (v eHbél4 X, /63P Hz, 2H), 2.27 (s, 3H).

one (ES+) m/z 366 (M-+H)

H Retention time = 1,91 min (method 2)
1-{4-[2-((5- (300 MHz, DMSO-dg) 6 9.62 (s, 1H), 8.43 (s,
H Ethoxymethyl)-2- 1H), 8.33 (d, J = 5.4 Hz, 1H), 7.75 (s, 1H), 7.70
NYN\ i methyl- (s, 1H), 7.31 (dd, ] = 5.3, 1.5 Hz, 1H), 7.18 (4, J
\ 0 phenylamino)- = 7.7 Hz, 1H), 6.97 (d, J = 7.6 Hz, 1H), 4.42 (s,
035 _ oxazol-5-yl]-pyridin- | 2H), 4.00 (t, J = 7.1 Hz, 2H), 3.47 (dd, J = 14.0,
N/ (o} 2-yl}-pyrrolidin-2- 7.0 Hz, 2H), 2.59 (t, T = 8.0 Hz, 2H), 2.28 (s,
N § one 3H), 2.04 (dt, J = 15.5, 7.7 Hz, 2H), 1.14 (t, ] =
j\) 7.0 Hz, 3H).
o (APCI+) m/z 393 (M+H)"
Retention time = 3.29 min (method 2)
H 1-{3-[2-((5- "H NMR (300 MHz, CDCl3) 4 7.97 (s, 1H), 7.60
N\\KN\E? Ethoxymethyl)-2- (s, 1H), 7.27 (s, 1H), 7.17 — 7.07 (m, 3H), 6.98
\_¢9 methyl- (d, J=17.7 Hz, 1H), 4.50 (s, 2H), 3.85 (t, /= 7.0
036 phenylamino)- Hz, 2H), 3.52 (q, J = 7.0 Hz, 2H), 2.59 (dd, J =
6 0 oxazol-5-yl]-5- 10.2, 5.9 Hz, 2H), 2.34 (s, 3H), 2.30 (s, 3H), 2.18
K methyl-phenyl}- —~2.05 (m, 2H), 1.22 (t, /= 7.1 Hz, 3H).
j\) pyrrolidin-2-one (ES+) m/z 407 (M+H)"
o Retention time = 2.52 min (method 2)
H 1-{4-[2-((5- "H NMR (300 MHz, CDCLy) 4 8.35 (s, 1H), 8.09
N\j/N Ethoxymethyl)-2- (d, J = 5.4 Hz, 1H), 7.89 (s, 1H), 7.17 (s, 1H),
-0 methyl- 7.05 (d, J = 7.7 Hz, 2H), 6.90 (dd, J = 5.5, 4.0
037 = phenylamino)- Hz, 2H), 4.40 (d, /=99 Hz, 2H), 3.98 (t, /=72
\N Y, OK oxazol-5-yl]-pyridin- | Hz, 2H), 3.45 — 3.39 (m, 4H), 2.81 (s, 3H), 2.21
N 2-yl}-3-methyl- (s,3H), 1.13 (t,J="7.1 Hz, 3H).
OAQ imidazolidin-2-one | (ES+) m/z 409 (M+H)"
|

Retention time = 2,58 min (method 2)




--N1----NH O N /ao.
-5-yl1]-pyridin-

oxazol

NO 1-{4-[2-((5- Ethoxymethyl)-2- nethyl-
2-y11-5- et hyl -

CDC13) a.W8.88/(181701H), 8.24 (d, J = 5.3 Hz, 1H), 7.85 @EI/HP2HR/06B3B2 (s,
111), 7.32 (s, 1H), 7.10 (d, J= 7.7 Hz, 1H), 7.04 (dd, J = 5.3, 1.2 Hz,
111), 6.95 (d, J= 8.2 Hz, ll 1), 4.81 (ddg, J =12.0, 6.1, 3.1 Hz, 1
4.45 (s, 240, ?Chégmglqmqm 0 Hey,2H), 2[81 - 241 mﬂm@ws 2.26 (s, [
8.0 HZ, 3I—I\, 1. 70 . _9R(r‘| 'I 2’-2|—I7 ___1R(1‘ 1=7. 8
3H). (ES+) inlz 407 H)+ R« RIS 6 i 15 76%@%
| NN N[O N P2 -E1 '1H z{jat%f 8
o . z, 1H), 6
oxazol -5-y11 t- 1} 6HW1 €§)0
Mz, MeQHPE4 40 ( 1= l:)ox zo -yl} t (Tb 5. 0 , 3’9 Q ﬁgﬁ ’71 1
7.50 (br s, £ 49 (Al 3= furb. o (dai ey, o 25
J= 6.6 Hz, 1 8 (bro, 1]xﬁ'®azolléin55bn€(5 2.2H), J—3§-ﬁ31 QIQ,ZQJZ%’S zHQ 2H
2.38 (s,| 3H) s, 3H), 1.27 (t, J= 7)CPEE)BH MAPC +) iz 407 (MH)
Retentian tijme = 2."99 mm net hod 2) 041 N_ 1 RetdxdiprQini /2.9 hiin (Nefhod 2NHO HC
1-{4-[2(2- Net hyl-5- pyrrol i f-AECy] et h ELNR €19 M, GOYL) & 8.33 (5, 1HD), 8.04
oxazol - § | di py 2-y11- 1E@oxned i th dazgl 12 16nd $ 3001122 (DAL o)
.5 10. 83 Lt ( blinet@/ 111 . 12 (€H|H) oA dy Tiglee @ 504 (4
8.39 (d,)514.3(Hg, 111y (7. 08 Ko? (d "*zlh (d @ﬁ‘”@
411), 6. , /34| L0 pyr 2 q; #1{)122141 s
211), 2. oz @ 13 AL mﬁz Dt ekt
time = Q.41 \mn thOQ 2) 04 —63HZ3H)116G./ 78Hz3H)
(ES+) m/z 407 (M+H)"
Retention time = 3.05 min (method 2)
H 1-{4-[2-((5- (300 MHz, MeOH-d,) 6 8.40 (d, J= 5.7 Hz, 1H),
N Ethoxymethyl)-2- 8.29 (br s, 1H), 8.00 (br s, 1H), 7.59 (br s, 1H),
= O\\( methyl- 7.49 (d, J= 5.4 Hz, 1H), 7.35 (d, /= 7.9 Hz, 1H),
040 NWN 0/\ phenylamino)- 7.25 (d, J= 6.6 Hz, 1H), 7.08 (br s, 1H), 4.55 (s,
N oxazol-5-yl]-pyridin- | 2H), 3.63 (q, J = 7.0 Hz, 2H), 2.38 (s, 3H), 2.15
/[ =0 2-yl}-4-methyl-1,3- | (s, 3H), 1.27 (t, J= 7.0 Hz, 3H).
N dihydro-imidazol-2- | (APCI+) m/z 407 (M+H)"
one Retention time = 2.99 min (method 2)
1-{4-[2-(2-Methyl-5- | (300 MHz, DMSO-ds) 6 10.83 (br s, 1H), 10.53
>~NH pyrrolidin-1- (brs, 1H), 9.91 (br s, 1H), 8.53 (s, 1H), 8.39 (d, J
= ylmethyl- =43 Hz, 1H), 7.95 (s, 1H), 7.82 (s, 1H), 7.53 —
041 = phenylamino)- 7.20 (m, 4H), 6.65 (br s, 1H), 4.34 (s, 2H), 3.46 —
oxazol-5-yl}-pyridin- | 3.30 (m, 2H), 3.14 — 2.98 (m, 2H), 2.34 (s, 3H),
N 2-yl}-1,3-dihydro- 2.02 — 1.82 (m, 4H).
J imidazol-2-one (APCI+) m/z 417 (M+H)"
Hel Retention time = 0.41 min (method 2)
N 1-(4-{2-[2-Methyl-5- | (300 MHz, CDCl;) 6 9.15 (br s, 1H), 8.59 (s, 1H),
[ D—NH (2-morpholin-4-yl- 8.37 (d, J= 5.2 Hz, 1H), 7.78 (br s, 1H), 7.46 (s,
Y © ethoxy)- 1H), 7.38 (br s, 1H), 7.22 (d, J = 5.2 Hz, 1H),
042 N 7 @ phenylamino]- 7.10 (d, J= 8.2 Hz, 1H), 7.04 (br s, 1H), 6.60 (d,
N__o d oxazol-5-yl}-pyridin- | J = 8.2 Hz, 1H), 6.45 (br s, 1H), 4.22 (t, /= 5.3
\ MH \ﬁ 2-yl)-1,3-dihydro- Hz, 1H), 3.86 — 3.76 (m, 4H), 3.00 — 2.90 (m,
N imidazol-2-one 2H), 2.80 — 2.65 (m, 4H), 2.31 (s, 3H).
<;T> (APCI+) m/z 463 (M+H)"
© Retention time = 0.52 min (method 2)
1-(4-{2-[5-(2- (300 MHz, MeOH-d,) 6 8.50 (s, 1H), 8.37 (d, J =
N Hydroxy-ethoxy)-2- |5.0 Hz, 1H), 7.55 (s, 1H), 7.42 (d, J = 2.5 Hz,
N I O>*NH methyl- 1H), 7.37 (dd, J= 5.0, 1.5 Hz, 1H), 7.34 (d, J =
043 Nl phenylamino]- 3.1 Hz, 1H), 7.15 (d, J = 8.4 Hz, 1H), 6.71 (dd, J
7 oxazol-5-yl}-pyridin- | = 8.4, 2.5 Hz, 1H), 6.55 (d, /= 3.1 Hz, 1H), 4.11
N__o o 2-yl)-1,3-dihydro- (t, J= 4.5 Hz, 2H), 3.91 (t, J = 4.5 Hz, 2H), 2.30
\ NH \\\ imidazol-2-one (s, 3H).
OH (APCI+) m/z 394 (M+H)"
Retention time = 2.45 min (method 2)

phenyl am no) -
pyrrolidin-2-one 11-1 NVR (300 IHz,



“Nl-.---NH Nir. NOO (-NH N---\ 2 0 144-1242- Met hyl-5- (2-norpholin-4-yl -

et hoxy) - phenyl am no] - oxazol - 5-y11- py20 di n- 2-y1)-1, 3-di hydro-
i ni dazol -@oans/(1800 MHz, CDC13) 6 9.15 (br s, 111), 8.5®CEEP2dbNG4589 37 (d,
J=5.2 Hz, 111), 7.78 (hr s, 1H), 7.46 (s, 111), 7.38 (hr s, 1H), 7.22 (d,
J =52 Hz, 111), 7.10 (d, J=8.2 Hz, 1H), 7.04 (hr s, 111), 6.60 (d, J=
8.2 Ve, [HB] O bubhnguel 1], & Rad(, JE S5 e, BldcHs - 376 T
, 3.H00 m 2H), -2 : +) z
463 (MtH) + Retenti on time = 0 @Z{tzhw gﬁo :’%ﬁmg\l ‘g)éd
O\ NH|OH N(§74.,,144- 12 4% y ln'y OXV 0% noj -
oxazol - 5- X}’ Dn- yl) - ro- gz 20% QJJM—y Fr d4)
6 8.50 (M1 /8 = DOXQZ I'Ryl} L fdin- T4 58, (8, 3%‘{)34;(1142H)(§180J266( .5 Hz,
1H, 7.37 (( o 5 @, 1.5 Hzm-yilth-dinydr34 Ih) 15 &, ImHz20 Hopo (i, B, {6, - =
8.4 Hz, |1H) ] . (d = 2|imidazo]-2-bid) , 6] B ((noh H),JER03- 1166+|('12,,2HJ.11) , 4.17 (t,
J= 4.5 Wz, 2H), 3 01 (t771= 4.5 Hz, 2H), RABO(®/z48HMHIAPCI +) iz 394
(MrH) + Retention time = 2,45 min (nethod PRetengen tiwg®=2.27 min (method 2)
2013/ 014170RCT/ EP2G1'g/ 064539| EX-Biiehiei SORUHard: Oire? 849 FyRAITHES Gids - - N
| ----NH N NH morpholin-4- J=15.3 Hz, 1H), 7.66 (s, 1H), 7.52 (s, 1H), 7.36 —
| ylmethyl- 7.31 (m, 2H), 7.23 (d, J="1.7 Hz, 1H), 7.09 (d, J
045 N # phenylamino)- = 7.7 Hz, 1H), 6.53 (d, J = 3.1 Hz, 1H), 3.79 —
N0 oxazol-5-yl]-pyridin- |3.66 (m, 4H), 3.57 (s, 2H), 2.57 — 2.49 (s, 4H),
L r N 2-yll-13-dihydro- | 2.35 (s, 3H).
NH &\> imidazol-2-one (APCI+) m/z 433 (M+H)"
0 Retention time = 2.21 min (method 2)
Ny 1-(4-{2-[5-(2- (300 MHz, DMSO-dg) 6 10.49 (br s, 1H), 9.65
= Methoxy-ethoxy)-2- i (br s, 1H), 8.53 (s, 1H), 8.38 (d, /= 5.4 Hz, 1H),
Nyo methyl- 7.78 (s, 1H), 7.56 (d, /= 2.1 Hz, 1H), 7.42 (d, J=
046 N~ g\ S phenylamino]- 5.3 Hz, 1H), 7.27 (br s, 1H), 7.10 (d, J = 8.3 Hz,
N oxazol-5-yl}-pyridin- | 1H), 6.70 — 6.55 (m, 2H), 4.12 — 3.99 (m, 2H),
&7&0 0\\\ 2-y1)-1,3-dihydro-  |3.70 — 3.61 (m, 2H), 3.31 (s, 3H), 2.24 (s, 3H).
NH o imidazol-2-one (APCI+) m/z 408 (M+H)"
Retention time = 3.01 min (method 2)
4-Methyl-1-(4-{2-{2- | (300 MHz, DMSO-d¢) 6 10.45 (br s, 1H), 9.63
l "{>‘ methyl-5-(2- (br s, 1H), 8.50 (s, 1H), 8.34 (d, J = 5.4 Hz, 1H),
g NH morpholin-4-yl- 7.76 (s, 1H), 7.55 (d, J = 2.5 Hz, 1H), 7.37 (dd, J
NI P ethoxy)- =53, 1.5 Hz, 1H), 7.09 (d, J= 8.4 Hz, 1H), 7.01
047 phenylamino]- (br s, 1H), 6.61 (dd, J = 8.4, 2.6 Hz, 1H), 4.05 (4,
\N\/&O Q oxazol-5-yl}-pyridin- | J = 5.8 Hz, 2H), 3.60 — 3.54 (m, 4H), 2.68 (t, J =
NH \\\N 2-yl)-1,3-dihydro- | 5.8 Hz, 2H), 2.49 — 2.42 (m, 4H), 2.23 (s, 3H),
&‘> imidazol-2-one 2.00 (s, 3H).
o (APCI+) m/z 477 (M+H)"
Retention time = 2.28 min (method 2)
1-(4-{2-[5-(2- (300 MHz, DMSO-d¢) 6 9.54 (br s, 1H), 8.35 (br
I f\{ Hydroxy-ethoxy)-2- |s, 1H), 8.25 (d, J = 5.4 Hz, 1H), 7.67 (s, 1H),
N O>‘NH methyl- 7.57 (d, J= 2.4 Hz, 1H), 7.25 (s, 1H), 7.19 (d, /=
048 N| @ phenylamino]- 5.3 Hz, 1H), 7.09 (d, /= 8.3 Hz, 1H), 6.60 (d, /=
< oxazol-5-yl}-pyridin- | 5.7 Hz, 1H), 4.83 (t, /= 5.6 Hz, 1H), 4.05 - 3.99
N_o o 2-yl)-imidazolidin-2- | (m, 2H), 3.95 (t, /= 5.0 Hz, 2H), 3.75 - 3.70 {m,
N R . one ), 3.42 (t, J = 8.0 Hz, 2H), 2.23 (s, 3H).
OH (APCI+) m/z 396 (M+H)"
Retention time = 2.44 min (method 2)
N 1-(4-{2-[2-Methyl-5- | (300 MHz, DMSO-dg) 6 9.57 (br s, 1H), 8.35 (br
[ S—nH (2-morpholin-4-yl- |, 1H), 8.25 (d, J = 5.4 Hz, 1H), 7.68 (s, 110),
Yy © ethoxy)- 7.56 (brs, 1H), 7.27 (br s, 1H), 7.20 (d, /= 5.3
049 N~ phenylamino]- Hz, 1H), 7.09 (d, /= 8.3 Hz, 1H), 6.61 (d,/=8.3
N_o 0 oxazol-5-yl}-pyridin- | Hz, 1H), 4.11 — 3.93 (m, 4H), 3.63 - 3.54 (m,
(_E L\ 2-yl)-imidazolidin-2- | 4H), 3.46 — 3.38 (m, 2H), 2.69 (1, J = 5.7 Hz,
N one 2H), 2.52 — 2.45 (m, 4H), 2.23 (s, 3H).
<\\> (APCI+) m/z 465 (M+H)"
© Retention time = 2.05 min (method 2)




'oo/--0 N 1it NO t_N NH 1-(4-{2-[2-Methyl -

5- (1-nethyl - pi peridin-

4 yl oxynet hyl ) - phenyl ani noi oxazol - 5-y2} - pyri di n- 2-y1)-1, 3-di hydro-

i m dazol -woens/(1800 MHz, MeOH d4) 5 8.48 (br s, 1H), 8. BAT(E#2012/0645539 3 Hz,
1H), 7.70 (br s, 1H), 7.49 (s, 1H), 7.35 - 7.28 (in, 2H), 7.23 (d, J = 7.3
Hz, 1H), 7.08 (d, J= 7.3 Hz, 111), 6.50 (d, J= 3.1 Hz, 1H), 4.57 (s, 111),
3.60 - 345 (mCh&ht)calst%xc&@ 2. 66 (\mleZH) 2.35 (s, BrdwmAGS - 2.20 (m
o), 2. 02— d-90-(m_2H 80 S Al e, Bea Aot zb
Retention time = 2. "g_mn (mltlgﬂ%hnytﬁié' \f?&lglﬂ d Jf)53 N ” gg) ( NH
1-{4-[24(2- e Nndy Y| methyly ey FI mep‘s")m)no 7.12 (m,

oxazol -3 osThpyri ol 200 1|t o | iR SR B e SO0k ﬁvp@xﬁy da)
8.49 (br s, 1H)7N8 36 , J‘ a lﬂzl,-pﬂrld)n ?6(663 §5¢s, 41171)3467 21 ((n$4H)1H)l0—7.36
- 7.31 (m 2H QY 3 ( = V2-vi)digidazditdn;2- T2.89m( €y, 227%s, 307 Hz, 1H), 6.58 (d,
J = 3.1|H, 111) 3 6()011@ n, 4H), 3|8PCE3p/zab)M2)57 - 2.49 (s, AH),
2.35 (s, _3H). (APCI +) moz 433 (M+H) + Ret enRétepfion tinyper 2002nip(nethp§2) ( ret hod| 2)
046 NI\\INHQ N/ it NH 0- 1441-194542- Met h@ MHF HRM(S)@dG?ﬁ 9r§‘éﬂ1ﬁ |1H), 8.32 (br
phenyl arfi no]|- ‘Mptmxmmeﬂzdvl) —55|Hﬁ8é) 8<r Né) 300
Mz, DVBO- d) B9 yl 9.65 (br” ’1ﬂ37 g §7292 : d,
'I%l): 5.4 I-dzérlH)q/.?S( gyrﬂzn 6 ), 438 41 3Hz,
1H), 7.27 r ( 12 -
3.99 (m| 2H), g_n o 3{61 (m %foﬁ‘j ,%Eﬁ,ﬁégﬁﬁ 120( n z
408 (M+H) + Ret NHon t| mne = 3. m n 19@@%,,,@@’4@1{4}1) 0 ----1\ 1/\(H

5---- ]

Retention time = 2.69 min (method 2)

1-(3-{2-[2-Methyl-5-

(300 MHz, DMSO-dg) & 9.26 (s, 1H), 7.80 (s,

N (2-morpholin-4-yl- 1H), 7.61 (d, J= 2.5 Hz, 1H), 7.43 (d, /= 9.2 Hz,
LN ethoxy)- 1H), 7.40 (s, 1H), 7.34 (t, J = 7.9 Hz, 1H), 7.23
phenylamino]- (d, J=7.6 Hz, 1H), 7.06 (d, J = 8.5 Hz, 1H), 7.02
052 @ oxazol-5-yl}- (br s, 1H), 6.55 (dd, J= 8.3, 2.6 Hz, 1H), 4.04 (t,
Cyo OH phenyl)- J=5.8 Hz, 2H), 3.94 — 3.83 (m, 2H), 3.63 - 3.52
NH \ imidazolidin-2-one | (m, 4H), 3.42 (t, /= 8.0 Hz, 2H), 2.68 (t, /= 5.8
<:> Hz, 2H), 2.49 — 2.41 (m, 4H), 2.22 (s, 3H).
ef (APCI+) m/z 464 (M+H)"
Retention time = 2.27 min (method 2)
4-Methyl-1-(4-{2-[2- | (300 MHz, DMSO-dg) 6 9.56 (br s, 1H), 8.33 (s,
methyl-5-(2- 1H), 8.23 (d, /= 5.4 Hz, 1H), 7.68 (s, 1H), 7.55
\>~NH morpholin-4-yl- (d, J = 2.5 Hz, 1H), 7.43 (s, 1H), 7.19 (dd, J =
B ethoxy)- 5.3, 1.5 Hz, 1H), 7.08 (d, J = 8.3 Hz, 1H), 6.60
053 N 7 phenylamino]- (dd, J = 8.3, 2.5 Hz, 1H), 4.14 (dd, J = 10.5, 8.7
N_o d oxazol-5-yl}-pyridin- | Hz, 1H), 4.05 (t, /= 5.7 Hz, 2H), 3.85 - 3.75 (m,
}NH — 2-yl)-imidazolidin-2- | 1H), 3.60 — 3.50 (m, SH), 2.69 (t, J = 5.7 Hz,
N one 2H), 2.49 — 2.44 (m, 4H), 2.23 (s, 3H), 1.21 (d, J
<:> = 6.1 Hz, 3H).
© (APCI+) mfz 479 (M+H)"
Retention time = 2.13 min (method 2)
1-(3-Methyl-5-{2-[2- | (300 MHz, DMSO-ds) 6 9.23 (s, 1H), 7.63 (d, ] =
| N\>_NH methyl-5-(2- 2.6 Hz, 2H), 7.37 (s, 1H), 7.27 (s, 1H), 7.06 (dd, |
o] morpholin-4-yl- = 6.0, 4.6 Hz, 2H), 7.00 (s, 1H), 6.55 (dd, J = 8.3,
054 \Q)i ethoxy)- 2.6 Hz, 1H), 4.09 — 3.99 (m, 2H), 3.92 — 3.80 (m,
\ g phenylamino]- 2H), 3.63 — 3.53 (m, 4H), 3.41 (t, J = 7.9 Hz,
© N oxazol-5-yl}- 2H), 2.68 (t, J = 5.7 Hz, 2H), 2.48 — 2.42 (m,
NH N—> phenyl)- 4H), 2.31 (s, 3H), 2.22 (s, 3H).
«_ g imidazolidin-2-one | (APCI+) m/z 478 (M+H)"
Retention time = 2.33 min (method 2)
1-{3-[2-((5- (300 MHz, DMSO-ds) 6 9.29 (brs, 1H), 7.84 (br
N Ethoxymethyl)-2- s, 1H), 7.77 (s, 1H), 7.44 (d, J = 7.8 Hz, 1H),
[ D—nH methyl- 7.39 (s, 1H), 7.34 (t, J = 7.8 Hz, 1H), 7.22 - 7.13
055 © phenylamino)- (m, 3H), 6.94 (d, J= 7.5 Hz, 1H), 4.42 (s, 2H),
oxazol-5-yl]- 4.01 (t, J = 8.8 Hz, 1H), 3.88 — 3.76 (m, 1H),
N__o phenyl}-4-methyl- 3.54 -3.38 (m, 3H), 2.29 (s, 3H), 1.22 (d, /= 6.1
;-NH O~\ imidazolidin-2-one Hz, 3H), 1.15 (t,J=7.0 I;Iz, 3H).
(APCI+) m/z 407 (M+H)

Retention time = 3.08 min (method 2)




NO NHN O t--)im dazol -2-one 4-Methyl -1-(4-{2-[2- nethyl-542-
nor phol i n-4-yl - ethoxy)- phenyl am no]j -2bxazol -5-y1}-pyridin-
2-y1) -1, 3wvoizhsdner70( 300 MHz, DVSO-d6) 5 10.45 (hr s, 1HPCTEPE®2(0M53%, 1H),
8.50 (s, 1H), 834(d J=5.4 Hz, 1H), 7.76 (s, 1H), 7.55 (d, J= 2.5 Hz,
1H), 7.37 (dd,J = 5.3, 1.5 Hz, 1H), 7.09 (d, 1= 8.4 Hz, 111), 7.01 (hr s,
1H), 6. E)JEXQ( » AemBaldiruchred HZ, 1H)\1ame4 05 t, J= 5. SIQRMREHMS 3 60 - 3./54
(m 4H), 8 (t. 1= 5.u!—'z °OA°£ AVETES 8T ,, 200
(s, 3H). (APCI+) i 477 (MrHy th 4 _‘gﬂ%n:b Z Cﬁé A (E t}J?] s N
[--NH N/ | j\0 ad, \_ yl(]-ll r@éﬁl’%%x -
nmet hyl - \pher]yl zol ; pyr| di 1661 ) dfm(dgzglll 119D, -29qnﬁ(300
MHz, DME®E6) 5 9.5 () s, l;kﬂ)enyla&u%ﬁ (hr|s3 Hilzibl) 380 2531 Gh, 48), F06- dosdtm, | 1H),
7.67 (s, 1H), 7(_577 (d 1= 2, doxkiml-s-3) , 7. 281588 1H)43 @, 40, 13, (s, BH),5.33 (1z,
1H), 7.09 (d, J="8.3 Hz, N H) phenya 3ddhydb=|B1)7 Hz, 1H), 4.83 (t, J= 5.6 Hz,
1H), 4.05 -3.99 (m 2H) & 9binfidazol-d=onds. O I-{z%PCEfIWz/MBS FH' 3. 70 m 2H),| 3.42
(t, 1= 8.0 Hz, 2H), 2.23 (s, |3H) . (APCl +) |Rytontiqggneplmin @sthedd)i on tine =
2.44 nir} (mBthod 2) 049 N >]N4-@-[AMethg:S: | G0G Mg @MSO- 5165 é\9 57 <br\s 1@’-8I\71I5I( N--)
\---0 | -|(4-{2- [ 2- Bt hy! - 5- (263 ﬁlaﬁﬂ4 {;8-
oxazol - §-y1}- n-y-2-y1) -| di n- 2& 47 57
(hr s, AHp7 |8Y35 (hris, 111), g “y “f 553 ﬁﬁ
7.56 (br| s, |1HN_o h T8 “ IR R
1 @EO (hr s, 1m1 = s )i +338 fl]§z4"1— 8.3
Hz, 1H),| 6.61 J—w m(m) AH) (s, 38), 633-163(5142 Hm | 4H) ,
3.46 - 3.38|(m 2H ot | 5 7 Hz 2@t+)n1245Q(M%)ﬂ5 (m 4H), 2.P23
(s, 314)|. (APCI+) nlz 465 (I\/H-H) Ret ent i on | Rétgndormin?. =050 smimn(nferd H)od 2) P1
1-{3-[2-((5- (300 MHz, DMSO-dg) 6 9.29 (s, 1H), 7.83 (d, J =
H Ethoxymethyl)-2- 1.2 Hz, 1H), 7.41 (s, 1H), 7.38 — 7.31 (m, 1H),
N ™ methyl- 7.15 (d, J = 8.0 Hz, 1H), 7.14-7.11 (m, 1H), 7.04
N phenylamino)- (s, 1H), 6.93 (dd, J = 7.7, 1.4 Hz, 1H), 6.82
058 oxazol-5-yl]-5- 6.79 (m, 1H), 4.41 (s, 2H), 3.87 (dd, J=9.1, 6.7
MeO 0 methoxy-phenyl}- Hz, 2H), 3.78 (s, 3H), 3.47 (q, J = 7.0 Hz, 2H),
N K imidazolidin-2-one 3.43, (m, 1H), 2.28 (s, 3H), 1.14 (t, J = 7.0 Hz,
oo ) 3H).
N (APCI+) m/z 423 (M+H)*
Retention time = 3.03 min (method 2)
1-(3-{2-[2-Methyl-5- | (300 MHz, CDCl) § 8.05 (s, 1H), 7.89 (d,J=2.5
N (3-morpholin-4-yl- | Hz, 1H), 7.53-7.43 (m, 2H), 7.38 (dd, /= 7.2, 1.4
| >—NH propoxy)- Hz, 1H), 7.32 (s, 1H), 7.21 (d, J = 8.4 Hz, 1H),
o phenylamino]- 7.10 (br s, 1H), 6.68 (dd, J = 8.3, 2.5 Hz, 1H),
059 oxazol-5-yl}- 5.67 (brs, 1H), 4.22 (t, J = 6.1 Hz, 2H), 4.12 (dd,
N_o o phenyl)- J=9.1, 6.7 Hz, 2H), 4.00 — 3.87 (m, 4H), 3.83 —
(,,2? \ imidazolidin-2-one | 3.68 (m, 2H), 2.88-2.60 (m, 6H), 2.42 (s, 3H),
N % 228 —2.12 (m, 2H).
7 (APCI+) m/z 478 (M+H)"
Retention time = 2.16 min (method 2)
1-(3-Methoxy-5-{2- | (300 MHz, DMSO-ds) 6 9.26 (s, 1H), 7.61 (d, T =
H [2-methyl-5-(2- 2.5 Hz, 1H), 7.43 (s, 1H), 7.34 (s, 1H), 7.14 (t,J
Ny N morpholin-4-yl- = 2.0 Hz, 1H), 7.06 (d, T = 8.8 Hz, 2H), 6.81 (s,
\-0 ethoxy)- 1H), 6.55 (dd, J = 8.3, 2.5 Hz, 1H), 4.04 (t, ] =
060 5 phenylamino]- 5.9 Hz, 2H), 3.86 (dd, J = 14.9, 6.4 Hz, 2H), 3.78
MeO \L oxazol-5-yl}- (s, 3H), 3.60 — 3.53 (m, 4H), 3.41 (t, J = 8.0 Hz,
N N | phenyl)- 2H), 2.68 (t, J = 5.7 Hz, 2H), 2.49 — 2.38 (m,
OJ\;) L_0 | imidazolidin-2-one | 4H), 2.22 (s, 3H).
H (APCI+) m/z 494 (M+H)"
Retention time = 2.35 min (method 2)
N} 1-{3-[2-((5- (300 MHz, DMSO-dg) & 9.27 (s, 1H), 7.83 (s,
NN Ethoxymethyl)-2- 1H), 7.41 (s, 1H), 7.31 (s, 1H), 7.20 (s, 1H), 7.15
\ 6 methyl- (d, T = 8.3 Hz, 2H), 6.93 (d, J = 7.7 Hz, 1H), 6.80
061 phenylamino)- (d, J = 1.3 Hz, 1H), 4.41 (s, 2H), 4.00 (dd, T =
VoD o | oxazol-5-yl]-5- 16.1, 7.9 Hz, 1H), 3.87 — 3.73 (m, 4H), 3.45 (dt, ]
K methoxy-phenyl}-4- | = 7.1, 4.9 Hz, 3H), 2.28 (s, 3H), 1.21 (d,J = 6.0
J\N—}\ methyl-imidazolidin- | Hz, 3H), 1.18 — 1.06 (m, 3H).
07N 2-one (APCI+) m/z 437(M+H)"
H Retention time = 3.43 min (method 2)




WD 2013/ 014170PCT/ EP2012/ 064539 Ex #f Chem cal
050 N\ NH NI, I.. r\l

structure Nane 'H NVR/ LCVB
Y() NH 1-{442-(228kthyl-5- norpholin-4-

yl met hyl pienygi3amitio) - oxazol -5-yl | -pyridin- 2-yll-im darcirirger2Be450ne ( 300
Mz, DVMBO-d6) 6 9.57 (br s, 1H), 8.32 (br s, IH), 8.24 (d, J = 5.3 Hz,
111), 7.72 (s, 1H), 7.66 (s, 111), 7.26 (hr s, lH), 7.20 -7.12 (m 211),
6.96 (d, EJ(_? 7. élekl'?cal st:l'wure 4.01 (t ’Nar;lle = 7.9 H, lﬁN@&/LCI\% 52 (s, 4|_“)
3.46 - 3.37|(m ')’-29(m 411 ')')7 %e ’fil_)haggfl(:ﬂ“ %17 35

Mt Ret en | n | -H2 6 -
(5_ _ K:)H 1?22_} 0 t ITE 0 t g}l% tﬁ@lds 2 l@)% I:’*Q ;l1| 55%5? J= 1?1‘12 1fl) &4@0 0
oxazol -5-yl11 -4 Xﬁmefthyl d(J@QZ}Z HH). ?\/%o de6)
6 9.59 (hQ625 ( % Ephe Hli(i?_ 22 (ﬁl ,2 H)rlO 33 “gﬁ 5,
111), 7.165 ( 7.43 (hiogzolddl), 7.2 58’('[ 491&’8 281545 6s, 5(sj= 7.6
Hz, 1H),| 4.3 4. 17 | pin@Z (M 1H)30)31.83s,9HS. 73 (m 1H) dd,
J= 10.5,| 6.C .28 ( $imiBkHlidin2-@8 ( APCBH)z 431(ROH(d, J = 6. 1 Hz,
311). (APCl #) rﬂ z 394* (I\/I+H) +|Retention ti nBetentigh t6@ .98 nfimetethodi2)2) 052 N |
0>--NH 1101 [c.,, 1Q, \ X- -k NH 11 (-8 P42 Vet hy BOGMHE MRt pholioh b s i, 7d8 libky ) -
phenyl ani no]|- oxa 6|/ pHedigayethoyyw? daZ 61 3 din-130.gal@ Gr s, 1H), 7.15 (s, 1H),

methyl- 7.14 — 7.08 (m, 2H), 6.65 (dd, J = 8.3, 2.6 Hz,

063 phenylamino]- 1H), 4.13 — 4.04 (m, 3H), 4.00 — 3.88 (m, 3H),
oxazol-5-yl}-5- 3.54 (dd, J = 8.8, 6.2 Hz, 1H), 2.38 (s, 3H), 2.28
methyl-phenyl)-4- (s, 3H), 1.36 (d, J= 6.1 Hz, 3H).
methyl-imidazolidin- | (APCI+) m/z 422 (M+H)"

H 2-one Retention time = 3.05 min (method 2)
H 1-(3-{2-[5-(2- (300 MHz, DMSO-d¢) 6 9.26 (s, 1H), 7.64 (d, J=
N\W/Nﬁ; Hydroxy-ethoxy)-2- | 2.6 Hz, 1H), 7.43 (s, 1H), 7.34 (s, 1H), 7.14 (1, J
\_0 methyl- = 2.1 Hz, 1H), 7.08-7.02 (m, 2H), 6.82 (d, J= 1.4
064 phenylamino]- Hz, 1H), 6.55 (dd, J= 8.3, 2.6 Hz, 1H), 4.86 (t, J
MeO 0 oxazol-5-yl}-5- = 5.6 Hz, 1H), 3.96-3.82 (m, 4H), 3.78 (s, 3H),
I methoxy-phenyl)- 3.70 (dd, J = 10.3, 5.2 Hz, 2H), 3.45 — 3.37 (m,
N—} OH | imidazolidin-2-one | 2H), 2.22 (s, 3H).
OJ\N (APCI+) m/z 425 (M+H)"
H Retention time = 2,58 min (method 2)
4-Methyl-1-(3- (300 MHz, DMSO-dg) 6 9.24 (br s, 1H), 7.65 (d,
H methyl-5-{2-[2- J = 2.4 Hz, 1H), 7.60 (br s, 1H), 7.38 (s, 1H),
NN methyl-5-(2- 7.28 (br s, 1H), 7.18 (br s, 1H), 7.112 — 7.03 (m,
-0 morpholin-4-yl- 2H), 6.56 (d, J = 5.9 Hz, 1H), 4.12 — 3.92 (m,
065 ) ethoxy)- 3H), 3.91 — 3.76 (m, 1H), 3.63 — 3.53 (m, 4H),
I phenylamino}- 342 (dd,/=9.0,6.2 Hz, 1H), 2.69 (t, /= 5.7 Hz,
N N oxazol-5-yl}- 2H), 2.50 — 2.43 (d, J = 4.4 Hz, 2H), 2.32 (s, 3H),
04[\3\ K//\‘O phenyl)- 2.23 (s, 3H), 1.22 (d, /= 6.0 Hz, 3H).
N imidazolidin-2-one | (APCI+) m/z 492 (M+H)"
Retention time = 2.46 min (method 2)
1-(3-Methoxy-5-{2- | (300 MHz, DMSO-dg) 6 9.25 (s, 1H), 7.63 (d, J =
H [2-methyl-5-(2- 2.3 Hz, 1H), 7.43 (s, 1H), 7.32 (s, 1H), 7.21 (s,
N morpholin-4-yl- 1H), 7.15 (s, 1H), 7.06 (d, J = 8.4 Hz, 1H), 6.81
\-0 ethoxy)- (s, 1H), 6.56 (dd, J = 8.3, 2.5 Hz, 1H), 4.11 —
066 0 phenylamino]- 3.94 (m, 3H), 3.82 (m, 1H), 3.78 (s, 3H), 3.64 —
MeO I oxazol-5-yl}- 3.52 (m, 4H), 3.47 — 3.37 (m, 1H), 2.68 (m, 2H),
N N/\ phenyl)-4-methyl- 2.50-2.40 (m, 4H), 2.22 (s, 3H), 1.21 (d, J= 6.1
044;)\ O | imidazolidin-2-one | Hz, 3H).
H (APCI+) m/z 508 (M+H)"
Retention time = 2.61 min (method 2)
H 1-{3-Isopropoxy-5- | (300 MHz, DMSO-dg) 6 9.27 (s, 1H), 7.84 (s,
N%,/N [2-((5- 1H), 7.41 (s, 1H), 7.29 (s, 1H), 7.23 — 7.09 (m,
\-0 methoxymethyl)-2- | 2H), 7.02 (s, 1H), 6.92 (d, J = 7.6 Hz, 1H), 6.79
067 /< methyl- (d, J = 1.3 Hz, 1H), 4.63 (m, 1H), 4.37 (s, 2H),
o 0O | phenylamino)- 3.93 — 3.81 (m, 2H), 3.46 — 3.36 (m, 2H), 3.28 (s,
| oxazol-5-yl]- 3H), 2.28 (s, 3H), 1.28 (d, /= 6.0 Hz, 6H).
23 phenyl}- (APCI+) m/z 437 (M+H)"
07y imidazolidin-2-one | Retention time = 3.79 min (method 2)
H
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6.57 (d, J = 8.3 Hz, 1H), 4.87 (t, J = 5.6 Hz, 1H),

3.95 (t, J = 4.9 Hz, 2H), 3.76 — 3.69 (m, 2H),

2.24 (s, 3H), 2.00 (s, 3H).

(APCI+) m/z 407 (M+H)"

Retention time = 2.85 min (method 2)

071

1-(3-{2-[5-(2-
Hydroxy-ethoxy)-2-
methyl-
phenylamino]-
oxazol-5-yl}-5-
isopropoxy-phenyl)-
imidazolidin-2-one

(300 MHz, DMSO-d¢) 6 9.23 (s, 1H), 7.63 (d, /=
2.5 Hz, 1H), 7.43 (s, 1H), 7.29 (s, 1H), 7.13 (d, J
= 2.0 Hz, 1H), 7.10 — 6.99 (m, 2H), 6.80 (s, 1H),
6.55 (dd, J= 8.3, 2.5 Hz, 1H), 4.85 (t, /= 5.6 Hz,
1H), 4.63 (m, 1H), 3.94 (t, J = 5.0 Hz, 2H), 3.91
— 3.82 (m, 2H), 3.71 (m, 2H), 3.45 — 3.37 (m,
2H), 2.22 (s, 3H), 1.28 (d, J= 6.0 Hz, 6H).
(APCI+) m/z 453 (M+H)"

Retention time = 3.12 min (method 2)

072

1-(3-Isopropoxy-5-
{2-[2-methyl-5-(2-
morpholin-4-yl-
ethoxy)-
phenylamino]-
oxazol-5-yl}-
phenyl)-
imidazolidin-2-one

(300 MHz, DMSO-dg) 6 9.35 (s, 1H), 7.74 (s,
1H), 7.55 (s, 1H), 7.42 (s, 1H), 7.24 (s, 1H), 7.21
—7.11 (m, 2H), 6.93 (s, 1H), 6.67 (dd, J=8.3,2.3
Hz, 1H), 4.84 — 4.66 (m, 1H), 4.16 (t,J = 5.8 Hz,
2H), 4.06 ~ 3.92 (m, 2H), 3.79 — 3.64 (m, 4H),
3.52 (dd, T = 15.7, 6.8 Hz, 2H), 2.80 (t, J = 5.7
Hz, 2H), 2.59 (d, J = 4.4 Hz, 4H), 2.34 (s, 3H),
142 (t, J=7.0 Hz, 6H).

(APCI+) m/z 522 (M+H)"

Retention time = 2.46 min (method 2)

073

1-{4-[2-((5-
Ethoxymethyl)-2-
methyl-
phenylamino)-
oxazol-5-yl]-pyridin-
2-yl}-4-methyl-
imidazolidin-2-one

(300 MHz, DMSO-dg) 5 9.59 (br s, 1H), 8.32 (br
s, 1H), 8.22 (d, J = 5.4 Hz, 1H), 7.76 (s, 1H),
7.65 (s, 1H), 7.43 (brs, 1H), 7.21 — 7.15 (m, 2H),
6.97 (d, J=7.5 Hz, 1H), 4.42 (s, 2H), 4.13 (t, J =
9.7 Hz, 1H), 3.85 — 3.75 (m, 1H), 3.59 — 3.42 (m,
3H), 2.28 (s, 3H), 1.20 (d, J = 6.0 Hz, 3H), 1.14
(t,J= 7.0 Hz, 3H).

(APCI+) m/z 408 (M+H)"

Retention time = 2.85 min (method 2)




(300 Mz, DVBO-c16) 6 9.29 (hr s, 111), 7.84 (br s, 111), 7.77 (s, 111),
7.44 (d, J = 7.8 Hz, 1H), 7.39 (s, 1H)257.34 (t, 1= 7.8 Hz, 1H), 7.22 -
7.13 (m 8emdewo(d, J = 7.5 Hz, 1H), 4.42 (s, 211), 2COEPL112/044539 8.8 Hz,
1H), 3.88 - 3.76 (m 1H), 3.54 - 3.38 (m 3H), 2.29 (s, 311), 1.22 (d, 1=
6 1 Hz, 3H), 1.15 (t, 1= 7.0 Hz, 3H). (APCl+) mz 407 (MtH)_ Retention tine
= 3.08 iy net@@glcg)stmcg;g WO 2013;{\1@;&170P"T/ EP2012/ G6dGa9 s 1: Chemi clal
struct urre 36 . NH-20 ﬁHf"DM 2-
met hyl - 5 enyl
ohenyl ) - §ox Qjeth@ v%;& %{ﬁ?;f 777 ﬂ)ll) |
7.86 (d, : 7&ex(y$amm%!'|) 7188 (‘d 2% }62 nH) ali)(s 213) 3555( , J=
8.4 Hz, H) | 0xBz067 yti-p@idfl | 100 3.8H), 67.68z (A1), 235 (23, hize | 1H)
4.29 (t,| J= D2-y1}-34883nefbi)- Ms)6H),3.106, /=20 A5 3m 2H), 2.88 -
2.743 (g, 411 24\594( S 3H) inafhidigL;0nS H) (APCRPGIz#)2 (ME)'476 ( M-H) +
Retentign ti rre =" 2N17 min (nmethod 2) 057 NRptdntipgjme = 2.9R|nfig@nethodby
1- (4-1242-Met hy1- 50 (3 nmor phol-3avidhoxl-5- {pr OEoXyHz, DpseEny) @ nali), 7.61 (d, J=
- - pyri din{ 1) - | F@tazibdxydi n- 22.5 BnaHj, 300 (YHD), 7.BPMSOHLE) 146t, 9| 57
.35 (sl 8. PSorfory)-23ncthyh. 4= Rip Hzl HY), 7.08-B (15 2HL 5B (s 7H54 (d,
r s, Mef)yll:;nﬁg?o (d(ig};ﬂ(éd 8= ?é’ﬁ Bz gl > 39Ty ,
J roxgZoks-yb- 5 Hz m
_ (it 2 47 Fﬁ 30 “03f 2528%@3@;@%% ”
193-183(|n02§L Cl PR HFE Mt 8 +QI)¢|WE: .95 mh
(method 12) 058 NN | e 0 - 1] 13- [24(5- Et h E:Y% B 7)
phenyl anrnoj- 571 2'[ Xy pne M‘abd MHz”ibMé‘éQJ I5Ql 331610 (890 Mz,
DMBO- d6)| 6 9 . 83 i_& Sﬁ ol iy, 7713/(ldiJ(~582 131411)[{&?7%333 -
7.31 (m| 1H)|, 7. . Qet ymelﬂ')‘))) 2-7 HIH)77 35t, (en7.61H) 1H)77.044,(5S- 7.61),
6. 93 (dd,07% = 7. Dethyd. 82 - 6. TOD( M7 ALALY 7.7 HzAH) (503 (B1H),,6.93| 87
(dd, J=19.1, TBefmiBL) T~ (§Hz)I 20 Fz 35 BRI 3443,
(m 1H),| 2.28 ( oxazad 517, 0 HA (s 2803 94 AP HIBES 4238 (hiH), |
Retentian tijme splisod)- 2) 229 (s, 3H)
imidazolidin-2-one | (APCI+) m/z 409 (M+H)"
Retention time = 2.80 min (method 2)
1-(3-Tsopropoxy-5- | (400 MHz, DMSO-dg) & 9.22 (s, 1H), 7.70 (s,
{2-[5-(2-methoxy- 1H), 7.41 (s, 1H), 7.29 (s, 1H), 7.19 — 7.06 (m,
ethyl)-2-methyl- 2H), 7.03 (s, 1H), 6.86 (d, J = 7.5 Hz, 1H), 6.79
077 phenylamino]- (s, 1H), 4.72 — 4.57 (m, 1H), 3.98 — 3.74 (m, 2H),
oxazol-5-yl}- 3.52 (t,J = 6.9 Hz, 2H), 3.46 — 3.38 (m, 2H), 2.77
phenyl)- (t, J = 6.6 Hz, 2H), 2.25 (s, 3H), 1.29 (d, J = 6.0
imidazolidin-2-one Hz, 6H).
(ESIH) m/z 451 (M+H)"
Retention time = 3.94 min (method 1)
1-(4-{2-[5-(2- (300 MHz, DMSO-dg) 6 9.56 (br s, 1H), 8.33 (br
Methoxy-ethoxy)-2- |s, 1H), 8.23 (d, J = 5.4 Hz, 1H), 7.67 (s, 1H),
methyl- 7.56 (d, J=2.5 Hz, 1H), 7.43 (s, 1H), 7.19 (d, J =
phenylamino}- 4.1 Hz, 1H), 7.08 (d, J = 8.3 Hz, 1H), 6.59 (dd, J
078 oxazol-5-yl}-pyridin- | = 8.3, 2.5 Hz, 1H), 4.17 — 4.08 (m, 1H), 4.08 -
2-y1)-4-methyl- 4.01 (m, 2H), 3.87 — 3.73 (m, 1H), 3.67 — 3.63
imidazolidin-2-one (m, 2H), 3.54 (dd, J = 10.6, 6.1 Hz, 1H), 3.31 (s,
3H), 2.22 (s, 3H), 1.20 (d, J = 6.1 Hz, 3H).
(APCI+) m/z 424 (M+H)"
Retention time = 2.76 min (method 2)
1-(3-[2-(5- (300 MHz, DMSO) 6 9.22 (s, 1H), 7.80 (s, 1H),
Hydroxymethyl-2- 7.39 (s, 1H), 7.29 (s, 1H), 7.12 (m, 2H), 7.02 (s,
methyl- 1H), 6.92 (d, J = 7.7 Hz, 1H), 6.79 (s, 1H), 5.12
079 phenylamino)- (t, J=5.7 Hz, 1H), 4.63 (m, 1H),4.45 (d, J = 5.7

oxazol-5-yl]-5-
isopropoxy-phenyl}-
imidazolidin-2-one

Hz, 2H), 3.94 — 3.78 (m, 2H), 3.40 (t, J = 8.0 Hz,
2H), 2.26 (s, 3H), 1.28 (d, J = 6.0 Hz, 6H).
(EST+) m/z 423 (M+H)+

Retention time = 4.82 min (method 2)




059 N NH lel0 O NH 1-(3-{2-[2-Methyl-5-
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| @ dazol i di n-2-one (300 WMHz, CDCl13) 6

pr opox

y) -

8.05 (s, welppsmsgo(d, J= 2.5 Hz, 1H), 7.53-7.43 (m 2HPCTEP3®206t539 J= 7. 2,
1.4 Hz, 111), 7.32 (s, 1H), 7.21 (d, | -= 8.4 Hz, 1H), 7.10 (hr s, 1H),
6.68 (dd,_J = 8.3, 2.5 Hz, 1H), 5.67 (hr s, 1H, 4.22 (t, J = 6.1 Hz, 2H),
4.12 (ddpxkT 9. dhemBal &irddre 211) 4NQxQe 3 87 (m 4H) 'y RMRA CcMs3- 68 (M 2
2.88-2.G0(—6H—242 (s 3H 12 11} (APCI+) jnlz
(MrH) + Retention tipe & ). 16/ :2 Dgﬁ@?ﬂ%&' ?5@%6H{)56 ﬁé wmlg Eﬁﬁ(d4

1- (3- Metlhoxy-5-{2- (¢ n@, ; K{a T hol 58 4 RN& 7? M np
oxazol -5 1]-ﬂgheny . imfdaz %gig %% Nﬁ@@ J f“bl ggyg oS
1H), 7.6 89c7 = HZ COQ_—H} ylar mo‘}31 rﬁéhyll ¢ QH)-} £§2;(m iﬁ)ﬂ 36- (szl- Hﬂi J
2.0 Hz, |1H), 7.06 8. Boehlmic aatt) , 6. 8 (6.0 AHkH). 6. 55 ( dd, 8.3
H, 1H),| 4.04 (t, M—/(g 9 Hz| 2H), 3.86 (HESHInzAAODHEE. 4 Hz. 2H), 3.
(s, 3H), 3.60 - 3.5 4H) | 3.41 (t, J FREenforHme =2kl miR(neBod2), J = 5
Hz, 2H),[ 2.49 - 2.38 (m 4H) | -3:22-ighyl-311 )i NYRPC) MHz S @A 3 K HY), 7.68
Retentign tijme = 2 3% nin (nv@hod 2) 061 1GUHWEEG4.JN2.50lz, 3H), TNp ($1H),
1-{3424( Et hox y Yh 53} PNW$W@Hy é#ﬂﬁd?)78%§%6T8$H 141}, 857 (dd, J
net hoxy-|phern “me yI-inE@? P@ﬂ?ﬁ* Jﬁ ' }3§79
(s, 1H, 7.8 H), 41 oxy)ﬁ') —1598 jL)Z 1
J =8.3 3 ( enyflg‘mz?da dm- 4£d24 ( Z?é ’3 )—“5_')1
(s, 2H),| 4.90 (dd, 4JN"‘: 1600 ﬁﬁﬁﬂ (5483 B+ ﬂl S (
= 7.1, 4.9 Kz, 3H), 2.28 (S 3FD 1. 21 (d Reterfiofink =H243 n aﬂﬁ 8 - 1.0
3H). (ARCI+)| mz 437(WrH) + Ret-enpion-ti me | go@MAZ DMSD) § o taoﬂ{)27)79 (L WO
2013/ 014 0PCT/EP2Q}2ﬂ06 539 | EXoxIEth@hem cab.4sk U727 6, 1H), 7.21 — 7.08 (m, 2H),

methyl- 7.01 (s, 1H), 6.91 (d, I = 8.1 Hz, 1H), 6.78 (s,
phenylamino]- 1H), 4.62 (m, 1H), 4.37 (g, J = 6.1 Hz, 1H), 3.94
082 oxazol—S-yl}—S- —3.79 (m, 2H), 3.40 (m, 2H), 3.30 (m, 2H), 2.27
1sopropoxy—phenyl)— (s,3H), 1.32 (d, T = 6.4 Hz, 2H), 1.28 (d,1 = 6.0
imidazolidin-2-one Hz, 3H), 1.08 (t, J = 7.0 Hz, 3H).
Q/NH (ESI+) m/z 465 (M+H)+
Retention time = 3.58 min (method 2)
E.C-0 1-(3-(2-(5-methoxy- | (300 MHz, DMSO) 6 9.36 (s, 1H), 7.68 (s, 1H),
3 o y 2- 7.59 (d, J=2.0 Hz, 3H), 7.25 (s, 1H), 7.16 (s,
A\ \I( methylphenylamino) | 1H), 7.08 (d, J = 8.4 Hz, 1H), 6.57 (dd, J=8.3,
083 N oxazol-5-yl)-5- 2.6 Hz, 1H), 3.98 — 3.86 (m, 2H), 3.72 (s, 3H),
( N>§ O~ | (trifluoromethoxy)ph |3.51 —3.38 (m, 2H), 2.22 (s, 3H).
N © enyl)imidazolidin-2- | (ESI+) m/z 449 (M+H)+
H one Retention time = 3.55 min (method 2)
1-(3-hydroxy-5-(2- | (300 MHz, DMSO) 6 9.51 (s, 1H), 9.24 (s, 1H),
HO, H {5-(methoxymethyl)- | 7.83 (s, 1H), 7.30 (s, 1H), 7.19 — 7.11 (m, 2H),
O\rN 2- 7.08 (s, 1H), 6.97 (s, 1H), 6.92 (d, J = 7.7 Hz,
084 \ /N methylphenylamino) | 1H), 6.62 (s, 1H), 4.37 (s, 2H), 3.89 — 3.78 (m,
N oxazol-5- 2H), 3.46 — 3.36 (m, 2H), , 3.27 (s, 3H), 2.28 (s,
( /&O o | YDphenyl)imidazolid | 3H).
N [ | in-2-one (ESIH) m/z 395 (M+H)+

Retention time = 2.76 min (method 2)

085

NN

mﬁ?
O

oM

1-(3-Isopropoxy-5-
{2-[2-methyl-5-
(2,2,2-trifluoro-
ethoxymethyl)-
phenylamino]-
oxazol-5-yl}-
phenyl)-
imidazolidin-2-one

(300 MHz, DMSO0) 4 9.30 (s, 1H), 7.88 (s, 1H),
7.41 (s, 1H), 7.31 (s, 1H), 7.20 (d, = 7.8 Hz,
1H), 7.11 (t,J=2.1 Hz, 1H), 7.01 (s, 1H), 6.97
(d, J=17.7 Hz, 1H), 6.79 (s, 1H), 4.62 (s, 2H),
4.62 (m, 1H), 4.08 (q, J = 9.4 Hz, 2H), 3.94
3.81 (m, 2H), 3.40 (m, 2H), 2.29 (s, 3H), 1.28 (d,
J=6.0 Hz, 6H).

(ESI+) m/z 505 (M+H)+

Retention time = 3.63 min (method 2)




Nane 'H NVR/ LCVS 062 |le 1-{3-tert-Butoxy-5- [24(5- methoxynethyl)-2-

nmet hyl - phenyl am no) - oxazol -5-y1}- phenyl} - imdazolidin-2-one (300 MHz,
DVSO- d6) wo2ossd14wp 1H), 8.00 (s, 1H), 7.57 (s, 1H), 7. P6T(mk2012/0645396 Hz,
1H), 7.42 (t, J = 2.0 Hz, 1H), 7.33 (d, J =7.7 Hz, 1H), 7.19 (s, 1H), 7.09
(dd, J = 7.6, 1.3 Hz, 111), 7.02 - 6.96 (m 1H) 454(s 2H), 4.10 - 3.98

m 2H),| 3. 2 3.45 (3, 1.51
E(9H). l(_DAFéI:}(f\ (él}emwﬁgﬂcf\%ﬁ—h RF":_DF‘I’]'[IOI’] tl(rrp =3 C)8 m RI&I?J@C%{S?M 2) 06‘%S el
o 'OH 143-{24542 Hder ? e roxiPylsopopgrst AP0 Mﬁhé?woawﬁ% s 1H> 8.35%(s, 1H),

oxazol -9-y11-5- ne @63

MeOH- d4)| 6 64 (br , Z 1:])11 ,
7.15 (s,| ®K)|, —7 7 :
4.04 (m| 3H), 30

(2 X0~ _
nyl ZI-"jége thyl - i %713 7
phe azolx s 1 ), 4
0144 1@5 i-|Z R
nde

13 -

1;{2 6I]I 2 > %8| (s,
3H), 2.28 (4, 3H) 6 (d, 1_ 6.1 Hz, 3H)(pstA 4@0\1@;2 422 (M+H)+
Retentiadn tijme = 3. i n (met hod 2) 064 VeQentiod tihle= 218413 cnkdd H %2 -
Hydr oxy-|et hgxy) - 2 pethyl - pheeyl2gmno] - owazniHzHN30) 5936 (simat)jToseys, plenyl ) -
i ni dazol i di - 2- ope ¢ MHz, |BMB@yd6) 5 9.262 GSIH),THY (s, BHEH6((e 1H) 216/ Hz,
1H), 7.43 (s, o 7.034) (s, 1ehoxyietid-2¢t, |3 78 H2, 1H) A6 (SLHY), 7.00. -GSO TR, m
2H) , 6.82@%(1 1= 1. 4 1H),| mghB5 (dd J24.81 @ J =5, 5¢174AD), 44513, 2HY 3 8- 182 |J =
5.6 H, |- 98- 3, 82 Q/rﬁ/4H§>hen 3 2H2337b?75’d'd:10§=5 %Zém B4 Hy
2H), 3.45 - [3.37 (@m0 211), 2,22 'Yl‘fél 1). | ¢APE ) 1z<84’2§5(%ﬁ}> Bdtenti on
[ = 2.5

: € hen
8 mn (WhOd 2) OE)§ln1gazcgldm %one m/z&% lz_i(l\ﬂJr}NEt hyl (3_

Retention time = 2.72 min (method 2)
3-{5-[3-Isopropoxy- | (300 MHz, DMSO) § 9.40 (s, 1H), 8.32 (m, 1H),
5-(2-0x0- 8.29 (m, 1H), 7.44 (m, 2H), 7.32-7.23 (m, 2H),

imidazolidin-1-yl)- | 7.13 (t,J=2.0 Hz, 1H), 7.03 (s, 1H), 6.81 (s,
O | phenyl]-oxazol-2- 1H), 4.64 (m, 1H), 3.94 —3.81 (m, 2H), 3.64 —
088 o /\/

ylamino}-4-methyl- |3.51 (m, 4H), 3.45-3.30 (m, 4H), 2.45-2.35 (m,
N-(2-morpholin-4-yl- | 4H), 2.33 (s, 3H), 1.28 (d, J = 6.0 Hz, 6H).

bNH ethyl)-benzamide (ESI+) vz 549 (M+H)+

Retention time = 2.32 min (method 2)
3-{5-[3-Isopropoxy- | (300 MHz, DMSO) 6 9.39 (s, 1H), 8.42 (m, 1H),
5-(2-0xo- 8.33(d,J=1.4Hz, 1H), 746 (dd,J= 7.9, 1.6 Hz,

H
N\\]/N imidazolidin-1-yl)- 1H), 7.43 (s, 1H), 7.30-7.24 (m, 2H), 7.14 (t, J =
}-0 phenyl]-oxazol-2- 2.0 Hz, 1H), 7.02 (s, 1H), 6.80 (s, 1H), 4.63 (m,
089 /< PO ylamino }-N-(2- 1H), 3.94 - 3.80 (m, 2H), 3.51 — 3.35 (m, 6H),
o} o N
N
e

methoxy-ethyl)-4- 3.26 (s, 3H), 2.33 (s, 3H), 1.28 (d, J = 6.0 Hz,
methyl-benzamide 6H).

(ESI+) m/z 494 (M+H)+

Retention time = 2.99 min (method 2)
3-{5-[3-Isopropoxy- | (300 MHz, DMSO) 6 9.38 (s, 1H), 8.30 (d,J =

N ‘,:l' 5-(2-oxo0- 1.5 Hz, 1H), 8.12 (d, T = 7.8 Hz, 1H), 7.47 (dd, J
?\ N imidazolidin-1-yl)- |=7.8,1.6 Hz, 1H), 7.42 (s, 1H), 7.30-7.24 (m,
‘< 0 phenyl]-oxazol-2- 2H), 7.14 (s, 1H), 7.02 (s, 1H), 6.79 (s, 1H), 4.63

090 J\ ylamino}-N- (m, 1H), 4.18 — 3.97 (m, 1H), 3.93 — 3.80 (m,
o> N |isopropyl-4-methyl- |2H), 3.40 (m, 2H), 2.32 (s, 3H), 1.28 (d, = 6.0
N benzamide Hz, 6H), 1.15 (d, I = 6.6 Hz, 6H).
{_NH (ESI+) m/z 478 (M+H)+

Retention time = 3.16 min (method 2)
3-{5-[3-Isopropoxy- | (300 MHz, DMSO) 6 9.41 (s, 1H), 7.99 (d,J =

N 5-(2-0%o- 1.5 Hz, 1H), 7.43 (5, 1H), 7.29 (s, 1H), 7.24 (d, ]
\ \Or imidazolidin-1-yl)- | = 7.8 Hz, 1H), 7.12 (s, 1H), 7.02 (s, 1H), 6.99
091 /< phenyl]-oxazol-2- (dd,J=17.6,1.7 Hz, 1H), 6.80 (s, 1H), 4.63 (m,
0 0 >N | ylamino}-4,N,N- 1H), 3.93 — 3.81 (m, 2H), 3.40 (m, 2H), 2.96 (s,
O | trimethyl-benzamide | 6H), 2.33 (s, 3H), 1.28 (d, J = 6.0 Hz, 6H).
NQ(NH (ESIH) m/z 464 (M+H)+

Retention time = 3.02 min (method 2)




met hyl

-5-{2-[2- nethyl
phenyl am nol oxazol

-542- norpholin-4-yl-
-5-y11- phenyl) -

i m d8zol i di n-2-one

et hoxy) -

(300 MHz, DMBSO-d6) 6

9.24 (br w0 20H)01477065 (d, J = 2.4 Hz, 111), 7.60 (br s, PCTEP201Z/0863¢ s,
111), 7.28 (br s, 1H), 7.18 (br s, H), 7.112 - 7.03 (m 2H), 6.56 (d, J=
5.9 Hz, 1H), 4.12 - 3.92 (in, 314), 3.91 - 3.76 (m 1H), 3.63 - 3.53 (m
4H) , 3-4%x(ﬁdd ‘]Che%ncgbstrﬁcuge ) 1H) 1Nag1569 (t1 J: 5.7 hﬁ1 1(21\;'[ 2.50 - 2.43
(d, J= 4-4H 32 (s ~23 (s,| 3H) 12\ 1—ﬁnH7?<.
(APCI+) fiiillz 492 (M+}ﬁ)+ Reteﬂﬂq@rfs' = 21 Rﬁ%qgng b 9>52%3906 1 8] Meo
IN 1., () 1([3- th 0 eth mmoe z,2 .,r7. sli 716 d

phenyl anji no] |- F(rxaz 5- géi i Nl 4 i 8l ?9 g 1 S Zﬁg% VHz,
DVEO- d6) | #29 2% 164 =12 f;)h%,z%?;k%)sz_ A 3 gH s,
111), 7.)21 (S 7015 (S dnidaZold 2(c(t}1:’7(8H£13h§Z 1H),
6.56 (dd, J|= & Hz, ﬂq)e, 4.11 - 3. %I{)Eﬂ/zﬁH)l(M&{ﬁZ (|n 111) 3. 78
(s, 3H),[3. 64 - 3 5 (m 411), 3.47 - 3. 37 REmatioddrld= 3.65. hiB (thdod 2H) |
2.50-2.40 (m 4H), 2.22 (s, 3HGIsdrddxyd, |P0BHE, MESO)3H)20 ({ APC.%)s,nfAy 508
(MrH) + Retention tine = 2. 61 |M-B-nfaet-hod 23.1D6F0Hn, 0D, 8.02 (d, J6 20 Hz, 1H),

1- 13- | sopr opoxy- 5- §24 met| osdineyiagping)- ¢-75$nsf 1f@h’é Id%lﬁrfﬁé)?-lHZ

oxazol - 5-y1]|- phengl i daPBPYIER2- one 1@ 14 d@ 2? ;,
1H), 7.84 (s, 7.41(s, 1 az"ij'yﬁg (s, 1H)7°§§* i 1 % 02
(s, 1H),(%‘?92’§é1 _76® ygzogd A é 1),
4.37 (s.| 2H), 81 m| TIH O ,3 §3 28
(s, 3H),| 1.28 (d J(/ 6H) . (APCI +) - eten |on tere =
3.79 mn (et hOd 2) 24 V\O 2( 13/ 014170PCT/ @2@&1&6&5&% Ex 1. Cheni cal
structure Nane 'H NVR/ LCVS 068 Retention time = 2.55 min (method 2)

1-{3-Chloro-5-[2-(5-
ethoxymethyl-2-

"H NMR (300 MHz, DMSO) 6 9.41 (s, 1H), 7.86
(s, 1H), 7.66 (d, J = 1.4 Hz, 2H), 7.58 (s, 1H),

N
\ \c’,/ methyl- 7.29(d, J=9.4 Hz, 1H), 7.27 - 7.17 (m, 2H),
094 phenylamino)- 6.99 (d, J=7.7 Hz, 1H), 4.46 (s, 2H), 4.02 — 3.89
al o™ | oxazol-5-yl]- (m, 2H), 3.51- 3.48 (m, 4H), 2.32 (s, 3H), 1.18 (4,
0 phenyl}- J=17.0 Hz, 3H).
NC{QH imidazolidin-2-one | (ESI+) m/z 427.2 (M+H)"
Retention time = 3.50 min (method 2)
1-{3-Isopropoxy-5- | (300 MHz, DMSO) 6 9.22 (s, 1H), 7.59 (d, J =
N N [2-(2-methyl-5- 2.4 Hz, 1H), 7.42 (s, 1H), 7.29 (s, 1H), 7.12 (s,
Q = propoxy- 1H), 7.09 — 6.98 (m, 2H), 6.80 (s, 1H), 6.53 (dd,
0 phenylamino)- J =83, 2.5 Hz, 1H), 4.62 (m, 1H), 3.95 - 3.78
095 ’< 0 oxazol-5-yl}- (m, 4H), 3.48 — 3.37 (m, 2H), 2.21 (s, 3H), 1.72
0 o j\ phenyl}- (m, 2H), 1.28 (d, /= 6.0 Hz, 6H), 0.97 (t, /=74
N—/( imidazolidin-2-one | Hz, 3H).
{_NH (EST+) m/z 451 (M+H)"
Retention time = 3,76 min (method 2)
1-(3-{2-[2-Methyl-5- | (300 MHz, DMSQ) 6 9.55 (s, 1H), 9.38 (s, 1H),
N y (pyrimidin-2- 8.42 (d,T=4.8 Hz, 2H), 8.14 (d, ] = 1.8 Hz, 1H),
Q = ylamino)- 7.70 (s, 1H), 7.55 (s, 1H), 7.51 (s, 1H), 7.41 (dd,
FF 0 phenylamino]- J=18.2,2.0 Hz, 1H), 7.23 (s, 1H), 7.14 (s, 1H),
096 |:>< HN_ _N. | oxazol-5-yl}-5- 7.10 (d,J = 8.4 Hz, 1H), 6.79 (t,J = 4.8 Hz, 1H),
0 0 N’ /\ trifluoromethoxy- 3.88 (t,J=7.7Hz, 2H), 3.41 (t, J = 7.7 Hz, 2H),
N—{ phenyl)- 2.22 (s, 3H).
{_NH imidazolidin-2-one | (ESI+) m/z 512 (M+H)+
Retention time = 3.32 min (method 2)
1-(3-{2-[2-Methyl-5- | (300 MHz, DMSO) 6 9.33 (s, 1H), 8.96 (s, 1H),
N i (pyridin-2-ylamino)- | 8.08 (dd, J=4.9, 1.2 Hz, 1H), 8.04 (d,J = 1.9 Hz,
Q = phenylamino]- 1H), 7.70 (s, 1H), 7.57 (s, 1H), 7.55 — 7.48 (m,
FF 0 oxazol-5-yl}-5- 2H), 7.45 (dd, J = 8.3, 2.0 Hz, 1H), 7.24 (s, 1H),
097 F>< HN_ _N_ | trifluoromethoxy- 7.16 (s, 1H),7.07 (d,J = 8.4 Hz, 1H), 6.84 (d, ] =
0 o | /\ phenyl)- 8.4 Hz, 1H), 6.68 (m, 1H), 3.88 (t, ] = 7.9 Hz,
N—( imidazolidin-2-one 2H), 3.41 (t, 1 = 7.9 Hz, 2H), 2.22 (s, 3H).
{_NH (ESI+) nv/z 511 (M+H)+

Retention time = 2.64 min (method 2)




H,N----rNO\ 04. N,-3 ONH1-{3-[2-((5- Methoxynethyl)-2- nethyl -
phenyl am no) - oxazol -5-y1]-5- nethyl-phenyl}-1,3- di hydro-im dazol-2- one
(300 MHz,wONBG/M&)706 10.35 (br s, 1H), 9.31 (br s, 1H), PCTAR2¢12/06458) , 7. 77
(s, 1H), 7.45 (s, 1H), 7.41 (s, 1H), 7.28 (s, 1H), 7.17 (d, J = 7.6 Hz,
11-1), 7.00 - 6.96 (m 1H), 6.93 (d, J = 7.7 Hz, 111), 6.64 - 6.59 (m 1H)),

4.38 (s, 3, 2. 37 31, 2.29 (s, I+) n12 391
( MeH) 1 QEE‘E) ti n%&?’.‘cgﬁsmfm m.n ﬁ\émaf hod '>\ 069_H §HM\|R”\(CA]\E§0 (- N. - L
N ON H 1-{3-[ 24(5- Mot hoxynet hﬁvf (%Butﬁf’e% hyl %P l\élﬁ% HB;)SC’) Q)?(%@z(élmisje?@ 1-
phenyl } |- 4- et hyl - EWS I ?Z ’ﬁs g\@; 34
(br s, 1H), [9.34 ( Oxa “0 111) 7y Zyg m
) 3 45 6
4H), 7. 17,kq, 4= lsop Op ;ﬁ\ é'( (’s 3 48 ), - 38
(s, 2H_) )| 3. _28 (nidazc? 2»011 —512 2H) ) ( M-H)
Retention tijne = 2t hod 2) 070 H()tggl.(t0_473 -[5-(2-
Hydr oxy-jet hgxy) - 2 @,\myl - phenyl am no] - ommhﬁz‘iﬂyidlm}phenyl ) 4 rret hyl -
1, 3-di hydr o-l i m dazol™- 2-one Retention time = 4.00 min (method 2)
1-{3-[2-(5- 1H NMR (400 MHz, DMSO) 6 9.27 (s, 1H), 7.84
NYN Ethoxymethyl-2- (s, 1H), 7.65 (s, 1H), 7.43 (s, 1H), 7.37 (s, 1H),
O'} \_¢9 methyl- 7.18 — 7.14 (m, 2H), 7.00 (s, 1H), 6.94 (d, T = 7.7
099 N phenylamino)- Hz, 1H), 4.42 (s, 2H), 3.93 — 3.84 (m, 2H), 3.62 —
0 | oxazol-5-yl]-5- 3.57 (m, 4H), 3.44 (dd, J = 18.4, 7.7 Hz, 5H),
O K morpholin-4- 2.38 (s, 4H), 2.28 (s, 3H), 1.19 — 1.09 (m, 3H).
% H ylmethyl-phenyl} - (ESI+) m/z 492.3 (M+H)+
imidazolidin-2-one | Retention time = 2.29 min (method 2)
. XA 1-{3-[2-(2-Methyl-5- | lH NMR (300 MHz, DMSO) 6 9.36 (s, 1H), 7.76
4 ~ morpholin-4- (s, 1H), 7.66 (s, 1H), 7.57 (s, 2H), 7.25 (s, 1H),
F 0 ylmethyl- 7.15(d,J=7.4 Hz, 2H), 6.94 (d, J = 7.7 Hz, 1H),
100 F—'{‘F phenylamino)- 3.97 —3.86 (m, 2H), 3.60 — 3.50 (m, 4H), 3.49 -
o ° U oxazol-5-yl1]-5- 3.37 (m, 4H), 2.35 (s, 4H), 2.27 (s, 3H).
N—( trifluoromethoxy- (ESI+) m/z 518.3 (M+H)+
{_NH phenyl}- Retention time = 2.44 min (method 2)
imidazolidin-2-one

Among the compounds of formula I in which ring A is depicted above, the present

invention is directed to compounds of the following formula III:

Wherein:

A ring is a six member heterocycle ring;

R is hydrogen, halogen (selected from F, Cl, Br or I), an alkyl group containing from 1 to
10 10 carbon atoms or an alkoxy group;

R, is halogen (selected from F, Cl, Br or I), an aryl group, an haloalkyl or alkyl group

containing from 1 to 10 carbon atoms optionally substituted with at least one heteroatom,

notably oxygen or nitrogen, optionally substituted with an haloalkyl or alkyl group



(300 MHz, DMSO-d6) 6 10.35 (br s, 1H), 9.30 (hr s, 1H), 7.95 (s, 1H), 7.67
(s, 1H), 7.57 - 7.41 (m 4H), 7.08 (d, 30= 8.3 Hz, 114 6.72 (br s, 111),
6.57 (d, we2813@1kH7p 111), 4.87 (t, J- 5.6 Hz, 1H), 3. 95P(CT/EPI012/044539 Hz,
211), 3.76 - 3.69 (m 2H), 2.24 (s, 3H), 2.00 (s, 3H). (APCl+) mz 407
(MtH)' Retention time = 2.85 mn (nmethod 2) 071 le NOH ON H 143-124542-
Hydr oxy- etohtaxnihg ﬂonrrbttdﬂyD-ca;HOQniycmepmjnallp)salzsbﬂtutéd yith a &lubilising group; as

208 (- WaPEeEY born By o7 analafiogprdup; gy Wl as faf OIS LB 1
g-!['i) Jz éo gOl_I\gRngox( nNRZ%'%)Q-RGg%ﬁé@her&hDR aﬁd%a@g&ch‘]nde% %ﬂenﬁg%el‘é&ed% 4 85
21-1), 3.lpdrqge, a_zyngroiz@ Ieeroargl @Pugp,miky @qup@mn@@ SLﬁafﬂtit)JtedlwﬂBat(ldast bre 6 0
Hz, 6H). (APCI+ 453 (MeH) + Retent | 2) 072
N0 3 s disFa o Ry VB 105 1soReh roftiogs i SohiRa IR 4t lohokyyS
pheny! ani d@)ﬂla‘lnlﬁg( a0l 1 50 Y8 kartRhendths Dpﬂldﬂag?%%dtﬁhtgd %nmrws&t%m Ng%r dal\/@g} dé)
6 9.35 (s, 7.74 5 , 11)

7.21 - 7.wdl qsmhezmcycéegr@upgraiél)lbﬂl@megrqm J = 8.3, 2 3 Hz 11-1), 4.84

- 4.66 2 0 3. 92 211 3 79 3 64
(' ary, % EfbpgbenghdbaersaoRed 6t roL oo, pyos by b stiping oo
(d, J = ArdmHe to 4i) carBoB4itdis 08 lah) alkdxyt Zréi als well . 43 HE;, MR’ NRPCOH, M z
522 (M+H) Retentlontlrre:246 mn (metho 073 NyN S o \N/ OWN

% {1111[024( -CGENRR Wﬁ'é’t’h?}"?l)l-&ﬁanr& AsF eaclpmc}wﬁ Ay pelegird fiom Bydrogenp phivhi n-
5,32 (i Bb Yol ORI NuRG 4 pder Oy MoberoER Oy s o WSy )

7.43 (br aptiohdlly) subi’titﬁﬂed withlan §likyl grbimp c@t%n{gcﬁord % t3.16 ch%pnbioms opho«ﬂiau;( s,
2H), 4.13 (t, J9.7 %385- 1H), 3.59 - 3.42 H),228
(s 3H), Sp %Mee leh agsQu SInggroups af4W%1l ot ﬁhqte@w@e P of Apt\zlul)ﬂlwl& 408
H) + e%. dontime = 2.85 mn (nmethod 2) 25 WO
2013/0141 OPCT/ EP2012/ 064539 Ex
15 QisOorS;

W is N or CRy;
R4 is hydrogen, cyano, CF;, halogen (selected from F, Cl, Br or I), an alkyl group
containing from 1 to 10 carbon atoms optionally substituted with at least one heteroatom,
notably oxygen or nitrogen, optionally substituted with an alkyl group containing from 1 to
20 10 carbon atoms optionally substituted with a solubilising group; as well as an alkoxy
group or an haloalkoxy group, a solubilising group, an heterocycle, -CO-NRR', SO,-NRR’,
-NRR', NR-CO-R' or NR-SO;R’ group wherein R and R' are each independently selected
from hydrogen, alkyl group optionally substituted with at least one heteroatom, notably
oxygen or nitrogen, optionally substituted with an alkyl group containing from 1 to 10
25  carbon atoms optionally substituted with a solubilising group or heterocycle group;
X i1s N or CRj3;
Rs is hydrogen, cyano, halogen (selected from F, Cl, Br or I), an alkyl group containing
from 1 to 10 carbon atoms, an alkoxy group, -CO-OR, -CO-NRR' group wherein R and R’
are each independently selected from hydrogen, alkyl group optionally substituted with at
30 least one heteroatom, notably oxygen or nitrogen, optionally substituted with an alkyl
group containing from 1 to 10 carbon atoms optionally substituted with a solubilising
group or heterocycle group;

MisCorN;



Chem cal structure Nane 11-1INMR/ LCMS 074 H N1 0 1-{4-[2-((5-

Et hoxynet hyl ) -2- net hyl - phenyl am no) - 3bxazol - 5-y11- pyri di n-

2-y1} -4, woiosthyl7e i mi dazol i di n-2-one (300 MHz, DMSO d®LTAEP201206458Y s,
1H), 8.33 (br s, 1H), 8.22 (d, J = 5.4 Hz, 1H), 7.77 (s, 1H), 7.66 (s, 1H),
7.48 (s, 1H), 7.20 - 7.13 (m 2H), 6.97 (d, J = 7.8 Hz, 1H), 4.43 (s, 211),
3.75 (s, 2H)N, GH4ELRmqr NRy; 7.0 Hz, 2H), 2.29 (s, 3H), 1.29 (s, 6H), 1.15 (t,

375”01 iy R hiarehb B fu 581 ENBTtnRELRE) S T8 5% S et o 2
phenyl amﬁ%trm@&%@ﬂa‘&i%lllsm%@@'ﬂﬁ'o}heﬂefﬂc?%@rdl in-2-one 1 (300 Mz,

DVSO- d6) 6 9. 25 (s . 7.44 (s, 1H), 7.34 (s,
1H), 7.14Y¢sN, @RS:OIZCBSIHZ 1H), 7.08-7.02 (m 211), 6.82 (s, 111), 6.54

(dd, J3 8. 3.97 (t, J= 6.4 Hz, 2H) 3.92 - 3.83 2H) |
3.78 (s, %ﬁ)l‘?] @Rﬂs‘i"&é%aa (m 4(11) 3.24 (s, 3H)H? 2.22 (s, 311),(m1. 9?)(m

2H) ( APCF N NZ046R; 6MER)R,; Ret ention tine 3.38 mn (rret hod 2) 076 O
-)OH ON H 1- (3 124&}3 (2- Hydr oxy- et hoxynet hyI) - met hyl -
phenyl ami Rofs hysdezen.-ashajegen (phedig fromi FyiCdaBopy I 4t lp/ 1@3@]@ welkyloear de) 5

Ty, 7. astppithe hpf i 0ol P B an D0 kibugy) =357 19 2N 12T P,

1H) 7. O3R{ 8 hydiblpn oBarPalkyidrowcoht&ning froht) fo 40 6@b¢d atods. 5.5 Hz, 111), 4.46
(s, 2H), 3.94 - 3.84 (m 2H), 3.58 - 3.38 (m 4H), 2.29 (s, 3H). (APCl+)
mz 409 (MH) +

In one embodiment the invention relates to compounds of formula III or pharmaceutically
acceptable salts thereof, wherein R is halogen (selected from F, Cl, Br or I), an aryl group,
an haloalkyl or alkyl group containing from 1 to 10 carbon atoms optionally substituted
with at least one heteroatom, notably oxygen or nitrogen, optionally substituted with an
15  haloalkyl or alkyl group containing from 1 to 10 carbon atoms optionally substituted with a
solubilising group; as well as an alkoxy group or an haloalkoxy group; as well as a -NRR/,
-NR-CO-R!, -CONRR’ or -NR-SO,-R' group wherein R and R' are each independently
selected from hydrogen, alkyl group optionally substituted with at least one heteroatom,
notably oxygen or nitrogen, optionally substituted with an alkyl group containing from 1 to
20 10 carbon atoms optionally substituted with a solubilising group; as well as a heterocycle

group or a solubilising group.

Examples of preferred compounds of the above formula are depicted in table 2 below:



Retention tine

2.80 mn (nmethod 2) 077

o0 N H 1-(3-1sopropoxy-5-

{2-[5-(2-nmet hoxy- ethyl)-2-nethyl- phemgl am no]- oxazol -5-yll- phenyl)-

i m dazol iwOoreB/ames0( 400 MHz, DMSO-c16) 6 9.22 (s, 111), PCI/EP2¢12/06458) , 7. 41
(s, 1H, 7.29 (s, 111), 7.19 - 7.06 (m 2H), 7.03 (s, 1H), 6.86 (d, J = 7.5
Hz, 111), 6.79 (s, 111), 4.72 -4.57 (m 1H), 3.98 - 3.74 (m 2H), 3.52 (t,
J = 6.9 HEabl2R), 3.46 - 3. 38 (m 2H), 2.77 (t, J = 6.6 Hz, 2H), 2.25 (s,
3H), 1. 29 (rl \"I—RnHZ, 6H)- (ES!-I-\ m-z—451 (!\v/!-l-l—l\-l- Retention time =3 94
mn (metFod)| 1) C(D@iﬂlcatbstmkture CC iz ) MNefBrci zz_ --,. \ z (’.HyMl{ (4-{2-[5-(2F
Met hoxy{ethoxy)- 4- mTEt Y5 gar 2%10)(00 P2 NILO) FBYd%%& MH), 9.64 (s, 1H)
2-y1) -4 et hyl - Ildlnpzpeml@ - 9zﬂMSjlql ) 1D 19,393 (81 S10.9141) |
8.33 (br s, 111 (d, J oxaz51.-f/.4'ylhﬂlno} 1H), 694 (SSIH)J-iM 746 6 (H:j;7§5:-2- 5
Hz, 1H) | 171 4 , 7.19 (makthyBphedy)D-Hz, | 184) (m, FHO8.1( ¢t, /3= 803 1HE 3.21kH) |,
6.59 (dd,J 7Iflz\, H)pyrrdidih7l-w- 4. 08 | TH)y 2.64H, J 4.608Hz 48), @53 (-.562(d) |
3.87 - 3. 73 mN : 5306@(% 2H), 3HU5L.Bde 3HYZ 1@ 8), 5741, MK). 1H)
3.31 (s, 3H], 2 (s, 1.20 (d, J= 6.1 0¥ 488 \APC) +) rﬂz 424 (MrH) +
Retenti on—time =2 _76 m n (nrgf hnri 7\ 079 -Retentlorwmﬁﬂ 2& mip(meghod Lr 342 (5L
Hydr oxym Khy phe B‘}a“ﬁ oxaz gf& a? jﬁg@“ g% )§6f%1ﬂé%§' }-

I m dazol ( piperidin-1-y1) phen}%]- 7.4 IH) 7.40 —

oxazol-2-ylamino}-4-
methyl-phenyl)-2-
pyrrolidin-1-yl-
acetamide

7.27 (m, 3H) 7 10 (d J = 8.1 Hz, 1H), 3.22 (s,
2H), 2.69 (s, 4H), 2.63 — 2.54 (m, 4H), 2.23 (s,
3H), 1.74 (s, 4H), 1.14 (s, 3H), 1.10 (s, 3H).
(ESI+) m/z 516 (M+H)"

Retention time = 2,72 min (method 1)

one

N 4-[2-(5- (300 MHz, CDCl3) 6 7.93 (s, 1H), 7.67(d,J = 8.2
N (Ethoxymethyl)-2- Hz, 1H), 7.50 (dd, T=8.2, 1.5 Hz, 1H), 7.44 (d,J
103 /Qi methyl-phenylamino)- |{= 1.3 Hz, 1H), 7.30 (s, 2H), 7.18 (d, ] = 7.7 Hz,
oxazol-5-yl]-2-(2-oxo- | 1H), 7.03 (d, J = 8.0 Hz, 1H), 4.51 (s, 2H), 3.67
NC N_PO o piperidin-1-yl)- (m, 2H), 3.54 (q, ] = 7.0 Hz, 2H), 2.61 (m, 2H),
(\j Q benzonitrile 2.31 (s, 3H), 2.01 (m, 4H), 1.20 (t, T = 7.0 Hz,
3H).
3-{3-[2-(5- (400 MHz, DMSO-dy) 6 11.81 (s, 1H), 9.39 (s,
(Ethoxymethyl)-2- 1H), 7.81 (d,J=11.8 Hz, 2H), 7.71 (dd, J = 6.9,
i methyl-phenylamino)- | 2.0 Hz, 1H), 7.63 (s, 1H), 7.56 (d, ] = 7.6 Hz,
104 \S l thiazol-5-y1]-phenyl}- | 1H), 7.50 — 7.31 (m, 3H), 7.20 (d, J = 7.7 Hz,
N 1H-pyridin-2-one 1H), 6.98 (d, T =7.6 Hz, 1H), 6.31 (t, ] = 6.7 Hz,
= o > 1H), 4.42 (s, 2H), 3.48 (q, I = 7.0 Hz, 2H), 2.27
\_ (s, 3H), 1.15 (t, T= 7.0 Hz, 3H).
(ESI+) m/z 418 (M+H)"
Retention time = 3.53 min (method 1)
3-{3-[2-(5-Methoxy-2- | (400 MHz, DMSO-ds) 6 '"H NMR (400 MHz,
methyl-phenylamino)- | DMSO) 6 11.82 (s, 1H), 9.44 (s, 1H), 7.85 (s,
s H thiazol-5-yl]-phenyl}- | 1H), 7.72 (dd, /= 6.9, 1.9 Hz, 1H), 7.65 (s, 1H),
105 S lN 1H-pyridin-2-one 7.62—17.53 (m, 2H), 7.48 — 7.35 (m, 3H), 7.12 (d,
J=8.3Hz, 1H), 6.61 (dd, J= 8.3, 2.6 Hz, 1H),
— O 6.31 (t,J= 6.7 Hz, 1H), 3.73 (s, 3H), 2.21 (s,
\ S 3H).
NH (ESI+) m/z 390 (M+H)"
Retention time = 3.42 min (method 1)
. 1-{3-[2-(5- (300 MHz, DMSO-d¢) 6 9.43 (s, 1H), 7.94 — 7.91
F—{-F (Ethoxymethyl)-2- (m, 1H), 7.86 (s, 1H), 7.81 — 7.74 (m, 2H), 7.71
106 o K methyl-phenylamino)- | (s, 1H), 7.60 — 7.53 (m, 1H), 7.17 (d, /= 7.8 Hz,
\ oxazol-5-yl]-5- 1H), 6.95 (d, J=9.1 Hz, 1H), 6.53 (d, /= 9.2 Hz,
/N N W;? trifluoromethyl- 1H), 6.38 (t, J = 6.6 Hz, 1H), 4.41 (s, 2H), 3.46
Q):O o~ phenyl}-1H-pyridin-2- |(q, J= 6.9 Hz, 2H), 2.28 (s, 3H), 1.12 (t, J= 7.0

Hz, 3H).




7.39 (s, 111), 7.29 (s, 1H), 7.12 (m 2H), 7.02 (s, 1H), 6.92 (d, J = 7.7
Hz, 111), 6.79 (s, 111), 5.12 (t, J = %37 Hz, 1H), 4.63 (m 1H), 4.45 (d, J
= 5.7 Hz WQH))13/634H4 - 3.7 (m 2H), 3.40 (t, J = 8.0 HzpCZHpP12/0263¢{s, 3H),
1.28 (d, J 6.0 Hz, 6H). (ESI+) nz 423 (MtH)+ Retention tine = 4.82 mn
(et hod 2) 26 WD 2013/ 014170PCT/ EP2012/ 064539 Ex 11 Chemical structure
Narme @%F/ LCMEm?cgpst s 0 0QQ2H 3-{5-[3-1sopropoxyne- (2- 0xo-
i m dazoj n-1-vy1 1enyl ] -ny:-\7nl 2- vl am nnl -A et hyl - hnn7m r~ aci-d{(300
Mz, DMSO) 6 9.58 (brs, 1H), fpthylys-_ -0 18 °3057 8,
1.6 Hz,| 111), 7. ‘§?§ % m , o Oo(ﬁ 7((ESlrs
1H), 6.82 ( p sm (7 )’ TATN

7! d2J 81 d3J2 65')Hz 2H) ,
2:36 (s l()?7H tri{lu met@l") 5; )I on
time = p.01 nyl)- 08y M}JQO Q6402|‘5|k4(nl*z S?é?cs ﬁbrﬁabhsykﬁ - |(2-
nmor phol | noe acoxazol - 5-y1)215- 206 h,RHYOPOIEENH@X YD)PH6S -
enyl )i m daz NVR (300 MHz, DMBO)D5).9.34 (s, 111), 7.68 (|s,
1H), 7.p9 ( , 7.23 (s, 111)ESP.ABSBM+AH), 7.07 (d, J=18.4
Hz, 111), 6| J 2.6 Hz, 1H), Re@dtioptimeJ30$m@ (ppthoddp) 3, 97 -
3.85 (m 2H 352-(53vighopy-2- 4H)(300 MHA?M%d6)§94955@H)88W sz,
2t 2. 68 | rw?yllngen'ylm‘ma)3 _)% ) (g Z PIIH)H—I 7. g 1?3) mz

.QX O o) z

548.2 (MTA_S') 2H pyr1 1n y(ﬁ (“hE dj 22 dpé%H){%]Qﬂ (d J— § z, 1H),

benzonitrile

6.60 — 6.51 (m, 2H), 6.38 (td, J = 6.6, 0.9 Hz,
1H), 3.72 (s, 3H), 2.21 (s, 3H).

(ESI+) m/z 399 (M+H)"

Retention time = 3.56 min (method 1)

109

N=

3-(6-Chloro-2-ox0-2H-
pyridin-1-yl)-5-[2-(5-
methoxy-2-methyl-
phenylamino)-oxazol-
5-yl]-benzonitrile

(300 MHz, DMSO-dg) 6 9.38 (s, 1H), 8.12 (t, /=
1.4 Hz, 1H), 7.89 (d, J = 1.4 Hz, 2H), 7.72 (s,
1H), 7.60 — 7.54 (m, 2H), 7.09 (d, J = 8.5 Hz,
1H), 6.66 (dd, J = 7.3, 0.9 Hz, 1H), 6.60 — 6.54
(m, 2H), 3.72 (s, 3H), 2.21 (s, 3H).

(ESI+) m/z 433 (M+H)"

Retention time = 3.96 min (method 1)

110

3-{2-[5-(2-
Dimethylamino-
ethoxy)-2-methyl-
phenylamino]-oxazol-
5-yl}-5-(2-0x0-1,2-
dihydro-pyridin-3-yl)-
benzonitrile

(300 MHz, DMSO-dg) 6 12.02 (s, 1H), 9.38 (s,
1H), 8.25 (s, 1H), 8.03 (s, 1H), 7.99 (s, 1H), 7.84
(d,J=7.2Hz, 1H), 7.67 (s, 1H), 7.60 (d, J= 2.7
Hz, 1H), 7.50 (d, J = 7.3 Hz, 1H), 7.07 (d, J= 8.4
Hz, 1H), 6.54 (dd, J = 8.2, 2.6 Hz, 1H), 6.36 (t, J
— 6.8 Hz, 1H), 4.00 (m, 2H), 2.60 (m, 2H), 2.22
(s, 3H), 2.20 (s, 6H).

111

4-{2-[5-(3-Hydroxy-
propoxy)-2-methyl-
phenylamino]-oxazol-
5-y1}-4'-methyl-1'H-
[2,3'Tbipyridinyl-2'-one

(300 MHz, DMSO-d) 6 11.67 (s, 1H), 9.45 (s,
1H), 8.60 (d, ] = 5.4 Hz, 1H), 7.78 (s, 1H), 7.58
(d,J=2.3Hz, 1H), 7.55 (s, 1H),7.43 (d,J=5.5
Hz, 1H), 7.34 (d, T= 6.5 Hz, 1H), 7.08 (d, ] = 8.5
Hz, 1H), 6.58 (dd, J = 8.4,2.2 Hz, 1H), 6.18 (d, J
= 6.7 Hz, 1H), 4.54 (t, 1= 5.0 Hz, 1H), 3.99 (t,]J
= 6.5 Hz, 2H), 3.55(q, J = 6.7 Hz, 2H), 2.22 (s,
3H), 2.03 (s, 3H), 1.85 (quint, J = 6.7 Hz, 2H).
(ESI+) m/z 433 (M+H)"

Retention time = 2.19 min (method 1)

112

3-[1-(2-
Dimethylamino-ethyl)-
2-0x0-1,2-dihydro-
pyridin-3-y1]-5-[2-(5-
methoxy-2-methyl-
phenylamino)-oxazol-
5-yl]-benzonitrile

(400 MHz, DMSO-d¢) 6 9.39 (s, 1H), 8.23 (1, J=
1.6 Hz, 1H), 8.01 (t, J= 1.6 Hz, 1H), 7.99 (t, J =
1.5 Hz, 1H), 7.85 - 7.76 (m, 2H), 7.67 (s, 1H),
7.61(d,J=2.7Hz, 1H),7.09 (d, /= 8.4 Hz, 1H),
6.58 (dd, J= 8.3, 2.6 Hz, 1H), 6.40 (t, /= 6.9 Hz,
1H), 4.08 (t,J= 6.4 Hz, 2H), 3.73 (s, 3H), 2.55
(t,J= 6.4 Hz, 21), 2.23 (s, 3H), 2.20 (s, 6H).
(ESI+) m/z 470 (M+H)"

Retention time = 2.99 min (method 1)




NH 1-(3-{245-(1- Ethoxy-ethyl)-2- nethyl- phenyl am no}- oxazol-5-yll| -5-
| sopropoxy-phenyl)- im dazolidin-2-one34300 Mz, DMSO 6 9.25 (s, 1H), 7.79
(s, 1H), wodaniymes7aH), 7.27 (s, 111), 7.21 - 7.08 (m 2PCY/EPZ010M64539 1H),
6.91 (d, J = 8.1 Hz, 111), 6.78 (s, 111), 4.62 (m 111), 4.37 (g, J = 6.1
Hz, 1H), 3.94 - 3.79 (m 2H), 3.40 (m 211), 3.30 (m 2H), 2.27 (s, 3H,
132 (d) b F Ocfolltn s@htd, 128 (dod = 6.0 T2, 3F), Tupgekt, J= 7.0 iz,
3H)_ (EQ!+\ +prpnf_|nnf|m:\—’-2RR mn(m:\'rhnd 2) 083 F30-0
| 52- c-NoONH1(3(2(5 mat[%% nethyist ﬁ;; ﬁf‘é d@é |(S ”8(5-
(triflupronget ugxy) ph enyl )i nmida; 'i‘_ox?ﬁ‘f“?’i’ ,
1H), 7.p8 (s, 759(d : 31 nlH)
7.08 (d| 16 F @ T e & o e k. sﬁia %iﬁqdm?"se (m
211), 3,72 @; 3.|3FidedB- onéH) 2. P, 0(@9 Hz3ill ) 2.94 $Hj‘ 28234913
(M+H) + Rete t|rre: /§5 mn (method 2)¢0840HQ3#HN 1P\ 1'(101 o
1- (3- hyfdroxy-5-(2- (5- (mth haxynet hyl ) - 2- nEsthylpheryl-am no) oxazol -5-
yl ) phenyl)im dazolid in-2- one (300 WVHz, DNVEQen@n@imb% 3(@3 minktfthodd) 24 (s, |1H),
7.83 (s} 1H ~30 (s, 1H), [7:{3@-G-Metibty-F-m CRHHz, PMI-d), 9. 2011 Y1), B6D77.63,
111), 6 92 d, J = 7.7 Hz, m)ethyl@helzla(n@o) 1101 2H)47 37~ ¥é7 (np 2H), 7. 1@<S89HL ?30778
(m 2H) 46 -'\3. 36 (m 211 m@ Syi-x 3H(d §99 (s, (HBsp. 1395
( MeH) + Ré‘c“ htio A2 76 y%;( tph‘?iléjl}‘z ?&d 22H7~ 15 Ig Nﬁ[
1- (3- 1 sppr opoxy, 2/ 2 o avl 2- 4( 21(?361 gé (s, SH),
phenyl am no}@gzol 5-y1%- phenyl) i m daggty, g DVMBO)| 6
9.30 (S 111) , /.88 (31 1?\1) , 7.41 (31 111 ReteZﬁo%lnn@sB 93-11*11:1)(metﬂ0d219 (d J =
7.8 Hz, [TIT), 71T (T, J = -2Méﬂ%fl-préﬁ)1@-l-/ 300(N3HzZ, IbMSbfdé)Q 96 (s B, I927s, 1 Hz,
1H), 6.79 (b, 111), 4.62 (s,|sdtdhicadd @2 (m | th)7.844d, 08 164Gz, 131),?.69(&,&6.9,211),
3.94- 381 (m 211) A0 ( MmeB ) {5-[2-(2&o{ Bl.4 BANH), 155287 46dm, 2H)7.16 () /HB,1 |6H) .
(ESI+) mz BO5 ( + 2H-pyridin-1-yl)-5- Hz, 1H), 6.86 — 6.75 (m, 3H), 6.46 (d, J= 9.0 Hz,
115 o pyrrolidin-1-yl- 1H), 6.37 (s, 1H), 6.30 (t, J = 6.6 Hz, 1H), 3.29
CN o HN;/S’J\ phenyl]-oxazol-2- (s, 4H), 2.96 (d, J = 6.4 Hz, 2H), 2.23 (s, 3H),
N Y ylamino}-phenyl)- 2.18 -2.07 (m, 1H), 1.98 (s, 4H), 0.99 (d, J= 6.7
\ / amide Hz, 6H).
(ESI+) m/z 548 (M+H)"
Retention time = 4.19 min (method 1)
3-(3-{2-[5-(3-Methoxy- | (300 MHz, DMSO-d¢) 6 11.79 (s, 1H), 9.20 (s,
{3 propoxy)-2-methyl- 1H), 7.66 (s, 2H), 7.49 — 7.34 (m, 3H), 7.21 -
N phenylamino]-oxazol- | 7.03 (m, 3H), 6.53 (dd, /= 8.3, 2.3 Hz, 1H), 6.30
116 o N 5-yl}-5-morpholin-4- | (t, J = 6.6 Hz, 1H), 3.97 (t, J = 6.2 Hz, 2H), 3.77
- \ Z/ yl-phenyl)-1H-pyridin- | (s, 4H), 3.46 (t, J = 6.1 Hz, 2H), 3.24 (s, 3H),
(o 2-one 3.18 (s, 4H), 2.22 (s, 3H), 1.99 — 1.89 (m,
N OO 2H).(ESI+) m/z 517 (M+H)"
Retention time = 3.56 min (method 1)
3-[3-[2-(5- (400 MHz, DMSO) 6 11.77 (s, 1H), 9.22 (s, 1H),
(Ethoxymethyl)-2- 7.89 (s, 1H), 7.67 (dd, J = 6.8, 2.1 Hz, 1H), 7.42
methyl-phenylamino)- | (s, 1H), 7.41 —7.37 (m, 1H), 7.36 (s, 1H), 7.22 —
oxazol-5-yl]-5-(4- 7.12 (m, 2H), 7.09 (s, 1H), 6.91 (d, /= 8.0 Hz,
117 methyl-piperazin-1-yl)- | 1H), 6.29 (t, J = 6.8 Hz, 1H), 4.38 (s, 2H), 3.46
phenyl]-1H-pyridin-2- | (q, /= 7.0 Hz, 2H), 3.27 - 3.14 (m, 4H), 2.49 —
one 2.46 (m, 4H), 2.28 (s, 3H), 2.24 (s, 3H), 1.13 (t,J
= 7.0 Hz, 3H).
(ESI+) m/z 500 (M+H)"
Retention time = 2.65 min (method 1)
2-Methyl-propane-1- (400 MHz, DMSO) 6 11.75 (s, 1H), 9.66 (s, 1H),
sulfonic acid (4- 9.24 (s, 1H), 7.84 (s, 1H), 7.66 (dd, J= 7.2, 2.4
NN methyl-3-{5-[3-(2-oxo- | Hz, 1H), 7.41 (s, 1H), 7.38 (dd, J= 7.8, 1.9 Hz,
\ E/ 1,2-dihydro-pyridin-3- | 1H), 7.32 (s, 1H), 7.16 (s, 1H), 7.12 - 7.03 (m,
118 yl)-5-piperidin-1-yl- 2H), 6.78 (dd, /= 8.3, 1.9 Hz, 1H), 6.28 (t,J =
CN o HN;S’/O phenyl]-oxazol-2- 6.5 Hz, 1H), 3.24 - 3.11 (m, 4H), 2.96 (d, /= 6.7
0/)\ ylamino }-phenyl)- Hz, 2H), 2.23 (s, 3H), 2.17 — 2.08 (m, 1H), 1.69 —
S amide 1.49 (m, 6H), 1.07 —0.90 (m, 6H).
(ESI4) m/z 562 (M+H)"
Retention time = 3.13 min (method 1)




Retention tinme = 3.63 mn (nmethod 2) 27 WD 2013/014170PCT/ EP2012/ 064539 Ex
Chem cal structure Nanme 1H NVR/ LCMS 0865S . ONH2 NH 3-{5-[3-1sopropoxy-
5- (2- oxo-wonmtsamel7odi n- 1- y1) - phenyl ] - oxazol - 2- yl am nopcampea1npb4539

benzani de (300 Mz, DMSO) 6 9.39 (s, 1H), 8.35 (s, 1H), 7.88 (s, 1H), 7.49
(d, J =7.8 H, 1H, 7.43 (s, 1H), 7.27 (m 3H), 7.13 (s, 1H, 7.04 (s,
1H), 6. S . -4.856 (m ), 3.86 (in, 2H),. - 3.37 (m |2H),
2.33 (3819"’2, %%@%cafs(&l&ure Q Hz Nj‘n%é[ (ES|L+) iz ZQzﬁ (I\/I+I—h+ F\’pfpn$| 0 K
time = p.84 min (method 2) 08738 ,I‘éeﬂtgl-ﬁo 05 :Mi?D O;‘?“ 14(5 1H)
et boxynet hy )@ met hyl - phe AR }1{’1%)]1 azlgﬂl-; 2V §1.2E). 7
i m dazol i di p-250ne (30 “TRVRG f}saémlﬁ’g )’64d 8% (s,
1H), 7.B41%(5 o326 (s Pty 6nd . 6FA 83
3 5 ridinlt- Qigh n91) ;& 400783 )

7.01 - 6.90 . 61 (tal}erl gﬁ 2.4 —Hkmé’h 2 (m
2H), 3.b3 (ddy (3]— 10 60\/5 3}[31?56 M(rﬁlh'l)H)ZSI( J— 6. 5
Hz, 3H| 2.28 (s, 311). ( +) n12 423 2 (WmthﬁmHﬁn time = 2 72 mn
(method| 2) | NH 088 H NN 40 --c .0 N NH 3Rebh®nliswprdposy(metbed12- 0X0-
i m dazolidin 1) - phenyl ] -|6xaZb{5-Methoyy-2u1] (I MHZ DVESORIg) 6-9.20 (s, 1H), 7.76 (dd, J
N- ( 2- ot pho | né}yl et hyl ) - merhzlawm@mmoxswwm 685dg mrg s JHLH
8.32 (m 1H), 8N29 (m 1H), 7>xa4z15 7(d<32’77%? i, 18}y 44 5, 1‘3)('&”2(%] =
2.0 Hz, | 14| 7. | 6P 1y1 nyl} s 71 (41{177
211), 3|64- IHYSS. 45"%41 deH S(gg’;{ %5;‘ g s,
314), 1|28 6.0 61 %° (ESI+) mz|5 9 H(‘ & 3y, 3551

, - ! 2‘3’ (s, 3H), 176—146 (m. 6H).

N - (ESI+) miz 471 (M+H)

Retention time = 3.18 min (method 1)
3-(3-{2-[2-Methyl-5- | (400 MIz, DMSO) 6 11.75 (s, 1H), 9.28 (s, 1H),
(2-oxo-piperidin-1-y1)- |7.84 (s, 1H), 7.68 (d, /= 1.9 Hz, 1H), 7.64 (dd, J

N ',:j phenylamino]-oxazol- |=6.9,2.0 Hz, 1H), 7.37 (s, IH), 7.18 (d,J= 7.9
O 5-yl}-5-pyrrolidin-1-yl- | Hz, 1H), 7.14 (d, J= 7.8 Hz, 1H), 6.86 (dd, J =
1 © phenyl)-1H-pyridin-2- | 5.9, 2.3 Hz, 1H), 6.78 (d, J= 8.2 Hz, 1H), 6.69
CN N__o |one (dd, J=8.0, 2.0 Hz, 1H), 6.35 — 6.29 (m, 1H),
0 U 3.59 (t, J = 5.3 Hz, 2H), 3.28 — 3.18 (n, 4H),
" 2.38 (t,J = 6.0 Hz, 2H), 2.32 (s, 3H), 1.99 — 1.88
— (m, 411), 1.83 — 1.72 (m, 4H).

(ESI+) m/z 510 (M+H)"

Retention time = 3.44 min (method 1)
3-{3-[2-3,5- (300 MHz, CDCLy) 6 12.44 (s, 1H), 7.61 (s, 1H),

; Dimethoxy- 7.58 (d, J= 6.9 Hz, 1H), 7.32 (d, J = 6.1 Hz, 1H),
o~/ . phenylamino)-oxazol- | 7.18 (s, 1H), 7.12 (s, 1H), 6.89 (s, 1H), 6.84 (s,
122 Oy o | 5-yl]-5-[(2-methoxy- | 1H), 6.74 (s, 2H), 6.32 (t,J = 6.7 Hz, 1H), 6.14
= N D/ ethyl)-methyl-amino]- | (s, 1H), 3.79 (s, 6H), 3.64 — 3.48 (m, 4H), 3.37 (s,
\ Vo o phenyl}-1H-pyridin-2- | 3H), 3.03 (s, 3H).
H one (EST+) m/z 477 (M+H)"

Retention time = 3.38 min (method 1)
3-{3-[2-(2,5-Dimethyl- | (300 MHz, CDCl;) 6 11.30 (s, 1H), 7.92 (s, 1H),
phenylamino)-oxazol- | 7.62 (d,J=6.7 Hz, 1H), 7.34 — 7.30 (m, 1H),

CN\L , 5-y1]-5-[methyl-(2- 7.18 (s, 1H), 7.15 (s, 1H), 7.07 (d, J= 7.5 Hz,

pyrrolidin-1-yl-ethyl)- | 1H), 6.99 (s, 1H), 6.91 (s, 1H), 6.80 (d, J= 7.2

123 amino]-phenyl}-1H-  |Hz, 1H), 6.70 (s, 1H), 6.35 (t, J = 6.7 Hz, 1H),
pyridin-2-one 3.70 —3.55 (m, 2H), 3.06 (s, 3H), 2.86 — 2.55 (m,

6H), 2.37 (s, 3H), 2.32 (s, 3H), 1.91 — 1.78 (m,

4H).

(ESI¥) m/z 484 (M+H)"

Retention time = 2.89 min (method 1)
4-Methyl-3-{5-[3- (300 MHz, DMSO) 6 11.75 (s, 1H), 9.33 (s, 1H),
[methyl-(2-pyrrolidin- | 8.38 (s, 1H), 7.87 (s, 1H), 7.65 (d, J= 6.6 Hz,
1-yl-ethyl)-amino]-5- | 1H), 7.48 (d, J=7.3 Hz, 1H), 7.43 — 7.34 (m,

124 o R (2-0x0-1,2-dihydro- 2H), 7.30 — 7.21 (m, 2H), 7.17 (s, 1H), 6.97 (s,
\ zr pyridin-3-yl)-phenyl]- | 1H), 6.83 (s, 1H), 6.30 (t, /= 6.6 Hz, 1H), 3.53 -
\\ oxazol-2-ylamino}- 3.44 (m, 2H), 2.97 (s, 3H), 2.74 — 2.53 (m, 6H),
N ° 07 nH, | benzamide 2.33 (s, 3H), 1.75 — 1.56 (m, 4H).
(ESI+) m/z 513 (M+H)"
Retention time = 2.17 min (method 1)




Retention tine

2.32 min (method 2) 089 NyN O .

oH NH 3-{5-[3-1sopropo

Xy-

5-(2-oxo- imdazolidin-l-yl)- phenyl]-8&azol-2- ylam no} -N(2-

met hoxy- ewbybis/a417oet hyl - benzam de (300 MHz, DMSO) 6 9. BOT(EP201Ri0¥4538. 42 (m

111), 8.33 (d, J = 1.4 Hz, 111), 7.46 (dd, J = 7.9, 1.6 Hz, 111), 7.43 (s,

1H), 7.30-7.24 (m_211), 7.14 (t, J = 2.0 Hz, 111), 7.02 (s, 111), 6.80 (s,

%1%’ (4 @x}}*ﬁl m clé?i)leal ;’em%re 3. 82 I(_lmamgH) 3 51 3 35 (mHﬁMk 3 26 (S 311),
. S O .I.- l_U \ U — Z T Il Ill \ L/ T 1) n

tine = 2. 99| pip (method 2) d EOX“S .1)20NN%) ?ﬂ? 59 35 92/%6[4‘?93(0-

i ni dazol i di r&y )- phenyl ] - ,ESj mﬁbfm _splgl’( = opbt

benzam je2 (B0O 9'7\/,%@ 6 ]Ls- 81}1306:( d, A= '973{1251 633— @31 m 12

(d, J =73 HZ, I (d&l)rphéhn—zt Am@hy1-1l 81 Hza0 11, 3.68--4255( @, 4k 53

7.30-7.24 ( 11), 7. ( S|,phdhl N H-pFridd22-( B2H) 1346, (q.67 =90 (15,2118, B4 (s, 4H)632é( m

1H), 4.18 - (m 11 1),030963 3.80 (m |@HH), 133 40(mHZB)), 2.32 (s,

311), 1/28 d J =6.0 Hz, \gH), 1.15 (d, J|(ESB)H:EH, (MGHI) (ESI +) mz 478

(M+H) + Retehtion time = 3. 16 mn (et hod 2)Ray@tjondime = XY -

5- (2-o0xp- i dazolidinl- 1) - k}i@x&zo| CHM flei)MSﬁ)d}ﬁlWN(NJH) 765 757

tri met hyl - bengani de{(B0 mehx,ir 41 Q;sZH) H 7ﬁ6<&J ,

111), 7043 sg%N 11) /) 7. 297 (P zvg)amm 9-0330( 708 d H2111) ,

7.02 (s| 1H), © d, =76 ‘9‘:101'1, D,

3.93 -3]81 . e‘ﬁjﬁ?" % 5 ﬁj Hgs_,,,54 J

6.0 Hz, |611). I-ﬁ Retent o5 ¢, |3 n 2)

28 VIO 2 pT37 G833 - ﬂ%Mﬁf‘sz’oB sle;f oE 1Hj“9‘§?(s Ji'Fi)

NVR/ LCM5 09 methyl-5-(2-pyrrolidin- | 7.79 (s, 1H), 7.73 — 7.62 (m, 2H), 7.44 (s, 1H),

1-yl-ethoxy)- 7.41(d,J=7.3Hz, 1H),7.37 (d,J=10.2 Hz,

127 phenylamino]-oxazol- | 2H), 7.06 (d, J= 8.5 Hz, 1H), 6.60 — 6.49 (m,
5-yl}-phenyl)-1H- 1H), 6.31 (t, /= 6.7 Hz, 1H), 4.02 (t, /= 5.8 Hz,
pyridin-2-one 2H), 2.78 (t, J= 5.8 Hz, 2H), 2.50 — 2.49 (m,

4H), 2.48 — 2.37 (m, 2H), 2.23 (s, 3H), 1.93 —
1.86 (m, 1H), 1.78 — 1.55 (m, 4H), 0.92 (s, 3H),
0.89 (s, 3H).
3-{3-[2-(5-Methoxy-2- | (300 MHz, DMSO-de) 6 11.84 (s, 1H), 9.26 (s,
methyl-phenylamino)- | 1H), 7.85 (s, 1H), 7.67 (s, 2H), 7.56 — 7.26 (m,

18 oxazol-5-yl]-5- 4H), 7.07 (d, ] = 8.1 Hz, 1H), 6.55 (d, I = 7.0 Hz,
morpholin-4-ylmethyl- | 1H), 6.32 (t, J = 6.3 Hz, 1H), 3.73 (s, 3H), 3.59
phenyl}-1H-pyridin-2- | (s, 4H), 3.50 (s, 2H), 2.39 (s, 4H), 2.23 (s, 3H).
one (ESIH) m/z 473 (M+H)"

Retention time = 2.52 min (method 1)
y R . N-{3-[5-(2-Ox0-2H- | (300 MHz, DMSO-dg) 6 10.93 (s, 1H), 10.11 (s,
N N [1,3"Tbipyridinyl-5-y1)- | 1H), 8.88 (s, 1H), 8.54 (s, 1H), 8.24 (s, 1H), 8.15
\ 0 F oxazol-2-ylamino]-5- | (s, 1H), 7.87 — 7.75 (m, 3H), 7.70 (s, 1H), 7.63 —
129 _ o trifluoromethyl- 7.48 (m, 1H), 6.55 (d, J = 9.3 Hz, 1H), 6.40 (t,J =
N/ o \H/\I\D phenyl}-2-pyrrolidin-1- | 6.5 Hz, 1H), 3.26 (s, 2H), 2.59 (s, 4H), 1.75 (s,
N 0 yl-acetamide 4H).
d (ESI+) m/z 525 (M+H)"
Retention time = 2.48 min (method 1)
N-{3-[5-(2-Ox0-2H- [ (300 MHz, DMSO-d¢) & 10.43 (s, 1H), 9.64 (s,
v R [1,3'bipyridinyl-5-yl)- | 1H), 8.87 (s, 1H), 8.51 (s, 1H), 8.13 (s, 1H), 7.86
\\\I/ oxazol-2-ylamino}-5- (s, 1H), 7.80 (d, J = 6.6 Hz, 1H), 7.74 (s, 1H),
130 °© methyl-phenyl}-2- 7.58 (t, J = 7.3 Hz, 1H), 7.14 (s, 1H), 7.07 (s,
- HNS Ay pyrrolidin-1-yl- 1H), 6.55 (d, J = 9.3 Hz, 1H), 6.39 (t, ] = 6.4 Hz,
! o S Q acetamide 1H), 3.21 (s, 2H), 2.58 (s, 4H), 2.26 (s, 3H), 1.75
N (s, 4H).
d (ESI4) m/z 471 (M+H)"
Retention time = 2.10 min {(method 1)
H N-{4-Methyl-3-[5-(4- | (300 MHz, DMSO-ds) 6 9.66 (s, 1H), 9.44 (s,
NN methyl-2-ox0-2H- 1H), 8.86 (d, J = 2.0 Hz, 1H), 8.47 (d, J=2.2 Hz,
}-0 [1,3']bipyridinyl-5-yl)- | 1H), 8.13 (d, /= 1.7 Hz, 1H), 8.07 (t, /= 2.1 Hz,
131 == HN oxazol-2-ylamino]- 1H), 7.70 — 7.66 (m, 2H), 7.29 (dd, J = 8.1, 2.0
N7 o TO(\“D phenyl}-2-pyrrolidin-1- | Hz, 1H), 7.11 (d, J = 8.4 Hz, 1H), 6.35 (s, 1H),
N yl-acetamide 6.25 (dd, J= 7.0, 1.7 Hz, 1H), 3.19 (s, 2H), 2.57
Q (s, 4H), 2.23 (s, 3H), 2.21 (s, 3H), 1.76 — 1.70 (m,
4H).




FFF4 00 NH 1-(3-(2-(5- (ethoxynethyl)-2- nethyl phenyl am no)

oxazol -5-y1)-5- (trifluoronethoxy)ph enyl)imdazolidin-2- one 1HNVR (300
MHz, DVBOVOROB/@®170s, 1H), 7.81 1H), 7.66 (d, J= 6.7 HzPCTHP201Z06&3¢d, J=
2.1 Hz, 2H), 7.25 (s, 1H), 7.16 (d, J= 8.0 Hz, 214), 6.94 (d, J= 7.6 Hz,
1H), 4.41 (s, 211), 3.98 - 3.85 (m 2H), 3.52 -3.37 (m 4H), 2.27 (s, 3H),
1.14 (t, E,gﬁ 7 Q:h!;jglcalgtkl);ture( ESI +) g, 477.2 (MH) + Retentjyetime = 3.65 min
(et hod +2)—0 - - I\II—I 1-(3-1sopropoxy-5- {2-12- mn'rhvl
(pyri di n- 2-_/I ani no) " henyl a M- pg %61 3¢ ] Hz, y 5 “98 (S IH) 970 (s,
i m dazol i di g D a9s 8231805
me —-52 o— , 7.8 8(SI
(m 1H/ 8. . 3 ;i@}“g % 51 FZ:% = 8l 2,
2.1 Hz, 132 ;zéﬁ §dmy¥-§1)y1: 71 4384, 11 87 36 (11}% 7%2 6
(d, J =/8.3 L oxdzb) 2oy 16 797849 = @Hzliﬁ)zz@(ﬁ% §17 111),
6.68 (dd, J HhenyH- aﬁlﬁie( m 1 l-i 09, (m31}§30 domu, J2|'d)6 Hz36}ﬂ3 m
2H), 2.22 (4 J= 6.0 Hz, 6H) |ESEDhANsvE1#84 (MHH) + Retenti on
time = 2.55 94 ci it S| 0 Nkbtenfien{tBreCH?ltdmon efhdd [)5-
et hoxymet hy] W-BrPno) - oxaz pBo®MEZ, PM§Ghand/11193 (s, 1H), 9.41 (s,
i ni dazolli di| abomxynwsq (JUQ; Y76 (¢, 4H). 1.7 (5. 17).861 (s 1)1 |
7.66 (d| J= : slseﬂ(ygpheqyiaﬂno oy @, 2I§1>=7 9.4 %7 4?L Rt
7.17 (m| 124] 02‘ %ﬂ]—i{% 3;]3(6516@ﬁ77 I:h’/H’ZH ,
3.51- 3/48 5. 3{ypyridinyy gopg 3H) §1(d iz
427.2 (MH) 3.50 min (methgi 2y’

(ESI+) m/z 417 M+H)"

Retention time = 3.02 min (method 1)
1-(2-Dimethylamino- (300 MHz, CDCl,) 6 8.66 (d, J= 2.2 Hz, 1H),
ethyl)-5'-[2-(5- 8.56 (d, J= 1.9 Hz, 1H), 8.08 (t, /= 2.2 Hz, 1H),
methoxy-2-methyl- 7.70 (m, 1H), 7.59 (s, 1H), 7.51 (dd, J=17.0, 1.9

134 phenylamino)-oxazol- |Hz, 1H), 743 (dd, /J=7.1, 19 Hz, 1H), 7.07 (d, J
5-yl]-1H- = 8.4 Hz, 1H), 6.96 (m, 1H), 6.65 (dd, /= 8.4,
[3,3"bipyridinyl-2-one | 2.6 Hz, 1H), 6.34 (t, J= 6.8 Hz, 1H), 4.12 (t, J=

6.3 Hz, 2H), 3.77 (s, 3H), 2.68 (t, J= 6.3 Hz,

2H), 2.29 (s, 6H), 2.15 (s, 3H).
3-(3-{2-[2-Methyl-5- | (400 MHz, DMSO-dg) 6 11.98 (s, 1H), 9.36 (s,
(2-morpholin-4-yl- 1H), 7.97 (s, 1H), 7.84 (d, J = 7.0 Hz, 1H), 7.76 —
ethoxy)-phenylamino}- | 7.57 (m, 3H), 7.50 (br s, 2H), 7.08 (d, J = 8.2 Hz,

135 oxazol-5-yl1}-5- 1H), 6.58 (d, J= 8.2 Hz, 1H), 6.36 (t,J = 6.7 Hz,
trifluoromethoxy- 1H), 4.05 (t,J = 5.7 Hz, 2H), 3.58 (d, 1 = 4.1 Hz,
o phenyl)-1H-pyridin-2- | 4H), 2.68 (t, J = 5.7 Hz, 2H), 2.47 (s, 4H), 2.23
FsCo [ NH one (s, 3H).
# (ESI¥) mi/z 557 (M+H)"
Retention time = 3.06 min (method 1)
3-{3-[2-(3,5-Dimethyl- | (400 MHz, DMSO) é 11.65 (s, 1H), 10.21 (s,
FaCQ phenylamino)-oxazol- | 1H), 7.64 (s, 1H), 7.50 (s, 1H), 7.46 (s, 1H), 7.33
136 o_H 5-yl1]-5- (d, J= 6.6 Hz, 1H), 7.26 (s, 2H), 7.09 (s, 1H),
\ IQ trifluoromethoxy- 6.62 (s, 1H), 6.20 (d, J= 6.7 Hz, 1H), 2.25 (s,
\\ o Q/ phenyl}-4-methyl-1H- | 6H), 2.05 (s, 3H).
N pyridin-2-one (ESI+) m/z 456 (M+H)"

Retention time = 4.66 min (method 1)

3-{3-[2-(3,5-Dimethyl- | (400 MHz, DMSO) & 11.85 (s, 1H), 10.22 (s,

HN phenylamino)-oxazol- | 1H), 7.73 (dd, J= 6.9, 2.0 Hz, 1H), 7.56 (d, J=
o~ 5-yl]-5-methoxy- 1.4 Hz, 1H), 7.50 (s, 1H), 7.43 (d, J= 4.6 Hz,

137 _0 a N phenyl}-1H-pyridin-2- | 1H), 7.25 (s, 2H), 7.19 (d, J= 1.4 Hz, 1H), 7.09
one (s, 1H), 6.60 (s, 1H), 6.32 (t, J= 6.7 Hz, 1H),

3.82 (s, 3H), 2.17 (s, 6H).

P (ESI+) m/z 388 (M+H)"
U NH Retention time = 3.90 min (method 1)




095 111. 40 O NH 1-{3-1sopropoxy-5-
phenyl am no) -

oxazol

5-yli-

[ 2- (2- met hyl

-5- propoxy-

phenyl } -i m3gazol i di n-2-one (300 MHz, DVBO 6

9.22 (s, wl3Msgo(d, J = 2.4 Hz, 111), 7.42 (s, 111), pTIa®2qi2/o643d), 7.12
(s, 1H), 7.09 - 6.98 (m 2H), 6.80 (s, 1H), 6.53 (dd, J = 8.3, 2.5 Hz, 1H
4.62 (m_1H), 3.95 - 3.78 (m 411), 3.48 - 3.37 (m 2H), 2.21 (s, 311),
1.72 (m i = 6.0 FE, , 0.97 (t, J= 7.4 311). (ESIH
Mz 451 ]\f%ﬂ} ) Qo blonurd = © 71%19151')” ( fhf(m 2)_096 e 210 e ]
y T N, IR , -- NH 1- (3 12 TT?@ @oxy( P([Sﬁ) d6 léMﬁ bH_) 9.26 (s,
phenyl afi no] - oxazol -yl -§tm¥’ d o O?Z;H 769“1J
i mi dazol i di h-2- opé&N N+EH S (gmg 5& : %éﬁ% 2 |(d,
J = 4.8| Ky | 2H) , & 14 &ﬂ/_ﬁ 11T uﬂnlzl) 7&6( Ié ’Hz )6 i})z’
7.51 (s| 11L), 7. dd, J =O§e§ 70 Wz, L) 6,382 & 6112k gft 111),
7.10 (dy J 7.8 111), 6.79 (t, J = 31Hji2594lt1ﬂ-1)503z&ﬁ) (5783(53%5 37707 Hz,
211), 3|41 (t,© HHz, 2H), 2.22 (s, 3HpJ{ESiA4)mat.z &8 ( M-H) +
Retention t{me = 3. mn (method 2) 097 FRER+) @/z448 (MNN)'Ol  NH
1-(3-{21[2-Methyl-5- (pyridin-2-ylanm no)- phetsidndimenclt? mox@edd B-y11- 5-
trifluoronethoxy- phenyl i ?r@dz 6 imathg- o B@‘(@OW DIvEsay 6618, (83 Hy ,s,
1H), 8.96 (s, 111), dd ph@lybmmo)@xazml-z 18 s H}) # (0 9AHY 420 @l = 67 bz, 17|
1H), 7.70 (s, 111), 957 -“ilSOP“?@‘y‘H 05( 1 @?g IH\;{W& 3,
2.0 Hz, | 1¥0), 7024~¢sY H), Frgeligne , )6 84
(d, J =|8. 4| H) 1&) 6.68(npyri ”‘288(t 6‘%}5‘261{) J =
7.9 Hz, |2H)| 2.22 [sp 311). ((ESI+) mfz 511 (@M‘ ,5430(M+H)
~__NH Retention time = 4.45 min (method 1)
4-[2-(5- (300 MHz, DMSO-dg) 6 11.67 (s, 1H), 9.51 (s,
(Ethoxymethyl)-2- 1H), 8.59 (d, J= 5.3 Hz, 1H), 7.79 (s, 1H), 7.77
HN methyl-phenylamino)- | (s, 1H), 7.53 (s, 1H), 7.42 (dd, J= 5.3, 1.7 Hz,
140 O\\N o oxazol-5-yl]-4'-methyl- | 1H), 7.34 (d, /= 6.6 Hz, 1H), 7.18 (d, /= 7.7 Hz,
@ 1'H-[2,3"]bipyridinyl- | 1H), 6.96 (d, J= 7.6 Hz, 1H), 6.18 (d, J= 6.7 Hz,
N 2'-one 1H), 4.40 (s, 2H), 3.46 (g, J = 7.0 Hz, 2H), 2.26
o) (s, 3H), 2.03 (s, 3H), 1.13 (t, J= 7.0 Hz, 3H).
qr (ESI+) m/z 417 (M+H)*
Retention time = 2.53 min (method 1)
CU 13-{3-[2-(3,5-Dichloro- | (400 MHz, DMSO-dg) & 11.56 (s, 1H), 10.82 (s,
HN phenylamino)-oxazol- | 1H), 7.70 (s, 2H), 7.57 (s, 1H), 7.28 (d, J = 6.3
o 0 5-yl]-5-methoxy- Hz, 1H), 7.14 (s, 1H), 7.08 (s, 1H), 7.05 (s, 1H),
1d1r - SN Dhenyl}-4-methyl-1H- | 6.68 (s, 1H), 6.16 (d, J = 6.7 Hz, 1H), 3.81 (s,
pyridin-2-one 3H), 2.01 (s, 1H).
Ao (ESI+) m/z 442 (M+H)"
S NH Retention time = 4.60 min (method 1)
3-[3-Methoxy-5-(2-m- | (400 MHz, DMSO-dg) & 11.53 (s, 1H), 10.19 (s,
W’<:z tolylamino-oxazol-5- | 1H), 7.48 (s, 2H), 7.41 (d, J = 8.2 Hz, 1H), 7.28
O/\<N yl)-phenyl]-4-methyl- | (d, /= 6.6 Hz, 1H), 7.19 (t, /= 7.8 Hz, 1H), 7.07
142 0 = 1H-pyridin-2-one (s, 1H), 7.03 (s, 1H), 6.77 (d, J = 7.3 Hz, 1H),
6.65 (s, 1H), 6.16 (d, J = 6.7 Hz, 1H), 3.82 (s,
o 3H), 2.30 (s, 3H), 2.02 (s, 3H).
4 (ESI+) m/z 388 (M+H)"
~ N Retention time = 3.74 min (method 1)
3-[3-[2-(5- (400 MHz, DMSO) 6 11.58 (s, 1H), 9.22 (s, 1H),
EK;K/ (Methoxymethyl)-2- | 7.89 (s, 1H), 7.49 (s, 1H), 7.29 (d, J= 6.6 Hz,
N o. | methyl-phenylamino)- | 1H), 7.16 (d, J=7.7 Hz, 1H), 7.10 (s, 1H), 7.01
NN oxazol-5-yl]-5-(2- (s, 1H), 6.91 (d, J = 8.6 Hz, 1H), 6.65 (s, 1H),
143 — morpholin-4-yl- 6.16 (d, J=6.7 Hz, 1H), 4.36 (s, 2H), 4.13 (t, J =
&<_§; ethoxy)-phenyl]-4- 5.7 Hz, 2H), 3.64 — 3.49 (m, 4H), 3.26 (s, 3H),
—~ o methyl-1H-pyridin-2-  |2.72 (t, J= 5.6 Hz, 2H), 2.50 — 2.46 (m, 4H),
N ) one 2.26 (s, 3H), 2.01 (s, 3H).
J NH +
o — (ESI+) m/z 529 (M+H)
Retention time = 2.61 min (method 1)




Retention tinme = 2.64 mn (nmethod 2)

11 Chemical structure Nanme 1HNVR/ LCMS 39

29 WO 2013/ 014170PCT/ EP2012/ 064539 Ex

1-1342- (5-Butyl-2- 1H NVR (400

Mz, DVBOVO@B13220(s, 111), 7.66 methyl - (s, 1H), PCAGPe&I2/084dp9 7. 27
(s, 1H, 7.13 -7.00 (m | al phenylamno)- 3H), 6.84 - 6.72 (m 2H), 4.67
-4.55 (m_1H), oxazol -5-y1]-5- 3.85 (t, J =7.9 H, 2H), 3.45 -3.37 (m
211) 2| B D98 cromil:f QREAROXY- Phenylhe -2 51 (M 2H), 2u23uks, 39, 1.59
' (f—2h- 3-[3-[2-(3,5-Dimethyl- | (400 MHz, DMSO) 6 11.54 (s, 1H), 10.10 (s,
phenylamino)-oxazol- | 1H), 7.49 (s, 1H), 7.28 (d, J= 6.7 Hz, 1H), 7.25
HN 5-yl]-5-(2-morpholin-4- | (s, 2H), 7.08 (s, 1H), 7.01 (s, 1H), 6.66 (s, 1H),
144 o N yl-ethoxy)-phenyl]-4- 16.60 (s, 1H), 6.16 (d, /= 6.7 Hz, 1H), 4.14 (t,J =
= methyl-1H-pyridin-2- | 5.7 Hz, 2H), 3.64 — 3.49 (m, 4H), 2.72 (t, /= 5.7
one Hz, 2H), 2.58 — 2.53 (m, 4H), 2.24 (s, 6H), 2.00
f_/o o (s, 3H).
N (EST+) m/z 501 (M+H)"
(O' __) 4 __NH Retention time = 2.97 min {(method 1)
3-{3-Chloro-5-[2-(3- | (400 MHz, DMSO) 6 11.62 (s, 1H), 9.29 (s, 1H),
HN (methoxymethyl)-2- 7.86 (s, 1H), 7.66 — 7.50 (m, 2H), 7.38 (s, 1H),
o/\QN O_ |methyl-phenylamino)- |7.32(d,J=6.7 Hz, 1H), 7.17 (d, /= 7.6 Hz, 1H),
145 ol = oxazol-5-yl]-phenyl}- | 7.14 (s, 1H), 6.93 (d,J=7.1 Hz, 1H), 6.19 (d, /=
4-methyl-1H-pyridin-2- | 6.7 Hz, 1H), 4.37 (s, 2H), 3.27 (s, 3H), 2.28 (s,
o one 3H), 2.02 (s, 3H).
(ESI+) m/z 436 (M+H)"
< NH Retention time = 3.86 min (method 1)
4-Methyl-3-(3-methyl- | (300 Mz, DMSO) & 11.54 (s, 1H), 9.16 (s, 1H),
D 5-{2-[2-methyl-5-2- | 7.66 (s, 1H), 7.43 (s, 1H), 7.36 (s, 1H), 7.30 —
OE\E o pyrrolidin-1-yl- . 7.22 (m, 2H), 7.05 (d, /= 8.3 Hz, 1H), 6.90 (s,
146 N /z ethoxy)-phenylamino]- | 1H), 6.53 (dd, J=8.2,2.2 Hz, 1H), 6.16 (d, J=
D oxazol-5-yl}-phenyl)- | 6.6 Hz, 1H), 4.01 (t,/=5.8 Hz, 2H), 2.76 (t, /=
1H-pyridin-2-one 5.8 Hz, 2H), 2.49 (m, 4H), 2.35 (s, 3H), 2.21 (s,
J 3H), 1.99 (s, 3H), 1.75 — 1.61 (m, 4H).
 NH (ESI+) m/z 485 (M+H)"
Retention time = 2.85 min (method 1)
3-(3-[2-(5- (300 MHz, DMSO-dy) 6 11.55 (s, 1H), 9.19 (s,
(Ethoxymethyl)-2- 1H), 7.87 (s, 1H), 7.41 (s, 1H), 7.35 (s, 1H), 7.28
N methyl-phenylamino)- | (d,J= 6.6 Hz, 1H), 7.22 (s, 1H), 7.15 (d,J= 7.6
147 O e oxazol-5-yl]-5-methyl- | Hz, 1H), 6.96 — 6.86 (m, 2H), 6.16 (d, /= 6.7 Hz,
phenyl}-4-methyl-1H- | 1H), 4.40 (s, 2H), 3.46 (q, /= 7.0 Hz, 2H), 2.36
0 pyridin-2-one (s, 3H), 2.27 (s, 3H), 2.00 (s, 3H), 1.12 (t, /= 7.0
NH Hz, 3H).
| (ESI+) m/z 430 (M+H)"
Retention time = 3.84 min (method 1)
4[2-(5- (300 MHz, DMSO-dg) 6 9.55 (s, 1H), 8.05 (d, T =
N (Ethoxymethyl)-2- 8.1 Hz, 1H), 7.77 (dd, J = 16.5, 10.7 Hz, 5H),
Dy methyl-phenylamino)- | 7.61 (t, J = 7.0 Hz, 1H), 7.18 (d, ] = 7.6 Hz, 1H),
148 © oxazol-5-yl]-2-(2-oxo- |6.97 (d,J= 7.7 Hz, 1H), 6.57 (d, ] =9.2 Hz, 1H),
2H-pyridin-1-yl)- 6.41 (t,J = 6.6 Hz, 1H), 4.41 (s, 2H), 3.46 (¢, I =
NC NP benzonitrile 7.0 Hz, 2H), 2.27 (s, 3H) ), 1.13 (t, J= 7.0 Hz,
o\
\ 3H).
/ (ESI+) miz 427 (M+H)"
Retention time = 3.61 min (method 1)
N N-(3-{5-[4-Cyano-3- | (300 MHz, DMSO-dg) 6 10.11 (s, 1H), 9.52 (s,
[ y-NH (2-oxo-2H-pyridin-1- | 1H), 8.08 (s, 1H), 8.04 (d, J = 8.2 Hz, 1H), 7.90 —
S G yD)-phenyl]-oxazol-2- | 7.69 (m, 4H), 7.60 (t,J =7.1 Hz, 1H), 7.28 (d,] =
149 /Q; ylamino}-4-methyl- 7.9 Hz, 1H), 7.11 (d,J = 8.1 Hz, 1H), 6.56 (d, ] =
NC NP HNh | phenyl)-3-(4-methyl- | 9.1 Hz, 1H), 6.41 (t,J = 6.5 Hz, 1H), 2.57 (d, T =
(\\j 0 N\JN— piperazin-1-yl)- 6.2 Hz, 2H), 2.43 — 2.05 (m, 16H).
propionamide (ESI+) m/z 538 (M+H)"
Retention time = 2.17 min (method 1)




0O imdazolidin-2-one 1.36- 1.28 (m 2H),
0.88 (t, J =7.3 Hz, 3H). NH
time = 4.WO0 ni3ni1frret hod 2)

1.28 (s, 311), 1.27 (s, 311),
(ESI +30m z 449.3 (M+H) + Ret enti on
| -{3-[2-(5- 1H NWR (400 WHr/EPDNBO§4539. 27 (S,

111), 7.84 | sEt hoxymet hyl-2- nethyl- (s, 111), 7.65 (s, 1H), 7.43 (s,
111), 7.37 (s, 1H), 7.18 - 7.14 (in, 2H), 7.00 (s, 111), 6.94 (d, J =7.7
099 Ex# Chemical structure Name 'H NMR
4-{2-[2-Methyl-5- (400 MHz, DMSO-d¢) 6 9.67 (s, 1H), 8.13 - 7.99
\ N\>,NH (pyrrolidine-1- (m, 2H), 7.84 (s, 1H), 7.83 — 7.70 (m, 3H), 7.62
ol carbonyl)- (t, J=7.9 Hz, 1H), 7.27 (d, J= 7.8 Hz, 1H), 7.16
150 phenylamino}-oxazol- |(d, J= 6.6 Hz, 1H), 6.57 (d, /= 9.2 Hz, 1H), 6.42
NG o O 5-yl1}-2-(2-0x0-2H- (t, J= 6.4 Hz, 1H), 3.54 - 3.37 (m, 4H), 2.33 (s,
N N pyridin-1-yl)- 3H), 1.99 — 1.68 (m, 4H).
G O benzonitrile (ESIH) m/z 466 (M+H)"
Retention time = 3.09 min (method 1)
4-[2-(2-Methyl-5- (300 MHz, DMSO-dq) 6 9.53 (s, 1H), 8.04 (d, /=
\ N\>_NH pyrrolidin-1-ylmethyl- | 8.1 Hz, 1H), 7.81 (s, 1H), 7.77 — 7.64 (m, 4H),
0 phenylamino)-oxazol- |7.61 (t,J=7.9 Hz, 1H), 7.14 (d, /= 7.8 Hz, 1H),
151 /Qi 5-yl]-2-(2-ox0-2H- 6.95(d,J=17.8 Hz, 1H), 6.56 (d, /= 9.3 Hz, 1H),
NG o pyridin-1-yl)- 6.40 (t,J= 6.6 Hz, 1H), 3.51 (s, 2H), 2.46 — 2.34
N N benzonitrile (m, 4H), 2.25 (s, 3H), 1.72 — 1.60 (m, 4H).
Q Q (ESI+) m/z 452 (M+H)"
Retention time = 2.35 min (method 1)
y 4-[2-(5-{[(2- (300 MHz, CDCl;) 6 7.87 (s, 1H), 7.76 (d, J= 8.2
N N Dimethylamino-ethyl)- | Hz, 1H), 7.63 (d, /= 8.2 Hz, 1H), 7.56 (s, 1H),
N\ _6 methyl-amino]- 7.45 (m, 1H), 7.34 (s, 1H), 7.28 (m, 1H), 7.14 (d,
152 | methyl}-2-methyl- J=71.7Hz, 1H), 7.02 (d, /= 7.8 Hz, 1H), 6.70
o T/\/N\ phenylamino)-oxazol- | (m, 2H), 6.32 (t, /= 6.8 Hz, 1H), 3.49 (s, 2H),
N 5-yl]-2-(2-ox0-2H- 2.56 —2.41 (m, 4H), 2.28 (s, 3H), 2.22 (s, 9H).
N, pyridin-1-y1)- (ESI+) m/z 483 (M+H)"
benzonitrile Retention time = 1.88 min (method 1)
H N-(3-{5-[4-Cyano-3- (400 MHz, DMSO) 6 10.99 (s, 1H), 10.13 (s,
Ne N CFs (2-ox0-2H-pyridin-1- | 1H), 8.29 (s, 1H), 8.08 (d, /= 8.1 Hz, 1H), 7.92
\-0 Q/ yl)-phenyl]-oxazol-2- | (s, 1H), 7.90 (d, /= 1.5 Hz, 1H), 7.84 — 7.72 (m,
153 HN ylamino}-5- 3H), 7.69 (s, 1H), 7.66 — 7.58 (m, 1H), 6.58 (d, J
o jﬁD trifluoromethyl- =9.3 Hz, 1H), 6.43 (dd, J= 7.2, 6.0 Hz, 1H),
N o phenyl)-2-pyrrolidin-1- | 3.27 (s, 2H), 2.60 (s, 4H), 1.76 (s, 4H).
N yl-acetamide (ESIH) m/z 549 (M+H)"
Retention time = 2.82 min (method 1)
H N-(3-{5-[4-Cyano-3- (300 MHz, DMSO-dg) 6 10.55 (s, 1H), 9.67 (s,
NYN (2-0x0-2H-pyridin-1- | 1H), 8.09 (d, J = 8.3 Hz, 1H), 7.98 — 7.87 (m,
\ 9 \©/ yl)-phenyl}-oxazol-2- 3H), 7.82 (d, T = 8.5 Hz, 2H), 7.65 (t, J="7.1 Hz,
154 i P ylamino}-5-methyl- 1H), 7.16 (s, 1H), 7.11 (s, 1H), 6.61 (d, }=9.4
o \H/\T phenyl)-2- Hz, 1H), 6.45 (t,J = 6.6 Hz, 1H), 3.07 (s, 2H),
N 0 dimethylamino- 2.31 (s, 6H), 2.29 (s, 3H).
) acetamide (ESI+) m/z 469 (M+H)"
Retention time = 2.34 min (method 1)
N N-(3-{5-[4-Cyano-3- (300 MHz, DMSO-ds) 6 10.57 (s, 1H), 9.61 (s,
T )—NH (2-oxo-2H-pyridin-1- | 1H), 8.09 (s, 1H), 8.04 (d, J=8.1 Hz, 1H), 7.86
9] yl)-phenyl]-oxazol-2- (s,2H),7.77 (d,FJ=7.9 Hz, 2H), 7.61 (t,J="7.1
155 /@; Q ylamino}-phenyl)-2- Hz, 1H), 7.32 — 7.08 (m, 3H), 6.57 (d, J = 9.3 Hz,
NG Y o N diethylamino- 1H), 6.42 (1,J = 6.7 Hz, 1H), 3.12 (s, 2H), 2.60
U o%N acetamide (g, J= 7.0 Hz, 4H), 1.02 (t, J = 7.0 Hz, 6H).
/ {\ (ESI+) m/z 483 (M+H)"
Retention time = 2.30 min (method 1)
4-[2-(5- (300 MHz, DMSO-dg) 6 9.55 (s, 1H), 8.05 (d, J=
N (Ethoxymethyl)-2- 8.0 Hz, 1H), 7.83 — 7.68 (m, 4H), 7.61 (d, /= 6.7
| (;>“NH methyl-phenylamino)- | Hz, 1H), 7.48 (d,J= 6.6 Hz, 1H), 7.18 (d,J="7.8
156 oxazol-5-yl1]-2-(3- Hz, 1H), 6.97 (d, /= 7.4 Hz, 1H), 6.33 (t,J=6.8
methyl-2-oxo-2H- Hz, 1H), 4.41 (s, 2H), 3.46 (g, J = 7.0 Hz, 2H),
NC NP o pyridin-1-y1)- 2.27 (s, 3H),2.06 (d, J="7.1 Hz, 3H), 1.12 (t, J =
(\\\/ﬁ ¢ benzonitrile 7.0 Hz, 3H).
% (ESI¥) m/z 441 (M+H)"
Retention time = 3.90 min (method 1)




3.62 - 110
3.44 (dd, J = 18.4, 7.7 Hz, 5H),

phenyl am no)- Hz, 1H), 4.42 (s, 211), 3.93 - 3.84 (m 211),
oxazol -5-y1]-5- norpholin-4- 3.57 (m 4H),

2.38 (s, welp1An2B0(s, 311), 1.19- 1.09 (m 311). y POEERgd12/0b4539 | } -
(ESI+) mz 492.3 (M+H) + NH imdazolidin-2-one Retention tine = 2.29 mn
(et hod_2) [N, ,-- 1-{3-[2-(2-Methyl1-5- 111 NWMR (300 MHz, DVMBO) (5 9.36

(s, 111)px #/. 76Chemical®@idabol i N-4- (Samelll), [7.66 (s, 111l NMrS7 (S, 211),

7.25 (S—iH —yhrethyl 4715 (4 —d=17 A tp 201604 (d-—J=717

He, 111) N N-(3-T57[4*Cyano-3- | (300 MAZ, BMSU-dy) 09762 (8, 1H), 9.55 (s,

! ’ | H—NH (3-methyl-2-oxo0-2H- 1H), 8.13 (d, /= 1.5 Hz, 1H), 8.03 (d, /= 8.3 Hz,

0 pyridin-1-yl)-phenyl}- | 1H), 7.83 — 7.75 (m, 3H), 7.61 (d, J = 6.7 Hz,

157 oxazol-2-ylamino}-4- | 1H), 7.48 (d, J= 6.6 Hz, 1H), 7.27 (dd, J = 8.1,

NCT Lo N methyl-phenyl)-2- 1.8 Hz, 1H), 7.12 (d, /= 8.2 Hz, 1H), 6.33 (t, J =

(\\\//& o}/\N piperidin-1-yl- 6.8 Hz, 1H), 3.01 (s, 2H), 2.44 (s, 4H), 2.23 (s,

% Q acetamide 3H), 2.07 (s, 3H), 1.55 (s, 4H), 1.41 — 1.37 (m,

2H).
2-(3-Methyl-2-0x0-2H- | (300 MHz, DMSO-dg) 6 9.53 (s, 1H), 8.04 (d, J =
N pyridin-1-y1)-4-[2-(2- | 8.3 Hz, 1H), 7.81 (s, 1H), 7.77 — 7.68 (m, 3H),

| 5)'“” methyl-5-pyrrolidin-1- | 7.61 (d, J= 6.5 Hz, 1H), 7.48 (d, J = 6.0 Hz, 1H),

158 ylmethyl- 7.14 (d, J=7.6 Hz, 1H), 6.95 (d, J= 7.6 Hz, 1H),

phenylamino)-oxazol- |6.33 (t,J= 6.7 Hz, 1H), 3.51 (s, 2H), 2.46 — 2.34

NC N 5-yl]-benzonitrile (m, 4H), 2.25 (s, 3H), 2.07 (s, 3H), 1.71 — 1.59
N
(\\j\ Q (m, 4H). ]

(ESI+) m/z 466 (M+H)

Retention time = 2.58 min (method 1)
3-{5]4-Cyano-3-(3- | (400 MHz, DMSO)  9.67 (s, 1H), 8.07 (d, J =

N methyl-2-oxo0-2H- 8.1 Hz, 1H), 7.95 (s,1H), 7.84 (s, 1H), 7.80 —
\N\ pyridin-1-yl)-phenyl]- |7.72 (m, 2H), 7.63 (d, /J=5.4 Hz, 1H), 7.49 (d, J
159 © oxazol-2-ylamino}-N- | =6.6 Hz, 1H), 7.34 — 7.16 (m, 1H), 7.02 (d, J =
P N (2-methoxy-ethyl)-4 N- | 7.5 Hz, 1H), 6.34 (t, /= 6.8 Hz, 1H), 3.68 — 3.38
o] J dimethyl-benzamide (m, 5H), 3.15 (m, 2H), 2.96 (s, 3H), 2.33 (s, 3H),
NC N 2.08 (s, 3H).
\_/ (ESI+) m/iz 498 (M+H)"

Retention time = 3.22 min (method 1)
2-(3-Methyl-2-0x0-2H- | (300 MHz, DMSO-dg) 6 9.50 (s, 1H), 8.05 (d, J =
pyridin-1-yl)-4-{2-[2- | 8.1 Hz, 1H), 7.83 (s, 1H), 7.76 (d, J = 9.8 Hz,

W N methyl-5-(2-piperidin- | 2H), 7.62 (d, J = 6.1 Hz, 1H), 7.55 (d, /= 2.3 Hz,
S 1-yl-ethoxy)- 1H), 7.49 (d, J= 6.1 Hz, 1H), 7.08 (d, J = 8.4 Hz,
160 0 phenylamino]-oxazol- | 1H), 6.59 (dd, J = 8.4, 2.4 Hz, 1H), 6.34 (1, J =
O~y 5-yl}-benzonitrile 6.8 Hz, 1H), 4.01 (t, J= 5.9 Hz, 2H), 2.62 (t, J =
0 O 5.9 Hz, 2H), 2.41 (s, 4H), 2.20 (s, 3H), 2.07 (s,
e N 3H), 148 (d, J = 5.0 Hz, 4H), 1.37 (d, J = 4.6 Hz,
\_7 2H).

(ESI+) m/z 510 (M+H)*

Retention time = 2.77 min (method 1)
N-(3-{5-[4-Cyano-3- (300 MHz, DMSO-dg) 6 9.66 (s, 1H), 9.55 (s,

\ N\>_NH (4-methyl-2-ox0-2H- 1H), 8.14 (d, J = 1.5 Hz, 1H), 8.02 (d, ] = 8.2 Hz,
g pyridin-1-yl)-phenyl]- | 1H), 7.84 — 7.79 (m, 2H), 7.76 (dd, J = 8.3, 1.3
161 oxazol-2-ylamino}-4- | Hz, 1H), 7.65 (d, = 7.0 Hz, 1H), 7.28 (dd, J =
NC o HN methyl-phenyl)-2- 8.1, 1.9 Hz, 1H), 7.12 (d, T = 8.3 Hz, 1H), 6.37 (s,
N ban) pyrrolidin-1-yl- 1H), 6.28 (dd, J = 7.1, 1.6 Hz, 1H), 3.18 (s, 2H),
(\\; 0 D acetamide 2.57 (s, 4H), 2.23 (s, 6H), 1.74 (s, 4H).

(ESI+) m/z 509 (M+H)"

Retention time = 2.50 min (method 1)

N 2-(4-Methyl-2-ox0-2H- | (300 MHz, DMSO-dg) 6 9.53 (s, 1H), 8.02 (d, J =

| (;>’NH pyridin-1-yl)-4-[2-(2- | 8.1 Hz, 1H), 7.80 (s, 1H), 7.74 — 7.68 (m, 3H),
methyl-5-pyrrolidin-1- | 7.65 (d, /="7.0 Hz, 1H), 7.14 (d, J=7.6 Hz, 1H),
162 ylmethyl- 6.95 (d, J= 7.4 Hz, 1H), 6.38 (s, 1H), 6.28 (d, J =

NC N0 \ phenylamino)-oxazol- | 7.0 Hz, 1H), 3.52 (s, 2H), 2.47 — 2.36 (m, 4H),

q Q 5-yl]-benzonitrile 2.25 (s, 3H), 2.23 (s, 3H), 1.72 — 1.60 (m, 4H).

/ (ESI+) m/z 466 (M+H)"
Retention time = 2.53 min (method 1)




100 4, phenyl am no)- 3.97 -3.86 (m 211), 3.60 -3.50 (m 411), 3.49 - 0
I\I'l 1 oxazol-5-y11-5- 3.37 (m 411), 2235 (s, 411), 2.27 (s, 3H). --'1
trifluorowetheop4170ESI +) mz 518. 3 ( M+H) + NH phenyl } PCirmPd@2mob45d9 n- 2- one
Retention tine = 2.44 mn (nmethod 2) Anong the compounds of formula | in
which ring Ais depicted above, the present invention is directed to
corrpoun:iéiipf “&ﬁaﬁi&“t&%#@g flor mul I Wherein: A rjpgpis a six nenber
het er ocyclel ring; i s lhydrogen, hal ogen (qel ected fromF, C, Br or
1), an Alky|] group containi ng4: M@ﬁi’llz ‘txézﬁtll@oo %QMSQ d@rﬁ? s> éII’Il) ?&P‘k@
group; R2 is halpgenl(sel ect/ 8¢ d1”l‘r5]o f2- 82:5 5@7178 m, ZH,
hal oal kyl or al Ky up cont”§ E 7 'pprrEﬂ*ﬁ 1 ;gg%u y
substitlyed with at Ieast ong %@f %ES/}PI %E{ %%(dyéa 2H),
optionally suksyitute &Ry, 0r40"}( y 5@}9 5.3 Hz, 2H),
2013/ 014170P 012/ 064539 2.42 (s, 4H), 223 (s, 3H), 2.21 (s, 3H), 1.54 —
\_/ 1.44 (m, 4H), 1.39 — 1.31 (m, 2H).
(ESI+) m/z 510 (M+H)"
Retention time = 2.70 min (method 1)
4-[2-(5- (300 MHz, DMSO-dg) § 9.56 (s, 1H), 8.04 (d, J =
\ N\>_NH (Ethoxymethyl)-2- 8.1 Hz, 1H), 7.83 — 7.70 (m, 4H), 7.57 (s, 1H),
g methyl-phenylamino)- |7.49 (dd, J = 9.4, 2.3 Hz, 1H), 7.18 (d, J = 7.7
164 /Q; é oxazol-5-y1]-2-(5- Hz, 1H), 6.97 (d, J= 7.8 Hz, 1H), 6.51 (d,/=9.4
methyl-2-oxo0-2H- Hz, 1H), 4.41 (s, 2H), 3.46 (q, J = 7.0 Hz, 2H),
NC L0 5 pyridin-1-yl)- 2.27 (s, 3H), 2.08 (s, 3H), 1.13 (t, J = 7.0 Hz,
j\j Q benzonitrile 3H).
(ESI+) m/z 441 (M+H)"
Retention time = 3.83 min (method 1)
4'-{2-[2-Methyl-5-(1- | (300 MHz, DMSO-dg) 6 9.58 (s, 1H), 8.57 (d, J =
methyl-piperidin-4- 5.4 Hz, 1H), 7.93 - 7.83 (m, 3H), 7.62 — 7.51 (m,
HN yloxy)-phenylamino]- | 3H), 7.07 (d, J = 8.4 Hz, 1H), 6.61 (dd, J = 8.3,
165 . Cﬁ\N OC — | oxazol-5-yl}- 2.5 Hz, 1H), 6.53 (d, /= 9.1 Hz, 1H), 6.38 (td, J
@A/ [1,2']bipyridinyl-2-one |= 6.9, 1.1 Hz, 1H), 4.37 — 4.10 (m, 1H), 2.68 —
2.53 (m, 2H), 2.21 (s, 3H), 2.15 (s, 3H), 2.13 (s,
ENjO 2H), 1.89 (s, 2H), 1.76 — 1.49 (m, 2H).
=z (ESI+) m/z 458 (M+H)"
Retention time = 2.31 min (method 1)
4'-[2-(3-Methyl-5- (300 MHz, DMSO-d) 6 10.51 (s, 1H), 8.58 (d, J
; H pyrrolidin-1-ylmethyl- |=5.1 Hz, 1H), 8.03 — 7.76 (m, 3H), 7.71 - 7.46
N\\ O)/N phenylamino)-oxazol- | (m, 2H), 7.40 (s, 1H), 7.35 (s, 1H), 6.75 (s, 1H),
166 | Ly @/ 5-yl}-[1,2']bipyridinyl- | 6.54 (d, J=9.1 Hz, 1H), 6.39 (t, ] = 6.6 Hz, 1H),
Q):o 2-one 3.50 (s, 2H), 2.42 (s, 4H), 2.28 (s, 3H), 1.68 (s,
N 4H).
Q (ESI+) m/z 428 (M+H)"
Retention time = 2.27 min (method 1)
I N\>_NH 4'-[2-(3,5-Dimethyl- | (300 MHz, DMSO-dq) 6 10.48 (s, 1H), 8.58 (d, J
0 phenylamino)-oxazol- |= 5.2 Hz, 1H), 7.91 (s, 3H), 7.71 — 7.42 (m, 2H),
167 "QJ: Q—' 5-yl]-[1,2"]bipyridinyl- | 7.27 (s, 2H), 6.64 (s, 1H), 6.54 (d,J =9.2 Hz,
2-one 1H), 6.39 (t, J = 6.7 Hz, 1H), 2.26 (s, 6H).
N O (ESI+) m/z 359 (M+H)"
g Retention time = 3.65 min (method 1)
4-[2-(5- (300 MHz, DMSO-dg) 6 11.91 (s, 1H), 9.61 (s,
(Ethoxymethyl)-2- 1H), 8.73 (s, 1H), 8.58 (d, J = 5.0 Hz, 1H), 8.43
| N\>—NH methyl-phenylamino)- | (d, J=7.0 Hz, 1H), 7.78 (s, 1H), 7.71 (s, 1H),
= o oxazol-5-yl1]-1'H- 7.55(d,T=5.0Hz, 1H), 7.45 (d,J = 4.6 Hz, 1H),
168 N [2,3"]bipyridinyl-2"-one | 7.18 (d, ] = 7.4 Hz, 1H), 6.97 (d, J = 7.4 Hz, 1H),
6.41 (t, ] = 6.6 Hz, 1H), 4.43 (s, 2H), 3.47 (q, ] =
~° 6.9 Hz, 2H), 2.29 (s, 3H), 1.14 (1, 1 = 6.9 Hz,
s NH A\ 3H).
(ESI+) m/z 403 (M+H)"
Retention time = 2.58 min (method 1)
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group of_a

sol ubilising grold

p;: 15Qis 0 or

Retentiphjtigre N 162 m@Rbethdd4) | s

hydr ogen,
group cpnta

yano, CF3, hal oge
ining fr to 1

- {2-EeMetbtl 6dl-f r
oewdmipsidigt-ons| |

dfrﬁopwHaDMgr dsbp 12.94 (satil)ad.Ky(s,
t8r68rﬁsallﬁ>y 8§%5‘s{’ i oattEd W 42

| east ohe heter not abl 9’106‘%)9 ﬁ‘aﬁ‘f‘o]m tft tﬁ?ﬁg ls(ﬁtiélﬂﬂt%t—ed
with an vl D ¢ aimrE]ﬁ31 1d1n1 A ‘6%‘%{% d

subst i t ut®d wTH a solrubi | i ging group, B 6ﬁ(t@n {3 )g

hal oal kpxy groeup, A s i lijsi ng group, an t2e€;7002y5:3 & ZH)C& JRR :
-NRR', NR-CO-R ) NR- R |group wher ei n R2.@r&, eagh obh0d Q@%{] Iy
selected friom NMbgen, al'kyl group opti on yls;gbﬁtzm uted with at |east
one heteroatom notably oxygen or ni trogen,(Empim/ﬁ)ml(MyHSubst| tuted with an
al kyl group| containing from|l to 10 25car bdieteatiootme opi7# amambtpoddubst i t utied
with a solupilising group orl4He{eocycl e gr@YPHXDMSON)Ar!2.CRS, 1HRS.7D ¢,

hydr ogenp, IDérect ey mfno g eHuf, 1@) 87B|(S Hf) §. 9(d aﬁ SdiHeylD) grBup
containjn e dhgmethy g J“l NRR‘
group wh @E“ﬂylf‘gl‘ﬂcéﬁéﬁﬁ‘en IP?’757 E%gdﬁ é{n“l’? e7n46 al kyl
group op [ﬁ'%l a(‘in 23one é—% Zté 3)5
oxygen pr R SRt aél3lg 11rl ZgIF t2ining
from1l tlonaIIy subst gtg ‘ubi | |S|n g grjoup
or hete ; Lor N, 31 WO 2@@@1@44@1&; / EP2012/ 064539 |V i s
N, CHZ2, or NR7; R7 is hydrogen, cyano (®eteatibndinky . 8gmaupeti@ny ai ni ng |from
1to 10 bon at ons opti onghki}(Esubisitthdxyt e300 NHz, ®MSal-dghd 12.@1 (5 gHYno6psqr
het er oc [ R&nmml@R&R@ol 5| 1H8).i 877X, 1TR8.59(d, CRERIHz, TH)i $43N,
C=0, CRB ?éjéri{ a hal ogg# Jséﬁé’éﬂéﬁ T¥de 1H), 7B (mBHH)qr

1), an hydr W@F&S‘W%@?ﬁ a”ﬁh(ﬁ ﬂ%)ﬁ% ﬂﬂﬂé%@nc?élr)t%‘ﬁ &t|ons
or an a T drogen or an a %HH &hing from1 to
10 carb tons. 10 In one enbodi ment the A go Vg at L&5, &10%1 onpounds of
formul a or—pharfaceutte 4 { T8 cept abte ?@P 52 b 6’12. f i

hal ogen ected fromF, O|p;RihyPkid) . an 1@{)% 779;% 8608(@ Qg kyls L

al kyl gt cont ai ning from LrhQyldmeddhon (atJQrﬁ&n@zptmmI@ )fH)S‘?”@§(fd|Jt:U§93d
with at e Beger oat oMphdAgkaBs|bx XY OBy, O, THAE.0g8N, HORD)] onal, hy),
substit al o |alykylH-0or al kyl |r7aypHCant @TRi6NGEZf oMt o 10
car bon at orr & onal?subst[nlhmﬁdimm 2onea| 1$0I306i(4 1 -s6. Yz gHDB &IP3 (sBED.RSb [t, |as
an al ko rolip or an haloal koxy group; as|iwel(Hzgha2 INRRH), | INR! GER |

- CONRR L NR- S02-R  group wherein R and RMare each independently

sel ecte om hydr ogen, al kyI group option F+)’§/ﬁﬂ)@2’[q\4t+gi ed V\:}lt at | easit
one het om—not-ably oxy of g L'uub.. e" mqnft‘lmr' ‘d RO NI, an
al kyl gr inin rom i;)megh 01@1 at g%o(ga}l ﬂ%ﬁuﬁﬁ‘t 1}gﬂﬂed
with a sol upi 3 lﬂiﬂ b 01 %Q%vggfel . Q. 355Q I 1151 ng
group. BX&m ed s ;@ m _am9 ggﬁzrvwgauﬁr@z epigted in
table 2 3/01 i]mwr{yﬁmm%o% 38 J 2, €42 (28 181 (s, 4m),

(ESI+) m/z 492 (M+H)"

Retention time = 1.85 min (method 1)




Chem cal
N-(3-15-[3-(2, 6-Di oxo-

structure Nane 'H NVR 101 401 HNN sap 0/1\1---0IT NO
pi peridin-1-yl)4phenyl] -

oxazol - 2-yl am no} - 4-

met hyl - phwoyebi3/@417pyrrol i din-1-yl - acetam de (400 MHz, DPVBEP2@2064569 (S,
1H), 9.64 (s, 1H), 9.27 (d, 1 = 12.2 Hz, 1H), 8.03 (d, J = 10.9 Hz, 1H),
7.94 (s, 1H), 7.54 - 7.46 (m 1H), 7.35 - 7.27 (m 3H), 7.10(d,J:8.2
Hz, 1H) 23 69 [(t, Jwz,6-5 Hzj 4H), 2.63 x 6 (m 411), |2.23
(s, 311 E’%" eﬁe‘mg"‘;%‘?%t% 1174 (s ’2%51\ (ESL+) nlz 48 H) + Retentiqn
tims=2.26 m*r(rrethod 1) 1024@?@%15” " NGOG (g, 14D, 1051 (s,
Di met hylL- 2, 6- di xo- pigperi di|f Ollgf Pilm ] Hsz LD, 843
net hyl - phenyl ) Y2 —gyrrielidi np'ilenfll 4oLy }.i( Qléllil)(s
1H), 9. B&7S( ks~ ' 2 , dzhyﬁzme [ ,
7.94 (s, 1HY, 7.4 m {zgi(,s,ﬁ_@’l%gl Hz,
111), 3|22 [s" 2H), 2.69 {9 4H) 263-2 s, 311),
1.74 (s} 41p), 1.14 (s, 3FD, 1.10 (s, 3H). (EESM&%%mmMzHﬁ16 (MtH) + Retention
tinme = 2.72lmn (nethod 1) 2103 N \-NH O . NGtedtidh2mé 54.7¢ minaoxyaaay hyl ) - 2-
nmet hyl - phenyl am no) - oxazol - N(?Metllzxxahy@xo-am e, IDMSD-do) )M (HEDZOTIE.r 1|l e
(300 M, CICL3) 6, 3 (s I dimaing 711 JlHﬁz 8g4 5, M), 8.50H), T =3.350. J(des 43J =
3>x0-1 4 ddyilgp- 11 J ‘7 13@ Ps) 792 1H)77 138(85{& =
ipyr 1-4-2ﬂ?-5 (1 354 (q
xaz gax 0 % gv:g 7 ’0
, nfar'( (Et hoxye41 g’ 37 O% hyl’a ) o) -
t hi azol { r|d|n 2-one (44 &4 96) 6 11 81 (s, |1H),
9.39 (s 1.8 Hz, 2H), 7| Reaentqoq(éme 234 ﬁungzmetgon) Hz, 111),
7.63 (s| 111 7,56 (d J = 4B (FHaa-MitDxy- 7} (300 MHZ DBBOANs 1360 ¢s, 169,903 (d, |J =
7.7 Hz, | 1H)| 6 98 (d J = 7 GthiAz metlthhminG]- 3[L1H(,18,74 &, F1)68.50 (H7 = sBH)z, 114, 443 (|s,
21-1), B.48 (qN = 2hethyR. 27 (s, BaX)y7.1Hz1BI)(195 (d 1K), 770(s,HH), 3H) .
(ESI+) mz #18) ot i ot B3 (et HE diz ). 708 (.1 §6.0 Nz0 H),
5-yl)-1H- 7.26 (d,J = 7.6 Hz, 1H), 7.01 (d, J = 7.8 Hz, 1H),
_ | 12,3"bipyridinyl-2"-one | 6.41 (t, J = 6.3 Hz, 1H), 3.64 — 3.08 (m, 7H), 2.97
(s, 3H), 2.34 (s, 3H).
(ESI+) m/z 432 (M+H)"
Retention time = 2.01 min (method 1)
4-[2-(2-Chloro-5- (400 MHz, DMSO-dg) 6 12.01 (s, 1H), 9.93 (s,
e (methoxymethyl)- 1H), 8.75 (s, 1H), 8.60 (d, /= 5.2 Hz, 1H), 8.43
N o._N phenylamino)-oxazol- | (dd, /J="7.1, 2.0 Hz, 1H), 8.06 (s, 1H), 7.74 (s,
178 \ \ﬂr 5-yl]-1'H- 1H), 7.54 (d, J= 5.3 Hz, 1H), 7.47 (d, J= 7.4 Hz,
— [2,3'Tbipyridinyl-2'-one |2H), 7.06 (d, J= 8.2 Hz, 1H), 6.41 (t, J= 6.7 Hz,
\_ /=0 o 1H), 4.43 (s, 2H), 3.31 (s, 3H).
' (ESI+) m/z 409 (M+H)"
Retention time = 2.53 min (method 1)
1-{3-[2-((5- (300 MHz, DMSO-dg) 6 9.32 (s, 1H), 7.88 (br s,
Methoxymethyl)-2- 1H), 7.52 (br s, 1H), 7.43 (s, 1H), 7.35 (d, T = 4.2
HN / methyl-phenylamino)- |Hz, 1H), 7.34 (s, 1H), 7.18 (s, 1H), 7.16 (s, 1H),
179 o\\N © oxazol-5-yl]-phenyl}- 1693 (dd, J = 7.9, 1.4 Hz, 1H), 6.64 (br s, 1H),
tetrahydro-pyrimidin-2- | 4.37 (s, 2H), 3.69 — 3.61 (m, 2H), 3.28 (s, 3H),
one 3.24 (t,J = 5.7 Hz, 2H), 2.28 (s, 3H), 1.96 (quint,
N O J=5.7 Hz, 2H).
QWN//H (ESTH) m/z 393 (M+H)"
Retention time = 3.15 min (method 1)
4' 6'-Dimethyl-4-{2-[2- | (400 MHz, DMSO-dg) 6 11.53 (s, 1H), 9.39 (s,
N methyl-5- 1H), 8.57 (d, T = 5.3 Hz, 1H), 7.76 (s, 1H), 7.70
- ’ O»‘NH (ethoxymethyl)- (s, 1H), 7.52 (s, 1H), 7.39 (dd, J = 5.3, 1.7 Hz,
180 Ne | g phenylamino]-oxazol- | 1H), 7.18 (d,J= 7.6 Hz, 1H), 6.98 (d, ] = 6.3 Hz,
5-yl}-1'H- 1H), 5.98 (s, 1H), 4.42 (s, 2H), 3.49 (q, T = 7.0
A0 [2,3"|bipyridinyl-2'-one | Hz, 2H), 2.29 (s, 3H), 2.20 (s, 3H), 2.01 (s, 3H),
~NH O‘\ 1.14 (t, T = 7.0 Hz, 3H).
(ESI+) m/z 431 (M+H)"
Retention time = 2.64 min (method 1)




NH 3- {3-[2-(5-Met hoxy-2- nethyl

- phenyl am

no) - thiazol-5-yli-phenyl}-

1H pyri di n- 2- one (400 MHz, DMSO-d6) 6 4kl NVR (400 MHz, DMSO) 6 11.82 (s,

1H), 9. 44woO=013l0md)7p 7.85 (s, 111), 7.72 (dd, J= 6.9, 1. 9CHEP2dB)e4539 65 (s,
1E1), 7.62 - 7.53 (m 2H), 7.48 -7.35 (m 3H), 7.12 (d, 1= 8.3 Hz, 111),
6.61 (dd, J=8.3, 2.6 Hz, 1H, 6.31 (t, J= 6.7 Hz, 114), 3.73 (s, 311),
2.21 (s . 390 (M+H).+ Retention tine = m n (nmethod |]1)
106 o O {5,31%‘9) | na%% 3- Tt}gm?u% (Et hnxg\'?mnt th \- - et hyl - pheny gm no) -
oxazol - 5-y1]-5- trifl uoronet|® Dlgﬁﬁ‘@’ 2= N0, 9?‘4@9216) %HM@@@)W
DVSO-d6) 6 D.43 (s, 111), 7.@‘1?@1 (2 ’fthﬂlt“' 5 ilH)78%31(d J=7.74
(m 2H)] 7.71 (g% 7.60-|" o 0"(?91 er_ )d 2( §J HZI% 95
(d, J= 0.1 e, , .53(c|‘§1}_l O 8(d @3%1(}%- NS (&§ 11),
441 (s] 1) R 46 (q, J= 018 oy z.oge o Told o 22 Hz,
311). 33 WD 3/®14170QRCT/ [EP2012/ 064539 5><57 Jg:mgmzqg b, 2% (tu;:_i,ymz 'H
NMVR 107[FO | Fl i p/Nigh- 3t (3-{2- [ 2- Met hy1- 5- | {4k-rvet hylatpipe (d, ok mo Hxe, 6H)
yl oxy) - phenyl am - oxazol -|5-y1}-5- trifl uonaggyethyl - phenyl)-1H pyri dijn- 2-
one (400 MHz, DMSO-d6) 6 12./00 (s, 1H), 9. B6ESksy/ziE)M+B)'18 (s, 1H), 8.00
(s, 1H| 7.89 - 7.82 (m 2H)|, 7.71 (s, 1H) |REn@ tifng = 17pmin Ge®R D 7, 47 (Ji n,
1H, 7.06 (d, J= 8.1 Hz, 1H) 46M98W d42-33= 6 (QOOIJ’IéHZ IPM)SOd@ﬁﬂgﬁi’&BQ (4orts, 1H) ,
4.32 -4/22 (in, 1@ 2.64 - ﬁmf@lll)n- 33 2121>778§ >7r4')9 2.16
7.43
2. 06 eH) 1.85 ( enylamino l- 7(((%% 831}.@ IH? S
/ = 3. Oﬁ jﬁ nﬂtof%a ) é g_h gélg)g [} 67H§ 1H),
b inyl-2' of?ex
°benzonit i? %g]‘% (t }g 22 )367 (s,
*l.6 Hz, 1H), 7.87 - 7. 852 |(§13H 1.7
. 7.62 |- 7.53 (m 2H) (E§L+919/z(1&‘i;(MJH)f 8. 4 Hz 1H) 6 60
- 6.51 (m PH), 6.38 (td J|=6.6, 0.9 Hz, Iﬂeltdhgion&m?%l(6smnahi>mo@.)21 (s, BH).
(ESI+) mz B99 (M+H) Ret ent i |@242-@hdore=5-3. 56| AIOMIzrBMIOel;)B) HNMAR (40CMHY0 /i S
41, 4o ethoxymethyl- DMSO0) 6 11.69 (s, 1H), 9.84 (s, 1H), 8.61 (d, J =
Ny N phenylamino)-oxazol- |5.2 Hz, 1H), 8.09 (d, J= 1.5 Hz, 1H), 7.82 (s,
\ (\f 7? 5-yl]-4'-methyl-1'H- 1H), 7.56 (s, 1H), 7.50 — 7.43 (m, 2H), 7.35 (d, J
183 [2,3']bipyridinyl-2-one |= 6.6 Hz, 1H), 7.06 (dd, J = 8.2, 1.8 Hz, 1H),
N 6.19 (d, J= 6.7 Hz, 1H), 4.46 (s, 2H), 3.49 (g, J =
P 7.0 Hz, 2H), 2.03 (s, 3H), 1.15 (dd, /= 8.4, 5.5
NH Hz, 3H).
(ESI+) m/z 437 (M+H)"
Retention time = 2.73 min (method 1)
4-[2-(5-Ethoxymethyl- | (400 MHz, DMSO-dg) 6 11.82 (s, 1H), 9.61 (s,
2-methyl- 1H), 8.76 (s, 1H), 8.58 (d, J= 5.2 Hz, 1H), 8.32
N H phenylamino)-oxazol- |(d, /= 2.6 Hz, 1H), 7.79 (s, 1H), 7.70 (s, 1H),
184 o \Z/ 5-yl]-5-methyl-1'H- | 7.45 (dd, J= 5.2, 1.6 Hz, 1H), 7.35 (s, 1H), 7.18
HN [2,3"Tbipyridinyl-2'-one | (d, /= 7.7 Hz, 1H), 6.98 (d, J= 7.7 Hz, 1H), 4.43
W o (s, 2H), 3.48 (q, J = 7.0 Hz, 2H), 2.29 (s, 3H),
N Q 2.13 (s, 3H), 1.14 (t, J= 7.0 Hz, 3H).
(ESI+) m/z 417 (M+H)"
Retention time = 2.76 min (method 1)
5'-Methyl-4- {2-[2- (400 MHz, DMSO-ds) 6 11.84 (s, 1H), 9.55 (s,
methyl-5-(2-morpholin- | 1H), 8.76 (s, 1H), 8.58 (d, J = 5.2 Hz, 1H), 8.31
w B 4-yl-ethoxy)- (d, J=2.7 Hz, 1H), 7.71 (s, 1H), 7.55 (d, J = 2.4
\\E/ phenylamino]-oxazol- |Hz, 1H), 7.45 (dd, J= 5.2, 1.5 Hz, 1H), 7.34 (s,
185 0 5-yl}-1'H- 1H), 7.08 (d, J = 8.4 Hz, 1H), 6.60 (dd, J = 8.3,
HN /N © [2,3"|bipyridinyl-2"-one | 2.4 Hz, 1H), 4.05 (t, J= 5.7 Hz, 2H), 3.58 — 3.54
Was 1
N N (m, 4H), 2.68 (t,J= 5.7 Hz, 2H), 2.49 — 2.40 (m,
L_o 4H), 2.23 (s, 3H), 2.12 (s, 3H).
(ESI4) m/z 488 (M+H)"
Retention time = 1,78 min (method 1)




N / 3-(6-Chl oro-2-o0x0-2H pyridin-1-yl)-5-[2-(5- nethoxy-2-nethyl -
phenyl am no) - oxazol - 5-y1]-benzonitril é6(300 Mz, DVSO- d6) 6 9.38 (s, 1H),
8.12 (t, we 2y 1H), 7.89 (d, J = 1.4 Hz, 2H), 7.72P(C3/EP2HR/ 0645360 -
7.54 (m 2H), 7.09 (d, J = 8.5 Hz, 1H), 6.66 (dd, J= 7.3, 0.9 Hz, 1H),
6.60- 6.54 (m 2H), 3.72 (s, 3H), 2.21 (s, 3H). (ESI+) mz 433 (MtH) +
Retenti pp, 4 ”Ecren?fca%m&&rl%' (et hod N;,)le 110 N\\ H \ / NgAGyRN O N Hc) -N |
3-{2-[ 542~ Dimethyl am no- et hny\/\ -2-methyl - phenyl am pnecd- ny:-\7n|
5-y1}- 5l (2-pxo-1, 2- di hydr o- 1) gﬁ% P fd%“(iél 1D de)
6 12.02| (s,| 1H), 9.384(3, 1H. y"no_ ( !ﬁ),
7.84 (d| 34 7. My 7. 6 a&; )7 (o,
J= 7.3 H6 1H) NdS = gﬁ zszelﬁiz ,
6.36 (t} J ) 1H) ~o4. QOoné I’Jﬂ7( b‘l}70¥12 829( . 20
(s, 6H} 11 NHl\Ple 00E-i “oHN N / o -- (sBlHI)4~1 @J[J%-g(liﬁzkﬂy)droxy-
propoxy) - 2- et hyl - phenyl am|noFoxazol - 5- y[(Esi4) m/eet7hiyiinf111-
[2,3" ]blpyridinyl-2'-one (300 MHz, DMSO d6)Re@ntioh ti6ig =g} minkineth@ 145 (s, 1H),
8.60 (d| J E 5 4 Hz, 1H), 7.]183{3(G-1H), 7. H@O(MHZJDMS@d&B oHZZ6 GHIHD, 7366, |( S,
1H), 7.43 ((d, = .5 z, 1 HEthogynihy ér J 7§3H2 1H1H)47 —77 ?Ge( éiH) 3 1’&(88. 5
Hz, 1H)| 6.58 (dq =87, megylphenylpppno)- | 1B, 71§ H&6 lH) 6 4 (t,
J = 5.0/ mg|1 o (1) argolg- l"l,he’gill) (‘H(S |22
(s, 3H)| 2.D3 3H), 1.85 {)eg%i PYiopyrymiding” % H) +
Retention t rre = 2 19 mn (method 1) 112 N
D met hy| am n Yhyl) 2- 0x0-{1, 2-di hydr o- py(ﬁgld ,n/zzmxplqlﬂ 42 (5-
met hoxyt 2- met - phenyl am no) - oxazol - 5-y{§ eteb@azlelelztg,mn e (48 1VHz,
DVMSO-d6) (5/9.39 (s, 1IH), 8.|23uéthw-4J=[2l. 6 Hapo Ml DM, { T1,98d<10), @57, |1H),
7.99 (t| J=| 1.5 Hz, 1H), 7. 8methyl/s-Znofiiplin2 HH), 8774 &7 11{)s8.554H) = 52.1611H)R .36 2. 7
Hz, 1H)| 7.09 (d, g@g 4 Hz 4-ykbfoxyl. 58 (ddd, J}BP& B, 2708s, Hd), 7.3H, 1HB. 40 ('t
J=6.9 Hz, 1H), 8t , = @hwylmm]mzol- 774?}(‘{%1 H)1,6 Hz, BB, 148,(d,J=28G 14, |Hz,
2H), 2. 233§, 2. 207 (596 G HESI )l 7Ok Fganzaelﬁéﬁtzmﬂmrsz—
2 .99 nin (mE‘L 34 b1pyr1d1ny1- -one 1H),4.05(t,J 6 Hz, 2H), 3.60 — 3.51 (m,
4H), 2.67 (t, 1 = 5.7 Hz, 2H), 2.45 (s, 4H), 2.27
(s, 3H), 2.23 (s, 3H).
(ESI+) m/z 488 (M+H)"
Retention time = 1.74 min (method 1)
4-[2-(2-Chloro-(5- (400 MHz, DMSO-dg) 6 'H NMR (400 MHz,
ethoxymethyl)- DMSOQ) 6 11.95 (s, 1H), 9.90 (s, 1H), 8.75 (s,
Ho§ phenylamino)-oxazol- | 1H), 8.57 (d,/=5.2 Hz, 1H), 8.36 (d, /= 7.3 Hz,
189 \N%,/N 5-yl]-6'-methyl-1'H- 1H), 8.04 (s, 1H), 7.72 (s, 1H), 7.53 — 7.38 (m,
o ° [2,3'bipyridinyl-2'-one | 2H), 7.07 (dd, J=8.1, 1.7 Hz, 1H), 6.22 (d, J =
HN 7\ N 7.2 Hz, 1H), 4.47 (s, 2H), 3.50 (q, /= 7.0 Hz,
\_7 = 2H), 2.27 (s, 3H), 1.15 (t, J= 7.0 Hz, 3H).
(ESI+) m/z 437 (M+H)*
Retention time = 2.89 min (method 1)
6'-Chloro-4-{2-[5-2- | (300 MHz, DMSO-dg) 6 9.59 (s, 1H), 8.65 (s,
dimethylamino- 1H), 8.60 (d, J = 5.2 Hz, 1H), 8.37 (d, J = 8.0 Hz,
o i ethoxy)-2-methyl- 1H), 7.75 (s, 1H), 7.57 (br s, 1H), 7.49 (d, T =4.5
190 NN \WN/ phenylamino]-oxazol- |Hz, 1H), 7.09 (d,J = 8.2 Hz, 1H), 6.73 (d,1=7.9
e L~y | 5-¥l}-1-methyl-1'H- | Hz, 1H), 6.60 (brd, J = 6.3 Hz, 1H), 4.01 (t,J =
\ o} 1 | [2,3"]bipyridinyl-2'-one | 5.6 Hz, 2H), 3.71 (s, 3H), 2.62 (t, J = 5.4 Hz,
o N 2H), 2.23 (s, 3H), 2.21 (s, 6H).
(EST+) m/z 480 (M+H)"
Retention time = 1.94 min (method 1)
4-{2-[2-Methyl-5-(2- | (300 MHz, DMSO-dg) & 11.72 (s, 1H), 9.35 (s,
pyrrolidin-1-yl- 1H), 7.81 (dd, T = 8.1, 3.6 Hz, 1H), 7.70 — 7.57
propyloxy)- (m, 3H), 7.52 (brs, 1H), 7.50 (brs, 1H), 7.40 (d,J
phenylamino}-oxazol- |=4.3 Hz, 1H), 7.07 (d, J = 8.1 Hz, 1H), 6.55 (d, J
191 5-yl}-2-(2-0x0-1,2- =8.1 Hz, 1H), 6.29 (t, ] = 6.7 Hz, 1H), 4.07 (q,J
dihydro-pyridin-3-yl)- |= 7.3 Hz, 2H), 3.97 (t, ] = 6.2 Hz, 2H), 3.54 -
benzoic acid ethyl ester | 3.34 (m, 2H), 2.43 (s, 4H), 2.22 (s, 3H), 1.94 —
1.79 (m, 2H), 1.67 (s, 4H), 1.09 (t, J = 7.3 Hz,
3H).
(ESI+) m/z 543 (M+H)"
Retention time = 2.82 min (method 1)




WO 2013/ 014170PCT/ EP2012/ 064539 Ex Chem cal structure Nanme 'H NWR 113 /
----- Nii,0O\ rilO 1-{3-D net hyl am no- %7 [ 2-(5- (et hoxynet hyl)- 2-nethyl -
phenyl amiwoesxazob- 5-yl1]-phenyl}-1H pyridin-2-one (3POTMH201206456» d6) 6
9.25 (s, 1H), 7.88 (s, 1H, 7.65 (d, J =6.3 Hz, 1H), 7.59 - 7.44 (m 2H),
7.16 (d, J = 7.4 Hz, 1H), 7.00 - 6.84 (m 3H), 6.56 (s, 1H), 6.47 (d, J =

3 B 2 A B S

6 7

m z 445|(M-H) + Ret ent ion ti rrP? D*mSt ga3n T@toﬁ?ﬁ@lzalgM&qﬂlﬂ)blh?MS 18), R (s)

1- {3- [ 24 (5- Met hoxy2-R.pet hyl £ 1 § 1H>6é254 717%11

pi peri dino1 {yl -pphemdl } 1H—p thygdrey ’é%){ g 1H)
7.69 - 7.63| (# 7 %ml EX ORI T 251’5? 3
Hz, 1H)| 6 96-(s=1H). 6 78 ( eny etam e ,;1,_458(;@4+H 2 Hz 1H), 6.4
(d, J= 9.2 Hz, 1H), 6.30 (t, eten 0nt11=ne(=52:42 (mef-ﬁo&zﬁ (s, 4H),

2.21 (s] 311), 1.60 (s, 6H. 3({6@-('5)M5Ehc3<y-éb GodHHD, bMS@J‘-d%th/@(st {IE9. 16 (8- 9f
mn (method|1) 115 0O %r;;‘.-\ Nrdidky1-phenylamino)-N| 1H), Do6%d, W=\.5/Hz2rHyet Nyl 73912 pane- 1-
H:?I{

sul foni ¢ acid (4- Bx§z3-I- A+ Doyl 2 HsH)yT.a8dd, 0 =T-0yHk) HB;7.07 (d, T = 8.6 Hz,
pyrrolidilp3 |-yl -9 phe9| ] azpbényR-1Hyrlyadin-20} 1H)phenydl) = 8.dui6de, (IBOO2NKE >

DVBO- d6) (5] 9H66 1H) ,09. @Pe (s, 1H), 7.845{d IH)]&72.|.(S¢13H94222115H)H) zi684
(dd, J= 6.9, | 1. 4 /Hz lH), 7.556 - 7.46 (m 2l H). 7 J= 8.1 Hz, 111),
6.86- 675 (m 311), 6.46 (d} J= 9.0 Hz, 1| SH ’" %‘*Hillem 1300 (1, I
6.6_Hz, (+H-—3-20—(s—4H-—p-964(d ﬁu (4th0””"9“6‘?§ hog 248 -
2.07 (m 111), 1.98 (s, 411)| hngﬁlﬁ‘)‘ yZé)l_ 6 F%{T%;NS ﬁgéaé 9 $nfiD ﬁgg M-H)
Retention time = 4.19 mNE(l%Tét Ofl iy ﬁ( (s, 2H), 7.23 (d,J—lle 1H), 683 d,J=12
194 o O\\N morpholin-4-yl- Hz, 1H), 6.63 (s, 1H), 6.17 (d, J = 6.7 Hz, 1H),
e ethoxy)-1'H- 436 (t, J = 5.8 Hz, 2H), 3.65 — 3.47 (m, 4H),
OCN ) [2,3'bipyridinyl-2-one |2.69 (t, J = 5.8 Hz, 2H), 2.49 — 2.39 (m, 4H),
PN 2.25 (s, 6H), 2.09 (s, 3H).
SNH (ESI+) mfz 502 (M-+H)"
Retention time = 2.94 min (method 1)
4-{2-[2-Methyl-5-(1- | (300 MHz, DMSO-dg) 6 12.03 (s, 1H), 9.60 (s,
methyl-piperidin-4- 1H), 8.73 (s, 1H), 8.58 (d, J = 5.1 Hz, 1H), 8.43
yloxymethyl)- (d,7=7.3 Hz, 1H), 7.78 (s, 1H), 7.69 (s, 1H),
HN phenylamino]-oxazol- |7.55(brd,J=5.3 Hz, 1H), 7.45 (d, ] = 4.6 Hz,
195 0 N C 5-yl}-1'H- 1H), 7.18 (d, 1= 7.5 Hz, 1H), 6.98 (d, ] = 7.3 Hz,
AN @ [2,3"bipyridinyl-2'-one | 1H), 6.41 (t,J = 6.4 Hz, 1H), 4.47 (s, 2H), 2.69 —
Ny N 2.58 (m, 2H), 2.29 (s, 3H), 2.16 (s, 3H), 2.11 —
o 1.96 (m, 2H), 1.92 — 1.76 (m, 2H), 1.60 — 1.41
S NH (m, 2H).

(ESI+) m/z 472 (M+H)"

Retention time = 1.76 min (method 1)

4-[2-(5-Methoxy-2- (400 MHz, DMSO-d¢) 6 11.63 (s, 1H), 9.40 (s,
E methyl-phenylamino)- | 1H), 7.75 (s, 1H), 7.57 (d, J = 2.5 Hz, 1H), 7.33

oxazol-5-yl]-4'-methyl- | (d, /= 6.7 Hz, 1H), 7.21 (d, /= 0.9 Hz, 1H), 7.10

6-(2-morpholin-4-yl- (d,J=8.4 Hz, 1H), 6.84 (d, /= 0.8 Hz, 1H), 6.59

ethoxy)-1'H- (dd, J = 8.3, 2.6 Hz, 1H), 6.17 (d, J = 6.7 Hz,

[2,3")bipyridinyl-2'-one | 1H), 4.35 (t, J= 5.8 Hz, 2H), 3.73 (s, 3H), 3.63 —

348 (m, 4H), 2.69 (t, J = 5.8 Hz, 2H), 2.49 —

2.43 (m, 4H), 2.22 (s, 3H), 2.07 (s, 3H).

(ESI+) m/z 518 (M+H)"

Retention time = 2.64 min (method 1)

4-[2-((5- (400 MHz, DMSO-d¢) 6 11.62 (s, 1H), 9.44 (s,

Methoxymethyl)-2- 1H), 7.82 (s, 1H), 7.74 (s, 1H), 7.33 (d, J = 6.7

‘Q , methyl-phenylamino)- | Hz, 1H), 7.19 (s, 1H), 7.19 — 7.15 (m, 1H), 6.95
0 | oxazol-5-yl]-4'-methyl- | (d, J= 7.5 Hz, 1H), 6.83 (s, 1H), 6.17 (d, J= 6.7

6-(2-morpholin-4-yl- Hz, 1H), 4.41 — 4.28 (m, 4H), 3.61 — 3.52 (m,

ethoxy)-1'H- 4H), 3.27 (s, 3H), 2.68 (t, /= 5.7 Hz, 2H), 2.48 —

[2,3']bipyridinyl-2'-one |2.42 (m, 4H), 2.28 (s, 3H), 2.07 (s, 3H).

(ESIH) m/z 532 (M+H)"

Retention time = 2.656 min (method 1)

196

197




\' / NO No,-,0, H3-(3-{2-[5-(3-Methoxy- propoxy)-2-nethyl -

phenyl am noFoxazol - 5-y11-5-norpholin-48 yl-phenyl)-1H pyridin- 2-one (300
Mz, DVBOWOB13@1AmN79 (s, 1H), 9.20 (s, 1H), 7.66 (s, 2BI/EP2619/064539 34 (m
3H), 7.21 - 7.03 (m 311), 6.53 (dd, J= 8.3, 2.3 Hz, 111), 6.30 (t, J= 6.6
Hz, 111), 3.97 (t, J= 6.2 Hz, 2H), 3.77 (s, 4H), 3.46 (t, J = 6.1 Hz, 2H),
3.24 (s , 222(33 99-1]89(m 2H). (ES[F), Mz 517 (VAH)'
Ret en'gi )E)SH %léﬁga%tl%mm ( Iral"r Fg‘%lf(\gli?lg-ﬂ? Hg N 40 o %ﬁ}_y{mé [3-[2-(5-
(Et hoxyfret hiyl ) - 2- e I - phe - oxap@ft @H QM@)(‘W 54 (s, 1), 828 . J~=
met hyl - pi pet azi n- 1% phen eh - {!;I Slgﬁil)krﬁ)l% 66@15 77
(s, 1H 1&872 /iH) 089 % pl —é—) q IJI;3 80 (m, % 42
(s, 1H)| 7. 41~77.37 (m 1H 7y1} et SW b H 2%33 76, 1393‘2 ( ﬁ(j " (s,
1H), 6.91 ( j N 8 0 Hz, 1H) ,py O} ,(t Hﬁ . 146
(g, J=7.0 [3, L 3.27 - 3 11) -(E§19)m/z o 28 (s,
3H), 2.24 (s, '\83M), 1.13 (t, J = 7 0 Hz, 3Hetenfid@Shit)- zrvézmrﬁ@l@m&d\wl) +
Retention t{ime = 2.65 mn (HB'E[B]—{_'R;I(.’;JS)Di]iét&I— ) 1TH OMR4406INTHAD DMSES 6 di.57. (brs, 1IN
2- Met hyl - pr ppage- 1- sul i c| phayldmifid)-oxamek hy D23+, FUB762¢s0XD); 7.29 (d, ] = 6.8 Hz,
1, 2- di hy - 55pill pﬁe(ﬁmcﬁhnxyi y LH) phidrty R, 6R@@0lH).2-02 (s, 1H), 6.67
yl am no (400 eﬂery)-p 1(1, 1?% 6(@ (s 11111, 6.179d,6%6= 08 HZ:LILH)) ,
9.24 (s 111), “gl dm}— 1((n 17 2] 3 H .,
7.38 (d 9 Ha, 1H "“ehf SH m;[ 46 s Gﬂ) féB é7H)o3 (m
2H), 6. . 1.9r, 111), 628 e dl .24 - 311
(m 4H) =6 bl o) 2,23 (s “H ‘ﬂ’l T _1H), 1. 69-
1.49 (m 6H), 1.07 - (3 [M%)GIS ) Bé@OWMSﬂb%% élglﬁ(bfgﬁt}flﬁ)ne =
: Z
3.13 mn (nmethed 1) M% 2@&?716‘%%@% / Ei@}gé#% %H)é?% (5. 1H), 702r(';I 1), 6.66
structure Narre\o H NvR ethoxy)-phenyl]-4- (s, 1H), 6.62 (s, 1H), 6.18 (d, J = 6.3 Hz, 1H),
200 methyl-1H-pyridin-2- | 4.07 — 4.04 (m, 2H), 3.98 (br s, 1H), 3.79 — 3.71
one hydrochloride (m, 2H), 2.28 (s, 6H), 2.03 (s, 3H).
D (ESI+) m/z 432 (M+H)"
SN Retention time = 3.50 min (method 1)
. 3-{3-[2-(3,5-Difluoro- | 1H NMR (400 MHz, DMSO) § 11.54 (s, 1H),
phenylamino)-oxazol- |10.83 (s, 1H), 7.55 (s, 1H), 7.34 (d, J = 9.1 Hz,
HNQ 5-yl]-5-methoxy- 2H), 7.28 (d, J = 5.9 Hz, 1H), 7.07 (s, 1H), 7.04
| O\\N F phenyl}-4-methyl-1H- | (s, 1H), 6.76 (t, J = 9.3 Hz, 1H), 6.67 (s, 1H),
201 o pyridin-2-one 6.16 (d, J = 5.1 Hz, 1H), 3.81 (s, 3H), 2.01 (s,
3H).
= (o}
2 NH
3-[3-[2~(3,5-Dimethyl- | "H NMR (400 MHz, DMSO) 6 11.53 (s, 1H),
Ho Q phenylamino)-oxazol- | 10.10 (s, 1H), 7.48 (s, 1H), 7.34 — 7.21 (m, 3H),
HN 5-y1]-5-(3-hydroxy- 7.07 (s, 1H), 7.01 (s, 1H), 6.64 (s, 1H), 6.60 (s,
7\ 0/\<N propoxy)-phenyl]-4- 1H), 6.16 (d, J= 6.7 Hz, 1H), 4.56 (t, J= 5.1 Hz,
202 ° =~ methyl-1H-pyridin-2- | 1H), 4.09 (t, J = 6.3 Hz, 2H), 3.59 (dd, J = 11.5,
one 6.0 Hz, 2H), 2.27 (s, 6H), 2.01 (s, 3H), 1.95 —
P 1.82 (m, 2H).
L NH (ESI+) m/z 446 (M+H)"
Retention time = 3.63 min (method 1)
3-{3-(3-Amino- 'H NMR (400 MHz, DMSO) & 11.57 (s, 1H),
HoN propoxy)-5-[2-(3,5- 10.15 (s, 1H), 7.49 (s, 1H), 7.37 — 7.20 (m, 3H),
W\‘ HN dimethyl- 7.09 (s, 1H), 7.04 (s, 1H), 6.69 (s, 1H), 6.60 (s,
;S O\\N phenylamino)-oxazol- | 1H), 6.17 (d, J = 6.6 Hz, 1H), 4.22 — 4.02 (m,
203 5-yl]-phenyl}-4- 2H), 3.10 — 3.03 (m, 2H), 2.22 (s, 6H), 2.02 (s,
methyl-1H-pyridin-2- | 3H), 1.85 - 1.70 (m, 2H).
O one
xNH




119 - NH\ ./rNO . No 3-(3-{212- Methyl1-5- (2-piperidin-21-yl-
et hoxy) - phenyl am no] - oxazol -5-y11-5- 49i peri di n- 1-yl - phenyl) -
1H pyri diweo20mma4(7400 MHz, DMBO 5 11.69 (s, 1H), 9. 14 @ST/EPYAR/06453¥1 -
7.61 (m 2H), 7.42 (s, 1H), 7.41 -7.37 (m 1H), 7.34 (s, 1H, 7.17 (s, 1H),
7.12 - 7.02 (m 2H), 6.54 (d, J= 8.3 Hz, 1H), 6.29 (t, J= 6.8 Hz, 1H), 4.07
- 3.98 (myRH Ch§n1%?stmct§}616 (m 4|Fba 2.69 r 2.59 (m Z@NMR 45 -2.41 (m
4|—|), 2. 23 ( 31 m 1211\ IZQI +)Y mz 554 (N I—h+ an nnflon
tine = .38 mn(rrethod 1) 1(?216 y'%?‘g;“ 5 \1(499 23 )
net hyl - phenyl ani no) - oI ) _'r_ (ﬁ : 1 )
1- et hy| - 1H py | gli n- 2w @ﬁétb iz, ég ( ]%cpj(id@ J =
6.6, 1.9t} 1 7768 (d Jphe%yl o) 1 lﬁﬁgé 2 59 4 gs 4[1H),
7.44 (s|2%1p), s, | 5804 inytoL 1) | (.0 184 (15 20 bks 72’3 396 8.3
Hz, 1H)| 6.pb4 (d 8.9W, 2.oko-Hzdihddrd)}, 6. 331(421 -2.13 (. 181)%1(@&91)183@31(5,
311), 3|52 (s, 3 .27 3.pir21ir(—m1)-élﬂd)}{l]—2 232 s pHBH), 1.76- 1.46 (m 6H).
(ESI+) Mz 471 ( Ret entijemidti me = 3. 18| BBk fe2(MdHL) 121 40 N .N|- NH
3-(3-{2t[2-Methyl-5- (2-oxo-jpiperidin-1-y1 Reteamﬂrﬁlmea%mmn(@ﬁté%bll)-
5-y11- 5} pyrfolidin-1- yI pheﬁ;}\li thykpropsye--dli (112 NMBr{éOO Mbe <S51HL)1. 75
848 l@mt‘fi%‘i 127,68 21(3 46 ¥D 180D, 7 dd, J
hen m _Oxaéﬁig 1 %H ‘1 ’(t% 69
; g 2 g’?ﬁz g 73?5 6§) J 641sz -
6§?ylzd1 1H§ d}l)’
2.38 (t - yl 2 7H 6 .188
L(m 411) am(dESI + Sl@sﬁMhAzi)ngMJrgm | on t| rre 3. 44
HAra M \ / Retention time = 3.72 min (method 1)

2-Methyl-propane-1-
sulfonic acid [3-[2-
(3,5-dimethyl-
phenylamino)-oxazol-

TH NMR (400 MHz, DMSO) & 11.62 (s, 1H),
10.22 (s, 1H), 9.94 (s, 1H), 7.46 (s, 1H), 7.39 —
7.34 (m, 1H), 7.31 (d, J = 6.7 Hz, 1H), 7.29 -~
7.24 (m, 2H), 7.21 (s, 1H), 6.88 (s, 1H), 6.61 (s,

206 HN = 5-y1]-5-(4-methyl-2- 1H), 6.18 (d, /= 6.7 Hz, 1H), 3.03 (d, /= 6.3 Hz,
o0x0-1,2-dihydro- 2H), 2.22 (s, 6H), 2.17 — 2.11 (m, 1H), 2.01 (s,
N0 pyridin-3-yl)-phenyl]- | 3H), 1.03 (d, J= 6.9 Hz, 6H).
S NH amide (EST+) m/z 507 (M+H)"
Retention time = 4.10 min (method 1)
3-[3-[2-(2,3-Dimethyl- |'H NMR (400 MHz, DMSO) 6 11.55 (s, 1H),
phenylamino)-oxazol- |9.19 (s, 1H), 7.58 (d, J = 8.0 Hz, 1H), 7.41 (s,
~o HN 5-yl]-5-(2-methoxy- 1H), 7.28 (d, J = 6.7 Hz, 1H), 7.13 — 7.02 (m,
H 0 ethoxy)-phenyl]-4- 2H), 6.98 (s, 1H), 6.93 (d, /= 7.5 Hz, 1H), 6.63
207 © = methyl-1H-pyridin-2- | (s, 1H), 6.16 (d, /= 6.7 Hz, 1H), 4.19 — 4.08 (m,
one 2H), 3.73 — 3.63 (m, 2H), 3.33 (s, 4H), 2.26 (s,
A0 3H), 2.16 (s, 3H), 2.01 (s, 3H).
s NH (ESI+) m/z 446 (M+H)"
Retention time = 3.56 min (method 1)
on | 3-{5-[3-(2-Methoxy- 1H NMR (400 MHz, DMSO) é 11.64 (br s, 1H),
- Q ethoxy)-5-(4-methyl-2- | 10.74 (s, 1H), 7.92 (s, 1H), 7.70 (s, 1H), 7.57 (s,
0 HN 0x0-1,2-dihydro- 1H), 7.30 (d, J = 6.7 Hz, 1H), 7.25 (s, 1H), 7.11
K\ 0/\<N pyridin-3-yl)-phenyl]- |(d, J = 2.2 Hz, 1H), 7.04 (s, 1H), 6.69 (d, ] = 1.2
208 o = oxazol-2-ylamino}-5- | Hz, 1H), 6.18 (d, J = 6.8 Hz, 1H), 5.12(br s, 1H),
methyl-benzonitrile 4,29 — 4.05 (m, 2H), 3.78 — 3.60 (m, 2H), 2.35 (s,
PN hydrochloride 3H), 2.03 (s, 3H).
o NH (ESI+) m/z 457 (M+H)"
Retention time = 3.77 min (method 1)
3-{5-[3-(2-Methoxy- 'H NMR (400 MHz, DMSO) § 11.55 (s, 1H),
- ethoxy)-5-(4-methyl-2- | 10.32 (s, 1H), 7.89 (s, 1H), 7.86 — 7.78 (m, 1H),
C\’\\ o HN “ oxo-1,2-dihydro- 7.62 (s, 1H), 7.52 (s, 1H), 7.35 — 7.20 (m, 3H),
209 ) N 7 pyridin-3-yl)-phenyl]- |7.11 (s, 1H), 7.03 (s, 1H), 6.66 (s, 1H), 6.17 (d, J

oxazol-2~-ylamino}-5-
methyl-benzamide

= 6.6 Hz, 1H), 4.23 — 4.10 (m, 2H), 3.74 — 3.65
(m, 2H), 3.34 (s, 3H), 2.35 (s, 3H), 2.03 (s, 3H).
(ESI+) m/z 475 (M+H)"

Retention time = 2.91 min (method 1)




N Nio No H 3-{342-(3,5- Dinethoxy-
5-y1]-5-[(2- nmet hoxy-

pheny

et hyl) - nmet hyl - am 10] -

| am no) - oxazol -
phenyl } - 1H pyri di n- 2-

one (300

MHz, CDCINSP 28131@4¥W4 (s, 1H), 7.61 (s, 111), 7.58 (d, J=PETEPRir2/0843p9 7.32
(d, J= 6.1 Hz, 111), 7.18 (s, 1H), 7.12 (s, 111), 6.89 (s, 1H), 6.84 (s,
1H), 6.74 (s, 2H), 6.32 (t, J=6.7 Hz, 1H), 6.14 (s, 111), 3.79 (s, 611),
3.64- 3148 (m Cﬂéln%aalsn%etg’rz (s, 3H) NaRe 03 (s} 3H). (ESl +)H1Qi/li 477 (M"'H) +
Ret ent i eA—t+re—=3—38—mthn (ngthod 1)2193 vl -
phenyl am no) - oxazol - 5-y1]-5- ﬁﬁ ﬁi‘ wﬁg §M$‘ % %%y 168 SIH)
am no] - phenyl }-1H i n- ;yp_ﬁ <3 ’92
(s, 111), 7}62 (d, o N Hz1phel-x miném%a%ol’ 7(d jI@z 1 )|_Q57( 7' 15
(s, 111)p107} 07 § HZ,S—yj-} _ 6.99 1193 uf 18}l 4. 43(” smz d,
J= 7.2 Hz, 111) 5 gs Wl?ﬁ@ﬁﬁﬁﬁL}m&——53%2@24Hﬂi@90J3aﬂ@H23H5 46@1
2H), 3.06 (s, 6/)-2.[55 (m 6H), 2.B(=2 (8N, 2@&@23H(s, 3H), 1.91 -
1.78 (m 411). ) niz 484 (M+H) Ret ent | G811 ae8sM2HB9 min (et hod 1))
124 H NIP\ /0 N NONH _H |4- Met hyl - 3- { 5- [Rtenfigpeimlqy|2.0¢ prindpnethedd 1) di n-
1-yl -et hyl )t ani no] - 5- (2-oxé'@[%5dﬂ%WHYé' NNB1%WBN@@)D ﬁ@h@ﬂ]53(slH)
oxazol - - ylaninol- bengam de ™ 5 5,11 ) 4( ifTW(dQ
111), 8 s, 111).™ (s,;hl iSy -‘;1] 2( 745 }g’l 5;“ 1ing éﬁ J=
7.3 He, }H) 7. 7.3 Am ‘“’_’L gt 9(dd é) B. 97
(s, 111), 6|83 111), 6.30 J=6.6 Hz616 m) gél ),
2.97 (s 311), > - 2.53 (m 6H) 2.33 >3H)32 s3 )
(ESI+) Mz p13 ¥MH)+ Retentlion tinme = 2.1REgmpm&mﬂknggyl) 36 MD
2013/ 014170PCT/ EP2012/ 064539 EX #: Retention time = 3.49 min (method 1)
3-{3-[2-(2,3-Dimethyl- |'"H NMR (400 MHz, DMSO) 6 11.56 (s, 1H),
(5-morpholin-4- 9.22 (s, 1H), 7.51 (s, 1H), 7.43 (s, 1H), 7.28 (d, J
" ylmethyl)- = 6.8 Hz, 1H), 7.04 (s, 1H), 6.97 (d, /= 1.2 Hz,
| 0 \NQ phenylamino)-oxazol- | 1H), 6.87 (s, 1H), 6.69 — 6.57 (m, 1H), 6.16 (d, J
212 0 = C> 5-yl]-5-methoxy- = 6.7 Hz, 1H), 3.80 (s, 3H), 3.63 — 3.48 (m, 4H),
0 phenyl}-4-methyl-1H- |3.36 (s, 2H), 2.41 — 2.27 (m, 4H), 2.25 (s, 3H),
A0 pyridin-2-one 2.14 (s, 3H), 2.01 (s, 3H).
S NH (ESIH) m/z 501 (M+H)"
Retention time = 2.74 min (method 1)
4-[2-(2,3-Dimethyl-5- | 'H NMR (400 MHz, DMSO) & 11.67 (s, 1H),
(morpholin-4- 9.51 (s, 1H), 8.55 (d, J = 5.3 Hz, 1H), 7.72 (s,
ylmethyl)- 1H), 7.45 (d, J = 8.3 Hz, 2H), 7.36 (dd, J = 5.2,
phenylamino)-oxazol- | 1.6 Hz, 1H), 6.91 (s, 1H), 5.99 (s, 1H), 3.60 —
213 5-yl]-4',6-dimethyl- | 3.49 (m, 4H), 3.37 (s, 2H), 2.41 — 2.29 (m, 4H),
1'H-[2,3"bipyridinyl- | 2.25 (s, 3H), 2.18 (s, 3H), 2.13 (s, 3H), 1.99 (s,
2'-one 3H).
(ESI+) m/z 486 (M+H)"
Retention time = 1.82 min {method 1)
In one embodiment, which can be combined with other embodiments of the invention, the
invention relates to compounds of formula I or pharmaceutically acceptable salts thereof
wherein:
5 RjisHora(C-Ce)alkyl;
R,is H;
a halogen,;
COOH,;
a (C;-Cg)alkyl optionally substituted by a group —NRoR;;, by OH or by a (C;-
10 Cy)alkoxy optionally substituted by OH where Ry and R;; are each independently

H or (C;-Cy)alkyl optionally substituted with amino, (C;-Cs)alkylamino or di(C;-

Cy)alkylamino; or Rjp and R}, form, together with the nitrogen atom to which they



Chem cal structure Nanme "H NVR 125 o0----\ /- _ JN 11 o \i o0 1-{3-[2-(5-
(Et hoxynet hyl ) -2- met hyl - phenyl am no) - 5pxazol - 5-y1] - 5-

nor phol i rw@-2913matatrgl - phenyl } - 1H pyridi n-2- one (300 VHPCTHVEO206)536 9. 32
(s, 1H, 7.86 (s, 1H, 7.70 (dd, J= 6.7, 1.6 Hz, 111), 7.59 - 7.49 (m 4H),
7.21 - 7.14 (m 214), 6.96 - 6.91 (m 1H), 6.50 (d, J = 9.7 Hz, 1H), 6.37 -
6.31 (m 1H), afe Wéhded, a ZH)or 63meRAbered. }ﬁ&rémclofﬂiﬂi)yl cBnt‘éBm(@l ZH) hetdrodonfsy, J =
7.0 Hz, 241% 414), 2.28 (s, 3H, 1.13 (t, J= 7.0 Hz, 3H). (ESI+)
mz 501 (M+H) selpgied frqma D+t B rand=Np lisparcylap rfeymhémf) pipsgdinenpipegzEIenand

6- Chl or o- 1- {STF&RQ et hoxy- 2-net hyl - phenyl am no) - oxazol -

5-y1] - 5- nor phol | S/I nmet hyl - phenyl } -1H pyridin-2-one (300 MHz, DVMSO- d6)
6 9.27 (s, 1Hp, ((71 65palkoxy SaptionmllR Istipstituted 7by GHS51a (By-C3H)koxy. 46 A tgroup= 1. 7
Hz J= 7.3,
1
3
/
1

1H)y, 7.14 - 0 11 7.08 6, 62 d
0 ng_? 1H), 6 NRa '%‘él v&ghr%_e_}% gfldﬁ&n a ach@@@ende@tlgérl ?h%cllq:b)alkﬁl ﬁ(nsande‘ 1 1)
.63 - 3.56 ('R 5 T, togetﬁé} \(Iﬁh tlgél-ﬂ)tr gn %&)n( 3@ v&H’Qh the Za%e ﬁa%ndé%l"ba 51giloH Al
N 40 N o 1sobu ?1/ (2-pyrrolidin-
-yl - et hoxy) npﬂmdmyé(hhwtcmﬁmwbﬁ coﬁtawlhg -lpjnemly\ftgroaﬂel;nspy}ep@d e 6heS DO
MHz, DVBO) 6 .62
o) | (7644) (o, Nt PRnisuly peiid pibdying: HodGrng ud "wiiaiole 5
7.06 , J= 8. 7 Hz, 1
hos 2 5h5teh‘70ycﬂa$ﬂ<%rl b@n%@pﬁon@llﬁguﬂsmut&ﬂ-\%ﬁg i %)33((2:( ga)afky%ﬁdfg o 4;)0
2.48102.37 (ma gm)p —QR243w1(1@e R%»s a % .g¥- memb%d haterocpploalkylzgntainigg 1(an2 411) ,
0.92 (s, 311 128
3- 134(2-(5 I\/E% @8& On(ls SF ece ﬁenypam nn) Oxaz ?mgula%]pyglghb_lne piperidine,

nor phol i n- 4- y|1ﬁ@trzhzy1he arﬁlhlﬁﬁbﬂhbhﬂé'l-s@l‘ﬁrhethrdiby%baﬂdwbélﬁ@%p%ﬁally%@rtd@)l vathl1. 84

(s, 111), 9.26 (s, I& 7.85 (s, 1H), 7.67 (s, 214), 7.56 - 7.26 (m 411),

7.H§)7 (d, J(— d.19 34 -Calkyls 55 (d, J = 7.0 Hz, 1H), 6.32 (t, J = 6.3 Hz,

1H), 3.73 (s, - 4 , ,

a1y (est s B ORR S PR At R cRhgeren iyl pfANBaih
15 optionally substituted with a (C;-Cs)alkoxy or with a 5- or 6-membered

heterocycloalkyl containing 1 or 2 heteroatoms selected from O, S and N, in
particular morpholine; or R;s and Rj¢ form, together with the nitrogen atom to
which they are bonded, a 5- or 6-membered heterocycloalkyl containing 1 or 2
heteroatoms selected from O, S and N, in particular pyrrolidine, piperidine,

20 piperazine and morpholine;

a group —NR 7R3 where Ry; is H or (C;-Cgalkyl and Rz is H; a (C;-Csalkyl
optionally substituted with a (C;-Cg)alkoxy; or a 5- or 6-membered heteroaryl
containing 1 to 3 heteroatoms selected from O, S and N, in particular pyridine,
pyrimidine and thiazole;

25 a group —NR9COR, where Ry is H or (C;-Cg)alkyl and Ryois H or a (C;-Cy)alkyl
optionally substituted with amino, (C;-Cs)alkylamino or di(C;-Cs)alkylamino or
with a 5- or 6-membered heterocycloalkyl containing 1 or 2 heteroatoms selected
from O, S and N, in particular pyrrolidine, piperidine, piperazine and morpholine,
said heterocycloalkyl being optionally substituted with 1 to 3 (C,-Cy)alkyls; or

30 a 5- or 6-membered heterocycloalkyl or heteroaryl containing 1 or 2 heteroatoms
selected from O and N, in particular piperidine and furane, said heterocycloalkyl or
heteroaryl being optionally substituted with an oxo group or with a (C;-Cs)alkyl
optionally substituted with amino, (C;-Cs)alkylamino or di(C;-Cs)alkylamino;



129 0 -HN Y.."No O N\ / N-{345-(2-0x0-2H [1,31Thi pyridinyl-5'-y1)-

oxazol -2-ylam no] -5- trifluoronethyl- phenyl}-2-pyrrolidin-1- yl-acetam de
(300 MHz,wONBG/@iBp 6 10.93 (s, 111), 10.11 (s, 1H), 8. BBT(EP201240$4538. 54 (s,
111), 8.24 (s, 1H), 8.15 (s, 1H), 7.87 - 7.75 (m 3H), 7.70 (s, 1H), 7.63 -
7.48 (m 111), 6.55 (d, J = 9.3 Hz, 1H), 6.40 (t, J = 6.5 Hz, 1H), 3.26 (s,
2H), 2. 5R;(isH; é¥dno; CF£ % HafogedH) (C(EXIYL; oF 2(G26,)0Mit); Retention tine = 2.48
mn (method 1) 130 5 0 N\ / N {345-(2-0x0-2H [1,31bipyridinyl-5"-yl)-
oxazol - ZQ}SéPi'PhgiPrSfef%?é‘nyFQphenyl} -2- PYITAidinl-yl- acetanide (300 Mz,

DVEO- d6) 64 1H), 8.87 1H), 8.51 (s, 114), 8.13
(s, 111) W#@"%ﬁ”m%]%z 50 (d. (3 = 26 Hz, 1(1i), ;?74 (s, (1i|) 7.)58 (t, J

= 7.3 Hz, 114H; 7.14 (s, 114), 7.07 (s, 111), 6.55 (d, J = 9.3 Hz, 111),

6. 39 %t, J = 6.4 Hz, 111), 3.21 (s, 2H), 2.58 (s, 414), 2.26 (s, 311), 1.75
(s, 43-1). (E&Mogz 471 (M+H) Retention time = 2.10 min (nethod 1) 131 -
N OHNy- - - -. . @@ N\ / N{4-Methyl-3-[5-(4- nethyl-2-oxo-2H

[1,31Thi pyrldl nyl-5'-y1)- oxazol - 2-yl anmino]- phenyl} -2-pyrrolidin-1-

yl -acetam de (300 MHz, DMSO-d6) 6 9.66 (s, 111), 9.44 (s, 1H), 8.86 (d, J =
2.0 Hz, 114) 47 (d, J=2.2 Hz, H), 8.13 (d, J= 1.7 Hz, 114), 8.07 (t,
J= 2.1 Hz, §3’770-766(m 2H), 7.29 (dd, J =8.1, 2.0 Hz, 1H, 7.11

(d, J=28.4 HZ,a 4@ alf 135%t(c§1,a11}%&Esht@te@@vlﬁdq , 5051 6-rlemBerdd Héterdbdibalkdt 19
(s, 211), 2.57 (s, 414 , 2.21 (s, 311 1.76- 1.7 {m 411).

37 W302013/ 01407GPOHE EF{EOM#@MBB@S E@«leqe@ﬁ@ne@ end Nstip prartinuéar NeymlidHeNIVR
132 10 /' NHN, pﬁ)perldme, piperazine and morpholine;

a (C;-Cyalkoxy;
a group —O(CH;),R2, where nis 0, 1, 2 or 3 and Ry, 1s H; a (C;-Cy)alkoxy; a group
—NR22:R220 Where Ry;, and Ryyp are each independently H or a (C;-Cy)alkyl; or a 5-
15 or 6-membered heterocycloalkyl containing 1 or 2 heteroatoms selected from O and
N, in particular pyrrolidine, piperidine, piperazine and morpholine, said
heterocycloalkyl being optionally substituted with 1 to 3 (C,-Cs)alkyls;
a group —NR3R,4 where Ry3 and Ry4 are each independently H or a (C;-Cy)alkyl
optionally substituted with a (C;-Cs)alkoxy; R4 can also represent a group
20 —SO,(C-Cy)alkyl; or Ry and Rys form, together with the nitrogen atom to which
they are bonded, a 5- or 6-membered heterocycloalkyl or heteroaryl containing 1 or
2 heteroatoms selected from O, S and N, in particular pyrrolidine, piperidine,
piperazine, morpholine and pyrazole, said heterocycloalkyl being optionally
substituted with 1 to 3 (C;-Cy4)alkyls;
25 X is N or CRys where Rys is H; CN; a (C;-Cy)alkyl; or a group -COO(C;-Cy)alkyl; and
A is a 5- or 6-membered heterocycloalkyl or heteroaryl containing 1 to 3 heteroatoms
selected from O and N, in particular piperidine, piperazine, pyrrolidine, morpholine,
imidazolidine, dihydroimidazole, triazole, dihydropyridine and tetrahydropyridine, said
heterocycloalkyl or heteroaryl being optionally substituted with 1 to 3 substituents selected
30 from: an oxo group; a halogen; a (C,-Cs)alkyl optionally substituted with amino, (C;-
Cy)alkylamino, di(C-C4)alkylamino or a 5- or 6-membered heterocycloalkyl containing 1

or 2 heteroatoms selected from O and N, in particular piperidine; and a (C;-C4)alkoxy.



[ 00/ /NH -/ 2-Methyl-propane-1- sulfonic acid {4- nethyl-345-(21-oxo-
1',2" -di hydro- [3,31bi pyridinyl-5-yl)-spxazol -2-ylam no]- phenyl} -am de
(300 MHz,wONBG/d&)706 11.98 (s, 1H), 9.70 (s, 111), 9. 46PCI/EPXHR/064853¥7 (d, J
= 11.8 Hz, 2H), 8.31 (s, 1H), 7.84 (d, J = 6.7 Hz, 1H), 7.80 (s, 1H), 7.61
(s, 111), 7.49 (s, 1H), 7.13 (d, J= 8.1 Hz, 1H), 6.83 (d, J 8.0 Hz, 1H)

6.36 (t, \ﬂﬁtl‘?mﬁth?s ﬁiimgllbb cmﬂp&ﬂldé dhos¢ whée ‘RZHRG AW Zreldy ﬁﬁineaﬁﬁelow? aile7
2.09 (m 1 99 ( 6.6 Hz, 6H). (ESI+) mz 480 (M+H)+ Retention
tine = 2.18 eﬁfzch(rrethod 1) 133 401) N\ / / NH 5 -[2-(5-

(1 sopropgxy.petyl ) - 2- met hyl - phenyl am no) - oxazol - 5-y1] - 1H
[ 3, 31Th|pj¥|d|ﬁy1 2-one (300 MHz, DVvsO-d6) 6 11.98 (s, 1H), 9.41 (s, 1H)
?FJG (3491?% z?u&ﬁxﬁs, 1H), FE 31 (s, 1H), 7.92 - 7.71 (m 2H), 7.60 (s,
, = = 7.7 Hz, 111 6. 95 J =77
Hz, 18), 6.36 a(&Cx Go)alky @tmaﬂnﬁﬁbst@(t%ébx &, groyp ﬂ\TRwﬁle@% oy a & égﬁ‘éow
1H), 2.28 (s, R.0 4 enti
0 22005, ol ddsdshoghyolt it PHl R ES, YRl ol et or
[eg h)éll i b5 42- <(:| 534)a‘lkylh0)pyxofla§l'§et bupktitupdde nyitla mamddo, oX@z-6lallGdamdihe 1r  di(Ci-
i pyridi one 13 5 8.66 (d, 1= 2.2 Hz, .1 8. 56
(oS3 1PY e CosTargimig b Rio aid o 300 Hoader Vthogs Clipouppyitcnn Gy i thayy
7 51 (dd, J— 7ar9 boﬁde% l5'25 c;rlé-)nemzyeﬂ% lﬁéﬂé}ocy%’l:oafkﬁycoﬁtaﬂnk%d (;rlj-)hete?oa@cﬁni d, J
= 8.4 Hz, 1H), 6.96 1H), 5 (dd 11), (t,J—
6.8 HD, 111) s41e¢@d(ﬁrque 8. &dHN,, 121p_aﬁ1cx®r7ﬁy1(céldl®H)plpe21de& (pnpera)zmesamd Hz,
2H), 2.29 (s, 611?3\61 2.15 (s, 3H). 135 HN N=((:)o_r-NL/O0O . O NH
-(3-{242- Met Y - nor phol i n-4-yl - et hoxy) - phenyl ami no] - oxazol - 5-yl

3

-5- trifluoromge CQQOaIkRJi N¥ptionhity Pstbkhiuftd2by 008, (4 Mz!;alk Or df 11.98
(s, 111), o. 3673( ? I%tmhk' 7.84 %’d, J( q@ &ﬁl) )gr(%‘gp-
7.57 (m 3H) Isl@R(3b7i"hQ§e Rmnd Rw@e;e each igdepegdentlp oai@ng4)elk5;B ok & g 2
4

S
A0 238 i St R i) e By 8 (P 1
mz 537 (MrH) Rethesitd astetdch@oalkl @mtaihing (In&t haetebhtohBsekeded ftdm\O,NS hdd
N, in particular pyrrolidine, piperidine, piperazine and morpholine, said
heterocycloalkyl being optionally substituted with 1 to 3 (C;-Cy)alkyls;
a group —OR 4 where R4 is a 5- or 6-membered heterocycloalkyl containing 1 or 2
heteroatoms selected from O, S and N, in particular pyrrolidine, piperidine,
20 piperazine and morpholine, said heterocycloalkyl being optionally substituted with
1 to 3 (C;-Cy)alkyls;
a group —CONR5R ¢ where R5 and Rj¢ are each independently H or a (C;-C4)alkyl
optionally substituted with a (C;-Cs)alkoxy; or R;s and Ry form, together with the
nitrogen atom to which they are bonded, a 5- or 6-membered heterocycloalkyl
25 containing 1 or 2 heteroatoms selected from O, S and N, in particular pyrrolidine,
piperidine, piperazine and morpholine;
a group —NR7Rs where R;7 is H or (C;-Cyalkyl and R;g is H; a (C;-Cs)alkyl
optionally substituted with a (C;-Cs)alkoxy; or a 5- or 6-membered heteroaryl
containing 1 to 3 heteroatoms selected from O and N, in particular pyridine;
30 a group ~NR9COR,g where Ryg is H or (C;-Cy)alkyl and Rygis H or a (Ci-Cy)alkyl
optionally substituted with amino, (C;-C4)alkylamino or di(C;-Cy)alkylamino or

with a 5- or 6-membered heterocycloalkyl containing 1 or 2 heteroatoms selected



o0 NH 3-{3-[2-(3, 5-Di net hyl - phenyl am no) - oxazol - 5-y1]-5-
trifluoronethoxy- phenyl}-4-nethyl-1H 5pyridi n-2-one (400 MHz, DVBO) 6

11. 65 (s,woHp13/a@781 (s, 1H), 7.64 (s, 1H), 7.50 (s, 11PCI/EP2018/064539 1H),
7.33 (d, J=6.6 Hz, 1H), 7.26 (s, 2H), 7.09 (s, 1H), 6.62 (s, 1H), 6.20 (d,
J= 6.7 Hz, 111), 2.25 (s, 6H), 2.05 (s, 3H). (ESI+) mz 456 (MtH)+
Retention ti nerom @, Gband N, mniﬁirﬁ@ﬂar]pyrﬂcﬁﬂldd[\lp@eﬂdme N:nﬁ&azm@ aMHmorpholine,
3-{3-[2-(3, 5- Dlrrethyl heni/ll am no) - oxazol -, 5-

gh%ylédmj Eyrsaléuhqtegocye alkyhbmngpptionppeybst 1§1tq31/W8§1(t%3(€Hf9/ Dallgylper (s, 1H),
[ L% S ol oyl 0 45 £

6.60 (s, 111) seloctd@ frpin OlmdN,1n blax;tlcfllihﬂ.))l,peﬂdlﬁé a(ld; furdird), said heferdcyclo6M)yl o ESI +)
mz 388 (M+H) + Reterltlon time

2013/ 614170PCHFERAGY! zbmse@@éwg@%@% c%lrh %1% Pﬁ%t&’m@ ?\Taﬁ‘étx\oal-l(%ﬁﬁ%)i%%l HN
11), N=KOH N %ﬁond@%&@&tut%"wﬂh a$n15§ (b%—‘d&a‘ll(ﬁatﬁbﬁgro?ﬁi(m @Jhwaml%o”m hyl -

phenyl am no] - oxazol - 5- hoxy- - one (400 Mz,
DVBSO- d6) KsigH; g‘£3,(eshalqu)1 3@1264)6&)/1 DH)l (CFC?)alké)d}zt J 6 9 2 0 Hz, 1H),

7.69 (d, =2 1H), 7.54 1H), 7.49 (s, 1H), 7.43 (d, J = 4.9 Hz,
1, 7. %Nz%%fgtH)Wh?@lRflésor ,(SlH),H)7.06 (d,(SJ :H%a.4 Hz, (1H), 6.54 (dd, J

8. 3, 2 5sz1m 6.32 (t, J =6.6 Hz, 1H), 4.88 (t, J = 5.5 Hz, 1H),
3 94 @ 5.0 Hz, 2H), 3.83 (s, 3H), 3.70 (q, J= 5.1 Hz, 2H), 2.23 (s,
ESI +) mewumm+

CN;

CF3;

OCFs3;

a (C-Cy)alkyl optionally substituted with a 5- or 6-membered heterocycloalkyl
15 containing 1 or 2 heteroatoms selected from O and N, in particular pyrrolidine,

piperidine, piperazine and morpholine;

a (C;-Cy)alkoxy;

a group —O(CH,),R,; where n is 0, 1 or 2 and Ry is a 5- or 6-membered

heterocycloalkyl containing 1 or 2 heteroatoms selected from O and N, in particular
20 pyrrolidine, piperidine, piperazine and morpholine, said heterocycloalkyl being

optionally substituted with 1 to 3 (C,-Cs)alkyls;

a group —NR;3R,4 where Ry; and Ry are each independently H or a (C;-Cy)alkyl

optionally substituted with a (C;-Cs)alkoxy; or Ry3 and Ry4 form, together with the

nitrogen atom to which they are bonded, a 5- or 6-membered heterocycloalkyl or
25 heteroaryl containing 1 or 2 heteroatoms selected from O, S and N, in particular

pyrrolidine, piperidine, piperazine, morpholine and pyrazole, said heterocycloalkyl

being optionally substituted with 1 to 3 (C;-C4)alkyls.

In another embodiment, which can be combined with other embodiments of the invention,
30 compounds of formula I or pharmaceutically acceptable salts thercof are contemplated
wherein:

R is Hor a (C;-Cy)alkyl;



Retention tinme = 3.07 mn (nmethod 1) 139 HN fili O-i .,,,.NO011 0 -..... NH
3-{3-[2-(3,5-D net hyl - phenyl am no) - oxazol - 5-yl1]-5-i sopropoxy-
phenyl } - awoebtsydi4wbt pyri di n-2-one 111NVR (400 MHz, DVS@CH@EP2@2038458Y (S,
1H), 10.18 (s, 111), 7.50 (s, 1H), 7.29 (d, J = 6.7 Hz, 1H), 7.25 (s, 2H),
7.05 (s, 1H), 6.99 (s, 1H, 6.63 (s, 111), 6.61 (s, 1H), 6.17 (d, J = 6.8
Hz, H), R4 ®5H; 4a 59 {Unallii) optnaly (ssbstBifpd @ 03 (¢sC4)8Mpxy;1a 3T i(@y)alloxy 6. 0
!_IZ’O_ IGH) 1 10&)’%%3?1?“5@!')5&&3(9 b(yM@:}% Zgr[RgE %gn@fulp(() E{\J{% m;\yﬁvg? ng]_ relln(g ”E1t3h29e ]égich140 FN
met hyl - phedipbAEnN9)H oPX@ZOLalkyY 81 RE alER Wibrm Liokbthér RARIRY hiteBY htonfts ONe
(300 wz,ﬁ(ﬁ%sOdag soﬁeil’&!‘)(isk,y 111& 19.5? (s, f%, 8 59 (d, YO atpnf o 1H),
7.79 (s, vilHgh they 7 fonded. |)S- oy 658enlsred hatyrocycldgiklgdntaining] 85 2 hetradtomsi H) |

7.34 (d, J= 6.6 Hz 1 7.18 (d, .1=.7.7 Hz, 1 (g, J= 7.6 Hz, 1H),
6 16 0d, Fecgogropf O, 1h N o Bl sionbghacke S0s Bt iRiolerd odfy o
3H), 2. 0 sre o3kl indépéhdefitly HbF a (CRHIky3H) . (ESI+) miz 417 (M+H)+ Retention
time = 2.53 min (matllj"lod 1) 141 cl HN 41 o--\( ei...." NCI o N NH 3-

{3-[ 2- ( 3.5 1pFctIadCo-Capfiledy | ami no) - oxazol - 5-y1] - 5- met hoxy-

phenyl}-AQ hyl -1H pyridin-2-one (400 MHz, DMSO-d6) 6 11.56 (s, 111),

10. 82 (s, 553?’, 7.70 (s, 2H), 7.57 (s, 1H), 7.28 (d, J = 6.3 Hz, 1H), 7.14
(S! 1H) , W. QSN(@.! CRH) Whgl:eoﬁzl( B, H;]-H)CF36366:1(64!)31km 1 @:11@4)61110)(){]7 ot ﬁg?o‘hbz’

1H), 3.81 (s, 3H, 2.01 (s, 1H. (ESI+) mz 442 (MtHF Retention tine =
4.60 18 n 53221)?"}192@2“ is Ogilpoq_& preferably n is 2qpnd Koy iy 5- or 6-membered

heterocycloalkyl containing 1 or 2 heteroatoms selected from O and N, in particular

morpholine;

X is N or CH; and

A is a 5- or 6-membered heterocycloalkyl or heteroaryl containing 1 or 2 nitrogen atoms,
15  in particular imidazolidine and dihydropyridine, said heterocycloalkyl or heteroaryl being

optionally substituted with 1 to 3 (C;-Cy)alkyls.

Preferred compounds of the invention are selected from those of examples 1 to 225 and
pharmaceutically acceptable salts thereof.

20
The following compounds are especially preferred:
1-{4-[2-((5-Ethoxymethyl)-2-methyl-phenylamino)-oxazol-5-yl]-pyridin-2-yl } -
imidazolidin-2-one;
1-{3-[2-((5-Ethoxymethyl)-2-methyl-phenylamino)-oxazol-5-yl]-5-methoxy-phenyl } -4,4-

25  dimethyl-imidazolidin-2-one;
1-(3-{2-[5-(2-Hydroxy-ethoxy)-2-methyl-phenylamino]-oxazol-5-yl } -5-methyl-phenyl)-
imidazolidin-2-one;
1-(4-{2-[5-(2-Hydroxy-ethoxy)-2-methyl-phenylamino]-oxazol-5-yl } -pyridin-2-yl)-
imidazolidin-2-one;

30  1-(4-{2-[2-Methyl-5-(2-morpholin-4-yl-ethoxy)-phenylamino]-oxazol-5-yl } -pyridin-2-yl)-
imidazolidin-2-one;
1-{4-[2-((5-Methoxymethyl)-2-methyl-phenylamino)-oxazol-5-yl]-pyridin-2-yl }-4-methyl-

imidazolidin-2-one;



3-[3- Met hoxy-5-(2-m tolyl am no-oxazol -5- y1)-phenyl]-4-nmethyl -

1H pyridi n-2-one (400 MHz, DMSO-d6) 6 34.53 (s, 1H), 10.19 (s, 111), 7.48
(s, 2H), wo4nxyuds170 = 8.2 Hz, 1H), 7.28 (d, J= 6.6 Hz, PHI/EPZ012064589 J= 7.8
Hz, 1H), 7.07 (s, 1H), 7.03 (s, 1H), 6.77 (d, J = 7.3 Hz, 111), 6.65 (s,
1H), 6.16 (d, J = 6.7 Hz, 1H), 3.82 (s, 3H), 2.30 (s, 311), 2.02 (s, 3H).
(ESI +) m4zMB881-( NHHRH2Rettbylt 3-Chmorpielin-Byl7ethor y)-phemet fmotho)}-pxd48-540} oH N - 41

iNi/NH o- . t hoxyret hyl ) - 2- met hyl - phenyl am no) -

oxazol - 5@/‘1@“’5&5 “"Sr%ﬂzﬁﬁ%{% Oft?yne- gt%oxy) nghe%wf i”yr@{"h;?) 1H pyri di n- 2-
22‘;) (430219N!jz\/] Wﬁ@){Zgﬂiﬁetﬁﬁ f(?Z—m%H)hoh% 42% étﬁ@xy%k%enﬂmﬁr%oﬁ %xaz%'l'DS;yl? 49 (? o1
(s, 1H), p@e@ﬂ) {lidagntidd-B-omig; 111 6 65 (s 111) 6. 16 (d, J= 6 7 Hz 111),

272 (1 06 %z%ﬁw- i ngoe 3Pt i oy Bk, s

(ESI +) -2 8adMitid) > offgt ention time = 2.61 mn (nmethod 1) 39 WO
2013/014 OPCT/ EP2012/ 064539 Ex || Chenical structure Name 'H NMR 144 | HN

)N 01\ 1 -1-B-[ZA(REthgxymeghyl B2 metind- phemylpmingHoxazshdnyli-arm ety xyorkensl ) -
5-y1] - 5- 4- yl-etho henyl ] -4- nethyl - 1H i di n-2- 400
y] %)%%51%1834&1 y 10)%2) ?s {H% 7. 49 (Z 1H)I,Oyr7|. 2|8n(d, 3266.(7
HZ, H) 17(3215Ie(lﬁ>xy-3|-'@2. 27m@@1y( $-(2-Hdhrpholind4-y(-sthody ) phefylamind-oxadadl)5-yl§- 60 (s,
1H) 6 (d 1H), 4.14 (t, J='5.7 Hz, 211), 3.64 - 3.49 (m
19 723h(3%y1) mmdBZO#lstz? -0pE) . 2.58 - 2.53 (m 4H), 2.24 (s, 6H), 2.00 (s,

3 H) e (B3} 3t)2- (06 2RO M2 R R LIHRAy 1k T ) Txgz0d-5-TTT6 TREUNAE - fend 24 HN 40
methyl-imidazolidin-2-one;
1-{3-tert-Butoxy-5-[2-((5-methoxymethyl)-2-methyl-phenylamino)-oxazol-5-yl]-phenyl } -
imidazolidin-2-one;

15  1-(3-{2-[5-(2-Hydroxy-ethoxy)-2-methyl-phenylamino]-oxazol-5-yl }-5-methoxy-phenyl)-
imidazolidin-2-one;
1-(3-Methoxy-5-{2-[2-methyl-5-(2-morpholin-4-yl-ethoxy)-phenylamino]-oxazol-5-yl} -
phenyl)-4-methyl-imidazolidin-2-one;
1-{3-Isopropoxy-5-[2-((5-methoxymethyl)-2-methyl-phenylamino)-oxazol-5-yl]-phenyl } -

20  imidazolidin-2-one;
1-(3-{2-[5-(2-Hydroxy-ethoxy)-2-methyl-phenylamino]-oxazol-5-yl } -5-isopropoxy-
phenyl)-imidazolidin-2-one;
1-(3-Isopropoxy-5-{2-[5-(2-methoxy-ethyl)-2-methyl-phenylamino]-oxazol-5-yl } -phenyl)-
imidazolidin-2-one;

25  1-(3-(2-(2-methyl-5-(2-morpholinoethoxy)phenylamino)oxazol-5-yl)-5-
(trifluoromethoxy)phenyl)imidazolidin-2-one;
1-(3-(2-(5-methoxy-2-methylphenylamino)oxazol-5-yl)-5-
(trifluoromethoxy)phenyl)imidazolidin-2-one;
1-(3-{2-[5-(2-Hydroxy-ethoxymethyl)-2-methyl-phenylamino]-oxazol-5-yl } -5-methyl-

30  phenyl)-imidazolidin-2-one;
3-{5-[3-Isopropoxy-5-(2-oxo-imidazolidin-1-yl)-phenyl]-oxazol-2-ylamino } -N-(2-
methoxy-ethyl)-4-methyl-benzamide;



-\ NCQ.4-nethyl-1Hpyridin-2- 0 NH 3-{3-Chl oro-542-(5-

(et hoxynet hyl ) - 2- net hyl - phenyl am no) §7oxazol - 5-y1] - phenyl }- one (400 MHz,
DVBS0) (5 wo.26B/0181701H), 9.29 (s, 111), 7.86 (s, 1H), 7. ®6TAEPZ01206453¢ 2H),
7.38 (s, 111), 7.32 (d, J=6.7 Hz, 1H), 7.17 (d, J = 7.6 Hz, 111), 7.14 (s,
111), 6.93 (d, J= 7.1 Hz, 1H), 6.19 (d, J= 6.7 Hz, 111), 4.37 (s, 2H), 3.27
(Sé gél) ,1-@- @8(5&($th03b'1)1eth&l)@m@&lylp&bhylamﬁﬁbd?basz-i—ylﬁ)?zﬁ (MrH)' Retention tine
= 3. mn. (method 1) 146 HN it MI1l O NH 4-Methyl -3-(3-net hyl -

5-{2-[2 n(Et Qrget QXB()Ehe‘WQFTP’&P?thdW%%% et hoxy) - phgnyl aEn no} - Y

gxiém( ﬁ) I;P?? 5%%6&%%%{ 78911250)20’?&%?&?9 736 O(QNQQ%}L@&%H%H@‘%“%

211), 7@5{()yh;1d1ﬂ2:01&3H2 1H), 6.90 (s, 653 dd J= 8.2, 22Hz

11;” zé) ]32{%32 ﬂ? DAﬂfthHEP%@Yil%mn@h%lazgfz51111-%-glet ﬂ)Pheli-‘/ %éﬂggyﬂdséa? “orif; 7

1.61 thod 1
147 N ;i“w > éﬁgj%bﬁemgﬂé‘f’{‘3““@%’5@3&2{9’%%0%*0%W%’%%pﬁ’é%&lf‘%ﬁllfﬂﬁ) 7

oxazol - 5-pytidite2eeehyl - phenyl } - 4- et hyI 1H pyridin-2-one (300 Mz,

?55‘2‘306) S S mdtd) gty Snpinity ol -4 gh zﬂd? i1 (5 1 738

6 96 - 6.[88'6 naﬁ)yl 26onk6 (d, J— 6.7 Hz, 114) 4. 40 (s 211), 3.46 (q, J=
21% (s, 311), 2.27 (s, 311? 00 1.12 (t, J=7.0
2443, 5 muzlemsbpl(qwla;nlnq&eqxemlr%ﬁ 1t5 @em OBm 4rm(eﬁhawaahq1)yl]14¢8 N O

. NCNO \ ho t hyl)-2- nethyl - phenyl am no) -
oxazol - lﬁit{&lzf’%fyoxoh?éﬁrgyri din-1-y1)- benzonitrile (300 MHz, DMBO d6) (5
9.55 (s, 41Me)thy184 %[l—ﬁhetlﬂyl-'é @-rhotpholid 3 B)l-ethbx V¥ phehd]andins]-dxzbl-5-30. - PHHz

511), 7. 61& ! 1H), 7.18 (d, J = 7.6 Hz, 111), 6.97 (d, J = 7.7
Hz, , 31?1P(>’Hd1n3’13(9’e2l—|z 1H), 6.41 (t, J = 6.6 Hz, 1H), 4.41 (s, 2H),

% ?64(2(71 ' (4]|\-/L2|E|S375 %nlﬁiéthtylzlggen I%ﬁéﬁ():)(&qa%gll_g ms;%] 14! Jrheligflfé (2- I‘AorphZhIQ 4|_%Jet1§);(§7) (ESI+
15  1'H-[2,3"]bipyridinyl-2'-one;
1-{3-[2-((5-Ethoxymethyl)-2-methyl-phenylamino)-oxazol-5-yl]-5-isopropoxy-phenyl } -
imidazolidin-2-one;
4'-Methyl-4-{2-[2-methyl-5-(3-morpholin-4-yl-propoxy)-phenylamino]-oxazol-5-yl }-1'H-
[2,3"|bipyridinyl-2'-one; and

20  pharmaceutically acceptable salts thereof.

The compounds of the present invention may be prepared using the general protocol as

follows.

25  The synthesis of the aminooxazole derivatives was undergone by firstly reacting aromatic
aldehydes 1 with p-toluenesulfonylmethyl isocyanide (TosMIC) to prepare the
corresponding arylsubstitued oxazole derivatives II using the method of Van Leusen et. al.
(Tetrahedron Lett., 1972, 23, 2369) (Scheme 1). The non-commercial aldehydes were
prepared using literature methods to introduce the aldehyde group either from the

30  corresponding brominated aromatic compound using an organometallic reagent and DMF
or from the oxidation of corresponding toluene according the method of Frey et. al.

(Tetrahedron Lett., 2001, 39, 6815).



149 N O --NF1:3 Aiv. |IP NCH\i ON\__ J N-(3-{5-[4-Cyano- 3-
(2-o0x0-2H pyridin-1- yl)-phenyl]-oxazolsg2- yl am nol -4- net hyl -

phenyl ) - 3w04ersatyb- pi perazin-1-yl)- propi onam de (300PVHEP2DBSAS) (5
10.11 (s, 114), 9.52 (s, 1H), 8.08 (s, 111), 8.04 (d, J = 8.2 Hz, 1H), 7.90
- 7.69 (m 41-1), 7.60 (t, J =7.1 Hz, 111), 7.28 (d, J = 7.9 Hz, 111),
7.11 (d, Secendlylthoée cdipourfels I8 Wede tﬂen—ﬁﬁ)thér Fenctidddlise® b‘ﬂf]d totoshtion 5)f5hé’|2
1H), 2.57 (d, J—62Hz 211), 2.43 -2.05 (m 1611) £n12538(|\/HrH)+
Ret ent i orPXerols 1Oty 1ty Anspiiahle gEzanic base aWDSQhﬁPQW@iﬂePUPﬂFPEP DIPAGBYE3Y Ex

Ch I 0 th

(p§ ;nr g?l du':S %félﬂcﬁ)%g g%I %ﬂ%wﬁ)&r@%a%dlﬂr@ Nl(%1(52121(%1 ngéﬁgﬁu%go(p%{h oxé(gl-S ggﬁement

pyri gllg |reyc1i)802 H;eaﬂk;ﬂiﬂl&d’mrbcﬁm(lsﬂm (M‘IﬁrexrﬂVB@lﬂﬁl}ogeﬁ) 9n Gite ﬁﬁ:selﬁb‘l))f a&uﬂ;@olc 7.99
(7m27 (Sd) splvent guq?q’zas aiqxghol qnql_@/ltbdxeagn_,g B @ewl_gd tprperaéur(ggslpald genegally qf.@l_c')i 1H),
6.42 (t,

iy (e T e athos Vaommhath’ Mleaf oo goygaty vedihne dmiunds B9 R0 o
| P5-y1] - Z(-V&(hZFQDIX 8’ ZL’SHm M(étyll o ypd a@ cdapbydds FIT jaythe pteselice-of sydhumtl’[wlhde and

e e e R L T

(t, J= 7.9 Hz, 113), 7.14 (d, J= 7.8 Hz,N111), 6.95 (d, J= 7. . 111),
6.56 (d, J= 9.3 113—51)\/"06(6@ (t = 6//6 )z, 113 3.51 (s, ,>~20|46 -
2.34 (m 4HW X 3117 Ny 60 (m_4rbe.  (ESIWTWZ 852 (MrH) +
X F X LiIHMDS X
L L L
I I m
R
R,,H Ry Ri
v Ra
Ro
Ra
10 Scheme 1

Scheme 2 depicts the synthesis of the aminothiazole derivatives VIII undergone firstly by
reacting aromatic aldehydes I with (methoxymethyl)triphenyl phosphonium chloride to
prepare the corresponding arylsubstitued enol ether derivatives VI using Wittig reaction
15  described by Iwao et. al. (J. Org. Chem. 2009, 74, 8143). Secondly, a cyclisation was
perfomed with the enol ether VI, thiourea derivatives VII and N-bromosuccinimide (NBS)

using the method of Zhao et. al. (Tetrahedron Lett., 2001, 42, 2101).

O
t | o Ry
WX
U] Ph3PCH20CH3
Xz - WS
n-Buli X =
L
| Vi

Scheme 2



Retention tinme = 2.35 mn (nmethod 1) 152 | NN I NC 442-(5-1[(2-

D met hyl am no-et hyl)- nethyl -am no]- msphyl} -2-nethyl -

phenyl amiwoRoexazObD- 5-y1]-2-(2-0x0-2H pyridin-1-yl)- PpenzEpad2o64589 (300
MHz, CDC13) S 7.87 (s, 111), 7.76 (d, 1= 8.2 Hz, 1H), 7.63 (d, J= 8.2 Hz,
111), 7.56 (s, 1H), 7.45 (m 111), 7.34 (s, 114), 7.28 (m 1H), 7.14 (d, J=
7.7 Hz, 1H), 702(d J—78Hz 111) 6.70(m 214) 6.32 (t, J= 6.8 Hz,
1H), 349(5 .56 - , 2.28 3H), 2.22 (s, 9H). (ESI+)
mz 483 (NMEH) tweﬂ 9%n1§| BVt ﬂlrvétraie(i 188 ARPiSte 19prassat purrEsly ipspiriEd - -

0 -" NC\ e | - 2-

yl am no} ?lébd&&%t%%ﬁy%?ﬁpgap 8?1)&1% g‘g‘g%{l&lrbg XJCB l%& V&Q’zflgéépb %5%5?400
MHz, DVBOimit5hel@opdofis, 1H) 10. 13 (s 111), 8. 29 (s 1H) 8.08 (d, J 8.1
Hz, 1H), 7.92 (s, 111), 7.90 (d, J = 1.5 Hz, 111), 7.84 - 7.72 (m 3H),
7.69 (s, 111), 7.66- 7.58 (m 111), 6.58 (d,J = 9.3 Hz, 1H), 6.43 (dd,J=
7.2, 6.0 Eampitddf Compbuhd Svathklis 2- 60 (s, 414), 1.76 (s, 4H. (ESI+)nlz
549 (MtH¥ Retentton tine = 2. mn (method 1) 154 S .HN.1,-...... -
N- (3-15[ 4T }@ymygn@n ()&’21-1 drongie- ﬁlj'lb’ i ldianSIOOdy&}) refienyd 1o dmﬁlbllomg preparative

| t d 300 VHz,
>[l)l\/gcn; 38% X@“i’&f’ ‘%“t("g y S_lﬂéb’l)d gt B% oQmt m{%srﬁ%%é‘éa@%s"%\{?ne SFpesn tog11)’ 7. 98 -
7.87 (m @é{fk}al AlBéhehfleald um@w@re“?omrﬂbﬂnal ?ea%@nt( érade] Erolect% S‘gliveﬂ@ ja)ere ot iEl)

(s, 1 s, 1H), 6.61 (d, J = 9.4 Hz,
3.07 @ilzglroug cemmezcialerade amgl pre(used Mm)out fLE$ISPrPUH1rﬁ<ZaU4>6 9Tl(1mm)gness of

e e R

acet am de254, Merck TLC plates, which were visualized under UV light. Multiplicities in 'H NMR

<

spectra are indicated as singlet (s), broad singlet (br s), doublet (d), triplet (t), quadruplet
(q), and multiplet (m) and the NMR spectrum were performed either on a Bruker Avance
15 300, 360 or 400 MHz spectrometer. Mass spectra were performed by Electrospray
Ionisation Mass Spectrometry (ESI MS) in positive mode or by Atmospheric Pressure
Chemical Ionization Mass Spectrometry (APCI MS) in positive mode.
LCMS methods: Method 1: This method was run on a Ultra-high performance liquid
chromatography (UPLC) ACQUITY Waters instrument coupled to a TQD mass
20 spectrometer. The gradient used was : starting at t=0.0min with 5% of CH;CN+0.1%
Formic acid in Water+0.1% Formic acid until t=0.5min; then a linear gradient from
t=0.5min to t=7.0min reaching 100% CH3;CN+0.1% Formic acid ; then staying at this state
from t=7.0min until t=10.0min. The column used was a Waters HSS C18 1.8um, 2.1 x
50mm. The detection instrument used was the triple quadrupole mass spectrometer (TQD)
25  using ESI positive mode.
Method 2: This method was run on HPLC 2695 Alliance, Waters coupled to a ZMD mass
spectrometer instrument. The gradient used was: starting at t=0.0min with 0% of
CH3;CN+0.04 % Formic acid in water (10 mM); then a linear gradient to t= 3.1min
reaching 100% of CH;CN + 0.04 % Formic acid; then staying at this state to t= 3.8min
30  and decreasing to=4.8min to 0% of CH3;CN + 0.04 % Formic acid in water. The column

used was a Sunfire 2.1 x 50 mm dp: 3.5 pm.



(300 MHz, DWMSO-d6) (5 10.57 (s, 1H), 9.61 (s, 1H, 8.09 (s, 111), 8.04 (d,
J =8.1 Hz, 114), 7.86 (s, 2H), 7.77 (60 J = 7.9 Hz, 211), 7.61 (t, J =7.1
Hz, 111),w®.2883/01#1708 (m 3H), 6.57 (d, J = 9.3 Hz, 1H), PETAP2¢12/06453% 6. 7
Hz, 111), 3.12 (s, 2H), 2.60 (g, J = 7.0 Hz, 4H), 1.02 (t, J = 7.0 Hz,

611). (ESI+) mz 483 (MtH + Retention tinme = 2.30 mn (nmethod 1) 156 N
\--NH 0 ANGrévidridn2- (5- (Et hoxyrret hyl ) -2- met hyl - phenyl am no) -

oxazol (%ﬁ 2-(3- nethyl H pyridin-1-y1l)- benzonitrile (300 MHz,
DIVSOdG)"%/ 9.55 (s, Cetéfl 01(1 J="8.0 Hz, 1H), 7.83 -7.68 (m 4H), 7.61
(d, J= 6.4f,d1z, 111), 7 é@mﬁglagéF 6.6 Hz, 1H), 7.18 (d, J= 7.8 Hz, 1H), 6.97
(d, J= 7. 4 , 111), 6.33 (t, J=6.8 Hz, 1H), 4.41 (s, 2H), 3.46 (g, J =

7.0 Hz, 2ZROLME. 27 (s, AtmpspherioBressljre Chemichl knjzagpl Mabs $gediomeder 7. 0 He,

z 441 (M+H)+,Ret.enti iTe = method 1) 41 WO
2013/8 P%’égr/ EP2012/ o?z?s‘?ﬁ@ﬂ %hm@t‘rﬁb[”iﬂpg%%ﬁ%’ﬁ "H NVR 157 N
\----NH GEALNCHN |, Dl---ﬁ%&]fﬁﬂﬂl%4 cyano 3- (3-nethyl- 2- oxo- 2H
pyridin-1- y1 henyII- oxazol - 2-yl am no} - 4- net hyl - phenyl ) - 2-
pi peri di #iBpO DP acet ani derttbgodniie, DVSO-d5) 5 9.62 (s, 1H), 9.55 (s, 1H),
8.13 (d, 1.5 Hz, 1H) 8.3 Hz, 1H), 7.83 - 7.75 (m 3H), 7.61
(d, J = oot C111) ) tigka “?‘2"4’%“ 6 Hz, 1H). 7.27 (dd, 1= 8.1, 1.8 Hz,
1H), 7. 12:[0@1,3 J= 8.2 HzDeﬂdd}ochﬁ)raf%nﬁt, 1= 6.8 Hz, 1H), 3.01 (s, 2H), 2.44
(s, 4H), 2.23 (s, 3H), 2.07 (s, 3H), 1.55 (s, 4H), 1.41 - 1.37 (m 211).
158 ﬂ@NHQHaé NC | 2- (3 fadomathaneoxo- 2H pyri di n- 1-yI) - 4-[ 2- ( 2-
nmet hyl l'idin- no) - oxazol - 5-yl]-benzonitrile
(300 M—Iz”%d@ 59 %él?&%%ﬂi‘%%%‘ﬁ%??g 1= 8.3 Hz, 1H), 7.81 (s, 1H),
7.77 - 7IB8eplms 3H), 7. BSIDl(:yk;lokﬂexyﬁnthﬂﬂmo THN, NTiABh§Emidsbihengtz, 1H), 7. 14
(d,J= 7. 1H), 6.95mD§%J_ 7.6 Hz, 1H), 6.33 (t, J= 6.7 Hz, 1H),3.51

(s, 2H), 2 - 2.34 ( rorryhgge(s 3H), 2.07 (s, 3H), 1.71 - 1.59 (m
411). (EScp mz 466 ( Mﬂj)-ﬁlchloroethylene

15 DMF N,N-Dimethylformamide
DMSO-dg Hexadeuterodimethyl sulfoxide
EDCI 1-Ethyl-3-(3-Dimethylaminopropyl)carbodiimide
EI-MS Electron impact ionisation mass spectrometry
ES-MS Electrospray mass spectrometry

20  Et,0 Diethylether
EtOAc Ethyl acetate
EtOH Ethanol
h Hour(s)
H,0, Hydrogen peroxyde

25 HOBT N-Hydroxybenzotriazole
K,CO; Potassium carbonate
K;3POq4 Potassium phosphate tribasic
KO/Bu Potassium tert-butoxide
KSCN Potassium thiocyanate

30 LiHMDS Lithium bis(trimethylsilyl)amide
MeOH Methanol
MgSQOy4 Magnesium sulfate

min Minutes



Retention tinme = 2.58 min (nmethod 1) 159 NN 40 | NC / 3-1544-Cyano- 3-(3-
met hyl - 2- oxo- 2H pyri di n-1-y1) - phenyl | 61oxazol - 2-yl am no} - N-

(2- met hoxwoebtsydiyr7d, N- di net hyl - benzam de (400 MHz, DVS@CTAEP018/D64539 1H),
8.07 (d, J= 8.1 Hz, 1H), 7.95 (s,1H), 7.84 (s, 1H), 7.80 _ 7.72 (m 2H),
7.63 (d, 1= 5.4 Hz, 1H), 7.49 (d,J = 6.6 Hz, 1H), 7.34 - 7.16 (m 1H), 7.02
(d, J= 7.8abHz, 1H), 6. 38oftum hydr&le8 Hz, 1H), 3.68 - 3.38 (m 5H), 3.15 (m

2H), 2.9 2.33 2.08 (s, 3H). (ESI+) mz 498 (MA-1)-
Retenti o %ﬁ?&— 3.22 msf?%%{;?%f&o&%temo 110 L--.. NC\ /

2- ( 3- Met hyidr- 2- oxo- 2H  pyWolflinniokidel) - 4-{2-[ 2- met hyl - 5- (2- pi peri di n-

1-yl -et hoxy - phenyl am noFoxazol - 5-yl1-benzonitrile (300 WMHz, DVBO d6) (5
9 50 (s, H 8.05 (d, Fedgwihydroxydd), 7 83 (s 111), 7.76 (d, J = 9.8 Hz,

?ogN%@Bﬁ_Sii’%%%%ﬂwéﬂéé%ﬁa 15 b A 1M, 634 (1, 1=

6 8 Hz, IKQOE#. 01 (t, J%oﬁuﬁhb‘lﬁox@bl) 2.62 (t, J=5.9 Hz 2H), 2.41 (s,
4H), 2.20 (s, 311), 2.07 (s 3H), 1.48 (d, 1= 5.0 Hz, 411) 1.37 (d, J= 4.6
Hz, 2H). N#&Me) niz 510 Somwm) mebexisietion tine = 2.77 nin (method 1) 161 N
\---NH O NCHN ----- \ [ 4- Cyano- 3- (4-nethyl -2-oxo-2H
pyridin- 1&% ) - phenyl | - (%Y(iélg%% Bl-&r?nilg’eno} - net hyl - phenyl) - 2-

pyrrol i diNEi3 yl - acet amltifet}(yiﬁﬁﬂmh/l-lz DI\/BO (16) 5 9. 66 (s, H), 9.55 (s,

111), dg) 1t , 7.84 - 7.79 (m
211) 1 A g = 8 3Tr§(d3 Wylquqfacm@@a@adlugl(@ B o Hz lH), 7.28 (dd, J
= 8.1, 119dpgzh H, 7.1 l%_gh( 6.28 (dd, J =
7.1 1.6 1% 31“} 3. 182r(e§gk‘§§1ri§he%¥?p§ nég&z}ﬁdﬁ“‘g@s (s, 6H) 1.74 (s,
411) . (ESPﬁ@HMz 509 (MQH)fopEieﬂentl on time = 2.50 mn (nethod 1) 162 N \-NH
0 NCo | §(4 Met hyl - Oﬁ%{&%‘y pyridin-1-y1)- 4[2(2-
met hyl - 5-Pr ol i di n- 1- | -

SnCl,.2H,0 Tin(II) chloride dihydrate

15  TosMIC p-Toluenesulfonylmethyl isocyanide
THF Tetrahydrofuran

Xantphos 4,5-Bis(diphenylphosphino)-9,9-dimethylxanthene



phenyl am no) - oxazol - 5-yl|-benzonitrile (300 Mz, DVM5O-d6) 5 9.53 (s, 1H),
8.02 (d, J=8.1 Hz, 1H), 7.80 (s, 1H),6Z.74 - 7.68 (m 3H), 7.65 (d, J=7.0
Hz, 1H), woXdi3wd4170= 7.6 Hz, 1H), 6.95 (d,J= 7.4 Hz, 11PLT/EP2@8/064539 1H),
6.28 (d, J= 7.0 Hz, 111), 3.52 (s, 2H), 2.47 - 2.36 (m 411), 2.25 (s, 3H),
2.23 (s, 3H, 1.72- 1.60 (m 4H). (ESI+) inlz 466 (MtH)+ Retention tinme =
2. 53 m n Exueiphoril 41) 42 WD 2013/ 014170PCT/ EP2012/ 064539 Ex S;t Chemi cal
structure me 'H NVR 163 Nyl\ISOUSyII NCN \ / 2-(4-Met hyl -2-o0xo0-2H
pyr i di n- 3% etig agpragch fsxagP le21d2- pi peri di n- 1-yl - et hoxy) -
phenyl am no]j - oxazol - benzoni t ry (300 MHz, DMSO-d6) 6 9.50 (s, 1H)
(d, 1 = 8.5 Hz, 7.82 (s, 1 778-772(m2 J=
J

1H), 7.55Rd 6. 59 {{dd, .3,
2.2 Hz. 1H), 8(s%9(2@/7 o”%% gi@ﬁ 5.8 He,
2H), 2.63 (t 5.3 HzppvgH), 2.42 4H), 2.23 (s 31 .21 (s, 3H),
1.54 - 1.44 (@ 4H), 1.39- 1.31 (m &@H). (ESI F%z 510 ( HE Ret ent i on
time = 2.70 min (nethod 1) 164 N\-NH O 104 NC\ 4-[2-(5-B(E "Floxymathyl)-Z-
met hyl - phenyl am no) - oxazol -5-y1]-2-(5- nethyl-2-oxo0-2H pyridin-1-yl)-
benzonitrile (300 Mz, DMSO-d6) 6 9.56 (s, 111), Tg'@é équ?‘]_ 8. 1 Hz, 1H),
7.83 - 7.70 (m 4H), 7.57 (s, 1H), 7.49 (dd, J = : 718(d
J =7.7 Hz, 1H), 6.97 (d, J= 7.8 Hz, 1H), 6.51 (d, MsOH 4 |Hz, 1H) 4.41
(s, 2H), 3.46 (q, J= 7.0 Hz, 2H), 227(s 3H), 208(s 3 ,113(t J =
7.0 Hz, 3H). (ESI+) mz 441 (MtH + Retention time = 3.83 myn (rrethod 1) 165
HN. o N\N N YNO 4 §42 Met hyl-5-(1- nethyl - plperldln 4-, >

yl oxy) - phenyl anpnol < CB yll- L:}HI\%&Q sz%sl di nyl-20.0 o
THF
Br Id Br ¢
H,N
HCI,/PrOH //
O
l-e C)K
H

o~/ N
v o g o
0]

N
O NH H , 0
Pd,(dba); Xantphos O
O
Br I-f Dioxane N—/(

{_NH
Synthetic approach of intermediate I-e

O,N HoN
2N NaOEt - NoHg PA/C 2
EtOH EtOH
cl g 07> o™

Synthesis of intermediate I-a: 1,3-dibromo-5-isopropoxy-benzene
To a solution of NaH 60 % dispersion in mineral oil (1.89 g, 47.25 mmol) in dry DMF (20
mL) under inert atmosphere was added dropwise at 0°C i-PrOH (3.62 mL, 47.25 mmol).




(300 MHz, DMSO-d6) 6 9.58 (s, 1H), 8.57 (d, J=5.4 Hz, 1H), 7.93 - 7.83 (m
3H, 7.62 - 7.51 (m 3H), 7.07 (d, J= 834 Hz, 1H), 6.61 (dd, J= 8.3, 2.5
Hz, 1H), wo=2813wd4#170 = 9.1 Hz, 1H), 6.38 (td, J = 6.9, 1PCTHP2012084539 4. 37 -
4.10 (m 1H), 2.68 - 2.53 (m 2H), 2.21 (s, 311), 2.15 (s, 311), 2.13 (s,
211), 1.89 (s, 2H), 1.76- 1.49 (m 211). (ESI+) mz 458 (MtH)+ Retention
tinme = 2. "Hile mixtufenwhh etrrdd afl 66C dor \15/mi. $T heéh; b ZeluBiolvaifhy,B-dtbromo-5-fluoro-
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ng 3'(") , rgaczﬂ‘)n 1ﬂlxﬂ§e (NH% sti?xjr'gda fo? 169 ok ?omﬁt&né)e?at@t% g}%atu%é%%oll?ﬁlozﬁcéf(liz}Hé@ 42

(s, 4H), \Qaszeaid(aé drcSJH)me %11d6186 (cmde41$duc( E«ss extratal Wik BB imBet &mtorgamds i me
2.27

phenylrglarr]nlg%ﬁr %%éa%%hegfs%f Sf&lraéedrﬁ?lbﬁwr} af &?ﬁc% @n%m%§o§1ew1th me@x%teé 6
10. 48 (s,sohtdon 8f P& ddridd Dver M§§O4 %\ﬁé—)congen%iteﬁsto %1;&/13)1 a7as7§reﬁ(%v 4)?tl ﬁrm
211), 7.27 (s, 2H), 6.64 (s, 1H), 4 (d 6.39 (t, J =
6.7 Hz, Ilquantitatige gield; SH RMIN) (309 E/SH})CDGh)zSS’SE (¢|\m+|)1 4F~Ht,eﬁﬁ) 6197t (== :»3 65

mn rret 1- NH V Et hoxynet hyl ) - 2-

net h§/| Hgﬁﬁjfém}gi)‘l'ﬁocﬁ%z%ﬁ g‘bygﬂ Ur ?—lé}{Z26§g] bl(pyri diynyl-g' ?one (300 MHz,
DI\/BOdG) (5 11.91 (s, 1H), 9.61 (s, 1H), 8.73 (s, 111), 8.58 (d, J = 5.0
Hz, 111), 8.43 (d, J = 7.0 Hz, 1H), 7.78 (s, 1H), 7.71 (s 111), 7.55 (d, J
= 5. 00Hz, S}Ilﬂle)SlSOf intengediatg [-b: abeomQS -igepropoxyligngaldelyde 7.4 Hz, 1H), 6.97

d, J = 111)., t, 1

gs 9 He, 2T_L°lj’ Biyrigg ")(“ a 534411%0( 157 {rimoq?l e ayy gz(%o é‘%ﬂ( “‘t"ﬁéﬂ")“ ol 7
(MrH) + Rekgnidded drop®ise a? ’E@Cn& Rolt:feih e Gh-dutyl BBiDin dry Et,0 (6.3 mL, 15.75
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mmol). The reaction mixture was stirred at -78°C for 0.5 h. Then, dry DMF (1.35 mL) was

added dropwise at -78°C and the temperature was allowed to reach -40°C over 1.5 h. A
15  solution of HCl (3N) was added and the crude product was extracted with Et;O (2 times),
the organic layer was washed with water, then with a saturated solution of NaCl, dried over
MgSO, and concentrated to give I-b as yellow oil in 82% yield. '"H RMN (300 MHz,
CDCl;) 6 9.89 (s, 1H), 7.54 (m, 1H), 7.29 (m, 2H), 4.60 (dt, J = 12.1, 6.0 Hz, 1H), 1.36 (t,
J=6.0 Hz, 6H).
20
Synthesis of intermediate I-¢: 5-(3-bromo-5-isopropoxy-phenyl)-oxazole
To a solution of I-b (6.925 g, 28.50 mmol) in MeOH (125 mL) were added successively
K,COs (11.811 g, 85.50 mmol) and TosMIC (6.674 g, 34.20 mmol). The reaction mixture
was stirred at room temperature for 16 h. Then, the solvent was removed under reduce
25  pressure, water was added and the crude product was extracted with EtOAc (2 times), the
organic layer was washed with water, then with a saturated solution of NaCl, dried over
MgSO, and concentrated. The final product was purified by silica gel chromatography
using 5 to 30% EtOAc/cyclohexane as eluent to give I-c as yellow oil in 86% yield. 'H
RMN (300 MHz, CDCl3) & 7.90 (s, 1H), 7.34 (m, 2H), 7.09 (m, 1H), 7.00 (m, 1H), 4.56
30 (dt,J=12.1, 6.0 Hz, 1H), 1.49-1.26 (m, 6H).

Synthesis of intermediate I-d: 5-(3-bromo-5-isopropoxy-phenyl)-2-chloro-oxazole



"HNWVR 169 NZ NO NHHNO\ ['1) N{4-Methyl-3-[5-(2' - ox0-1', 2" -di hydro-
[ 2,31Thi pyridi nyl-4-yl)- oxazol -2-yl anb#o] - phenyl }-2-pyrrolidin-1-

yl - acet amvOeo(330017MHz, DVBO-d6) 6 12.04 (s, 1H), 9.67 (®CTEP2)12/084569 (S,
IH), 8.73 (s, 111), 8.58 (d, J = 5.2 Hz, 1H), 8.43 (dd, J = 7.1, 2.0 Hz,
111), 8.04 (d, J = 1.7 Hz, 1H), 7.70 (s, 1H), 7.55 (d, J = 4.9 Hz, 1H),
7.47 (dd,Tada Solﬁtidn Oﬂ.I-B (bi©21 BHp4.50 ndvio)) dal dryd THFS(120 nil)/urtdey inkH)atmésptidrd d, J
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211), 2.24 (s, 3H), (s, 3H), 1 (m 2
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[2, 31Th| rMthCDKCl;j3 7 zm(e J(£>®(5 }M'ile) Dh@@(mn) 67 (12(&35 (154 le"QH) 91 5770(d€ g.=1H),
8.74 (5, IH, Hﬁ Hi843 dd, J = 7.1, 2 1H),
8.121 d 12 61)142 ), 1%(87’%31%@ 3y, 7.55 (d, J = 4.5 Hz 111) 7.46
(dd, J = 5.1, 1.6 H, 1H), 7.34 (dd, J = 7.9, 1.4 Hz, 1H), 7.26 (d, J = 7.9
Hz, 1H), 6.79 (d, J = 3.2 Hz, 1H), 6.50 - 6.31 (m 211), 3.48 (s, 2H), 2.31

(s, 3H, BmilfEsiss, of6lihfermeatet) 14T z [ AGBB{Midptsdpedrt/iphenl)-orazel-2-yBR((F n
(et hod ]é)thoxymethyl)-Z-methyl—phenyl)—amine
To a solution of I-d (1.556 g, 4.915 mmol) and I-e (0.812 g, 4.915 mmol) in i-PrOH (45
15 mL) under inert atmosphere was added dropwise a solution of HCI in dry Et;0O (0.98 mL,
0.98 mmol). The reaction mixture was stirred at 80°C for 16 h. Then, the solvent was
removed under reduced pressure and a solution of NaOH (2.5 N) was added. The crude
product was extracted with EtOAc (2 times) and the organic layer was washed with water,
then with a saturated solution of NaCl, dried over MgSO, and concentrated. The final
20  product was purified by silica gel chromatography using 0 to 30% EtOAc/cyclohexane as
eluent to give I-f as white solid in 64% yield. '"H RMN (300 MHz, DMSO-ds) & 9.30 (s,
1H), 7.81 (s, 1H), 7.56 (s, 1H), 7.30 (s, 1H), 7.16 (d, J= 7.7 Hz, 1H), 7.09 (d, /= 1.4 Hz,
1H), 7.00 (d, J= 1.7 Hz, 1H), 6.94 (d, J= 7.8 Hz, 1H), 4.69 (dt, /= 12.0, 5.9 Hz, 1H), 4.41
(s, 2H), 3.47 (q, J = 7.0 Hz, 2H), 2.27 (s, 3H), 1.39 (s, 3H), 1.27 (d, J = 6.0 Hz, 6H), 1.14
25 (t,J=7.0Hz, 3H).

Synthesis of intermediate I-g: 4-ethoxymethyl-1-methyl-2-nitro-benzene

To a solution of NaOEt in dry EtOH (45 mL, 114.90 mmol) under inert atmosphere was

added 4-chloromethyl-1-methyl-2-nitro-benzene (7.0 g, 38.30 mmol). The reaction mixture
30  was stirred at room temperature for 16 hours. Water was added and ethanol was removed

under reduced pressure. The crude product was extracted with DCM (2 times) and the

organic layer was washed with water, then with a saturated solution of NaCl, dried over

MgSO,4 and concentrated to give I-g as brown oil in 96% yield. 'H NMR (300 MHz,



172 NHo o 4-[2-(3, 5- D net hoxy- phenyl am no) - oxazol - 5-y1]- 1 "I|I-

[ 2,3 Thi pyridinyl-2'-one (300 VHz, DVSgrd6) 6 12.04 (s, 1H), 10.60 (s,

111), 8. Wo(2813/idmp, 8.59 (d, J= 5.2 Hz, 1H), 8.45 (d, PCEFEP2@2i684539H),
7.77 (s, 114), 7.53 (m 111), 7.47 (d, J= 5.2 Hz, 111), 6.90 (m 211), 6.41
(m 114), 6.16 (s, 111), 3.74 (s, 611). (ESI+) nmz 391 (MrH)+ Retention
time = 2.A3CR) 617(9r5E(‘sI‘il<H) 1)481.&’3] 7J‘8Hz\ 1@1)\731 (d-IJI\k®9HleH) 4.52 ¢s, 2H),.3'3¢ - H
4-124343- D rret | anmi _no- ”ﬁ hoxy- hen am noFoxazol - 5-yll-1"H
[ 2, 3113i ;5914@7&/1% QH)o%éM@ HZDﬁlébl (te/ 12.0047(38D- 111), 10.58 (s,

1H), 8.77 (s, 1H), 860(dJ 5.0 Hz, 1H) 845(d,J=7.0Hz,1H),7.77
(s, 114), 7.55 (d, J = 5.9 Hz, 1H), 747(dJ 5.1 Hz, 1H), 6.91 (s, 1H),
6.87 (s, S]yihﬂl)esw@f #iterpitediafe Fe6 52 thdxymethl)-2-rBethyll- p(lﬁnylllﬁm)q 3.97 (t, J =

g %1) piX) Soefwéﬂs\ qf311#7 25 6(ﬁm$5%ﬁéﬁﬁz(8%§1% s SH?%SS(I%%Y ﬁe/?? 1)
174 N H C(Z.Q?& §)/ ardl at @°C hydrazine monohydrate (4.84 mL, 99.71 mmol) dropwise. The
reaction mixture was stirred at 80°C for 2 h. Then, the hot mixture was filtrated over celite
pad and washed with EtOH. The filtrate was concentrated under reduced pressure to give
I-e as yellow oil in quantitative yield. "H NMR (300 MHz, CDCl3) & 6.99 (d, J = 7.6 Hz,
10 1H), 6.67 (d, J= 7.5 Hz, 2H), 4.41 (s, 2H), 3.52 (q, J= 7.0 Hz, 3H), 2.18 (s, 3H), 1.04 (t, J
= 8.5 Hz, 3H).

Synthesis of example 214: 1-{3-[2-((5-Ethoxymethyl)-2-methyl-phenylamino)-oxazol-5-
yl]-5-1sopropoxy-phenyl } -imidazolidin-2-one
15 In a sealed tube, to a solution of I-f (872 mg, 1.56 mmol) in dry dioxane (13 mL) were
added successively imidazolidin-2-one (674 mg, 7.84 mmol), cesium carbonate (1.595 g,
4.90 mmol), Pdy(dba); (113 mg, 0.20 mmol), and Xantphos (54 mg, 0.06 mmol). The
reaction mixture was stirred at 110°C for 16 h. Water was added, the crude product was
extracted with EtOAc (2 times) and the organic layer was washed with water, then with a
20  saturated solution of NaCl, dried over MgSO4 and concentrated. The final product was
purified by silica gel chromatography using 50 to 100% EtOAc/cyclohexane as eluent to
give compound 214 as white solid in 50% yield. '"H NMR (300 MHz, DMSO-dg) & 9.26 (s,
1H), 7.81 (s, 1H), 7.40 (s, 1H), 7.29 (s, 1H), 7.15 (d, J = 7.7 Hz, 1H), 7.11 (t, J = 2.0 Hz,
1H), 7.01 (s, 1H), 6.92 (d, J = 7.7 Hz, 1H), 6.78 (s, 1H), 4.62 (dt, J = 12.1, 6.0 Hz, 1H),
25  4.41 (s, 2H), 3.92 — 3.81 (m, 2H), 3.53 — 3.34 (m, 4H), 2.27 (s, 3H), 1.29 (s, 3H), 1.27 (s,
3H), 1.14 (t,J = 7.0 Hz, 3H).
(ESI+) m/z 451.2 (M+H)".
Retention time = 3.52 min (method 2).

30



4-[2-(3-Bromp-5- pyrrolidin-I-ylnmethyl- phenyl am no)-oxazol - 5-yl1]-1'H

[ 2, 31] bi pyri dinyl-2'-one (300 Mz, DVS@d6) 6 12.04 (s, 111), 10.85 (s,
111), 8. AWOo(2813/0ld)790 8.61 (d, J = 5.0 Hz, 111), 8.46 (d, POTAPB19/064539 111) ,
7.89 (s, 111), 7.80 (s, 111), 7.61 -7.43 (m 3H), 7.10 (s, 111), 6.42 (t, J
= 6.5 Hz, 111), 3.55 (s, 2H), 2.45 (s, 411), 1.71 (s, 411). (ESI+) mz 492
(M+H) + RefExamiple213ine = 1.85 mn (nethod 1) 44 WO
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5-y1]-11H [ 2, 31bi pyridinyl-2'- peH(SOO M-lz,
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[ 2, 31bi pyridinyl-4-yl)- oxazol -2-yl am not'h benzam de (300 VHz dqﬂiG) 6

12.01 (s, 1H), 9.73 (s, 111), 874(5 , 8%' weoH) = .3 Hi[ IH), 8.43
(d, J = 7.1 He, 1H), 7.95 (s, 11-1), Tl 5&d>—${ 1% Bz,

1H), 7.47 (d, J = 5.0 Hz, 1H), 726(d = 1H), ¥.01 (|d, J'=7.8
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Synthesis of intermediate II-a: 2-Bromo-pyridine-4-carbaldehyde oxime
To a solution of 2-bromo-4-methylpyidine (10.0 g, 58.13 mmol) in dry THF (60 mL) under

inert atmosphere were added successivelly dropwise at -10°C tert-butylnitrite (12.5 mL,



N....... -. NO----0 H 4-(2-{5-R2- Met hoxy- ethyl)-nethyl-am no]- 2-nethyl-
phenyl am no} -oxazol- 5-yl1)-I'H [2,31Bi7pyridi nyl-2'-one (300 MHz, DMSO- d6)
6 12.01 (wo20BI014179. 73 (s, 111), 8.74 (s, 111), 8.59 (dPCI/ERP2&H2864439 1H),
8.43 (d, J =7.1 Hz, 1H), 7.95 (s, 1H), 7.73 (s, 1H), 7.55 (d, J = 4.8 Hz,
1H), 7.47 (d, J =5.0 Hz, 1H), 7.26 (d, J = 7.6 Hz, 111), 7.01 (d, J =7.8
Hz, 1H), BM44B (nmol)]aml % s@lutian of HO/BB. i64iry THIB (§8ML7 1y ,202m@hd1)( The tdctior. 34
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rret hyI phe | am no oxazol yli- t et rahydro- pyri m di n-2- oné (300

-8)9. B247 &, THHR; 497@88 (5h}r g, LHHR, 127(8,512{)(Fﬁ1905§dd Vry.1, 704%, (s,
11 1) ﬁﬁ)@dj (’él 42Hz 1H), 7.34 (s, 1H), 7.18 (s, 1H), 716 (s, 111),
6.93 (dd, ? -P? 1H), 6.64 (hr s, 111), 4.37 (s, 211), 3.69 -
3.61 (m 211) 3 28 (s 3H) 3.24 (t, J = 5.7 Hz, 211), 2.28 (s, 311), 1.96
(qui nt (ESI+) nlz 393 I\/H—I)+ Retention tine 3.15 mn
(et h]ch 1§ynilgq§15 of 1nthr1pedéatc I-Rg-2-Ryomo-pgrigjme-4-carbaldehyde

To a suspension of IT-a (10.5 g, 52.23 mmol) in water (50 mL) were added successivelly
dropwise at -10°C concentrated solution of HC1 (50 mL) and a solution of formaldehyde
(50 mL) in water (37% w/w). The reaction mixture was stirred at -10°C for 4 h. Then, a
solution of NaOH (2 N) was added until pH = 6-7. The crude product was extracted with

15 EtOAc (2 times) and the organic layer was washed with water, then with a saturated
solution of NaCl, dried over MgSQO4 and concentrated to give II-b as brownish oil in 97 %
yield. "H NMR (300 MHz, DMSO-dy) 6 10.03 (s, 1H), 8.68 (d, J = 4.9 Hz, 1H), 8.07 (s,
1H), 7.84 (d, J=4.9 Hz, 1H).

20 Synthesis of intermediate II-c: 2-Bromo-4-oxazol-5-yl-pyridine
To a solution of II-b (9.4 g, 50.53 mmol) in MeOH (100 mL) were added successively
K,CO; (13.97 g, 101.06 mmol) and TOSMIC (14.80 g, 75.8 mmol). The reaction mixture
was stirred at room temperature for 16 h. Then, the solvent was removed under reduce
pressure, water was added and the crude product was extracted with EtOAc (2 times), the

25  organic layer was washed with water, then with a saturated solution of NaCl, dried over
MgSO, and concentrated. The dark brown solid was triturated in cold ether, filtered and
washed with more ether to get the final product Il-c as pale brown solid in 73 % yield. 'H
NMR (300 MHz, CDCls) 6 8.42 (d, J = 5.2 Hz, 1H), 8.02 (s, 1H), 7.73 (s, 1H), 7.60 (s,
1H), 7.48 (dd, J=5.2, 1.3 Hz, 1H).

30
Synthesis of intermediate II-d: 2-Methylsulfanyl-1H-imidazole
To a solution of 2-mercaptoimidazole (5.0 g, 49.93 mmol) in water (200 mL) was added

NaOH (2.4 g, 59.91 mmol). The reaction mixture was stirred at room temperature for 0.5



4' ,6'-Di nethyl-4-1242- nmethyl-5- (ethoxynethyl)- phenyl am no] - oxazol -
5-y11-11H [ 2, 31Thi pyridinyl-2'-one (469 M1z, DVSO-d6) 5 11.53 (s, H),
9.39 (s, Worp13/846@% (d, J = 5.3 Hz, 1H), 7.76 (s, 1H), PCTEPe&2/084539, 7.52
(s, 111), 7.39 (dd, J = 5.3, 1.7 Hz, 111), 7.18 (d, J = 7.6 Hz, 111), 6.98
(d, J = 6.3 Hz, 111), 5.98 (s, 111), 4.42 (s, 2H), 3.49 (q, J = 7.0 Hz,

2H), 2. 2%. (Bhen3hdeton2. Q00 (A1) 3dd MeR2(34 nﬂs, 54H) mnhol} Avdrt ,added. 7TIR: Hacti@ill) .
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NNAO \ \-""N NO /NH _ 4" -Methyl-4-{2-[2- nethyl-5-(2-norpholin-
4-yl - et hoxy) - phenyl am nol - oxazol - 5-yll-1"H [2,31] bi pyridinyl-2' -one (300

MHz, DVEQyéfhesi@ oﬂnt&ﬁleﬁﬁne I]IL‘Q 2-(2- M@th@/l%ulfafg‘)lﬂmﬁlaé& (- gl) -Hoxazdl- irﬁéyn
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(3 2 Dodrikoribbingt, Mlbss b 5500y, Ribsen i3 pubiy A hnefe
nitz 488 (@2 HLP2 . Re hendl) ndritsiBerre (198 )1ThHe (daetidroghixkhre 33 stirred at 110°C for

4 days. Then, water was added and the crude product was extracted with EtOAc (2 times),

the organic layer was washed with water, then with a saturated solution of NaCl, dried over

15  MgSO4 and concentrated. The brown solid was triturated in cold ether, filtered and washed
with more ether to get the final product II-e as pale brown solid in 70% yield. '"H NMR
(300 MHz, DMSO-ds) 6 8.67 (s, 1H), 8.60 (d, J = 5.2 Hz, 1H), 8.13 (s, 1H), 7.97 (s, 1H),
7.96 (s, 1H), 7.70 (dd, J= 5.2, 1.4 Hz, 1H), 7.15 (d, J= 1.5 Hz, 1H), 2.52 (s, 3H).

20  Synthesis of intermediate II-f: 2-(2-Methanesulfonyl-imidazol-1-yl)-4-oxazol-5-yl-
pyridine
To a solution of II-e (2.17 g, 7.83 mmol) in DCM (260 mg) was added mCPBA (2.97 g,
17.23 mmol). The mixture was stirred at room temperature for 16 h. Then, a saturated
solution of NaHCO3 was added and the crude product was extracted with DCM (2 times)

25  and the organic layer was washed with saturated solution of NaHCO; (3 times), with water,
then with a saturated solution of NaCl, dried over MgSO, and concentrated. The final
product was purified by silica gel chromatography using 5 to 10% MeOH/EtOAc as eluent
to give II-f as solid in 84% yield. 'H NMR (300 MHz, DMSO-d) § 8.69 (m, 2H), 8.14 (s,
1H), 8.06 (d, /= 0.7 Hz, 1H), 8.00 (d, /= 1.2 Hz, 1H), 7.89 (dd, /= 5.2, 1.5 Hz, 1H), 7.38

30 (d,J=1.2Hz, 1H), 3.53 (s, 3H).
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To a solution of intermediate II-g (366 mg, 1.51 mmol) in dry THF (15 mL) under inert
atmosphere was added dropwise at -78°C a solution of LIHMDS in dry THF (2.3 mL, 2.27
15 mmol). The reaction mixture was stirred at -78°C for 0.5 h. Then, C,Cls (537 mg, 2.27

mmol) was added at -78°C and the reaction mixture was stirred at room temperature for
16h. Water was added and the crude product was extracted with EtOAc (2 times), the
organic layer was washed with water, then with a saturated solution of NaCl, dried over
MgSO, and concentrated. The final product was purified by silica gel chromatography

20  using 0 to 10% MeOH/EtOAc as eluent to give intermediate II-h as white solid in 74%
yield . "H NMR (300 MHz, CDCl;) 6 8.51 (dd, J= 5.2, 0.8 Hz, 1H), 7.95 (dd, J=1.4,0.8
Hz, 1H), 7.55 (s, 1H), 7.52 (d, J= 1.9 Hz, 1H), 7.33 (dd, /= 5.2, 1.5 Hz, 1H), 6.75 (d, J =
2.0 Hz, 1H), 4.21 (s, 3H).

25  Synthesis of intermediate II-1: 4-Methoxymethyl-1-methyl-2-nitro-benzene
To a solution of NaOMe (1.6 g, 29.63 mmol) in dry MeOH (40 mL) under inert
atmosphere was added 4-chloromethyl-1-methyl-2-nitro-benzene (5.0 g, 26.94 mmol). The
reaction mixture was stirred at room temperature for 16 h. Water was added and EtOH was
removed under reduced pressure. The crude product was extracted with DCM (2 times)

30  and the organic layer was washed with water, then with a saturated solution of NaCl, dried
over MgSO, and concentrated to give intermediate II-1 as yellow oil. 'H NMR (300 MHz,
CDCls) 6 7.94 (s, 1H), 7.47 (d, J= 7.8 Hz, 1H), 7.32 (d, /= 7.8 Hz, 1H), 4.48 (s, 2H), 3.41
(s, 3H), 2.58 (s, 3H).
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174 mn LN HAMB B 6 MO bats ) 5 6.88 (4, 7= 7.5 Hz, 1H), 6.58 (s, J = 17.6 Hz,

1H), 6.41 (d, J= 7.5 Hz, 1H), 4.80 (s, 2H), 4.24 (s, 2H), 3.23 (s, 3H), 2.03 (s, 3H).

Synthesis of intermediate II-i: N-(5-Methoxymethyl-2-methyl-phenyl)-acetamide

15  To a solution of II-m (2.0 g, 13.23 mmol) in dry DCM (45 mL) was added successively
dry NEt; (2.3 mL, 15.88 mmol) and at 0°C AcCl (1.0 mL, 14.55 mmol) dropwise. The
reaction mixture was stirred at room temperature for 2 h. Water was added and the crude
product was extracted with DCM (2 times) and the organic layer was washed with water,
then with a saturated solution of NaCl, dried over MgSO4 and concentrated. The final

20 product was purified by silica gel chromatography using 50 to 80% EtOAc/cyclohexane as
eluent to give intermediate II-i as pale yellow solid in 88% yield over the 3 steps. '"H NMR
(300 MHz, DMSO-dy) 6 9.27 (s, 1H), 7.36 (s, 1H), 7.16 (d, J = 7.7 Hz, 1H), 7.00 (d, J =
7.6 Hz, 1H), 4.34 (s, 2H), 3.26 (s, 3H), 2.18 (s, 3H), 2.05 (s, 4H).

25  Synthesis of intermediate II-j: {5-[2-(2-Methoxy-imidazol-1-yl)-pyridin-4-yl]-oxazol-2-
yl}-(5-methoxymethyl-2-methyl-phenyl)-amine
To a solution of NaH 60 % dispersion in mineral oil (237 mg, 6.16 mmol) in dry DMF (20
mL) was added dropwise at 0°C a solution of intermediate II-i (595 mg, 3.08 mmol) in
dry DMF (20 mL). The reaction mixture was stirred at room temperature for 1 h and a

30 solution of intermediate II-h (852 mg, 3.08 mmol) in dry DMF (20 mL) was added
dropwise at 0°C. The reaction mixture was stirred for 3 h at 0°C. Water was added and the
crude product was extracted with EtOAc (2 times), the organic layer was washed with a

saturated solution of NaHCO; (3 times), then with a saturated solution of NaCl, dried over
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reduce pressure, the crude product was triturated with ether and filtrated to give compound

215 as white solid in 57% yield. '"H NMR (300 MHz, CD;0D) & 10.04 — 9.95 (m, 1H),
15 9.46 (s, 1H), 9.15 (s, 1H), 9.03 (d, J = 4.6 Hz, 1H), 8.95 — 8.87 (m, 1H), 8.78 (d, J= 7.8
Hz, 1H), 8.19 (d, J= 3.2 Hz, 1H), 6.04 (s, 2H), 4.97 (s, 3H), 3.91 (s, 3H).

Example 216
Synthetic approach of compound 216
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15  Synthesis of intermediate III-b: (5-Methoxy-2-methyl-phenyl)-thiourea
To a solution of KSCN (780 mg, 8.02 mmol) in acetone (10 mL) was added dropwise at
room temperature as solution of AcCl (900 pL, 8.02 mmol) in acetone (10 mL). The
reaction mixture was stirred for 15 min at 50°C. Then, a solution of 5-methoxy-2-
methylaniline (1.0 g, 7.29 mmol) in acetone (10 mL) was added and the reaction mixture

20  was stirred at 50°C for 15 min. Water was added and the solid was filtered, washed with
more water and ether to give a white solid. A solution of the latter with K,CO; (2.0 g,
14.58 mmol) in MeOH (20 mL) was stirred at room temperature for 3 h. MeOH was
removed under reduced pressure and the solid was washed with water and ether to give
III-b as a white solid in 78% yield. '"H NMR (300 MHz, DMSO-d) 6 9.20 (s, 1H), 7.13 (d,

25 J=8.4Hz 1H), 6.81 (d,/=2.4 Hz, 1H), 6.75 (dd, J = 8.3, 2.6 Hz, 1H), 3.71 (s, 3H), 2.10
(s, 3H).

Synthesis of intermediate III-¢: [5-(3-Bromo-phenyl)-thiazol-2-yl]-(5-methoxy-2-methyl-
phenyl)-amine

30  To a solution of III-a (300 mg, 1.41 mmol) in dioxane/water (1/1, 6 mL) was added NBS
(276 mg, 1.55 mmol). The reaction mixture was stirred at room temperature for 1 h. Then,
ITI-b (277 mg, 1.41 mmol) was added and the reaction mixture was stirred at 80°C for 16
h. Water followed by saturated solution of NH4Cl were added and the crude product was
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reaction mixture was stirred at 110°C for 16 h. Water was added and the crude product was

15  extracted with EtOAc (2 times) and the organic layer was washed with water, then with a
saturated solution of NaCl, dried over MgSO4 and concentrated. The final product was
purified by silica gel chromatography using 0 to 30% MeOH/EtOAc as eluent to give
compound 216 as yellow solid in 41% yield. "H NMR (300 MHz, DMSO-dy) 6 9.36 (s,
1H), 7.75 (s, 1H), 7.63 — 7.56 (m, 2H), 7.37 (d, J = 8.2 Hz, 1H), 7.29 (t, /= 7.9 Hz, 1H),

20  7.15(d,J=17.5Hz, 1H), 7.11 (d, J = 8.4 Hz, 1H), 7.01 (s, 1H), 6.59 (dd, J = 8.3, 2.6 Hz,
1H), 3.93 —3.83 (m, 2H), 3.72 (s, 3H), 3.44 — 3.37 (m, 2H), 2.20 (s, 3H).

Example 217
Synthetic approach of example 217
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(400 MHz, DMSO) 6 11.53 (s, 1H), 10.10 (s, 111 (Spg é:?;%)) Xaﬁﬂ? 7.21
(m 314), 7.07 (s, 111), 7.01 (s, 111), 6.64 ( 6.60 (& 6.16
(d, J= 6.7 Hz, 111), 4.56 (t, J= 5.1 Hz, 1H), 9 (t J= 6Ddx4e, 2H), 3.59

(dd, 1= 11.5, 6.0 Hz, 211), 2.27 (s,

611), 2.01 (s, 3H), 1.95 - 1.82 (m

2H). (ESI+) mz 446 (M+rH)+ Retention tine = 3. in (metfpod 1) 203 H2NAI L
o-FAN lir 40 o\ NH 3-{3-(3-Am no- propoxy) 5-[2-( ,§-\,gj|rrethyl-
phenyl am no) - oxazol - 5-y1]-phenyl}-4- nethyl - /sl oge ;
o§(N47 HN
HN N>/\S
217 \2

Synthetic approach of intermediate IV-a

NH4SCN, AcCl

NH,

N
ﬁ( H,N
AcCl, NaHCO,
\ﬂ/N s 1,2-DCE
!
0 N-Z
5 IV-a

O,N O5N
02N ’ 2 K2CO3 2 \©
Acetone MeOH
HNTNHZ

IV-c IvV-d

CI” > CHO, KHCO;
EtOH, H,0

SnCly.2H,0 \©

HCI conc., EtOH/DCM

HN.__S
1

v-f IV-e



'H NVR (400 MHz, DVBO) (5 11.57 (s, 111), 10.15 (s, 111), 7.49 (s, 1H),
7.37 - 7.20 (m 311), 7.09 (s, 1H), 7.04 (s, 114), 6.69 (s, 1H), 6.60 (s,
111), 6. WOQdI3/Q4E06. 6 Hz, 1H), 4.22 - 4.02 (m 2H), 3.POTEP300B6{say 211),
2.22 (s, 6H), 2.02 (s, 31l), 1.85- 1.70 (m 2H). 49 WO

2013/ 014170PCT/ EP2012/ 064539 Ex #:.t Chem cal structure Nanme 'H NVR 204 FIN
fh, HNr--Sili&bs of intgrmediate IVNHl2A;d&hﬂmd¢mempah®1t%—pﬁeﬂyi)qnioﬁzlreatc| d [3-]2- (3-

ARG SRR AT R DR e B
11. 59 (s, ad%léé—)iropmsez&e(ﬁ chl%wie ((99(9&1L( FZ 7 (5'-1'?&1101)7 T‘ﬁ@ réa?txor]'%tuge \f’& st?’?ed% (m

3H), 7.31 (d,
6 18 (d, 41)806fo? 3r€t1,n111HIhen3 aGﬁ)lutl(m 5124(m¢thyﬂl-$ mt@aﬂﬂme q]. 73@,,113540411@@1) ni— 6. 4

Hz, 2 3
3H), D, fCEEneﬁgmﬁ o ﬁgég%%%dzth% E‘é%u?n g 1@@%@8} AR e 2. 77
mn (met hpgk dehcZ@PmktiN @8 Boured il ide-WeteP¥hd %@?@B@ﬂt&te v@é’sl ﬁ@é}b@ Wedhdd

[3-]2- (3,5-di methoxy- phenyl am no) - oxazol -
oxo- 1, 2- dvitly drase vwageri atidneyglohexangHergivg compound IVHe NWTQW@GOWZQ SDMSQ)eldES

%.13(5)8( ((js (J”%%’Hé% E’Eﬁ%ﬁl}% 1. ?H?Z]f(rﬁgs (55Tl 60 L% %n%%lh)g%g?%yﬂ - 6.8

Hz, 1H), $31240@z, 14),7.42.@Q, J‘Egzlﬂ)z,,lfs) 234((§ 3}@&0935 @ﬁ)(d 1= 6.4 Hz, 2H),
219- 2.11 (m 1H, 2.02 (s, 3H), 1 (d = 6.7 Hz, 6H). (ESI+) mz 539
(MH) WY Retention tine = 3.72 mn(rrethod 1) 206 HN . ON HN O - , o. NH

2- Met hyl -

phen;l )ellm %P«%%Sozf 0 teﬁlgédf@?ig O?Zh (ﬂ/l @ §1tr(o§3h%n§15-§ﬁ éﬁﬁgdr o-

pyri di n- 3Ty h)sobimeﬂ)df]IV a8 emgH3 MVRhi40DAn MrﬁharﬁNBD)nI@ \itéls ailled SK_ZCO(;SI(})% 10. 22
|(_|§’ . 11?1g %96 A ’mgli_b%e;‘é%giogl%ﬁxépﬁ Wa; stzt%eci & roq_lp)temgerg’glrcf £0r71f|:.))1|)1 T(hgn ghe ( s
1H), 6 1850@\%[1’( \lvas @cxﬁo#ﬁi urﬁ)'ép red%&é)ﬁreggrre ‘Jweg@r #a I_i@ddeﬁ'%d the %ﬁld(ﬁym(ﬁﬁ waé: 17 -

2.11 (m 111),
15 extracted w1th EtOAc (twice), the organic layer was washed with water, then with a

saturated solution of NaCl, dried over MgSOs, and concentrated. The final product was
purified by silica gel chromatography using 0 to 50 % EtOAc/cyclohexane as eluent to
give compound IV-d as yellow solid in 60% yield. (300 MHz, DMSO) 6 9.95 (s, 1H), 8.28
(d, J=2.1 Hz, 1H), 8.00-7.70 (m, 3H), 7.42 (d, J = 8.3 Hz, 1H), 2.47 (s, 3H).
20
Synthesis of intermediate I'V-e: (4-Methyl-3-nitro-phenyl)-thiazol-2-yl-amine
To a suspension of IV-d (377 mg, 1.79 mmol) in EtOH (7 mL) were added a solution of
chloroacetaldehyde ((1.41 g, 17.93 mmol) in water (50% w/w) and KHCO3 (539 mg, 5.37
mmol). The reaction mixture was stirred at 70°C for 16h. Then, the solvent was removed
25  under reduce pressure, water was added and the crude product was extracted with EtOAc
(3 times), the organic layer was washed with water, then with a saturated solution of NaCl,
dried over MgSO4, and concentrated. The final product was purified by silica gel
chromatography using 0 to 70 % EtOAc/cyclohexane as eluent to give compound IV-e as
yellow solid in 40% yield. (300 MHz, DMSO) 6 10.58 (s, 1H), 8.55 (d, J = 2.4 Hz, 1H),
30 7.69(dd,J=8.4,24Hz, 1H), 7.41 (d, J= 8.5 Hz, 1H), 7.33 (d, /= 3.7 Hz, 1H), 7.00 (d, J
= 3.7 Hz, 1H), 2.45 (s, 3H).



(ESI+) mz 507 (MtH)+ Retention tinme = 4.10 mn (nethod 1) 207 gqrsi __ ,t3
0 40N o NH 3-[3-[2-(2,3-D nethyl - phefigl am no) - oxazol - 5-y1]-5-(2-nmet hoxy-
et hoxy) - pNerzgi3jor4t7omet hyl - 1H pyri di n-2- one 'H NVR (400 PRHEP2ORB6IS3S 11. 55
(s, 1H), 9.19 (s, 1H), 7.58 (d, J =8.0 Hz, 1H), 7.41 (s, 111), 7.28 (d, J
= 6.7 H, 1H), 7.13 - 7.02 (m 2H), 6.98 (s, 1H), 6.93 (d, 1= 7.5 Hz, 1H),
6. 63 (s, S:yhbh,esiﬁoﬂ_&te(rdl,edihteB’}’ 4—Met}ﬂyﬂ~m1 tzhia]zel 24/1-88nAecne-1 BHliamdne/3 - 3. 63 (m

(Wi 2 Rt Bon el o738 a3 (rrtd i ARV 30hD) dme el © 4
e it

hydr ochl siromresd. HIINVREACH OO nivixiyre DMBOStinfdsl 4l rérn (tbmpsratuieb-l)for 16L.7BtQH, wadH) ,

(75 ,92 1&08’ rélHé(iedZ%mZigr I(eah%]d;?rw&e%%ﬂgtg thflrlégy'lt(rgg g’q%ﬁélgs’ sgf%&n%g]s a?ﬁéd %nghthgn, 25
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time = 3.an¢ the orgpme ayedwzzy wzeigadmﬂf wa@mﬂhemmth@ SNHr&Bed gc&ut Q;u(szeh@t thved, -

et hox o dr r| 1
oxaz oly) am](y%tsp/ *5: ana ?ﬂﬁen%%trefg amhI)il Chqgle %0 o¥ ) u%%%/@ Sﬂlf.a 5 §e]( S
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Chem cal (s,t3tH)cture Nane 'H NVR 210 HN fa

Synthesis of intermediate IV-a: N-[5-(Acetyl-thiazol-2-yl-amino)-2-methyl-phenyl]-
15  acetamide
To a solution of IV-f (610 mg, 2.97 mmol) and NaHCOs3 (2.50 g, 29.71 mmol) in dry DCE
(10 mL), was added dropwise at 0°C actyl chloride (0.634 mL, 8.91 mmol). The reaction
mixture was stirred at 50°C for 5 h. Then, water was added and the crude product was
extracted with DCM (3 times) and the organic layer was washed with water, then with a
20  saturated solution of NaCl, dried over MgSO4 and concentrated. The final product was
purified by silica gel chromatography using 30% EtOAc/cyclohexane as eluent to give
intermediate I'V-a as yellow solid in 75% yield. (300 MHz, DMSO) 6 9.39 (s, 1H), 7.54 (d,
J=1.7 Hz, 1H), 7.40-7.32 (m, 2H), 7.29 (d, /= 3.6 Hz, 1H), 7.13 (dd, J= 7.9, 1.9 Hz, 1H),
2.28 (s, 3H), 2.07 (s, 3H), 1.99 (s, 3H).
25
Synthesis of intermediate IV-b : N-{3-[5-(3-Bromo-5-isopropoxy-phenyl)-oxazol-2-
ylamino]-4-methyl-phenyl }-N-thiazol-2-yl-acetamide
To a solution of NaH 60 % dispersion in mineral oil (83 mg, 2.08 mmol) in dry DMF (3
mL) was added dropwise at 0°C a solution of intermediate IV-a (300 mg, 1.04 mmol) in
30 dry DMF (3 mL). The reaction mixture was stirred at room temperature for 1h and a
solution of intermediate I-d (328 mg, 1.04 mmol) in dry DMF (3 mL) was added dropwise
at 0°C. The reaction mixture was stirred for 16 h at room temperature. Water was added

and the crude product was extracted with EtOAc (twice), the organic layer was washed



O N-- 1T oN--00\ NHA4-Methyl-5-{2-[2- nethyl-5-(2-norpholin-

4-yl| - et hoxy) - phenyl am ncd- oxazol - 5-y¥%I-1H [ 3, 31] bi pyridi nyl-2-one 1H NWR

(400 MHz,wONBO)0161781. 68 (s, 1H), 9.30 (s, 1H), 8.76 (s, PCHEP28228456%, 1H),

7.84 (s, 1H), 7.61 (s, 2H), 7.34 (d, J = 6.6 Hz, 1H), 7.07 (d, J = 8.3 Hz,

1H), 6.57 (d, J = 8.2 Hz, 1H), 6.22 (d, J = 6.7 Hz, 1H), 4.04 (t, J = 5.5

Hz, 2H), Witlo4 satiBatb@ s¢lutiod f NaH®8; (3 timbs) therdwhth,a Sdtlhrated. bbutios, of RG], 2. 22
(MtH) + Retention ti = 2.04 mn

(et hot 1ffiea1 2V61' MGy, S0 \CEpogiaRie il (et P{AED 5. e ok 25iica el

ﬁewfqhzllzlog%ﬁ%%hy u§1ﬂ%@ztel3'55%yé-tbm<%@yah}axaré démethif%'t Toh gfvwﬁﬂeﬂh% i#e IV”I?

J = 2. 4 His, bepdd) solid. 11456% yieBb (iﬁﬁ MZH) DMSGEB(%Q3 (1SH)H) 78 o7 (d, f,= 3.1H8, IH)HZ

1H), 1 = 8. 4,
Ve STy a7 e 3 2m p @ag o5 e, Yoo Fal ok, %1%0 s
3H). (ESl)sa3 14@41}( I\/Irm)stcheztmbl on Hz T’I?I)‘7 B 9Jm2no memm ) (sépkdplet, 4
40 NH 3- {3-[2-(2, &meth [ met hyl) -

phenyl ani-hop 8diazléi)r259fﬂﬁ %H@@iﬁ? 1p3rVeGﬁiyV}=glOHétﬁ§H 1H pyridin-2-one
11-1 NMR (400 MHz, DMSO) 6 11.56 (s, 1H), 9.22 (s, 1H), 7.51 (s, 1H), 7.43
(s, 1H), 7.28 (d, J = 6.8 Hz, 1H), 7.04 (s, 1H), 6.97 (d, J= 1.2 Hz, 1H

6.87 (s, Yyrihests. 66f - eﬁarﬁ;?le(m17| 16 Bodlopb s 122 mdintes-(hidhol ﬁyﬁﬁuﬁ 3H),
3.63 - 3.48 (m 4H) B 2 2.27 (m 4 25 (s, 2.14
(s, 3t9, phepylapdno] 314?201 5EI§ Phenyl 1@@‘22‘(1MPH)2=10nRetent| on time = 2. 74 m n

(met hod 1y, azl{leeéléd t\lgé'l}lo asolition? ON?' B f% 91%'66 4? lm?i[t()ﬂylﬂl d‘;}’ dfJXBhe EBOHL[} ere

yI nmet hyl ) - enyl am’no) - oxazol
"H[2,3 dddie@yuudssm;eﬂy uRBidagoiglin-2-one (286 mg, 3.36 mmol) cesium carbonate (162 mg,

0.50 mmol), Pdy(dba); (11 mg, 0.01 mmol), and Xantphos (24 mg, 0.04 mmol). The
reaction mixture was stirred at 110°C for 16h. Water was added, the crude product was
15  extracted with EtOAc (twice) and the organic layer was washed with water, then with a
saturated solution of NaCl, dried over MgSO,4 and concentrated. The final product was
purified by silica gel chromatography using 50 to 100% EtOAc/cyclohexane as eluent to
give compound 217 as beige solid in 49% yield. (300 MHz, DMSO) 6 10.12 (brs, 1H),
9.25 (s, 1H), 8.04 (d, J = 2.1 Hz, 1H), 7.42 (s, 1H), 7.38 (dd, J = 8.3, 2.1 Hz, 1H), 7.25
20 (brs, 1H), 7.19 (d, J= 3.7 Hz, 1H), 7.15 (t, /= 1.9 Hz, 1H), 7.10 (d, J = 8.4 Hz, 1H), 7.01
(s, 1H), 6.85 (d, J = 3.6 Hz, 1H), 6.81 (s, 1H), 4.61 (m, 1H), 3.84 (m, 2H), 3.38 (m, 2H),
2.23 (s, 3H), 1.27 (d, J= 6.0 Hz, 6H).
(ESI+) m/z 491 (M+H)"
Retention time = 3.13 min (method 2)
25

Example 218
Synthetic approach of example 218



'H NVR (400 MHz, DMBO) 6 11.67 (s, 1H), 9.51 (s, 111), 8.55 (d, J = 5.3 Hz,
1H), 7.72 (s, 1H), 7.45 (d, J = 8.3 Hz,782H), 7.36 (dd, J = 5.2, 1.6 Hz,
1H), 6.9IWO0L3lhy1705. 99 (s, 111), 3.60 - 3.49 (m 4H), BCIEPL&2/0RIPY 2. 41 -

2.29 (m 4H, 2.25 (s, 3H, 2.18 (s, 3H, 2.13 (s, 3H, 1.99 (s, 3H.
(ESI+) mz 486 (MrH)+ Retention tinme = 1.82 mn (rrethod 1) In one

enbodi nent , i eNHzah%2 conblge@Hwi g ot her nts of nheojnvention,
the inventi el ates—to tonpoynds—ef—Fornu [aj

utifcally
accept abl e safts t heM&Sf2 whergi n: 5EBIOACs H or7a G A@6Pal ky? is H a
hal ogen; COOH, a (G -C6)al kyl' otionally substyfutedP®y a gr \% NR1OR1 1,
by OH or by a (Cl- 1 0 C4)al koxy optionally subsBIS ut eg ro 'ere R10 and
R11 are each independently H or (Cl-C4)alkyl optiy St{tuted with
amno, (G -C4)alkylamno or di (G C4)al kyl am &o qu %ﬁan form

together with the nitrogen-tomto which the

N or 6 rrenbere Ny O
het er ocycl oal kyl contjai gPl or 2 he“er/ atons _s@rmafaedicf rpm' 0, S and N, in

razi ne r phol
b a (%3% Qjoaaédﬁ or roup 5

(Cl-Co6)al koxy opti bt i onal ubst CﬁQJH ed b
-NRI 2R13 where R12 a jRL3>ar e Tech degendent liBro (C1 042‘a kyl; or
R12 and R13 form togethervwi th the ni eM-eatom to Whl ch the‘§/ are bonded
a 5- or 6- rq\glpred:/het erocycl oal kyl containing 1 or 2 heteroatonms sel ect ed
fromO, S apg| cul ar pyrrolidine, piperidine, piperazine and

nor phol i ne, sai ¢hfetero c/I-QaI kyl bei ng t| onal |y substituted with 1 to 3
(C-C4)al kyl s; jLO a ggoup N-OR14" wher e—R - or 6-nenbered

het erocycl oal kyl containing 1 or hs\_dlected fromO, Sand N, in
j Ndera2|ne and nor phol i ne, said

particular pyrrolidine, piperkd

het erocycl oal kyl being opti dhal y substl tuted WI Oto 3 (G -C4)alkyls; a
group -0OONRI5R16 where R15 16 are each |ndependently H or a

(G -C4)alkyl 15 optionally. suhstiguted with a (G -C4)al koxy or with a 5- or
6- menber ed het er ocycl oal kyl c/on ai ni ng2'® or 2 heteroatons selected fromO,

S and N, in particular norphdtiMé; or R15 and R16 form together with the

ni t rogen to whic are ded, a 5- or 6-nmenbered heterocycl oal kyl
cont ai ni ngyr%m’t}c afpﬁoé"flép}dﬁ%% E‘ﬁbg ed fromO0, S and N, in particul ar
pyrrolidine, pjperidine, 20piperazine and norpholine; a group -NR17R18
where R170j or (G -C4)al kN R18 is H CaN¢er~(C4)al kyl optionally
substituted B3-¢igpm@A9rahek ox r_Moraholingy g ered het eroary|
containing 1 3 khed pirat ons se ct ¢#dCPy/Remale S @And N, r/e\?arti cul ar
pyridi ne, pyridgidine and thiazol &._25a 8roup - NR 9QQRRQ e RI9 |is Hor
(G -C4)alkyl and R20 is H or aW% -C4)al kyl optvenal Iy substituted with

am no, (Cl-C4)alkylanm no or di (G -C4)al kylanino or with a 55n@zrH& \nenber ed
het erocycl oal kyl containing 1 or 2 hetiemnatQns sel ected frohCBEtO8 land N, in
particul ar pyrrolidine, piperidine, piper @ and nor phol i ne, saild
het erocycl oal kyl being optionally substituted wt oo 3 (Cl-C4)al kyls; or
30 a 5- or 6-nenbered heterocycl oal kyl or te oa@com—m—m—ng—l—or 2

het eroatons selected fromO and N, in panticular eridine and furane,

sai d heterocycl oal kyl or heteroaryl being Optionally substituted with an
oxo gr oupSmthw‘iscbfiate(rﬁtédiﬁé)\ahkﬁfll\/[@lmlipmnidiri Yy-obubstituted with am no,

OC4aI | am.no al kyl am n
013/ 0 a1 SR, S Pt pecgrei 1 B rebah Sl ST ot abeinolyhemaSoc. Pertin

(G-C4) a| ¥edras. Pr19@8 (1979%7@6 KXY, 142k Ic8n{Bin®i @atep(ﬁt)elﬁE%){s fdt&d Qith\Wbhs N or
CR21 where R21 H" 5a hal ogen; CN; CF3; &:F3; a (G-A&)al kyl

optional | ﬁz%@béﬂl mhi edl edolddl @ BC then Geatedrivathglie Beanén@é;mudmlekly lone portion

;3??2} ?d?@gg’é@ éPﬁ“Bpe esrogq aﬁ\iﬁé{%ﬁdﬁr‘rﬁ' %? 1n ratb (483 ltj S Bdded

dropwise over 1 h such that the internal temperature never rose above 5°C. The reaction

10 was stirred at 0°C for 1h then heated to 95°C and after 15 min at this temperature cooled to
room temperature. The solution was taken to pH 6-7 with 50% NaOH aq (exotherm) and
extracted whilst hot with EtOAc (4 x 120 mL). The combined organics were dried



a (C-C4)al koxy; a group -0(CH2)nR22 where nis 0, 1, 2 or 3 and R22 is H
a (G -C4)al koxy; a group -NR22aR22b wh&pe R22a and R22b are each

i ndependewol291341er70a (Ci - C4)al kyl; or a 5- 150r 6-nenbePet/EretI0659Z] oal kyl
containing 1 or 2 heteroatons selected fromO and N, in particular
pyrrolidine, piperidine, piperazine and norpholine, said heterocycl oal kyl
bei ng opt(Mgrd)i),yfiBerbd tantl utvaporatetitolaff@rd 3a b€ike Ctysablkint splid (24.6up 8INRR3R24

Subst i tutearRey i OB ASIS el aa o phaC R o4 B3R
- S02( G - GH@dskyin, ﬂod@agJ?S%rR%gﬁ’qm 2h0gethgr with the nitrogen atomto

whi ch they are bonded, -menber ed het érocycl oal kyl or heteroaryl
containing 1 or 2 heteroatons selected fromO, S and N, in particular

pyrrold dine,, pi peridin iperazi ne, norpholine and pyrazole, said

het er dcyc yélg?egwo(%ﬂg?rﬁbe%@ﬁ%ﬂivgm; ﬁ?%%ﬁﬂ?tﬁﬂfpéﬁﬁw‘?ﬁ?l to 3 (Cl-C4)al kyls; 25
X i's N orA GRAEoMAEH e EBHE -ygidit-2 ONV-2 (1L - £4) dhdoy) in Dicid a96RURd (350 mL)
-COO(Cl-C4)alkyl; and Ais a 5- or 6-nenbered heterocycl oal kyl or

het er oar yandcBieiA¢ (68gmi)t was3trpated ot DS 6814 @ @d0fmawi)oanghefingd atroom
particul gr._piperi di | per.azi_ne rrolidin line, imdazolidine,
B hyor of demBy Rt U ol AHaRAIR: RS LBLDE T PIR b PSS RS o) §

het er ocy cdxoatisy witrEtheice Thasaphrapei drgardps werdaldsiedswiB il i 1t Mi@dbmad thed dtied 3
substituents selected 30 from__an oxo 9roup; a hal ogen; a (Cl-C4)al kyl
1

opt i difal | M&E it filisuedandaprapotatadrhsiore eyrifieation heyikiea edump chromaggratyilanm no
or a 5- 0ofo e Yy atn . a

sel ected A{/rogzr% a%réﬁﬁk n)l %ﬁ%gﬁ%{‘?gg grﬁ ﬂﬁ?%@?i‘ﬁ!’?@%&%ﬁ%&“ﬁo@g%a| oxy.R 53
WO 2013/ 0240 MIPCTINRO) £2/1 O8453H )W 3Bi(d, £Hhi6S HaniH)y6.09 (&ohp6oridls 1HHOs2S wher e
R2, R3 and Vﬁare as defined below are preferred: R2 is H, a hal ogen; 5a
(Ci-CG)aI(Ey?T )optionally substituted by a group -NRIORL 1 or by a

(G -C4)al koxy optionally substituted by OH where R10 and R11 are each

i ndependently H or (Cl- C4)al kyl optionally substituted with am no,

(G - %) al kpnitleasisrod igernakidia@: €49 a3 -Bydrmoi2aoethoxy-RiBethylepyRtlined orm together with

th it { t.0, whi t . , 5- 6-
ot er ocycl AR Qb et B THBRENsaiGr0 Trodet Bubal g o0dnkha N
in parti chdiredddd wWathi MENE.2PmPEN | Ainkifol) lah@@s(ga@b%%.amcg, DRSO Ghe 3ask

a

(Cl-C6)al koxy optionally substituted by OH, G -C4)al koxy or a group
- NRI 2R13 witfettepiRica andptired uades asgashior Adiepe ldemix{prewes fijtejed @y apkyied byr R12

and R13 fgr t er wWith.th [ e ' - ed, a
5 or o SuMnsBRE R BT SUREIRER SRR eV okl a8 RgTERAEE o oo
fromx Svand aNledringhaletoilclsarg, 894 OlH HiMEe (300i Melzi dDaR,) spi.pe(RZi=nR0 ang

nor phol i ne, sai d _ heterocycl oal kél bei zzg OE)ti onally substituted with 1 to 3
(Gi - Ca) al Ky} §:774dgf 537 HorH, $ABfe 3R2Z3%$Ga3H): or  6- nember ed

het er ocycl oal kyl containing 1 or 2 heteroatons selected fromO, S and N, in
particul ar pyn-olidine, piperidine, 20piperazine and norpholine, said

het er ocyc$ymlhdsisl bfi myeopidianal V-d: s ibbletiontyeldmeaihtyi3 14 80, Btef@Gine@d]-al B2 s; a

group - RI 5R16 where R15 and R16 are each independently H or a

(G - C4) g%%%b@f’ﬁﬁ%ﬂ”'ﬁ}“&gﬁ%ti tuted with a (Gi-C4)al koxy; or RL5 and R16
for myst oggt figrseUfeli ubd ﬁn(ﬂa‘rtz{rg&ﬂe Ra@lcAMReb® WiH 81bré 6 -REMRoRRAGREMYIByRAINET

6- menber ed héterocycl oal kyl 25containing 1 or 2 heteroatons selected from

0, S and W (83 mag, t4. @uinarol)p prs(hacdiate)diboredli i aet-4 binperl a Aded:(derd):DCM

hol i ; -NR17 7.1 G - I R i H;
(ol "o s Topr Pah e el e TH hindt) & by BB RIS ARG 1 2
6- menber efhohet eHeO@MMhre GBI ROHING r&oﬁxqm«’ﬁgaﬁmé aad @rfﬁrtmg@ﬁmﬂoff ERay (@nd N,
in particular pyridine; 30 a(group -NRI 9COR20 where R19 1S H or

(Cl - C4) al kgl 049d Rewl) wap addedh Tlg tube) wpk yealeshendibe Inyixsue stirreditaed O E h

amn (CL-CA)al kyl am no or di (Q.- al kyl am n ! .5-_or.,6- ered

ot or Sey cH ST TS RUARRE s o5, HRLRATEL PP alt Ll Rigforc i U TR
DCM before washing with water. The separated organics were dried (MgS0Oy,), filtered and

evaporated before purification by column chromatography (S10, 10% to 20% EtOAc in
cyclohexane) to afford the intermediate V-d as a mobile yellow oil (2.14g, 51%). 'H NMR



WO 2013/ 014170PCT/ EP2012/ 064539 from O, S and N, in particular pyrrolidine,
pi peri di ne, piperazine and norpholine, 8aid heterocycl oal kyl being

opti onal Iwo=otsstist7ated with 1 to 3 (G -C4)al kyls; or a BPCT@mP2@2M004€r ed
het er ocycl oal kyl or heteroaryl containing 1 or 2 heteroatons selected from
O and N, in particular piperidine and furane, said heterocycl oal kyl or

5het er oar(gbo Mﬁlngﬁbﬁtgb 03l (¢, $elfsd Hzut Hyl 6063 @, dr- HI AHgNoi)3.89 (svi3H), B33
(C-C4)al ky. t|o aJLRéﬁtﬁ 1|2 ted with am no, (Cl-C4)alkylamno or

di (G -C4)4l 3; a halogen; a (CG-C4)alkyl; or a

(G- al koxy, WIS N or CR21 where R21 is H;, 10a hal ogen; CN;, CF3; OCF3;
a (G-cA)alkyl optionally substituted with a 5- or 6-nenbered
heterocyc$36é}ll€|$w0f115€mﬁdaﬂtﬁ‘7ng 21h@th@y%ﬂmtb)dt%wzsbﬁeb(kal‘]tﬁpyrrdlﬁ)yland N, in

particul af_p eridine perazine, a nor phol i ne

- C4) aICSonél, el 6“‘% fpaglf &%@?ﬁrﬁ% ‘W'? dl Vglﬂ?ﬁhela%mpé‘o %"3@125'|y2p§{ ‘gne or

6- rrenbere(cnnthﬁﬁ@msymcoahwlm ,ontoai finkgl), 12%etﬂo£3em[e@@11gn@ @?BQ&?ﬁﬁetﬁyﬂQm 0

and N, in particular 20pyrro ‘i di ne, E&é)er:ogl ne,” pi perazi he and nor phol i ne,
B

sai d het drle3ldiorabaglantey g yagine She( O7toumeld, KRGy (2.82cg,33.3 mmol),

o a (0 - iR GREr o2 e BB SR, A 0220 B AR BORCRSY v

R24 f or mwitegEniier Affet HO htig ani 00°og e mtx@mfetv@svabbl@h té hyn aingpdpamdedilutad 5- o
6- menber ed, het erocycl oal kyl or _ 25 heteroaryl containing 1 or 2 heteroatons

sel ectled Vithrvager & a?i‘tﬂraﬂedl"hlﬂbgf@f*% dhey Wﬁﬁheflo‘f”itlﬁlbﬁée Phepeigeichavere dried

D ubet it ut AT RRRkEE Sy M Heftre SRHApRLCEP BB A BB RO T
be combi n¥ Wb tI00%t REYAE irb optilotentuse) ab dffoed e/ éosired proddt Yoerpoundst-ahite

wher i I%ﬁ%'(gﬁl gy 3500 1 NRARG RERES5GES 5 65 B Tromas &Sk B Bbabss ro
(Gl ) ot Ko A g X e e s oA o oM SR S8 d

and FlﬁS a4%P§a(1:H) |3rﬁ£e(l§eﬁfﬂl)%ﬁtll6;(SHPBr (Ci-C4)al kyl or R12 and R13 form
together with the nitrogen atomto which they are bonded, a 5- or
6- menber ed het erocycl oal kyl containing 1 or 2 heteroatons 5 selected from

0, and N, SynfhdRardfiiftetraédiare VN al-(20€hlof-02azB]-9 499&%151315[2\3’!]& %Eﬂagl -and RI16
are each independently Hor a (G -C4)al kyl; IS or a (G- Qis

0; Wis N CR21 where R21 is H OCF3; a (C - C4)a| kyl ; a (G - C4)a| koxy; or

a group 10 .5 - 1R e {8 Gark: refe R22
" 900U 0 PR RLEARRR S 0L 0oyl 2L Bebfofi

sel ecxted d rabave fasd Mmétnylpxabiaz@uls@n 1@[3;31'qﬂlpytﬁim9i 2'ondl Ve 7 mgd 1.7/ 1s a
5- or 6-nenbered heterocyc| oa or heteroaryl_ containi ngq(sl or nltrogen

atons, 15PAODAsIngAHMD SMM&M@’W@ b 247 iy gYF Lo lod406mud?. wmmo)
het er ocyc; ocffgkmhp g;hyatugé g,%cm g?ﬁg;] b9 Bl ém%ﬁﬁ&&g%pgge@ o §1u£1§$t Hose

(G-&4)al Preferre onpounds e’ invention ar
of exanpl msth 30%to 22% Er¥A phaynbeuner@l dffordtdreapteahtdate M-f s white exdid. (261
mg, 50%). 'H NMR (300 MHz,DMSO-dg) 6 8.76 (d, J = 5.3 Hz, 1H), 8.12 (d, J = 4.4 Hz,
25 2H), 7.70 (s, 1H), 7.64 (dd, J = 5.2, 1.7 Hz, 1H), 7.00 (d, J = 5.2 Hz, 1H), 3.78 (s, 3H),

2.06 (s, 3H).

Synthesis of intermediate V-h: 4-(3-Bromo-propoxy)-1-methyl-2-nitro-benzene

A solution of 4-methyl-3-nitrophenol (1.00 g, 6.53 mmol) in DMF (6 mL) was treated with
30 KyCOs (0.903 g, 6.53 mmol) and 1,3-dibromopropane (6.63 mL, 65.3 mmol) and heated to

100°C for 2.5 h. The cooled mixture was diluted with water and extracted with DCM. The

combined organics were dried (MgSOy), filtered and evaporated before purification by

column chromatography (Si0; ; eluting with 20% EtOAc in cyclohexane) to afford the



20 The foll owi ng conpounds are especially preferred: 1-

{442- ((5- Et hoxynet hyl ) - 2- et hyl - phenyl &n no) - oxazol - 5-y1] - pyridin-2-y11-

i m dazol iworeB/omey 1- {3 - PCT/EP2012/064539

[ 2( (5- Et hoxynet hyl ) - 2- et hyl - phenyl am no) - oxazol - 5-yl ]

- 5- met hoxy- phenyl 1- 4, 4- 25di met hyl -i m dazol i di n-2-one; 1-(3- {2-

[ 5- ( 2- Hyddesityd etddoxtyy-12asTe tdubile ploioy | calni1003)e, 59%az'01 NMB 1I0MIEL, lclpheny 1) -
i m dazol iI—Kd/i ?6)‘;2@ ne,  1-(4-

{ 245- (2- H & By ot iidT)D. 7% 1 pRETHH ARDNBNS kot 86. 3T Hpy Fhc b £ §1) -

i m dazol i dis-i25 4-

[ 2- Met hy1-5 lsrg(2 (r%n ?ﬁ?& 4 6+ ox;% 536% QI%#‘IOno azgp 5-y1}
-pyridin-2-yl)- imdazoli d| n- 2- one 1-

44245- Mgt h I | - I I II- din-2-y1l1-4-
PR PH L el i W o IR o I A it e i
{2- [2- rre;\hydrut%x{ BT 'RE nhpj bfdndb- yﬂop@g?q%g?lﬁg—%%qr@%mhe VA0 g/ LiLs

pyridin-2-yl1)-imdazolidin-2-one;
{ 2[ 2- met hypmnob) ém-dlry)rcphmnlen@ﬂ) yIL)ewm)xlgpﬁtephwrtth&fﬁ?(ao](l O%ag,oll 28- miol) and

Fge%![ %yllmgldp?‘ﬁf)%ﬁp@oﬁ %?6?_ o&, %E%tecbweh%" afﬂrnGOi] The cooled mixture was
- oxazol - 54iyutdd A iviité-add exdhctbdinskdzodidt Mhe 20@Bfhied l)r%amcs were drred MgSO,),

{3424( 5- Et hoxynet hyl ) - 2- met hyl - phenyl ami no) - oxazol - - 5- met hoxy- phényl | i
m dazd¥ i dgitlter @%evapo(a@dmf@r@wn@cat{c@_by column chromatography (SlOz, eluting with

g_(z)pﬂgﬁlc?/l) ‘?5 é@azo’ﬁ %(;EM 3 %gférd ?‘} hgé}/rz:d pro { "'cal‘sman}(/)e]l1owoc))(r"zairzlggeI 01‘{) Vi 3(356 mg,

13424( 5- E!O%)()}HENMH 1303 Merzhszbcpj)emsama NP¥-20K 8z Hy-H21 (H-regisoNy,- pngny11-
4- met hyl -i m dazol i

{3-tert- BLPM(Ifl 5’47&@5%&%6@@9% Y26 ddihHphdfyl 266 f8) 418k 370 @6-AA] - phe
F%l l(IZmFISS%gg/?jgkthg%7 153%%&% ]ﬁenyl ani no]j
- oxazd - 5- y11 5- met hoxy- phenyl) - i m dazol i di n 2-one; 1-(3-Methoxy-5-

2[ 2- h -5-(2- 4-y| - et h 5-y11-
Ehgny{?t 25 Yithgs 0%5}&%2‘} [r:] Y- g.yzl\/f?hy% 83 rgorp holin- Tyrll%]rop%ﬁ?/ 8 enyla){r%lne

13-1 5 I t ro 1 >
: phex}or 2&@5)161}‘(% gﬁgéﬁg@nhgr%ﬁﬁ mlkl)o ﬁeﬂ@ﬁﬁlﬂ SR TR HHIAO NP8 o1 ¥5 ]

{ 245- ( 2- Hpdrodxp-¥h ExQH-(25 mldt)h“yzhs mmwwamsmrmzbﬁs §; §.24 n5n¢l3 epd opoxyphen
yl)-imda 1- ap

o5 (2~ BEhRTebg1 225 i DRSS (ot Sadol- 815 epolsfespjjon was

i m dagpl lébn@er?[reﬁ?&ﬁunder reduced Eessure and taken to pH=8 with a saturated solution of
251-(3-(2-(2-net hyl - - mor phol i noet hoxg ) phenyl am no) oxazol - 5-y1) - 5-

(trifl uorHﬁHS@oin%érﬁyféii Withabte)Acd The goghwmed organics were dried (MgSO,), filtered
1-(3-(2- t n X o/ 1

(it vor S RBReae AR BLERHAT: R BKRERY PYbH G306 me, 98%). 'HNMR

[ 5-(2- I—Iydm&MthhGKrﬂmt&'l@D) {(@-Jretdy Hzp hHnYd. 30M-re0}4 (axadn|3-% i, 11=56.3a{Ay! -
30phenyl ) -im dazol i di n- 2-one; 3-

{543- | soptBhaxip-53- é%(@xéﬂ},r%iﬁaﬁfow)d?ﬂ T-%43 (pHdlly P02 8221 123 {dtadidéis: N- ( 2-
met h eg met hyl - benzam de; 57 WO 2013/ 014170PCT/ EP2012/ 064539
1-(3- ] ﬁat’ao ymet hyl ) - 2- met hyl phenyl ani no) oxazol - 5-y1) - 5-
(trifluoromethoxy)phenypi m dazol i din- 2 one; 3-

(342 (3. 508 et RS 1) AR 7Y i 5L RS RS RS )
phenylamino]-oxazol-5-yl}-1'H-[2,3"]bipyridinyl-2'-one

A solution of 4-(2-chloro-oxazol-5-yl)-4-methyl-1'H-[2,3']bipyridinyl-2'-one V-f (50 mg,

30 0.159 mmol) in iPrOH (4 mL) was treated with 2-methyl-5-(3-morpholin-4-yl-propoxy)-

phenylamine V-g (48 mg, 0.191 mmol) and HCl1 (2M in ether, 120 uL, 0.240 mmol) and

heated to reflux for 18 h. The solution was treated with a further 150 pL of HC1 (2M in

ether, 150 pL, 0.300 mmol) and heated for a further 2 h. The mixture was cooled to room



53-

{3-[2-(3, 5-Di net hyl - phenyl am no) - oxazol§25- y1] - 5- net hoxy- pheny11- 1H pyri di n-
2-one; 3-wp2013/q12t703, 5- Di net hyl - phenyl am no) - oxazol - 5- yIPLT/EP2012/064539

- 5-1 sopropoxy- phenyl11-4- et hyl- 1Hpyri di n- 2- one;

4-12-(5-(Et hoxynet hyl ) - 2- met hyl - phenyl am no) - oxazol -5-y1]-4'-nmethyl-1'H 2, 3
1bi pyri ditnlylpelﬁtme)m‘t&;n the solvent was evaporated under reduced pressure. The residue was

3119 3pL2n3[/|2tf gﬁe’dﬁﬁ@ f Fr Bg%ﬂélp ﬁpe%{]pg @Ov)v(z?szfoltered thf ]to gffcgr%i tﬁmcrp poung 218 (31 j ethox

4" - Met h . lsi -6 o4l | - 5-
o 1t H[y;m 1%93@3[/ ?1?5‘?%{?3@?@% vBenls 16 & 185, vuys; PARRYIAM 1l 5 9xpz0

442-( 3, 5- Hﬂ)néﬂm(s, lrmeWISarﬁ ﬁ&lmo?delwl 3%Bdd1Y =4.2,net Ryl 118), 72Nl gHod.7 hiz4- vyl -
t hoxy)- 1€ _
(3424 05- ERHoRRatr P Syt s3I T aR s i dby 643 nysé-rs%zpr@aowzpheny
11- imd QJHbmH%@H 3.9b = I\almhcﬁh -44), 2.40 — 225 m, 6H), 2.16 (s, 3H), 1
{242- netfr(zl 5- ﬁol | n ro )ox )" ( am r)ro] -o>(<azol)-59>8/1(1 3H)I’-I[2 31
bi pyri di nid@ 21-7(§r(e1,2 %&(&I Ié) ﬁefaefe@pnlawel Hunirs(nmdieedkebf . The
conpounds of the present |nvent| on may be prepared using the general
protocol as follows. 25The synthesis of the am nooxazol e derivatives was
under goneEinflée 284 |y reacting aromatic al dehydes | with
p-t ol uenesul f onyl nmet hyl i soc anr de (TosMC) to prepare the corresponding
ary| sitbst thsdicgrepasieolfzampla$:es 11 using the nethod of Van Leusen et.
al. (Tetrahedron Lett., 1972, 23, 2369) (Schene 1). The non-conmerci al
al dehydes were prepared using literature nethods to introduce the al dehyde
group either fr8mthe 30 correspondi bromidalopd aromatic c und usi ng
an or ganorret allyc reagent and or// f Pom t hePoxi dati on spondi ng

y 6t. al s@e(?\rahedr ettQ, 2001, 39,
6815). 58 ndly, th co unds |1
were then fUrther fungjidopnal i sed] by deprcg i OR&S t he oxagol € noi ety by
a suitable @&rganic base and subs%’qu‘é!r?t el fl_r ¢ chi6riyriati on was used
to prepare the 2-chl orooxazol e counpounds |11 A d| rect \Qu&l eophilic
di spl acenent reaction by aniline conmpounds IV (wherein R™is hydrogen), in
t he presence of a suifable 5 solvent such as al cohol and wit heating in
el evated tenperature® should generally afford the fhlo@ls t conpounds V.
Conmpounds V can al so /ebt ai ned by reacting corrpounds in R is an
acetyl group) ang o@\ ndg 111 in the presence of sodrTb'ﬁr hy ride and in a

m—&s tetrahydrofurane o &rrethylfom am de (WO

Scmﬁerre 2 depie{s the syn t he ami nof hi azol e
undergoneHaN ly by ti ng aromatr c aldehydes | with

(met hoxynethyptri phenyl .phnspham:um chlofide to prepare the correspondi ng

by | wao : . (?J O g. Chem 2009, 74] 843) Secondly, a cyclisation was
perfonmed ‘i TNche enol et her VI t hi oukeaNderi V&G ives Vi1 and

o 51 S L L 0o I8 %
R1 H2N, NI Q(S.beérho %ﬁ&ﬁ’?ﬁo;?azofégvl -a was prepared as described for intermediate I-¢ using 3-
15  Bromo-benzaldehyde (10 g, 54 mmol), TosMIC (12.7 g, 65 mmol) and K,CO; (8.97 g, ) in
MeOH to give the desired intermediate VI-a as a brownish solid (12.1 g, 100%)."H NMR
(300 MHz, CDCl3) 6 7.92 (s, 1H), 7.80 (s, 1H), 7.57 (d, J = 7.7 Hz, 1H), 7.46 (d, J = 8.0
Hz, 1H), 7.37 (s, 1H), 7.29 (d, /= 7.9 Hz, 1H).

20  Synthesis of intermediate VI-b: 2-Methoxy-3-(3-oxazol-5-yl-phenyl)-1,2-dihydro-pyridine
A mixture of 5-(3-bromo-phenyl)-oxazole VI-a (1.33 g, 5.94 mmol), 2-methoxy-3-
pyridinylboronic acid (1.00 g, 6.53 mmol), Pd(PPhs); and K,CO; (1.81 g, 13.1 mmol) in



WO 2013/ 014170PCT/ EP2012/ 064539 The invention is now illustrated by
Exanpl es which represent currently prefggrred enbodi nents which nake up a
part of twe 2omvwamt7oon but which in no way are to be use®CT®EPRIZI0G45Bhe scope
of it. 5 Exanples of Conpound Synthesis The invention will be nore fully
understood by reference to the follow ng preparative exanples, but they
shoul d ndIHP @ Ccwhs hndiedteadl 0 mb) wanfedidietorethipefon¥ht Tiee inktertwRRooledn@em! :

Al'l chem gals used were comerci al reagent grade products. Solvents were of
10 an hydr(ﬁ edoyhnatar gnd G’Fté"’&éeda‘ﬁ@‘ Wé?/é&ﬁ]@cfombﬂrwél% gniseae dped (YigeQeh on.
The progr [ ' ' er naphy
usi ng pr ef?gez%(ggn&s?ﬁ (l%%ﬁgltgl ﬁgg}? 2 4@%@&%%%%%{11 s(I,S%V\%'uf gﬁh{;}g;@h@’%ﬁ% i zed
under UV EtiOghat in dybloheysinexiot dfésd ithe debirdd pidustp€bbraa basven bildildet egstalizsd ngl et

(s), groad si ngl e r.s), gg | et tr (t uadrupl et (q), and
mul ti pl et®Y HH" %Elt%&ﬁﬁ/l@s E\b\dg#%mﬁgﬁbﬁﬁcﬁgf‘ﬁe “oﬁgag@rlg%eer)Avance
15 300, 366 gy 1H9,W.Ws,$l?ﬁ97.6@@@,tﬁ£-6.9\'ﬁ§§2ﬁE©€7§3ﬂﬁ4M‘%h?2H?,_r7f.?f (e duYs.99

El ectrospray lonisation Mass Spectrometry (ESI MS) in positive node or by
At mospher(dd, Pr éds U2 EN 97 (3, 8H).zat i on Mass Spectronetry (APCI MS) in
posi tive node. LCMS nethods: Method 1: This nethod was run on a U tra-high
performance |iquid chromatography (UPLC) ACQUITY Waters instrunment coupled
to a TQD syasiseskO oFpesiehmdm®iter VIIhe 3gnadi@lbroi&edoMais) phshAl-bim@haty-120. Omi n
wi th 5% of CH3CN+0. 1% Form c acid i ?3\8/(\& er +0. 1% For rri)cp acﬂl unt i | }{:0. 5m n;
t hen 18 | i dibykogyedinent from t=0.5nin to t=7.0m n reachi ng 100% CH3CN+0. 1%

Form ¢ acjy y i i te f 1 1= i Nt i 510. O n. The
col urm uebtr (2SR BHL S utbndih - BhREy VU SAIRE Bl Bidalet i RoF

i nst r unenhtensediatealsd tdbevé fiopl @-ethctpaB oxaasS-datehyippetidine (TAD) g, 20451 ng
ESI positive npde. Method 2: This nethod was run_on HPLC 2695 Al li.ance,
Vet ers cdBBRbALIEVRSAVDY iraLEFspat mlortetionmostn ikt 1 T Cgrammehtingsed
. thant Ar fp L) kO debiked et N e s Bl e B e RS
For m1é acihdométhenpby é8iDngelating hith 19atoe3 %6 EtGA8 iBoyciolizRaren (1.24g 1844®) hg

to=4.8m % of + 0,04 %Formc acid | . . The I d was
Lot ki O RS Lo 98 P el Do e §0 R3S

Abbr evi atdganp=AcCOACEL YIHC hlsori figs 2&129[3)“\'7% [a119¢le. ARG, MSALITBIPHE 116),
Pressure Chem cal |onization Mass Spectroneter

5BI NAP2, T3.89 & dHphenyl phosphi no) - 1, 1' - bi napht hal ene nBuLi n-Butyl i t hi um

t BUONOTert-butylnitrite C2Cl6Hexachl or oet hane CDCl3Deut er ochl or of orm 10
CH3I | odonret hane nTCPBA3- Chl or oper oxybenzoi ¢ acid

Dav e pfuos 23ytieastsl ehexathilb oB9hi3n03-2J-¢3 NDneihoRy-piédMnmad PbeRenylyl]-phenyl} -

DCMVDI chl or}?rret.hane DCEIIi1 2-Di chﬁ)r&ogt hyl eneaﬁ%bu\ﬂr@l\% N- meet hyl ?]o]r}?mmycie
DVBO- d6He)&dtidiarbantet hyl sul f oxi de

EDCI 1- Et hy %z 35 (3= . am | rkodi 1 den B:NVRElL.echr hipa
ioni sati %%ﬁ%gﬁéﬁﬁﬁﬂ%&fpﬁgﬁﬁ%ﬁﬁﬁé&é%}§2>§:l &i@énﬁg}sgﬁﬁégﬁ%ﬁg?r?@o%s
Et 20D et hyrepirb@r asEtfoAGHchybdiae e T-dt abdsteO Hidnh ah@3-(2-chloro-oxazol-5-yl)-phenyl]-2-
methoxy-pyridine VI-¢ (40 mg, 0.150 mmol) with 3,5-dimethoxyaniline (29 mg, 0.190
25 mmol) and HCI (2M in ether, 120 pL, 0.23 mmol) in iPrOH (4 mL). The crude reaction

(10
%

mixture was evaporated under reduced pressure and the residue treated with a saturated
solution of NaHCO; and EtOAc. A precipitate formed from the biphasic mixture and was
filtered off and dried to give the compound 219 product as a beige solid (19 mg, 33%). 'H
NMR (300 MHz, DMSO-d¢) 6 11.86 (s, 1H), 10.35 (s, 1H), 7.96 (s, 1H), 7.70 (dd, J = 2.0,

30 6.9 Hz, 1H), 7.60-7.41 (m, 5H), 6.89 (d, /= 2.0 Hz, 2H), 6.32 (t, /= 6.7 Hz, 1H), 6.13 (s,
1H), 3.73 (s, 6H). ESI" MS m/z 390 (M+H)". Retention time = 3.45 min (method 1).



Hour (s) H202Hydr ogen peroxyde 25 HOBTN- Hydr oxybenzotri azol e K2CO3Pot assi um
car bonat e KBPO4Pot assi um phosphate tril8dsi ¢ KO BuPot assi um tert-but oxi de
KSCNPot aswoum33tiemeyanat e 30 Li HVDSLi t hi um bi s(tri net hylPSTIBPp@Riocs39
MeOHMet hanol MgS 04Magnesi um sul fate m nM nutes 61 WO

2013/ 014170PCT/ EP2012/ 064539 NaHSodi um hydri de NaHCO3Sodi um bi car bonat e

Nal Sodi untExamajlel@20NaOHSodi um hydr oxyde 5 NaQt BuSodi um t ert - but oxi de

NaOEt Sodi n%ethoxide Na NbSog%#ﬂ}nethoxide NBSN- br omosucci ni m de
NEt3Triet%?\%ﬁ?ﬁ@pT@ﬁbﬁgﬁﬁgw 1's(di benzyl i deneacet one) pal | adi un{ 0)

Pd(PPh3)4Te%Fakis(triphen Iphoshine)paINaqiun(O) iPrCHZ-Rnganol S
%%?( 0

02Si lica gelf SnC12. 2H20Ti%¢{L-H) chl ori dekdidydr @Sa S
TosM Cp- TottienesifrMgtiltHRet hyl | spemani de THFTe\Ldbydrofur=n
Xant phos4, i

s(dy phenyl pkosphi =95
2013/ 014170% Eggzl 064 Exavgie 2 nt hdiNc appr

of Qexanpl e 214
resi s of i nt erpedi -a:
1, 3-di brono- 5-i sofropoxy- benzene To a solpytion of NaH 60 8&dispd sion in
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Synthesis of intermediate VII-a: 2-Fluoro-4-formyl-benzonitrile

5 A solution of 4-bromo-2-fluorobenzonitrile (5.00 g, 25 mmol) in dry THF (50 mL) at -
10°C under argon was treated with a solution of isopropylmagnesium chloride (2M in
THF, 15.0 mL, 30.0 mmol) dropwise before stirring at this temperature for 3 h. A solution
of N-formylpiperidine (3.89 g, 35.0 mmol) in dry THF (15 mL) was added dropwise and
the mixture allowed to warm to room temperature before stirring for 1.5h. The resultant

10 solution was treated with 4M aq HCI (250 mL each) and the organics extracted with
EtOAc. The combined organics were dried (MgSQO,), filtered and evaporated before
purification of the residue by column chromatography (Si0,; eluting with 30% to 50%
EtOAc in cyclohexane) to afford 2-fluoro-4-formyl-benzonitrile VII-a as a pale yellow
solid (2.73 g, 73%)."H NMR (300 MHz, CDCls) & 10.07 (d, J = 1.7 Hz, 1H), 7.90 — 7.79

15 (m, 2H), 7.74 (dd, J = 8.5, 0.8 Hz, 1H).

Synthesis of intermediate VII-b: 2-Fluoro-4-oxazol-5-yl-benzonitrile

5-(3-Bromo-phenyl)-oxazole VII-b was prepared as described for intermediate I-¢ using 2-

Fluoro-4-formyl-benzonitrile VII-a (2 g, 13.43 mmol), TosMIC (2.85 g, 14.77 mmol) and
20 K,CO;(2.41 g, 1.86 mmol) in MeOH (40 mL) to give the desired intermediate VII-b as a



m.) under inert atnosphere was added dropwise at OCi-PrCH (3.62 nL, 47.25
mmol). 63 WD 2013/ 014170PCT/ EP2012/ 064539 The mi xture was stirred at 0C
for 15 mwoO 20t8an417a sol uti on of 1, 3-di brono-5-fl uor obenrPem@EP@20984539., 15. 75
mmol) in dry DM (20 nL) was added dropwi se at OC. The reaction m xture was
stirred for 16 h at roomterrperature A saturated solution of NaHCO3 was
added dr gplbwesolddl Hhe, 68%derNbﬁh(:100vM§IzeED(&Qt6ed9Ms, HHE 262 (&, t/i-ney), the
organic 5 h a saturated solution of NaHCO3 (3 tines),

t hen vvith6é%éa %ﬁé@aﬁi?}?g‘? ) of NaCl, dried over MgSO4 and concentrat ed
to give I-a as yeIIow oi | |n gquantitative yield. 111 RW (300 MHz, CDC13) 6
7.21 (t, J=1.4 Hz, 1H), 6.97 (d, J= 1.5 Hz, 2H), 4.61-4.40 (in, 1H) 1.32
(d, J= 6.3ynHesiseHf. 111t©®¢£h¢te3|VsHﬁf 213 -Methydi 2xvo-LHppyridin-1-yl)-4-oxazol-5-yl-

3- brorgo q)l%);é{ggoxy benzal dehyde To a solution of I-a (4.630 g, 15.75

nmol ) & (60 nmL) under inert atnosphere was added dropw se at -78C
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reaction mxture was stirred at -78C Then, dry DV 35 nl) was

added dr opasi tecateg witly BOTh B Sthe IBelhpraradt @ndehamé'telrerfbwedlﬂn yigowwe ntmrmgcfoover
1.5 h. f h duc
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t hen wi t hpressagt Thabe@gs @cblid 1edﬁueiva§daeﬂaen uffih eﬁy Dw (1@%@) @mdr@wmemm pat ed
to give I-b as yellowooil in 82% 89
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MeOH (12550td11)0nwef Natiegd and cogssicd eWwith KROBR (hd. c8>irilb11g:d 8fgablks nwele) dead
TosM C (6 | ). e reaction mxture was stirred at room
t enper at Ui ngsidg fffgerﬁg &PHW‘?‘%’az)?rﬁ@ <SPy B¢ regigue &’@Hﬁe{i&%ﬁ&%‘m rdEeEoggphy
pressur e, sygt erutlﬁ@%vlefiswd RO ct lﬁeK%HSenQ)re 68 neafsBEd dGhRdiaw V- E%QAC (2

times), the organic |ayer was washed wth er, then wth a saturated
sol utlison ayf ofkadite sdnd é2155)ge?7%)gl$mhé&d3(&bmmﬂi\é$@d16) TRe&2f(s,nd), Bridddec! was

Elvent o Bioie 5. 884 ST SORAET Eaks 1 0g 1, TRl 560 Bt o)
7.90 (s, Ak, 3—%6@%1@}‘%347(t0ﬁ:6®H72U‘ﬂH) 50@%61@0141704 56 30(dt, J=

12.1, 6.0 Hz, 1H), 1.49-1.26 (m . 64 WO PCT/ EP2012/ 064539
To a solution of I-e (6.921 g, 24 50 mml) in dry THF (130 ni) under inert

at nospher : ty 7, solution 9 (29
oS G mRR HIRR LSRN L4 o Clto -8Rl 530 P3RS DAl bl gl
Then,20C2AL6N {BnAch2trie 36. 75 nmmol ) was added at -78C and the reaction

m xture was stirred at roomtenperature for 16h. 5 W was added and t he

crude pr o%lu%’chlt\‘f%]s obxhe Zctleethivi-R-oxp kb ryndip lpddy- 0%@ %Vlg%ﬁﬁzemrr&w’ﬂmes
washed t §h 0, S
anz con\(l:vI e%lg'lr{?%gl (?rg}p(?sot getgt*f ﬁggqg?ﬁﬁ Eetgn7l§yés]’hﬁll cgrgg’hl g ka0
chr onmat ogi*rap\hgse usitn @.iMIXS 21V it DIAE/ tyﬁlmh,ei(hﬁemmsl)eﬂo@m ahmpgqu&eyd:llaw as

727" (or sy Attt i this Empirghict, Coly 026 b7l raimmaD S5 odedin eaegupon 1y
1.36 AsS, aldthe hidthrd §/as Adwed W8S Tobh tblﬂ&)%@@'ﬁﬁsem bxtfire was treated with
[ 5- (3- Brono-5-i sopropoxy- phenyl) - oxazol -

et hf)xyneé\hg'tlel) arrl epdtraeted -vpitie M - "Bird mnbﬂoeChOIgeﬁlm I(V\@n‘3 dified GMgfé@azz)SEEergd and 915
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ol ) . ThEtO’A&aﬁtdy@lﬂ)h@idhte)lfcﬁgl\l/\@ﬁle&idsfrécﬁﬁodﬁctmd Na %ﬁkh&ohd’ Iopm gt 51@%}5b{ vent
was renoved under reduced pressure and a solution o

added. ThEMd (799 M%d@é{s%s) @Rf1p4é1-bd 8 Ha, BIBAL G, Hilhs @ndlﬂ)t )né Hﬂs gani c

| ayer,was h t t d I t_o ried
over Sdﬁgng% dﬁﬂc‘}(;antg\rqgtlngI ‘Iﬁ@ ?%i‘{’n "go%%r%%agﬁ 7%?(dujrl $|7e ?ca
gel chrongt.ogoadny, 165 ng7 G, 8H).30% Et OAc/ cycl ohexane as el uent to g| ve | - f

as white solid in 64%yield. 111RN/IN(300M—IZ DMSO- d6) 89. 30(s 1H),
781(s 1H), 7.56 (s, 1H), 7.30 (s, 1H, 7.16 (d, J= 7.7 Hz, 7.09 (d,

J=1.4 AgHz, '4.69
(3= 1000t dtiad ik NG e&fs@msﬁlzﬁﬂfﬁghw%ﬁﬁ%ﬂ? 227 (s,
3H), 1.39 (s, 3H), 1.27 (d, J—60Hz 6H), 1.14 25(t, J= 7.0 Hz, 3H).
Synthesis of internediate |1-g: 4-et hoxyrret hyl - 1- met hyl-2-nitro- benzene To a
solution of NaOEt in dry EtOH (45 nL, 114.90 mmol) under inert atnosphere
was added 4-chl oronet hyl -1-nmethyl -2-nitro-benzene (7.0 g, 38.30 nmol ). The
reaction mxture 30 was stirred at roomtenperature for 16 hours. Water was
added and et hanol was rermved under reduced pressure. The cr ude pr oduct was

T 1 N /R A 7 &~ 1 " o o .



5 To a solution of I-g (7.21 g, 36.93 mml) in EtOH (238 nL) were added
successively Pd/ C (2. 432 g) and at OC Bydrazi ne nonohydrate (4.84 nlL, 99.71
nmol ) dr opei2es/013t7e reaction m xture was stined at 80C Pom/EP2012/064%8n, t he
hot m xture was filtrated over celite pad and washed with Et OH. The
filtrate was concentrated under reduced pressure to give |-e as yellow oil

i n quant iN-#f-ethexyinethgl-2-N\dthl 3Den WiHzcet£ohide 3y 1be 6wa9 y(rebare]d —as7d€schﬁed JfﬂrlH)
6.67 (d, J= 7. 2H), 4.41 ( 3H , 8 (s,
3H), 1. o4nf€fmed§'at§71!rl BSig S-ehgxyr @Wﬁ%@?@*}/ﬁphw&%% {2636, & 53020 o), dry
{34245- EuhexyRRtidy 12,23 MRLDY gy @ 2 my)]
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reaction yAybuses Wes, 518 (4, 8f) at 23140yl Gy, Water was added, the crude
product was extractéd wth E?OAC 2 tinmes) and the organic Iayer was washed

with water, then with a 20 saturated solution of NaCl, dried over MgSO4 and
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(ESI +) i rtempék‘éﬁ.ue foMiHh, AResugiehsion dfl 482 ehBrédxadon 5SHRLBeheyl-2-&o-YD
2013/014170PCT/ EP2012/ 064539 Exargpl e 215 Synt hetl c approach of exarrpl e 215
N.,,, OH Ryridin-1-yl)-benzonitrile VII-d (75 mg, 0 ﬁlﬁ mhbwan added - ¢ Br

I't B%w&@‘d@‘% Ibe%'}e Naﬁﬁiﬁ% tb Iro&n tggggraéuré\lo&(r j h ’Phe mvl_tlglle was treated

15  with water, and extracted with EtOAc. The combined organics were dried (MgSQ,),
filtered and evaporated and the residue purified by column chromatography (SiO; ; eluting
with 50% EtOAc in cyclohexane) to give the desired product 220 as a pink solid (61 mg,
56%). '"H NMR (300 MHz, DMSO-dg) 6 9.55 (s, 1H), 8.05 (d, J = 8.0 Hz, 1H), 7.83 — 7.68
(m, 4H), 7.61 (d, J= 6.7 Hz, 1H), 7.48 (d, J = 6.6 Hz, 1H), 7.18 (d, J = 7.8 Hz, 1H), 6.97

20 (d,J=7.4Hz, 1H), 6.33 (t,J= 6.8 Hz, 1H), 4.41 (s, 2H), 3.46 (q, J= 7.0 Hz, 2H), 2.27 (s,
3H),2.06 (d,J="7.1 Hz, 3H), 1.12 (t, /= 7.0 Hz, 3H).
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Synthesis of internediate Il-a: 2-Brono-pyridine-4-carbal dehyde oxinme To a
sol ution of 2-brono-4-nethyl pyidine (1870 g, 58.13 mmol) in dry THF (60 nlL)
under i newO 2atymasphere were added successivelly dropw s@CRIEP20I0M064539
tert-butylnitrite (12.5 nL, 67 WO 2013/ 014170PCT/ EP2012/ 064539 104. 63
mmol) and a solution of KO&Bu in dry THF (88 nL, 87.20 nmmol). The reaction
m xture was stirred at -10C f 3 h. Thew, a saturate =gol ution of NHACl
was added afgya sol ution of H 1 (4N) wa ed until & 6-7. The crude
product was| extraghgdcm th Et (2 tings) anidxédee organic |ayer was washed
w t h wat er# tthen—w-th—a—sat ur atled 5solution—of NaCl ed gver MgSO4 and
concentrafedllto gimeoHL1-a as el Jjow oi | KiGP:90% yi el d cflude poduct was
directly engag8d iKaCbhe next NVR (3004 MHz, DI\/B& .47 (s, 1H),
8.49 (d, J= 5.1 Hz, 1H), 8.12 (s, IH Ydd, J= 5.1, 1 0 Fz, 1H). 7.55
(s, 1H). 10Synthesis of inter nwdiaate 11 -br - Brono- pylvupb ne-"4- car bal dehyde
To a suspension of Il-a (10.5 g, 52.23 mmol) in water (50 nmL) were added
successivelly dropwi se at -10C concentrated solution of HCl (50 nL) and a
solution of foiinaldehyde (50 nlL) in water (37% w w), reacti on m xture
was stirred at -10ty Then, a solution of Na % was added unti |
pH = 6-7. The tde produd® was extracted W 15 Etoéﬁ:(z times) and the
organi c | ayer shwpshed with water, then wifhda @aturated |sol ution of

NaCl, dri Ver0' MyBo4 am{gNentrate o gl@e IT-b as brownish oil in 97
% yi el d NNR(300 Mz, DMRO-d6) 6 4Q-03 (s, 1H), 8.68 (d, J = 4.9 Hz,
1H), 8.07 , 1H), 7. 84‘_(_d_‘j"_4‘_9 Hz, 1H). 20Synthests—of—i nternedi ate
I1-c: 2-Brohos4- oxazol - SWIJWHdlneT | ution of I1-b (9.4 g, 50.53
mmol) in (10821mL) were added succebsiyelymk2CB (13.97 g, 101.06 rmol)
and TosM 14.80 g, 75.8 mmol ). The rea¢tion m xture was stirred at room

t enper at ugwithRls o¥éntBrmclnge VITILS 3SBtoY1ﬂﬂS oWaolIseyIedidénder reduce pressure,
wat er was ‘added and the crude ﬁro duct was extracted with EtOAc (2 tinmes),

the 25 orfg&Bcomeybww\)a@xamleh\é I wis puapared as Ideewrﬂmed forantcamnediaiedec Bsongt i on
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CDC13) 6 8.42 (d, J=
7.48 %dd aSJa:beéczsolm@lrézg M) kl‘)éé\TMMméé\ﬂHZ;%MS@& &&a.(aﬂ'ﬁnm (s, 1(H),

2- Met hyl s solutlon of 2-nmercaptoi m dazole (5.0 g,
49. 93 nmo @Qh\%@ateré EZg%; E§5</\ia added NaOH (2.4 g, 59.91 nmmol). The
reaction mxture was stirred at roomtenperature for 0.5 68 WO
e e

t enpef@at upg hodyvehbirfta SRR mb@ecoﬁetn\{@gﬂa Wi € BP ¥ o MBI x 47851 s‘yﬁgﬁtaﬁéur e,

wat er was added and the crude product was extracted wth EtOAc tinmes
the or ganVHIHa&leﬁO geb4dhewhed degidsedvidetioxankdR0 wil)hwa slded Qatyéobxs/pymdm@n of

NaCl, 5 d S C ent ed. The o 0, tur at ed
sever al {5'92 Ste# %%chg mf’e@ﬂ% QZ’% frfnf“t’leh(glbl 1383’?5& %d rﬁ?Bt? ar} "% as
2;:') e ?r 2\2’;}6(11230}\7 'I\d—dlﬂleﬁg%}bél(ﬂeﬂanejdlarﬁmy@d @%M‘%mmg Sﬁ))gf\f&% rﬁ?é@vg(ﬂ? o

: : i i [
I1-e: 2-(@&em @nq’nyﬂ:aéem than matﬁdrvidalmtl bBth 9t1)2QiC03V>@éwzaht Biigr conlingdiode!l, the I n a
m: )e % kg:%%%t\i\l%?)egs] }H{ege%lg aré(g tfje (fjlt E%g wrmpll)ét’ %kar?e (’l?t OmgxthBSW%éS
N, N - di megpbeys amhenafeerdtxe guﬁﬁamyleol(nﬁa@hfhmazog&@phpm% tol S%(EtQHtlﬁlllfeMQE (19
m.). The reaction mxture was stirred at 110C for wat er was

Rdded andio siEe drads: ﬁ‘i‘@ﬂtﬁ’é‘?t Vad-tozs ?é?étgéctohﬁi (o 2nend 05 H o w%f; GUME gani ¢

L\agrer 12@3@@ 8’ conc ?ﬁ 8&'@% bro so |d§§\fv§dlﬁ?:?%3r |%ﬂ gried

et her, fi%t6e8,db le,dlmﬁgtﬁdd(deth 1808, &. @t Hzt bHyet 54 (e J=H %aIHzprlda{juéBm(ﬂ e as
pal e brovvn SO|Id in 70%yield. NVR (300 MHz, DVsO d6) (5 8.67 (s, 1H), 8.60
(d, J 5 2=/ HgyhH).- g 13" (s, 1H), 7.97 (s, 1H), 7.96 (s, 1H), 7.70 (dd, J=
5.2, 1.4 Hz, 1H) 7.15 (d, J= 1.5 Hz, 1H), 2.52 (s, 3H). 20Synthesis of

i nt er medi ate I1-f: 2-(2-Methanesul fonyl-i m dazol -1-y1)-4-oxazol -5-yl -
pyridine To a solution of Il-e (2.17 g, 7.83 mmol) in DCM (260 ng) was
added nCPBA (2.97 g, 17.23 mmol ). The mi xture was stirred at room
tenperature for 16 h. Then, a saturated solution of NaHCO3 was added and
the crude product was extracted with DCM (2 tines) 25 and the organic

| ayer was washed with saturated solution of NaHCO3 (3 tinmes), with water,
then with a saturated solution of NaCl, dried over MgSO4 and concentr at ed.
The final product was purified by silica gel chromat ography u5| ng 5 to 10%
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Synthesis of internediate Il-g:
2- (2- Met hoxy-i m dazol - 1-y1l) - 4- oxazol - 588l -pyridine To a solution of I|1I-f
(600 ngy, wOQ@13Mtwi70) in dry MeOH THF (1/1, 6 nl) was ad®€u/ERR010Q643%0! uti on
of NaOMe in MeOH (6.2 nmiL, 3.10 mmol ). The reaction mxture was stirred at
50C for 16 h. Water was added and the crude product was extracted with
Et 0Ac (2 YnthesBY irdarcheidivge UHJ&ﬂiSC(Q] Gkﬂefo MOM@m)e[d,ﬂbiﬂerﬁiﬁQroﬂehen wth a
sat ur at ed soI Lﬁgon of gl and concentrated to give
corrpound Y1ZGhirowapzolprYivhls %&J?lpﬂldlﬁylg?a%%/}’éﬂcf W&Slprfpwba% dergriRed for SO d6)
.66 ( L5 AT 14 s 1 7.68
(dd o gbové-ki}}om% %§az(oq 5 ‘[1% ]?w‘?ﬁﬁm@ﬁi onB- Q‘ﬁﬁfﬁ ’(7436% s \]‘4‘:&?1_)9 T 0H) |
4.09 (s, BHMDSQlMymtT‘IéEJ 4;64)1inIL rit @ medilasrel CIClIh(1.10 g, 4.64 mmol) in dry THF.

4-(2- I o-ox zol yl 2- xy-im dazol - 1-y1) - idine Jo a_

sol utiPon of° ‘irH rﬁﬁ\ﬁ?té’t’% Hul‘”(ﬁﬁdgg ﬁ\%l qu@itomﬁy)@ﬁbdFﬁ"tf?gﬂi’“g‘l%ﬁ 2y “under
inert atnogphel BOP@)Stoaﬁﬂﬁé {6 aRYed rituct VEQ- @a§9|“Hﬁﬂe%'311@f(3¢-3 HgD&%';' qry THF
(2.3 nm., 2.27 15 mol). The reaction m xture was stirred 8C for 0.5 h.
Then, C2CQIBIR 699 MYz, CDChr) arde 1) (snhld), &dded, Hil), 8BL, a]rrdZIZHéz rléb)cf/ Bor Xt ure

e VB 28, SR TERLYGR B, ¢ PR R AP R PN

wi th wateryg).then with a saturated solution of NaCl, dried over MySO4 and
concentrated. The final product was purified by silica gel chronatography
20 uslfhg 0 to 10% MeOH Et 0Ac as eluent to give internediate I1-h as white

SO|Id in el - 30Q, \ 13 5.8. 51 d. J=5.2 .0.8 Hz
o llsS S Sy ) R ol o Bl Rfing oG

7 33 (dd [1,B9bipyidind1-2-ole, 1H) 6.75 (d, J= 2.0 Hz, 1H) 4.21 (s, 3H).

25Synthesis of internediate I1-1: 4-Methox )Dgrret hyl - 1- met hy1- 2-ni t r o- benzene

To a sol Wik -Methgionemethyd-phenylamige)-Risc)->il- HF%/]bN@@‘H" 3-¢6) Fderas nert

at nospher I i -

26. 04 5k a Secfe Ll HOBELHon 3 QIR ESTpRuh Dol ¢ )

Wat erlSwasVHMe@SSamg BELOH m@ms])r end\bedethnxie - malﬂydmaﬂn@ (&S snyt, €).25Th mm:crl)mie

Pchod w PROACL) (M (B SIS FomPAERt 220 e shgm KEemeagr g SVar : Mysos
and concea&ﬁ,%t %’thtZ%%V@A)'Elsz R days ablanlm«a%ey@dl dogzsofnlg 304, g%BM%f%O Mz,

CDC13) 15 7 ,
4. 48 (s OPK]) 3.8483 (dsJ—sl—Qszlsa ggs (BH)= 2.3, WB), 7.93 (t J—21Hz 1H), 7.73

2013/ 014170 20 t er.npdi

S-Net hoxy/det Ryt B7ndhy oo ReA Vb han T s 730 G o 8¢ 4 eF et 4P 478

(4. 7209, (35113% 60a8(d) J1=9. EtPQzJ'VlHE)’% 58/da, 015@ 302 )% H\ErlQI)aQQGC{t SJU£§QSSHt weH)y
SnCl2. 2H20 (29.70 131. 60 mol ) and drocbl oric acid 37%(15 L)

dr opwi se.3.Fhés, BEAcE2Dfs, n”ﬂ)t Ebe Magn/s8i7p t(MﬂHt hagondimpera: W ein gpethed h.

Et OH was ermved under reduced pressure and to the resulting aqueous

sol ution v?/as added a solution of NaOH (10 N) until pH=6-7. Then, the crude
product was extracted with DCM (2 tinmes) and the organic | ayer was washed
with water, then with a saturated solution of NaCl, dried over MgSO4 and
concent r aEEMRIgR22 £ i nal product was purified by silica gel 10

chro o] ml;gé t993 t i

i nt e;%ted?%te I}Sﬁegalgm < gwgo ﬁ&Q?%‘/ﬁMﬁét W%ﬁn Lt%'a%%l éjglqémg%y 1% , J=
7.5 Hz, 1@E)yJimethy&nfise- eﬂgzl)ELl?H{i»dem Zbhe 6. 41 (d, J= 7.5 Hz, 1H), 4.80 (s,
2H), 4.24 (s, 2H), 3.23 (s, 3H), 2.03 (s, 3H). Synthesis of internediate
[1-i: N-(5-Methoxynet hyl-2-nmethyl-phenyl)-acetam de 15 To a sol ution of
[1-m (2.0 g, 13.23 mmol) in dry DCM (45 nL) was added successively dry NEt3
(2.3 nL, 15.88 mmol) and at 0C AcCl (1.0 nL, 14.55 nmol) dropw se. The
reaction mxture was stirred at roomtenperature for 2 h. Water was added
and the crude product was extracted with DCM (2 tines) and the organic

| ayer was washed with water, then with a saturated solution of NaCl, dried
over MgSO4 and concentrated. The final 20 product was purified by silica
gel chromat ography using 50 to 80% Et OAc/ cycl ohexane as eluent to give
internediate Il-i as pale yellow solid in 88%yield over the 3 steps. Iff
NVR (300 MHz, DMSO-d6) (5 9.27 (s, 1H), 7.36 (s, 1H), 7.16 (d, J= 7.7 Hz,
1H), 7.00 (d, J= 7.6 Hz, 1H), 4.34 (s, 2H), 3.26 (s, 3H), 2.18 (s, 3H),
2.05 (s, 4H). 25Synthesis of internediate Il-j:

{542- (2- Met hoxy-i m dazol - 1-y1) - pyri di n- 4- A- oxazol - 2-

y11- (5- met hoxynet hyl - 2- net hyl - phenyl) -am ne To a sol ution of NaH 60 %

di spersion in mneral oil (237 ng, 6.16 mmol) in dry DMF (20 nlL) was added
dropwi se at 0C a solution of internediate Il-i (595 ng, 3.08 mml) in dry
DIVF (20 m_) The reactlon mxture was stlrred at roomterrperature for 1 h

e ”~ o - . VALY Y. ~ NS R A ~ N



10 To a solution of Il1-j (100 ng, 0.26 mmol ) in dry dioxane (4 nL) was
added dropwi se at 0C a solution of HClgon dry ether (546 [IL, 0.55 mol).
The reactwonom/grne was stirred at 60C for 2 h and at PocomPR@EnRpessat ure for
16 h. Then, the solvent was renoved under reduce pressure, the crude
product was triturated with ether and filtrated to give conpound 215 as
white solid in 57%vyield. 111 NWR (300 M—lé,/ CD30D) 5 10.04 - 9.95 (m 1H),
159.46 (s, 1H), 9.15 (s, 1H), 9.03 (d, J="4.6 Hz, 1H), 8.95 -8.87 (m 1H),
8.78 (d, J=7.8 Hz, 1H), 8.19 (d, J= 3.2 , 6.04 (s, 2H), 4.97 (s,
3H), 3.91 (s, 3H). Exanple 216 Synthetic\appraach of compound 216 72 WO
2013/ 014170PCT/ EP2012/ 064539 Syntherigyoh internediate Il1-a:

1- Brono- 3- ( 2- met hoxy- vi nyl) - befizéwé T® aHsol ution of

(et hoxynet hyl ) tri phosphoni um oride (5.56 g, 16.21 mml) in dry THF (13
m.) under inter atnosphere was ddded dropwi se at 0OC a solution of nBuLi in
dry THF (22 nL, 21.62 muol). The~re@ction mxture was stirred at room
tenperature for 1 5 h. Then, a sobution of 3-bronobenzal dehyde (2.0 g;
10.81 mmol ) in dry THF (20 nl) weS~adoed dropwi se at 0C. The reaction

m xture was stirred at roomtenperaturd for 16 h. A saturated sol ution of
NHAC1 was added and the crude product was extracted with EtOAc (2 tines)
and the organic | ayer was washed wi t4% water, then with a saturated sol ution
of NaCl, Armeduvefr 3M3S43I0irkARGELHHA ﬁﬂ)in?f@(aﬁélfﬁiﬁ)%@&%ﬂ 1HOBR iDL f i ed
by silica gel 10 chromatography using 10 to 15% Et OAc/ cycl ohexane as el uent

to give 1MeA%SYee Gvloinmall (Bedoye-ethyl)-dimetivRapdoohwpchl@l G)7. B mg, 79

13 0z, G adliureor Br Sl and yifgrd 58606 Tho Bl o [ Bindifyn 05
J= 7. G HzDMEH4 m3.)8as(IseatedHt,503C #dr (6 ,h. Mfer elbpmidiest BMH, thahakfpsdizat e

[11-b: (5-Methoxy-2-nethyl-phenyl)-thiourea To a solution of KSCN é780 ny
8. 02 ol tyeatesd Witk vates apd oxtraciedwish et Tdessmibied preaninsivere dped AVgresas

o Sl (8ol B R L ARl LS00 ol BRI,

et hyl ani ¢lutheg ¢ith @ Y9 EtQH 20 DGM) Jo gime gceede@inedlpmﬁpau)nma yiadide/clsoﬁdq(zj} hga he

ol i d vas ) {AROaR G ABE R Rl ieteel A el 1 2givE- 2 0 85l 1
A sol yf i onee{dd, e bat | ru ,?ﬁ?ﬁilﬁ;ﬁ%ﬁmx 69038 mjgkgjsgi g,ri‘#)%'s(s?(@ Jid) was

stirred at roomtenperature fo . was renove réduced
pressure @Bdiz HE)sol3 ¢, W&B, ha% e d b S HnRADBr 3. Adds. étthel. 50dt, ¢l v6.3 He-Bas a

white solid.in %y .1 3 VHz,  DMSO. 6 9.20 (s, 1H), 7.13
(d, 25J= %Qﬁ(ﬁz{?ﬁ%ﬁ E)ésd’@iz ‘{gﬂwﬁb?‘g@tﬁﬁt}o“ﬁ#&? ‘é%t“o@}e%b@ 83 26
1H), 3.71 (s, 3H), 2.10 (s, 3H). Synthesis of internediate Ill-c: [5
-(3-Bron0-pheny1§-thiazoI-2-yI] - (5- et hoxy- 2- net hyl phenyl)-amne 30 To a
sol uti on pta (300 ng, 1.41 mol) in dioxane/water (1/1, 6 nlL) was
added, \NB - , I e reaction mxture was stirred at room
tenpeygkﬁ$%%%%Pq%pﬁ%d¥ gﬁgaﬂ%??%y(z77 nyg, 1.41 nmol) was added and the
reaction mxture was stirred at 80C for 16 h. Water followed by saturated
solution of NH4ACL were added and the crude product was 73 WD

2013/ 014170PCT/ EP2012/ 064539 extracted wth EtOAc (2 times) and the organic
| ayer was washed with water, then with a saturated solution of NaCl, dried
over MgSO4 and concentrated. The final product was purified by silica gel
chr omat ogr aphy using O to 35% Et OAc/ cycl ohexane as eluent to give Ill-c as
pale yellow solid in 69%vyield. 1H NVR (300 MHz, DMSO-d6) 6 9.48 (s, 1H), 5
7.77 - 7.69 (m 2H), 7.54 (d, J= 2.1 Hz, 1H), 7.46 (dd, J= 7.6, 0.9 Hz,

1H, 7.40 (dd, J= 7.9, 1.0 Hz, 1H), 7.30 (t, J=7.9 Hz, 1H), 7.11 (d, J=
8.3 Hz, 1H), 6.60 (dd, J= 8.3, 2.5 Hz, 1H), 3.71 (s, 3H), 2.19 (s, 3H.

Synt hesi s of exanple 216: 1-

{3-[2-(5-Met hoxy- 2- net hyl - phenyl am no) -t hi azol - 5-y1] - 10phenyl
-imdazolidin-2-one In a sealed tube, to a solution of Ill-c (200 ng, O.53
mmol) in dry dioxane (10 nL) were added successively 2-im dazolidinone (275
ng, 3.20 mmol ), cesium carbonate (432 ng, 1.33 mml), Pd2(dba)3 (46 ny,
0.05 mmol ), 4,5-Xantphos (61 ng, 0.11 mmol ). The reaction m xture was
stirred at 110C for 16 h. Water was added and the crude product was 15
extracted with EtOAc (2 tinmes) and the organic | ayer was washed with water,
then with a saturated solution of NaCl, dried over MgSO4 and concentr at ed.
The final product was purified by silica gel chromatography using 0 to 30%
MeOH Et OAc as eluent to give conpound 216 as yellow solid in 41%yield. 1H
NVR (300 MHz, DMBO-d6) 9.36 (s, 1H), 7.75 (s, 1H), 7.63 - 7.56 (m 2H)

7.37 (d, J=8.2 Hz, 1H), 7.29 (t, J= 7.9 Hz, 1H), 207.15 (d, J= 7.5 Hz

)
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75 WO 2013/ 014170PCT/ EP2012/ 064539 Synt hesis of internediate |IV-c: 1-A
cetyl-3-(4-methyl-3 -nitro-phenyl)-thi®rea To a solution of amoni um

t hi ocyanawe 201/0%17g, 13.85 mol) in acetone (21 nl) wasPatdPA1di065es se
acetyl chloride (0.90 nL 12.70 mmol ). The reaction mxture was stirred at
40C for 30 mn. Then, a solution of 4-nethyl-3-nitroaniline (1.76 g, 11.54

mmol) in 5 acetone (7 nL) was added and the reaction m X m%sjtirred at
roomtenperatNtE\e for 4h. The geaction m xture was pour?d@aq(ce-water and
the precipitaieowas filtered, hed with nore wat

Nand)®ycl ohexane to
gi ve conpound T V-c¢ S,.pLawn sO din 30%yield /}VFEH DVBO) 5 12.45 (s,
1H), 11.53 (s 1|—|)7_6\8,§§_(_d, J£ 2.0 HZ.AH), 7. , J8.3, 2.0 Hz, 1H),
7.43 (d, J= B.3||Hz, ECbfls 2.4 /(q 3HaH %MQQ " 10 nt hesi s of

i nternedi ate -dg, (4rHvet hyl - iy ro-phenyl)-thiourea T0O a sol ution of
IVoc (873 my, 3.45 mmol) in methardl (5 nl) wad added K2CO8 (953 ng, 6. 90
mmol ). The reaséion mxture wagggtirred at rogmtenperature for 16 h. Then,
the sol vent was renoved under reduce pressurel was added and the

crude product was 15 extracted with Et0Ac (tw ce b P organi c | ayer was
washed with water, then with a saturated sol uti nQﬁt 1, dried over
My504, and concentrated. The fiy Wt purg

L by silica gel
chromat ography using 0 to 5Q % Et0Ac/ cycl ohexane asiogingent to gi ve conpound
%\>LL,Q d. (300 MHz, DVsO 5 9.95 (s, 1H), 8.28 (d,
J= 2.1 Hz, 1H), 8.00 on 3H), 7.42 (d, J= 8.3 Hz, 1H), 2.47 (s, 3H).
20 Synt hesis of intq} iate |V-e:

(4- Met hyl - 3-ni tro-phenyl)-thiazol-2-yl-am ne To a suspension of IV-d (377
ng, 1.79 mmol) in EtON m.) wege added a sol ution of chloroacetal dehyde
((1.41 g, 17.93 mol)) in water (50% ww and KHCO3 (539 ng, 5.37 mmol). The
reaction m xture was rred at 70C for 16h. Then, the solvent was renoved

25 under I [ te S and th ryde product was

extract edg %%gé’t?&ﬁ%%f@%ﬁ Yrr%‘s ?'E%Naren(%{rj' é%?lgml'%}?égl'ﬁﬁ@'wgﬁlgd with water,
then wit lp-Braas-yr(@todtbre-ekuttdl GoyphyNaGd IX AN wedpreyaed M &txampl ICPOGRAD! at ed.
The final_product was purified by silica chromat ography using 0 to 70 %

|
Et 0Ac/ cy PORER4NEaz0s ol pardine d43i we. & s ﬁdHMD%(%@ 12 Dipma) argi ¢1£140%

Lua, 3= aoqe 8 3 RO b P30 o Frinfihgiheldch fopeliboirfee SMbgagPgh®,

7.00 (d, D %)3HNMR (W06MI2, €DAls,5 Bk (d, J7-6 SWAT2018, 0.58 17,0R0T 1 ERP2QUN)064539

Synt hesi s i_nt er iate I'V-f: 4-Methyl-N

-t hi azol -Egérjgér{?’enﬁ%'l, 3-diam ne To a solution of IV-e (737 ng, 3.13 mol)
in EEOH DCM (30/13 nL) were added successively, SnCl2. 2H20 (3.54 g, 15.65
nmml ) and hydrochloric acid 37% (3 nL) dropwi se. The reaction m xture was
stirred aSyntlmsm afansenediated Xi-br [S1@RABroBt@plndis-45yl)-enanebd- R hecthogouctiegd-
pressur en%'gndtt&g%helresul ting aqueous sol ution was added a sol ution of NaCH
(10 urft TPt HRRE D28 the crude product was extracted with DCM (twi ce)
and the B e oAWRIdinNA S, )G 6102 W |L (8- 8RS8 inetHyle n¥hDpingBlatliad ed 1xah uti on
of NaCI,qg(rll ed over Ngré’ﬁr and con\gle]n(t_rat exgl._ Tﬁjggfi na?h%rozgct was pu?%fi ed
by sili cavgfepreptiednatforgexaipie 330 nging inisrsedistet A cypll oheXkahanmel)eNdént to

i i nt I V- | | 0l |4 5%yl el d. DVB .5
0 74 (o, g itadEod R YR LA oGyl 8 Shdn S Nall fos BIEDe 2,
(m 2H), @k iaAMF Io gBelnte@ndllidte IXIB s a Felfdv §dids(162hg, 64 999 I NMRHB00
Synthesis of internediate

| V- a:
N [ 5-10Ac M ERICEDGI 52 (/s hf SR (5. BTG G, Wb Tek2es HO. Fo2dd. /

sol ution 0k 5l f L] =2 Jph ) 1 ( y (28 |y n dry
DCE (10 m.%',z %s}lg’g%lghwé#opzugs%{e’at 5’07C@6;§1fytl !cﬁlg‘f ?132%(%.%3%)&;%’92)1[{%@).
The reactd.of(qui/xt 16 élznaH), 234 st ptl . 25qC f07.05AH3HThen, water was added and
the crude product was extracted with DCM (3 tinmes) and the organic |ayer
was washed with water, then with a 20 saturated solution of NaCl, dried
over MygS :C t . Ihe_ki ot _ i f b L& ca_gel
chr ot ogr Aoy el et abS: B Ablley ol e ae e AT PRy o P b O3 e
| V- a 25 yh#bdwetahyddo{ h2'Gpyrydieylel-04800 MHz, DVMSO) 6 9.39 (s, 1H), 7.54 (d,
J=1.7 Hz, 1H), 7.40-7.32 (m 2H), 7.29 (d, J= 3.6 Hz, 1H), 7.13 (dd,J=
7.9, 1.9 Hz, 1H), 2.28 (s, 3H), 2.07 (s, 3H), 1.99 (s, 3H). 25 Synthesis of
intermediate IV-b : N {3 -[5-(3 -Bronp-5 -isopropoxy-phenyl)-oxazol - 2-

yl am no] -4-nethyl-phenyll-N-thi azol-2-yl- acetam de To a solution of NaH
60 % di spersion in mneral oil (83 ng, 2.08 mol) in dry DMF (3 nL) was
added dropwi se at 0C a solution of internediate IV-a (300 ng, 1.04 nol) in
30 dry DMF (3 nL). The reaction m xture was stirred at roomtenperature for
|l h and a solution of internmediate I-d (328 ng, 1.04 mmol) in dry DVF (3 nL)

o, ~ ~ N .

IV-d as yellow solid in 6




57.65 (s, 1H), 7.47 (d, J= 2.2 Hz, 1H), 7.45 (d, J= 2.5 Hz, 1H), 7.42 -
7.38 (m 2H), 7.19 (t, J= 2.0 Hz, 1H),97.15 (dd, J= 7.9, 2.2 Hz, 1H), 7.11
(t, J= 2.WoHm3/aiH79 4.78 (septuplet, J= 5.8 Hz, 1H), 2. 20T(EP2012164532. 14 (s,
3H), 1.37 (d, J= 6.0 Hz, 6H). Synt hesi s of exanple 217:

1- (3-1sopropoxy-5- {242-nethyl-5-(thi azol -2-ylam no)-

10pheny| afrinmajuroxbintdrmsdipniclBNpbgAY g, iori3darol), divateZeolactem! (6 ang Galcadmiotibe, to

lution of IV-b . Q.42 i di 5 m dded
G uoceas VP Sabrats R TE 9.3 a ne DpR AP o e A e and masi e haTe. ( 162
mg, 0.50 OB hmdPAA(HBELS (2.5 InPwalreBbx R )1 %ﬂﬁlo %@%ﬁiﬁ%@%@rﬁ‘al%aiﬁe 4

nmol ). The reaction mxture was stirred at 110C er was added,
t he cruddrgscoouotonitersd by TExE ) Abe edhciion miEuGAvay then eepoente, hhé ther gadd ¢l | ayer

hed wi.t h th i 4. t d |t f Cl, dried_ over
MySo! Sand EEHY PhrPhioetibed (e RSk e o Hiofa B EiS s e
chr omat ogrzaphya ydioRdsdi ﬁtzg 0% ‘%E.OIPPNME@ (nirexane c@c[%@lsaé))g.@g (%J giyeyyy,

conmpound 217 as beige solid in 49%yield. (300 Mt 12 (brs,
1H), 9. 251H)s7.991py,, 118, 844 (&1,1H)=7.29 (s, HiEl), 1.Bf - 77124@n,(33]), 19p (d,7/ 38.91dd, 1H)>= 8. 3,

2.1 He, 7 1 A9 (d,_ J5 .3, H,7,15.(t,, J= 1.9
Mz, 1H), he g 35‘5} 2 %b%%mkgl% 3’5%79 69 (‘s‘?‘gfiﬁ’ ,72‘@’.2%@&(‘ &-S%Qns?’gil%?“ ©h) |
6.81 (s, 3Hy) 2.02.-61.80mMm, BH), 1.36 84 J(=17.02H),, 318). BBI(MS 1K) 40720MBH['S ReRhbion 1. 27
(d, J= 6.0 Hz, 6H). (ES}L?Q mz 491 (M+tH) Retention tine = 3.13 mn (method
2) 25 0exdips & 3Fenindimathadt e approach of exanple 218 78 WO

2013/ 014170PCT/ EP2012/ 064539 OHN O Mel ' Et 0AcAg2CO3 DCM V- bV-c

bi s( pi nacol at 0) di boron PdC12(dppf): DCM KOAc, DMF Pd(0A02 C) K3PO4/ Davephos
[11PrOH NEXdn#ple 224 -N INH N O O NH Synt hetic approach of internediate V-h

CH ) 02N .1, 3-dj br onmopr opane )
Synthesis of example 2224: 1—{4—[2-((5-Etl?oxy?nethyl)&-methyl—phenylammo)-oxazol-5—

yl]-pyridin-2-yl}-tetrahydro-pyrimidin-2-one

o
N
N O%NH
N
NYO
15 NH 224

A mixture of intermediate IX-b (50 mg, 0.13 mmol), N,N’-trimethyleneurea (130 mg, 1.3
mmol), cestum carbonate (46 mg, 0.14 mmol), Pdy(dba); (4 mg, 0.004 mmol) and
XantPhos (7 mg, 0.012 mmol) in dioxane (2.5 mL) was refluxed for 1h30. The reaction
mixture was then evaporated, dissolved in ethyl acetate, washed several times with water,
20 dried over MgSOs, and concentrated. The crude oil was chromatographed (SiO,, eluting
with 1 t010% EtOH in DCM) to give example 224 as a yellow-orange solid (16 mg, 31 %).
'H NMR (300 MHz, DMSO-dy) 6 9.54 (s, 1H), 8.28 (d, J = 5.2 Hz, 1H), 7.99 (s, 1H), 7.79
(s, 1H), 7.66 (s, 1H), 7.24 — 7.10 (m, 2H), 7.00 — 6.86 (m, 2H), 4.41 (s, 2H), 3.92 — 3.80
(m, 2H), 3.47 (q, J = 6.9 Hz, 2H), 3.26 — 3.19 (m, 2H), 2.27 (s, 3H), 2.03 — 1.80 (m, 2H),
25 1.14(t,J=7.0 Hz, 3H).

Example 225
Synthetic approach of example 225



K2CQ3/ DIVF Mor phol i ne K2003/ Di oxane (:)Br V-h V-i ON V-g Synthesis of
intermedi ate V-a: 4-Methyl-pyridin-2-01925 I nternmedi ate V-a was prepared
usi ng t hewoebtsad4ob Adger et al, in J Chem Soc. Perki nPTTar301206453988,
p2791-2796. A 1L flask containing water (240 nL) was treated with conc.
H2SO4 (32 nmL) and cooled to OC then treated with the 2-am no-4-picoline in

one porti N (30 g, 277 mol . A sol ution of (@0 6 g, 299 in
wat er (40, mM) was added g over 1 h s the internal
t emper at urfe-never rose on

j\é: e react i was stirred ab@for | h
T n at t hg sWerature cool ed t)0 room
@ The el uti onlwas PakelWd o pH~6e7 WABH/EDGY, NaOf gx ot her m
and extr as{ ed %@g hot 120 mmg& conbiNged organi cs
were dried 79 013/0 64539, ), ,\filtﬁred and
evaporated x afford a beige cfystalling solid (35 g.{ 819 f

intermedi ate V-a.1H NMR (@0 MHz, DMVBO dBf26 11.31 (s, /119, 7.23¢d, J= 6.7
Hz, 1H), 6.10 (s, 1H), 6.00 (dd, J= 6.7,x%. 2 Hz, 1H) .10 (s, 3H).

5Synt hesi s of internediate V-b: 3-Bronp-4-nethyl-pykidf n-2-ol| .CeEHR i on of
4-met hyl -pyridin-2-ol V-a (25 g, 229 mmol ) in gl aci al rTIﬁggqetlc agPE/HCB50 nl)
and EtO0Ac (680 nL) was treated with NBS (37.4 g, 210 ) and stir at
roomtenperature for 30 mn. The m'x re was then taken to pH 8 w

aqueous ammoni a and extracted WI(S c. The separated orga |csowe1Ne
washed with 1:1 H20 / brine en>\d\r/ 10 (Mg504), filtered and M)orated
before purification by si%_pmw chro graphy (1- 4% NHDCM) to
afford the desired pr fg)lgc‘t as a whitye {sol i,dHE8. 66 Q). (300 MHz,
DVSO) 6 11.90 (s, 3\114(d J=6.6 Hz, 1H), 6.19 (d, J= Hz, 1H),
2.25 (s, 3H). 15 hefis of interngdiate V-¢ 7/

3- Br onp- 2- net hoxy~# net hyl - pyri di ne A s@ &Pflon of

3- br ono- 4- net hy - -py i done V-b (2.20 g, 11.7 mmol), / DCI\/I(80 m_) was
treated with Me 117 mol ) and Ag2CO3 (6.4 23.5 mmol ). The
flask was stoppe Jand Firred under ar gon for 6 days.-\ The m xture was

filtered and purified by colum chronatography (Si02, 10Y Et 0OAc in

cycl ohexane) to afford the desired product 20 V-c as a clear nobile oil
(1.83 g, 80% . 1H NMR (300 MHz, CDC13) 6 7.94 (d, J= 5.0 Hz, 1H, 6.77 (d,
J= 5.1 HzSynlpsis (Zflmfsﬂlat@ﬁ)-a 52(33§1t(03ph®m)) OP@W@hem s of internediate V-d:
2- Met hoxy 3 4,4 trarret

di oxaboro [ﬁg&g% Xp r“lfa |pr%pa§%d /%\S Or Y *]Xé 4 ngg L}nﬂgpb%{Vélgﬁth( ﬁ’a?%ed
wth 3 brmmnﬂ)z -TRMI0XY5.%- g’]‘EMHj(lhﬂﬂT Iaddi FIQZOG3C (4.813 Y ,mrhoD2inWVRIOH to give

bi s( pi nacol at o) di horon (1.12 dC12(dppH')B‘f DCM (146 0. 20
nimol ), KOJEmE 13@8’('@ anZ/eUOWﬁié(%a,%ﬁ@ Mit (4p0)M PEISG drd 6 00C,
the m xtu oAt n he i pn ,Qf

cat al yst ﬁ%m (?Op 3(21) {IS)I)) \l%]/azs}eia déd. %'Fﬁeas qugH\%\;fsﬁ)éealﬁggé%nJg t7(t$é1n61 xture
stirred alOH)DG{;BO’ W@y Nilght78 (T he= sroHanE)was cool ed, the sol vent
evaporated and the m xture taken up in DCM before washing with water. The
separated organics were dried (MgSO), filtered and evaporated before

puri fjgcatgd t % Et OAc in

cycl ohexa%}g?h(?%é dgﬁt%dﬁéegrﬁt%@[&%g?gt(gﬂﬁgph%? (?r?g%gﬂ%e yellow oi |l (2.14q,
5199 . 1H NRme@oteWs-12 016/ Prepa?d RETHERROMPEOBA58g intermediate X-a (3.2 g, 17

mmol), LiIHMDS (20.2 mL, 20 mmol) and C,Cls (4.78 g, 20 mmol) in THF to give the

desired intermediate X-b as a yellow solid (3.13 g, 82 %). '"H NMR (400 MHz, DMSO-dy)

6 8.48 (d, J= 1.5 Hz, 1H), 8.24 (d, /= 8.2 Hz, 1H), 8.14 (d, /= 7.8 Hz, 1H), 8.09 (d, J =
15 1.9 Hz, 1H), 7.80 (td, J= 8.1, 1.9 Hz, 1H).

Synthesis of intermediate X-¢: 4-Methyl-N3-[5-(3-nitro-phenyl)-oxazol-2-yl]-benzene-1,3-

diamine



(300 MHz, CDC13) 6 8.00 (d, J= 5.3 Hz, 1H), 6.65 (d, J= 5.3 Hz, 1H), 3.89
(s, 3H, 2.33 (s, 3H), 1.40 (d, J = 11983 Hz, 12H). Synthesis of

i nt er mediwiDe0Ms/4172" - Met hoxy- 4' - met hyl - 4- oxazol - 5- y1- [ 2 p8ThiPpyiziodisay| 5 An
oven-dried flask under argon was charged with the

2- br ono- 4- oxazol -5-yl -pyridine (Internediate Il1-c, 461 ng, 2.07 mmol),

2- met hoxyhdernietiiael X3e (vhs fprépabed & fanathipld 228 u2h iiﬁ@éﬂﬂ@ﬁ@tlﬂ:@@-‘bng@)mgyﬁi di ne
V-d (510 ng, .2.07 mml), K3PO4 (2.82 g, 13.3 mmn% Pd(OAc)2 (51 nmg, 0.225
mol ), Da¥BiheN-(Cedmigp-2-meby-nhspyl)-asgamide RP{ mem-¥ munel) wrd NeH((B6A g, Af t er

40 m t : X1 U NI ith
nat or " angERPin HHE LA EHENERCROL Bal BshQOTUIEIRETA! i3, MIMNRIND, o
dLi ed (|VDMH&) DI\f(I‘SS@tcg)’ éﬁ.la/r(ﬁl ]éij]_)g.&@/ﬂgﬁ,gii)b&f)@((ﬁ JFHK.iSfHZ;aH)QmO@]gc},UOidWUE-IZ,

cnro 0 | %Wto %% C I N CyCcl onexane to a or t he

e T AR . ot T U DS Bt 50 o o 3% &Boh= 10t KD b0 vt
cDC13) 6 @Hyglgqﬁzgﬁ?ﬁbs Hz, 1H), 8.10 (d, J= 4.8 Hz, 1H), 8.01 (s, 1H).

7.59 (d, J="4. , , 7.51 (d, J= 4.9 Hz, 1H), 6.86 (d, J= 154.9 Hz,
1H), 3.88 (s, 3H), 2.16 (s, 3H). Synthesis of internediate V-f:

2+ (5 o oA Bidtine A G {151 Sasi Bt Ryis) SososhBE vimivel
prepar ed ﬁi%nﬁlgfz-bffr_r&ﬂiifﬂ-laﬁ%‘é@taﬁﬁdyn

4' - et hyl - 4-oxazol - 5-y1-11- 142, 31Thi pyri di nyl-2'-one V-e (467 ng, 1.74
mol ) 1QUsi Ag mMikMMDDL( inerimedipiE, X2, 62267ime,2 0672 mmodl), drplyredicig] (4@6c mggid 2. 10

1) in dry THE T d | fied b hr qna h
(5 0% " oMfoshibige/iSs 5 PR-BR00HT bRBRPher bRty hugie T d T el
i nt er medi HI(S-Mnéthﬁﬁnﬂﬁbﬁr@pﬁpl\"’-@th@?c@ﬁboﬂﬁmicﬁaof’@droéﬁi‘bm%@Qﬁg,M‘.‘%— II-TD% 49) 6

8.76 (d, J= 5.3 Hz, 1H), 8._121\gd, J= 4.4 Hz,” 252H), 7.70 (S, , 7.64 (dd,
J= 5.2, 1INEt;1360 ply2.6mmol) iy DME (5 mLpwas stiqyed & rggmtempgpiure ovepsigiits ThgH) .

Synt hesi s of.: | iate Voh 4 (3. . - 2. nitro-h
~ Sol a1 st BN S e G ottt R QTR ARk TR e HF 0
treatked whieh MgEBOK2 GiiBcdiRe@BRedto HEmIBmOIDYQluas dorlalBwin dergpapisapanehé 6t163 i,

65.3 mml(% and heated to 100C for_ 2.5 h. The cooled m xture was_dil uted
with wat efOBRng Y 4sa8eR golpated Eio@lmﬂﬁ%l O dpteanehMe 5 dnsy & Yalow golid

(MgS™H4) , hi 0 _pynidf kcat i o
chr omat og@%%tr‘?;%’ ?%I /ggquXI?;Rtoﬁrfjgg%%{??% ‘% %?I gggéclfﬁ (&:gglgg%eﬁéin%?@t% (g’f ]f%)l’ d the
81 WO 20180914 Vre PGTHEPH)1 28064589 TdeHiy Hd), pridduc 2HY; h04ss,d HpHiBY ¢d vkt | ow

i S S T 000, R A L g

2H), B 60169 mJagp- 4 Hz, 2H), 2.53 (s, 3H), 2.40 -2.24 (m 2H). 5Synthesis

of internediate V-i: 4-[3-(4-Methyl-3-nitro-phenoxy)-propyl]-norpholine A
sol ution of the 4-(3-brono-propoxy)-1-nethyl-2-nitro-benzene V-h (500 ng,
1.82 mmol ). in dry.dioxan " reat ed . w t.h K2 1.01.q, 7.28
ol ) and s obT A SSRGS e R R T E ot P Fanfin i

cool ed m plicuyE -Wpsrrélidibtied-dokfamideat er and extracted with DCM The conbi ned
organics were drie 10 filtered and evaporated before purification

d (MySO4)
by col urmAdhixBHapbitamediateskab220 a0 RgnmehhSpek 2Ho@ (590 mev-6temabrsdd t he

cocL gy o P SRR PRTSo Fohot) i Gn g idhpued G GEE) 1T
8.5, 2.7 wWias stirkdd, at44006 ot 4 h) Fhb réictian ndkfure ¥ad then eSaffrated) diftthd wh4thy( dt ,
J=9.0, 5.1 Hz, 9H), 2.07-.1.88 (m 2H). 15 nt hesis of internediate V-g:
2- Met hy| - 3efate m%wsrﬁ U} The 6%y laperetan %ﬁa_ﬁsg RVSBMiEy Shylgretpigethon
4-[3- (4- mpbhyhm Bl t bQaRize @é}/s) WO PYAdORRAO G, Varied( 3R8r Mosdy, 23ngmo! )
in 90% Et OH (15 ML) was treated with oncl2. 20 (1.58 g, 6. 24 miol} and
conc. HClcqnte@rhter. , The2crdenonl wascbroneddgrapiied (AdfOineldtong With.0.3%eE€ddlied

sol utj,on 20 concentrat ed under reduced pressure and take wth
2 saciff ot BEROCRETE B LAl ae o Db ety t eroa? Tovndl SO E

or gani cs Ngl£ pMSed| by 11}, lotey @d1@N® BVAPPHRtESh (0 t-he gdesijpgds g oduct
Vog as a Vi Seous yel6fow$ogi4ﬁ;(3)06 mﬁ 98&). A (30% Wz, CDCl%?’ 6 6.92
(d, J = 8(dg/Hz].3 14 1Hg. B (s, 8H247.3(s, 2H), 7.8 66 1H),,6.91 &,6.-37 841z, IH), 6.39 76 -
3.69 (m 4H), 3.58 (s, 2H), 2.57 - 2.42 (m 6H), 2.09 (s, 3H), 1.93 (dt, J=
13.3, 256.5 Hz, 3H). Synthesis of exanple 218:

4' Met hy1- 4-12-[ 2- net hyl - 5- ( 3- nor phol i n- 4-yl - propoxy) - phenyl am no]

-oxazol -5-yl 1 -1"H[2, 31bi pyridinyl-2'"-one A solution of

4- (2-chl oro-oxazol -5-y1)-4'-methyl -1 'H[2,31] bi pyridinyl-T-one V-f (50 ng,
30 0.159 mol ) in iPrOH (4 nL) was treated with

2- met hy1-5- (3- nor phol i n- 4-yl - propoxy) - phenylanine V-g (48 ng, 0.191 mmol)
and HCL (2Min ether, 120 'at, 0.240 nmmol) and heated to reflux for 18 h.

A ™~




5- (3- Brono- phenyl ) - oxazol e VlI-a was prepared as described for internediate
| -c using 3- 15 Brono-benzal dehyde (1094, 54 mmol), TosM C (12.7 g, 65
nmol ) andw&2C3®148097 g, ) in MeOH to give the desired ipar@ara|dioatsad VI - a as
a brownish solid (12.1 g, 100% .1H NWVR (300 MHz, CDC13) 7.92 (s, 1H), 7.80
(s, 1H), 7.57 (d, J= 7.7 Hz, 1H), 7.46 (d, J= 8.0 Hz, 1H), 7.37 (s, 1H),
7.29 (d, (A=) %06 e, 1HY) 4.82Q5)2H)N828(s,0fH), tasr nedb ding 4M)- 023 (s, 3H), 1.78 -

2- Met hoxy- 3- ( 3- oxazol - 5-yl - phenyl) - 1, 2-di hydr o-pyri dine A m xture of
5-(3-bror11e68p r‘f‘ﬁ) oxazole Vl-a (1.33 g, 5.94 nmmol), 2-nethoxy-3-

pyri di nyl boronic acid (1.00 g, 6.53 mml), Pd(PPh3)4 and K2CO3 (1.81 g,
13.1 nmol) in 83 WO 2013/ 014170PCT/ EP2012/ 064539 THF (20 nmL) and water (10
m.) was HHoatledist @fr eakhmplef 02254 h N-Th¢543 -2, e Box@mpipendineldyl ) iphemyl fokarbbd- wi t h
wat er _and extr ct ed 0Ac orrbl ned rgani cs were dried (MgSOY),
filtered Yak%mp é"?“@%‘ ngb %APY%% cy61aﬁ?1tﬁm r omat ogr aphy (Si02 ; eluting
wi th 30%7 %61uhan%3‘%t@ﬁ§é&ﬁd1€)xég7@fﬂgﬂod18t Hx%lcgfﬁi 5&%&%@@%@# MnLt) @RlePr OWn
oil which crystallized 5 on standing (1 1 NWR 300

CDC13) 6 @golﬂat((bj’d? was: added, glBtadic lnhydride, (20 I@g, Q88 an)l) 117 s@/ral portiay., TlYe 64

o 1 e B synfeo”at ity Bnoflhisp finf of Aoer unn Sefrin T schia 7+ 2

43 (2 Chlfeﬁﬁedwszwlreére&ia iR then SrafBRIANEXY THF atd d1Q08Y1 e Qo R Livhige 3
43- ( 2- Chl or o- oxazol henyf] - 2- met hoxy- L%le dine VI-c wasréﬁrepared as

for ilft ersebdi(3d &g, \Mhlﬁg(b"(ﬂé trepigehin anfetdiopey L. 3-d{Rlarethee B-mpl) praMPGL 634 i di ne
(1 37 g, Li_ HVDS T 7 (1.54
0 o 59 it TR v b Yo g e oflire Rced, ARG RaGRh, b U 0
sol i d af tsedrtifgl dtdr@tréraninby, thed unntea,smhmmt agstrghyitlf Sg0dus laHECOgaid t h
10% to 30% EtOAc in c clohexane) (1.2 % 849% . 11-1 NWR (400 WVHz, CDC13) 5
8 20 (dd wafer, sirigd ovenMgSOq japd cpnergtrated. The Iesedwwaapiyromt%aqlﬁé (PG, 3]

ép 0
IR ggﬁ%nng ot 05, 6ud B 3BT i f Songbing $19R £ Bl ol 3 Rplad .
31342 (30p- HWGWMHE@M'@ ag)- M@Q“Hﬁ%‘“ (sphénYy/-(d LA=(d@ra di,nD; one

?ph{eﬁyﬁ?g% ?ﬂr? d}on g(yhlg) %n%/l (\%anb%p?]é%a %85@ *%}]7 Prref-reldPai®: 710 Gubve

from 343-Lg-ql) q ?%?EsobHﬁ Y49 eyl ZrH)n%le&ys '4@1)@2%@ 40199,
0. 150 nmol ) W|th 5-dr et oxyanlllne( ng, 0.190 and HCL (2Min

et her, 12(@1 i2H)L1. 74)(&23H|)ﬂml) iniPrOH (4 nm). The crude reactl on m xture was
evaporat ed under reduced pressure and the residue treated with a saturated
solution of NaHCO3 and Et0Ac. A precipitate fornmed fromthe biphasic

m xt woe apchnder fsﬂnbb@ifrféﬂt qhd inBskidH leRflstt0 a%fzéﬁngdwtmrw@lgaanaéamﬂp@ﬁu as
a beige solid (19 mg % 11-1 NWR (300 DVBO- d6) 11.86 (s, 1

10. 35 ('s,2 aehpounpd9e chtedepovw 70 (dd,J= 2.0, 306.9 Hz, 7.60-7.41 (m
5H), 6.89 (d, J= 2.0 Hz, 2H), 6.32 (t, J= 6.7 Hz, 1H), 6 13 (s, 1H), 3.73
(s, 6H). EST+ M5 m z 390 (MtH). Retention tinme = 3.45 min (nethod 1). 84
WO 2013/ Oduth 78 BhdrmikRa@icdl 06MpaStidx adpbe adZfled Hymbmkhdmimpptioacmdtarekanpl e
220 Synthe5|s of internediate VHa: 2-Fl uoraq-4-faqrny I-benzonltrlle 5A

sol utl on lormylaisdowing pharpeeaticaln Arteptaple %%ﬂere ‘tjeﬂ ﬁow thg At dppuitpite (50

m.) - sium
chi orde TNRER S ARIE0 glfe I aRGRM N 2O B (OIRMHERY, BRRREY. ¢

t enper at upiéls,f Gfag&esh capsudes| lliquﬁi?. (g%lstifmpsLy lslprrpser |suhptees1(>13;,, 8dgthe3bkd) ﬁmol )
in dry THF (15 rrL) sadde pw se the mxture to war.

room t enp@eiighedhd %rpé‘tlg?t Pl ?‘98‘“1‘% tci ac‘*ﬂ‘ﬁe l?%g‘#j‘F‘i‘té’nfhei% Fﬁ?ﬁe%c
treated Wb AMAY Had é&ﬁ%nnkum@)prﬁﬁqaéenﬁcaqryga%@eﬁmex&a{rﬁatse@ombmngt OAc
The conbi ned organi cs"were dried |t éred and evaporated before
puri fi cat ewipiaits tdnd pwslidies erhofasrdﬁatc hpl@rmsmgr aphle (astm@ coglp@tidsg i t h

30% to 50% Et OAC |nccloh xan to afford ro | - nzon| r|Ie
VI | -a30%s RrepUPEORse M PRl <@t o Eﬁ)d??,ha@ma%’&}faliﬁ #\N% 3‘%?6‘1%14?”}{ f (810, 07
(d, J= 1. fHriiglatidkd) and’ a@x(ﬁlmst?atlzﬁ ha{ Mbe 3blind Ta 7tﬂe(ld€ést Edit®nSof Qle%nh@ton dH) .

Synt hesis of internediate VH b: 2-Fl uoro-4-oxazol -5-yl-benzonitrile

5-(3-Br othqmemultl)?aloS@fzmb%(N%aCb Publshigepear Basters Pdescri bed for internediate
| -c using 2- Fluoro-4-fon-nyl-benzonitrile VIl-a (2 g, 13.43 mmol), TosMC
(2.85 g, 14.77 mmol ) and 20 K2CAB (2.41 g, 1.86 mmmol) in MeOH (40 nlL) to
give the desired internediate VII-b as a 85 WD
2013/ 014170PCT/ EP2012/ 064539 yel low solid (1.46 g, 58%. 11-1 NWR (300 MHz,
CDC13) 6 7.94 (s, 1H, 7.62 (dd, J= 8.0, 6.5 Hz, 1H), 7.52 - 7.37 (m 3H).
Synt hesis of internediate VH c:
2- (3- Met hyl- 2- oxo- 2H- pyri di n- 1- y1) - 4- oxazol - 5- yl 5benzonitrile A sol ution of
3 rrethyl 1H—pyr|d|n 2- one (1.43 9, 13 1 rrrml) |n absol ute EtOH (100 m_) was

N 1 —p~ - A PN oA - 1 [ 1 o o o




10 fl uoro-4-oxazol -5-yl -benzonitrile VHb (2.24 g, 11.9 mmol) and stirred
at 100C for 3 h. The solvent was evapowated under reduced pressure and the
resi due tweansdiwi7oh a saturated sol uti on of NaHCO3 andPextEPacit@cisss t h DCM
The conbi ned organics were dried (MgSO4), filtered and evaporated and the
residue purified by colum chromat ography (Si02, eluting with 50% Et 0Ac in
cycl ohexahe) cangpogitwe dftthe desnti@dcinndler mikditia forvl df-cplasmaddtian @f dosinbiit e
soI|d(2 55 770 11 300M—Iz DMSO-d6) 6 8.62 (s, 1H), 8.15 (d, J
8.1 He,CORpjpsitign tﬁglcazﬁ’dfmm UHPY g4, J= 8.1, 1.6 Hz, 1H), 7.62 (dd, J=
69 lle 1H), 7.49 (d, J= 6.6 Hz, 1H), 634(t J—6.8Hz, 1H), 2.07
(s, 3H. Synthesis of internmediate VII-d:
4- (2-Chl &@hm@amlsiﬁsng/m)aybe(r&eweteﬂyrlﬂ&—fmm H galy pabtay-oirRtiknty theatrenaami tri | e
A sol
2 (3- ﬁet hy/ i%%n%%lyf?% Aavpoysralegholieorpilyssalytions, o slispersiqns ofifhe letipn 55
g9, 9.19 f’ﬂfDée}ulhnt &Y ofliafifiydrb®d ord oﬁlﬁﬁ@ gé‘:s) (ﬁteln\ﬁ%@ny%@eﬁqﬁi’d kWS fid €at ed
dropwi se with LiH S IMin THF, m_, nmol ) to give an opaque
yel | ow sl@mﬁlytenwr @%ﬁhellwlletyp@m@amédrbmdmmsmg ac@@ya)h(asa PeangaquegusSphmsob) was

Cemper at une: v4HRk o AF R BTt SRl 198 bR A PRl e e

The conbi gebdyy; ganilematieely 6ff inedodMISion,, off inkdredapslian) drenrRpsyart ek andft he
residue purjf] ed by col umm chr omat ography (Si 02 eluting with 50% Et OAc in

cycl ofexafseicutap d @perélwﬂﬁéo dessionicgansy Farpionig bg- Ebes& GeIIRSIsiENs are(mresAred),
5299 . 11- (d6) 6 8.16 (d, J = 8.2 Hz, 1H), 8.10 (s, 1H),
8.02 (d, %fw@@ggtawg%f&fﬁ@ 96 (dd, J= 8.1, 1.5 Hz, 1H), 7.61 (d, J= 6.9
Hz, 1H), 7.49 (d, J= 6.7 Hz, 1H), 6.35 (t, J= 6.8 Hz, 1H), 2.07 (s, 3H).
86 WO 20 /014170PCT/ EP2012/ 064539

N- (5- et hoX3fr FRERIMFTLON 4¢EP1H{AS. I9HBR yRYent e CARPEES\AOY -1erdisntsupapaly uged in
descri bedy e | ¢ [ t thwls y n
oo (5 o, sl oG 1Ty SR 2O R Y B R
(4. 32 5m. ) hydeondilice thélpdwhcegelillng engah, abpdrophilie as hpophiltee z&:m/e dageﬁts39 g,

869 -1 300 9 J=7
707 (d, vy epten agighsiOy/guiindigs pefobisss gty Sirbctigts 5
3H), 2. 18yrbServadikids, ahtigddhits, sbfvehts) ahlf fili3H) an@ﬂ?@i@'s@lv}@ﬁtseﬁé%m% #2ss,

4424( 5- Et hoxynet hyl ) - 2- met hyl - phenyl am no) - oxazol - 5

( 3- met hy 1screcpig-agentpyhacigripides, pdyr Heprbersi andicploring mwttet.xt ur e of

N- ( 5- et hoxynet hyl- 2- net hyl - phenyl ) -acetam de VIl-e (74 ng, 0.361 mol), dry
THF (3 nL) and NaH (60%in oil, 29 ng 0.722 mml) under argon was stirred
at r a@om t £0pis athighecdndbe dsed. 1nA\hé lklﬁfléﬁﬂ@rl GQfiinéffal oils (liquid paraffin), vegetable oils

4- (2-chl oro-oxazol - 5- - met hy - 0X0- 2Hpyri di n- 1)-benzonitrile
VI|-d (75liggid Badien ﬁ%ﬁheﬁ li"ﬁteﬂr Wﬁﬂwe{ @llmm OAﬂd@atm%BMSséﬂla@nmﬂbefore

war m ng t

wat o "ar SORPAEREF L) MErBEn Gmel e ThafhithEs ta WEBHES, My bilsos)
filter ed (@tedrievaphr ateovars (phefliscauebp)beédved) hyiag alltombectsedmad dgicaphy
(Si 02 |l uting with 50% Et OAc in cycl ohexane) to give the desired product
220 as a%‘?’?fﬂn S1id (61 ng, 56%. ill NVR (300 MHz, DMBO-d6) 5 9.55 (s,
1H), 8.05 (d, J= 8.0 Hz, 1H), 7.83 - 7.68 (m 4H), 7.61 (d, J= 6.7 Hz, 1H),
7.48 (d, J= 6.6 Hz, 1H), 7.18 (d, J= 7.8 Hz, 1H), 6.97 20(d, J= 7.4 Hz,
1H), 6. 33A{ emul3tfiess, glyleerols] pplysatbates, (ghycetéd)s, aigl RIBGE cgn teusgd ¢ te inRidion.2. 27
(s, 3H), 2.06 (d, J=7.1 Hz, 3H), 1.12 (t, J= 7.0 Hz, 3H). Exanple 221
Synthetic approach of exanple 221 87 WO 2013/ 014170PCT/ EP2012/ 064539
Synt hesi SAQfl erﬁlﬁﬁ@EQllﬁg @géﬁltsl ba@ox%&%’l%@n&r@(@%&) )él:ryﬂlwcb l?ﬁers such

5- ( 3- Brono- phenyl ) - oxazol e I1-a was prepared as descri’bed

i nt er medi #t eaqrylétetﬂéli}ﬂ@"«rzla& bembsﬂmrs,u dpiEacsylemidss dpﬁy@@cmldzso sgch 1 ag

| T 1. nd K2CQ3 MeOH
R (R A el S R R B AT T S L e
509 . 11- IINM?ag&Q;Q ModificDVER)s 68chB a9 Dehtonesl HhetaB.s4Bs (03, faﬂtﬁfi) acids S&h( 8s 1H),
Synthesis of internediate VIII-

8.43 (s, , 7.95 (s .

51- Oxazolal mwmstsaw%Wd%dﬁwhoizl%%@aamtemtm@rﬁw@f‘é@@eaméaolwbélene
cont ai ni I of 3-brono-5-o0xazol -5-yl-pyridine VIIl-a (1.00 g,

4. 44 nol qg?}ﬁbﬁglsg@sngg 1, 4-di oxane (20 nmL) was added 2-hydroxypyridi ne (507
ng, 5.33 mol), K2CAB (1.23 g, 1.78 mol ), Cul (169 ng, 0.899 mmol) and
ractrans- N, N -di net hyl cycl ohexane diamne (280 u.L, 1.78 mmol). The tube
was flushed with argon and seal ed then heated in an oil bath at 120C
overnight. After cooling to RT, the 15 mxture was filtered and the filter
cake washed with 1, 4-di oxane. The m xture was evaporated and the residue
purlfled by coI um- chromatography (2%to 5%EtOH|n DCM to gl ve t he

o o —— e~ -— N A NN O OR AR L



10 Synthesis of exanple 221:

5' 42- ( 5- Met hoxy- 2- net hyl - phenyl am no) - @azol - 5-y1] - [1, 31bi pyridi nyl-2-one
51-[ 2- ( 5-wbt2zhxy4 2o et hyl - phenyl am no) - oxazol - 5-y1] - [ 1, BCHiRPQe2a64599 - 2- one
221 was prepared as described for I-f above from

51-( 2- Chl or o- oxazol - 5-y1) 41, 31bi pyri di nyl-2-one 15 VIIl-c (68 ng, 0.250
nmmol ), and 5- rrethoxy 2-nmethylaniline (35 ng, 0.250 mmol) in iPrOCH (3 nL) to
af ford thg g/é ound 221 aft.er columm_ chromat ography (5i 02 ; el uting
Wi th 206 £ 85 Bygrepl PHTYSCRACN s PEotCiRY %@r@t%ilv%rotYQetewlnlee@slds (PRl vrHzee,
gDCl?’) S ﬁlaﬁ?bu( dsugé'rs‘an@l s%gﬂzderwwese’ V%m(&’ ] rc‘h gnlfleé‘e S%F:Q(cts zﬁ_%)éﬂ{cblaé 0 (
1H, 7. Oﬁhétbomlﬂe&c@mwbel\lﬂ):d 6 78 20 (s 1H) 6.68 (d, J = 9.3 Hz,

6. 55 (5dd J 8.3, 2.5 Hz, 1H), 6.30 (t, J = 5.6 Hz, 1H, 3.81 (s, 3H)
2.25 (s, 3H). ESI M5 mz 375 (MtH). Retention tinme = 2.99 mn (nethod 1).
Exanpl e 2Z21ipdfhOhdRe! z?geﬁfs @61ﬁ8p§v?ta1¥12n?—AP and its derlvatlves toco herol (v1tam1nE
3-{342- (SSBnethoxy phenyl am no) - oxazol - 5-y1] - phenyl'f E -di net §/|

am no- et hand)itsi derpptivesi psseniga dattBacidn c@@hﬁﬂ@latﬁ?@mvavze@m@yme@ ThHes@22 A

m xture o 3..95-D ne he Iamn ol -5-yl]
_phenyl 1- %5‘5’[5 )?I{’ilg gxt[ra 51%158%{&21%@ ?( oﬁjgmér} £6ur ?xgan utllxze%l.

(2-chl oro-et hyl)-di nmet hyl -am ne hydrochl oride (17.5 ng, 0.11 rrm)l) K2CO3
(31 0.22 mmol ) and potassiumiodide (19 ng, 0.11 mvol) in 5 DWVF (4 nl)
Fﬂg)at e edditsge & syriadtany capghe inclidsd dpathie IRMHOSIDNF, sot e tariprevide dueper

treated e t e e ani cs.were
dried ( Xm%nl ﬁ glr%gc(?ﬁﬁlélﬁg\fg %)\r{\éaﬁjgg%g@?% -el;@tr %ésigggﬁecrﬁp%srl ft% dm%;QI/( TESY umm
chr omat oginﬁ';bl‘rtysr,@ﬁéfé’x@Bly;acekiﬂﬁnhiﬁgtomth 1% EtOH in DCM to give the desired
product 222 as a yellow solid (23 ny, 50% 11 1 NIVR (300 MHz, DMSO a
10.32 (s, 1H), 7.95 (s, 1H), 7.72 (d, J= 10766(dd J= 6.9,

1.6 Hz, 1 -

58ty Toong boplembpedingilond f@e\?m@%ﬂa@%br%%eée?%&?lﬂhaﬁlﬁﬁ% g™
J=6.B stel@tft)i fo? eXﬁlan fr(ﬁhi)the@ﬁilitp dmsisting 496]111(1&11&H))11 Ratee,néthmltﬂrmeetm 2 90
mn (nmeth ﬁ(ﬁzﬁg‘% 5 Synthetic ap %fgof ex 3 90 WO
2013/ 0141 éS  EpSH BT 35 FCP o SO AZGLS § e‘ft Prn@a?lale 9éna € group

2- Br ono- 46&131'861*{% %T%'o%%ﬂlyiére}’ %btyl%ﬂ’})l dicBfte and polyvinyl alcohol, and thickening

2- Brono- 4- ( 2- chl or 0- oxazol - pyridine | X-a was prepar ed as for exanple
| -d usi ngagutsBr ono- 4- oxazol - 5 yI pyridine (450 ng, 2 mml), LiHMDS (2.2 ni,
2.2 mol) and C2C16 5 (568 ng, 2.4 mmol) in THF to give internediate | X-a
as a yellow orange solid (465 ng, 90 %9. 11-1 NWR (300 MHz, CDC13) 8.43 (d,
Jf— 5. th HZClééHﬂ%:al Ilﬁ?ﬁ&s((% enhificing topital Sbsodgthon of dfrs-afe Qf@ll(kﬁbwﬂ}"ﬂ theN LS s
of internedi ate -

[ 5-(2-Br OWHW |cemﬁouncgs1\yﬁlwmatlen gahancmeaprppstereinplpde sq@um lauryl sulfate

2- net hyl - "

[5-(2-)éro y|’| d| n- gﬁ Sf)eulg)lﬁlgzgl J2 EiffCt gf %)%i/lrr%(f‘tﬁ%/tipa-the tpﬁmileabH Yuﬁ) am
nel X-b waHumaeﬁ@rdednasAthle&mmhe Sﬁﬂ@ "uis ilvegt. |D&1eadeainepM 263e69(, Jl@%)rrg
0.65 mml), N(5- et Hoxymat hy1- 2 ne phenyl) - acet ami mﬂ

oty anc e g Fge BRHRE A B Lo EF AGHERE: 158 BARS Lo

ye' | Ozg) Soéddd3 6§96§1an(1 @écy%neth?-s&fowm 7(@39‘% é%%ﬂé SCQBC}?’)TheBPe?@%tQﬂZ’eolgé 5.1
1H) 7. 21Ab$i),rpu‘lon at 6lklyihnethH) Sulﬁd@sﬁ' lemh,nnacowgy?omp Sk, ,A@aﬁécs(la Bidldpy of. 54

, 2H), 34 2 7,0 Hz, 3H).
07 0 201370 AR st F7198) 50 T Pt B of STt b PR oPSerbel 8 iy
0. 13 r nmyjntreadip Vtﬁla 9153&!1&9'[ éfntﬁélfheﬁﬁl gx@ué@n”ﬂﬁ hoteG€ StholRt@lad RRGaLses (B8 N,
0.18 nmol ), Pd2{d (4 mg, 0.0 ant Phos (7 ng, 0.012 nmol) in

di oxane (Qen@trmqn wélencrleg Immmtlésobutl ah they pxprensy of gnereasingy theat ekinairitagnai ned

(reacfq on_moni.t or b reac .ure Vi ted, and
the- e SPEe ERo, ool Botni ol agnBieche 55 SEmsBrR, SHATRRuEE 1 Oog
EtOH in Dﬂ&/&uetsomysy&heaﬁaﬁpm EAS" eerfactyﬁl $awice Werids,( €2 10DReid2r, W1: MINR. (300
MHz, CDC13) 6 8.39 g I_?; .99 (s, 1H), 7.94 (s, 1H), 7.39 (s,
1H, 7. 25(Marve@eké<ﬁﬁ Irm—))pp 19@431@01983 7.6 Hz, 1H), 4.54 (s, 2H), 4.02 -
3.89 (m 2H), 3.57 (q, J=6.9 Hz, 2H), 2.69 - 2.56 (m 2H), 2.34 (s, 3H),
2.02- 1.89 (m 4H), 1.26 (t, J= 7.0 Hz, 3H). ESI1 M5 mz 407 (MrH)t
Retention 10 tinme = 3.48 mn (method 1). Exanple 224 Synthesis of exanple
224: 1-14424(5- Et hoxynet hyl ) - 2- et hyl - phenyl am no) - oxazol - 5-

yl1l] -pyridin-2-yll-tetrahydro-pyrimdin-2-one



15NH224 A m xture of internediate | X-b (50 ng, 0.13 mmol),

N, N -trimethyleneurea (130 ng, 1.3 mmol97, cesium carbonate (46 ng, 0.14
nmol ), PoROdbe)@B4174 ny, 0.004 mmol ) and Xant Phos (7 ng, POTEP20121064589 i n

di oxane (2.5 nlL) was refluxed for 1h30. The reaction m xture was then
evaporat ed, dissolved in ethyl acetate, washed several tinmes with water, 20
dried oveA Mgﬁﬁm,claam@f chamént rcabhedersTire gelhaldﬂyq‘efen\&aStoCeh;r coreslogtaphiede

(Si 02, elut W t 10% Et O |ve exanpl e 224 as a

yel ol or SisBTIsrs ot ol oiivaleriR: (b MET OO b nismS, Bhicys,

1H), t%onéﬂ%éézn - %%%%&Eﬂ%ﬁ&l 17@? S H% F‘)j

7 24 ) 78% ca 1,n en sothe h Z{Gée a(l @35%2%%%38]3

3. 47Cqm pbe:ll: ee g, Hy, s 2P—@t NBs26H460R 729 alidn4, T 454, itnetisyl Sffoxid. 03S -

xﬁ?rpf%‘ 50T iCETE 7 nd LS 58 et e Reiag By 1y 03aagte.

| nt er medi @@y ¥xanWes pé&ﬂﬁd&d 3idroR v@%ﬁfmh% |l abfit hyde
(4 g, 265 mm)li)nﬂafogM C (5.7 ) ,129 arrm)l) na Cgﬁé @%aﬁc@klﬁéﬁﬁﬁ%?{;%ﬁn

MeOH t o gVaFwup pepotsdsate X-a as a yel | ow solld (4.7 g, 93 %. I11NWVR (400
MHz, DMBO-d6) 5 8.56 (s, 1H), 8.50 (t, J= 1.9 Hz, 1H), 8.21 (ddd, J= 8.2,
2.3, 1.0 Hz, 1H), 8.17 (ddd, J= 7.8, 1.6, 1.0 Hz, 1H), 7.99 (s, 1H), 7.78
(t, J= 8. @hd‘?har&lbheutlﬂ;ﬂsx)ﬂiﬂ@@ﬁmﬁs of thicHhiBAica Blsebb: intended for administration
2-Chl oro-5-(3-nitro-p henyaz oxazol e Internediate X-b was prepared as for
exanpl® | apnasrosglizad fermelation © theeat qrgaspiq, patipntimredp)ratory MMBS (20.2 i, 20
nmml ) and C2C16 (4.78 g, 20 mmol) in THF to give the desired |nterrred| ate
X-b as a yellow solid (3.13 g, 82 %. 11-1 NWR (400 MHz, DVsSO d6) 5 8. 48
E(cji J= 1. BeHzes did)metBo@Aogics fotdeBvetingzacrdstl)izedBbukdts O a fdmnilatforHiE a dhlp,is 8. 09
J- 15 1. WO
2013/ 014 1&6\%@?%@%5%@9@6%% o qrm“iaﬂ?éa RER %reﬁer%blmgﬂ%j?@pﬁrge@q%@w spluigmspl e

220 usi Ngethad®s @%%ea(ﬁepyé/éﬂ%wHagn Ise)lme solémgns collsndal S&lSR%%O(liéin g, 4

N- ( 5- Ami no- 2- net hyl - phe -acet am

mol )15 n MkEodrpstgliive suapamswasil e eXampEs aanscdrzamgmrsﬂhs co(mpBice Nije a@hivey .
111N|\/R 8.32 (s, ..1H),. 07 (d, J=17.5
Hz | %gﬁglecl\{g‘lzneﬁ 0 9731%9& ﬁfam% -ﬁgg( Izhphgmaceéﬂcﬂ_ly(agﬁvq}q)splrzgorgzirtlg J=
8.0 HZ, 1le|)dx ca@n&f;w@lﬂyh a;e'f&m@d Héon Mmg‘%hegtjerxﬁaﬁlaugﬂhro W néSie whikh n§¥£15 hesi s
of internediate 4- Met hyl- 3-[5-(3-ni tro-phenyl) - oxazol - 2-yl am no] -
phenyl | - w@fﬁ@biydnﬁhqfoym @@eﬂfacmbld oA nTamhraree Thé panticles hedi asiee )(fhozh(1226

ng, 0.72 i et| aci d drochl oride (158

o ), 1- e G AR Bl o T b (RPLQE Ry ofbeadthn e &F

N- ( 3-20 mafolﬂ}d aurfioiepr eyt & nﬁiehsdcﬁach@todiel itidet by i0eh okl sigti€1dSZntthe 1- 3

mol ) and NEt3 (360 ju,L, 2.6 mml) in (15 nm.) was stirred at room
t enper at uUPBICBYAIPAE ht . The reaction mixture was then evaporated, dil uted
with ethy £1 M504, and

concent ra?%%%géﬁg)ﬁrﬁn%a%ng%o Os‘rs&es rﬁk%év(\lﬁﬁéﬁszsr §s ]l isation. The title

conpound -\I\}a?qin(ﬂ gmwmhisq‘shqabﬂmyl ght Istusad bopropellent g@r(dgtm“ebmdgace{%ld as a
yel l ow solid ( 2% m% %9 . Ili NWR (300 MHz, DWb0O-d6) 6 9.66 (s, 1H),
9.43 (s, Rpancgbuang énafFi)SS“fSCe@aleaf J= 7.3 Hz, 1H), 7.89 (d, J= 7.9 Hz,

I]-|Z H) 275 70, s(dé‘ben%ﬁvaeFosQH(ZI(eSacthfmubs@anggpzﬁrqcleg are%ugpeg',&e IJ_1D|'5Q)I1d §%r§161n(tg%l gg (m
4H) . Syntllntesd grqphllq:mmbamm at e X— N-

{3-[5-(3-Am no oxa phenyl .1 -2-p .
yrrolidin: Preﬁfur%(‘?glgg Yt arﬁoﬂpﬁ Sée a5 S"\‘El?e?srr‘%}h?é ¢ Qé“ E‘@?@Zn@fmtﬁ’g%‘? mol ),
SnC12. 2H2R0h>88e, AW is dsdd. ol ) and 25 concentrated hydrochloric acid (735
pt, 5.2 mmol) in a mxture ethanol/eau (9 nL/ 1 nl) was stirred at 40C for
4 h. The T@@ew@rﬂlmmtlmeenm@on w@wplwmp@ua@@d)rematwe@l mdt:hn@tahyhe atize at e
and eou %he aqueo | ayer was. tracte V\4 e Wit %t@éé acet at e,
then e EBABRTl Grouiesr dr @i, LB ARGPER REbER Mg Pudsiliot REsoa
and concemgp@ileﬂ atoﬁh@edcwuﬁ%emsbl ,WasdisfibarmatxeeapReshd YN 2d darriet bdsl Mhiswk t h
0.5% EtOH in 30 DCM_ to give intermediate X-e as a yel | ow bei ge solid (147
ng, 72 9% technigallyyrssiblgdongtampinetheBymeiaesgolpsopellant gag pagksy pump pros@s 21
(s, 1H), 7.95 (d, J=7.8 Hz, 1H), 7.88 (d, J= 7.3 Hz, 1H), 7.56 (s, 1H),
7.32 (s, 1H), 7.05 (s, 1H), 6.91 (d, J= 7.3 Hz, 1H, 6.19 94 WO

2013/ 014170PCT/ EP2012/ 064539 (d, J= 7.6 Hz, 1H), 4.85 (s, 2H), 3.28 (s,
2H), 2.67 - 2.56 (m 4H), 2.23 (s, 3H), 1.78 - 1.68 (m 4H).



Synt hesis of exanple 225: N-(3- {543

-(2, 6- Di oxo- pi peridin-1-yl)-phenyl]-oxagol - 2-

5yl am nolwo-2nstthyi7ephenyl) - 2-pyrrol i din-1 -yl -acet am de POT&PI@R06450N oOf
internediate X-e (70 ng, 0.18 mml) in anhydrous THF (4 nli) under argon at
0C was added glutaric anhydride (20 ng, 0.18 nmmol) in several portions. The
m xt ure vasothir devads &hownipeend fdrdiquid atisting dndrsolid hiorhiiiy weih WX @articular
overnight. The solid Jorned was collected by filtration, then washed with
THF and dPETHAR e3pfdpdividgalglosegea white 10 solid (52 ng), which was treated
i n anhydr ' e e 1; I D - . ver a
peri od ofﬁlib?oef%‘irezh?[ﬁéTﬁlgl?ﬁnﬁ% %Pag%\/\%g&rtég‘_?ouigé%g grg‘qg% §Oglgpsr& H? Hl% Céﬁ‘ﬁgﬁ L%]gg
starti ng dained nladveraadwiicied formiaknion; prefieedh] ywvith nldEved dasehatieni t h aqueous

NaH and water, dried over MJSH, and concentrated. The residue was

chr omat ogr aphed (Al 203, eluting with 0.5 to 1% EtOH in DCM to give
conpound i b ki ((R3 9 5 O d6)
6596 (s, pprmBepiefecaiipydiqRZyfhy ey m Jo e Mgt ol g,
Hz, 1H), &nggistratiomH), 7.54- 7.46 (m 1H), 7.35 - 7.27 (m 3H), 7.10 (d, J
= 8.2 Hz, 1H), 3.23 (s, 2H), 2.69 (t, J= 6.5 Hz, 4H), 2.63 -2.56 (m 4H),
2.23 (s, 3H, 2.12 (m 2H), 1.74 (s, 4H). 20 In another enbodi nent, the

i nvent i oninrt@lsatgsd} ghadnideati et fialle CAMRASHE hORinsREH BE ng?oﬁxﬂfTﬂBQH@d as
depi ct ed above. Such a pharnmaceutical conposition can be adapted for oral
adm nliGst repsplonucosalasueiaesowill be neaddy adpugsiated hthe madioui arasany Thesseqattadst e
carriers I in.t . i RSuitable . dosa . ch i enabl e
t he phar néggedl‘}f%{g% géﬁ%osﬁlﬁéhgs?(%la%acfegérl%I?ngfeélaesagle@ét??’giogi (ig%(?I]gJSBy
dragees, Aapsudes,tht dgdlbsige of@hih iSitcupdratad horéinh @y reRtmpensi ons, and t he

| i ke, for ingestion by the patient. In addition to the active ingredients,

t hese pharmaceutical conpositions nmay contain suitable

phar maceuy - ac carrier | Si [l S uxi l.iaries
i ch f a0l TS PR R bR i S G p R 18 SR TP S BBl b
whi chl5canthbieas usigemphsrdnBoreddniio@trhtyon Fa tiehepedetgitdtayaract, @ahontpsesioh @tn
formul ation.and admi nistrati on may be found i ,the_gatégt edition of

Remi ngt orPSsOBRULRIFIIRE: 4 Y108, £ &n CEder QUSRI p§H nCs R tfg edpr untmiiergty or pa )
95 WO 201303 dbRORFTHERRAIARGATAROANS YIRS GRyObIBENHNEALIRMGEN

al so take the formof a pharmaceutical or cosnetic conp05|y|on for topical
adni ni st retsuspensiBos hrecisrtpuisirtliabves tongagalbsecptiesemded dhout the shorembfrasgigel |

paste, ointngnt, crea | ofign, . 5.]Lquid_.suspensiqn ous,

aqueous- a‘f'%‘gﬁé’m ao ,prﬁoflloyttos%?olﬂf P’dﬂnzg Yr ﬁ&%gﬁr@bgﬁé’?ﬁ? E(‘)t E;élf’ieﬁst oMb Pe ser um
type,200r lﬁwgwwg@mbenJEame Rhd ifengR! Smpdf bE WY SF exnME, JhoSPHatk W€ Hor sO! i d
consistency of the mlk type, obtained by dispersing a fatty phase in an
aqueous pHaswigra tapasentativanasal desongersgné ns ideyesibed aé(ﬂ:’?mngi @fﬁfr@? tsafpt of

sem -sol i j n. f e.cr e,..or alternatively of.

o cr ool SCEEE Bk 1L i dLEE Ty LUIRE e ordpbeS e Bt e

di sper si of@erirgnd Aesuitable Gahne coritemtomidopH Cfot YREINnJIUOEE aGRIBO Thatric@Tor AR
prepared according to standard net hods. The conposition according to the

i nvent i oNIEETBIPPYESSRIRPTY AMEBSERONconmonl y used i n der mat ol ogy and
cosmefd c. It may conprise at |east one ingredient selected from 15
hydrophilic or lipophilic gelling agents, hydrophilic or |ipophilic active
agents, pCeserouvattrangasal cemetd inelntsnasal setgsirdaynsepdsén or pintpohty methsy viscosity

hunect ants, surfactant reser i ves, .anti oxi ts, | vents, and
fillore. Oneoompbat 1048 e‘é%té?sgﬁ%m Qhiem ghopj f@ﬁosﬁéﬁﬁéﬁf»ﬁg Bt 19ay

bact eri ci g&s pe QT tPAPRSNUIRES frofN S ERMQN EMadiRYiltehe AOASMALIsSl WhfaCts. &RBn be
used in the invention, mneral oils (liquid paraffin), vegetable oils
(l'iquid feaaaer omscobs sfeaulationsermays ubef | tased epdn) , sisaplyraldy owhs, ofs yaxtatgld, c

oils,,silicaon ils cl t.ni cone) .and .fluarinat.ed oils be nti oned.
Fat 3301 HROPSIThesE ph P p BETT ShaRR T CERs B0 GoySSsRharutabnn e Bretin.
beeswax) @@é’e.?l, %ﬂﬁﬁ%tb'ﬁ@@it@& shitht X pRoiBatERkORelldBseAs, EUhRyI@Slose ina |

gl ycerols, polysorbates, glycerides, and PEGs can be used in the invention.
As hydr optfincendragien |rhrging dfent sbout &r tocsbpui Y00 pomprems et ai0Bonk el carder A i ¢
copol yners such as acryl ate/ al kyl acryl ate copol yners, pol yacryl am des,

pol ysaccharides such as 30 hydroxypropyl cel | ul ose, clays and natural guns
may be nentioned, and as lipophilic gelling agents, nodified clays such as
bentones, netal salts of fatty acids such as al um num st earates and

hydr ophobi c silica, or alternatively ethylcellul ose and pol yet hyl ene nay be
mentioned. 96 WD 2013/ 014170PCT/ EP2012/ 064539 As hydrophilic active
agents, proteins or protein hydrolysates, am no acids, polyols, urea,

al l antoi n, sugars and sugar derivatives, vitam ns, starch and pl ant

o o o - o Y A o = A



30 properties (Cooper, E. R and Berner, B., "Interaction of Surfactants
with Epidermal Tissues: Physiochem cal 98spects,"” Surfactant Science Series,
V. 16, Rewgen13/i¥#17M ed. (Marcel Dekker, Inc.) pp. 195- PCO/EP2@8D$4539 97 WO
2013/ 014170PCT/ EP2012/ 064539 A second cl ass of chem cal enhancers are
generally referred to as co-solvents. These nmaterials are absorbed

t opi cal | ymoed pefevietl yoeaairhtyon @hdethblycetludoas isgtishpdf byraai anbsdiple, a8t aN&ut
permaatioEl enfl%gcemant f or sg)me,drugs. Et hanol (Gale et. al., U S Pat. No.
4, 615, 699- Ao hp8ecr L¢ ml gf carrigy. 5™ pat . Nos. 4, 460, 372 and 4, 379, 454) ,

di ret hyl sulfoxide (US 5 3,740,420 and 3,743,727, and US 4, 575,515), and
gl ycerine derivatives (US 4, 322,433) are a few exanpl es of conpounds which
have showftlen iapiellients, tsoclenbant énowe @mbsovpivegncadbrausr ilchticatingme UnESous

The phsar maceut.i cal copposjtions of the .invention can al so be intended for

adni nist r MIGH FoSe BRI LEITDEY HRBTFhAaDmHiste d’(f"‘t“éreégtwt%us%‘%i’s agpfirognatic

pati ent’ soll£aRl hatheétintd ERFliscdBY k hedol,ngi LlsHeliY&hd

aerosol i z%ld bursts. éf ta, f or nul a%/i %ﬁﬁgfa@gu%rﬁjsgegs’ g%?é%?’o%gglsﬁﬁ)eb%&@éggg, 202.
For mul at i piegidgrasldgiosple visbisitys oloisture rrstentionyy and queloassnis ek tiré @nd odet Iianthi c

sol uti ons, _agueous/et hanqgi c.sol yti.ons,.sal j.ne sol utions, coll oj dal
suspensi oﬁ)é:mgﬁg‘on'lg hi ri:als%c F%F’é# afigR, %é@&hg?sor‘?&s“ﬁ%?ns@?éniﬂcgrd&& deothfzed
parti cl esinvemiyn, $&riduialeichd M@ avRiGdRslieME a¥Edt tHRNRAARSY 8f AdPs,alr6AER 8l
(e.g., a pharmaceutically active respiratory drug and carrier) ich are
for rreBO upBha¥sor ci ng the formul ati on through a nozzle which nozzle is
preferably in the formof a flexible porous nenbrane. The particles have a
size which is sufficiently small such that when the particles are forned
they renmaiAnprsmspandednit dosdge digen2@fiacludinguf fioph&nér sifdy deyio cbhtaﬁnfngrah
that the patient can inhale the particles into the patient's lungs. The
i nvent i onSBHEINaEREISIRel0f Weliesry agckens petp # PR 1S PEperegicontaining gue @r gas
Systems (gofd ku%E'o?QhQ%ﬁlgpﬁ) b8 S8mAR ARk 18y BRP obReor IRMnBAlJungnE OHC
or propane, butane) I n a pressure container, BT 0S5Ensi on aerosorl P he
acti v sulnst@inee apar incloldes aakie cnsgdengetchei or swdre durfio rdehydrateb eddstg wif dthe
propel | ent phase) - pressurized gas _system (a conpressed gas such as
ni trogen, °€ %ﬁ’ tﬁ’lgSQBF‘gg}tﬁd‘inﬁirF‘i‘Bﬁgr?aHi)HBCi(PH ‘,lf??{i qeents, E@%‘?ﬁ?"gﬂr’l’?ﬁks‘id%@%r di ng
to the in bPiet ' LAt I; i t tive
30 subst A O P S SRR A RPn ) BRI bR e
sai d sol uttheumtof wdiesper si on atom zed to an aerosol, i.e. distributed
extrenely finely in a carrier gas. This is technically possible for exanple
in the formof aerosol propellent gas packs, punp aerosols 98 WO
2013/ Al 41XQR6d ;Esgg&]&/tﬁ?@flﬁz%ﬁti&f isQliftefed 48 YheC Q% KNAMcRBIouse t6 Manhfadtirda

i

m sting and sol atom zing which in particular permt an exact individual
dosage. THediepmewt, Iy gther werentthoverion eebrages agnettod frispidrd digease cedsted

i Si i . h f l.at i bl
corPrt =4 o, NSSERIIOLRY. A5, gL, RS, ABLFMEINE P UGL By 6 <

i nvent i oncaagouall s dbnddbensiech hammahin wedsakuchdrdatth&itr ation. In this
regard, pharmaceutically acceptable carriers for adm nistering the conpound
to the 10 nasal mnucosal surfaces will be readily appreciated by the

or di y . : C . . : {nat on'
Phar maseut s P Sey AE 38e SEHELS, e 4P9 ghoRREh iy FRTEAG BfteRg, fom

di scl osur astoimmatmec fisessed, ntlorgho datads, Hemei lnssh ganeefeswhca. lelk@niaeindcGISan of
appropriate carriers depends upon the parti.cylar type of adpinistration 15
that is c%lﬁfoénﬁf‘%ﬂf’gﬂ’.esﬁormgaﬁwﬁf%ﬁBESF%ﬁs’vil H‘l“ﬂ’é‘aﬁ’ﬁ‘zepo‘?’@s 15e3tsr B Phct |
the conpogidriiinl eMUtBEMARE T Gffedtin® dRefRb, Yht@BblicktiSrder¥aitedsiQ didpeRk Oni ¢
saline, buffered or unbuffered, or as a suspension, for intranasal

admi ni st raitd 6N SadisendeysscompriagngaadspinisierinBrasf effetivg anpuoha soinpbinxhdemcted
suspe iorbs ar.e i sot Oﬂi.c r%I[a}Iivettrt) natsal secretions and of about the sane
pH, rahgi fRYVE iy mammgin geqtof SHEyrgatmgnt, oyt pH 7.4 or, frompH 6.0 to pH
7.0. Buffers should be 20 physiologically conpatible and include, sinply by
way of exanple, phosphate buffers. For exanple, a representative nasal
decongest & abevaldswsribpé dompobrdsnarebedefdr fod mandagiiing aamedicaiget for the

(Rem ngt op! d.. At._pa 1445) . O cours t he .ordinary artisan can,
readily d@‘%%?“ﬁ‘]!‘ tnoef dgse%sﬁels %?)tleé tos%rfrle%uelatgg ﬁ'tkétﬁtfanﬁ%%uﬁﬁ lfjg}ld’éﬁﬁ?%ﬁ%g@gﬁgg?queous
carrier for nasal and/or upper respiratory adm nistration. 25 Comon
intranasal carriers include nasal gels, creans, pastes or ointnents with a
viscosity of, e.g., fromabout 10 to about 3000 cps, or from about 2500 to
6500 cps, or greater, may al so be used to provide a nore sustai ned contact
wi th the nasal nucosal surfaces. Such carrier viscous fornulations may be
based upon, sinply by way of exanple, 30 al kylcellul oses and/or ot her

. e Y o



nore preferred concentration of nmethyl cellulose is, sinply by way of
exanpl e, from about 25 to about ng perl®D0 m of carrier. Oher

i ngredi erwe,20smii7as art known preservatives, col orantspCirEreélcAbiSAy Or
viscous 5 mneral or vegetable oils, perfumes, natural or synthetic plant
extracts such as aromatic oils, and hunmectants and viscosity enhancers such
as, e.g., gtycmoplasticalmsealesosuok asnolastdeytosie, pamind deastaglioniapsalid vivgamosd, t y,
noi sture retention and a, pl.egsant xt ur ~odor f the fornmul ati on. For
nasal adninist‘ETQbﬁmg?mgghﬁ%F%ﬂgw%g“%ﬂgggﬂgﬂéﬂgnﬁk8%[Hmﬁdmpﬁxtﬁgkmnﬂl

i nvention, vardefusufledabes, alcBteaVidfelRti€ 1lkéhR, addutd QYympR&ey8ENRuRELRN Of
drops, droplets and 10sprays. A preneasured uni t dosage di spenser incfuding
a dropper or sprdgdelasiéesydmme whrapiamyslogenans lewkesus petrsedal daorinateds, ver y
as drqps or as spray..is prepared.containin ne, or nor oses of the drug
to be%adm' ni st agtél aﬁycﬁngma%?iot R nggf% o?tr‘%ﬂgl i P9 o eisgel‘ﬂ%r papeers,

i nvention aIsqgkmﬁﬁmﬁﬁsﬂﬁﬁhkmn@@mhahﬂhﬁgu@ﬂg_or nore unit dehydrated doses
of the compound, together with any required salts and/or buffer agents,
preservati ves,UBSF 8pgipgeicdnd the |i ke, ready for preparation of a solution
or suspension LL [ nt,_ of. ter. ..20 Anot.her
aspect of the r?%t\a}féﬂﬁ (g%e%ilséss Sgl?krl g%: lgtc)i&? éoltnt% ﬁﬂg%uaglgol ofctlg%r%l%\é?n&%%a&%s’to esity;

manuf act ure a digistite sypent;. hyperlitideniagvandl dyslipidenting eifiidredt 25N d6Hsrténsivat hod
for treating %gﬂise se related to unregul ated c-kit transduction conprising
adni ni%t eri ng CRIHYCETWH @¥fgtmt of a conpound as defined above to a
manmal in nee S t J-eul L Ehesdn i 1S
aimed at o ot o S e e AEREHRAES Mot SRR S o
al | er gi ¢ di seawyedronizpnetitass ang@ndens sogh dsmastikealieagiancbn@cBerrhatitix;

angi ogenesi s, in Iannanﬁé di seases, in%lannator bowel di.seases. (IBD),
interstitial cYEFPRsTO ‘grPo@W g mylHFoLe; GHEang‘?@eﬁifé%t}Zl%t"&B‘bllltisc an

di sorders, flQh&%tﬁﬁeQﬁﬁhﬁkﬁﬁnﬁﬂﬂaﬁN%k%U%ﬁ&Qﬁg a8 QP f8dfihnadm ni stering an
effective anount a conpound depicted 30 above to a mamal in need of such
treatldent . -100teydtiaDayB81i09.4170PCT/ EP2012/ 064539 neopl asti ¢ di seases such
as mastocyt osi;s ?ankn% mast ocytonma, solid tunours, hunman gastrointestina
stromal tunor Wﬁ%ﬁ"?ﬁ“@ﬁﬁﬂsbell | ung cancer, non-small cell lung cancer,
acut e nyel ocytihflam@idkR P @sead@&UbRhl YERhaENAthid hEMKEN @njukeliasy sRuARIE
syndrome, chronic_nyel ogenous | eukem a, col orectal carcinonas, 5gastric

car ci nonas, gd@@ﬁ@ﬂﬁﬁe@%ﬂﬁ&hﬂ§%@@Wﬁwﬂﬁﬂﬁﬁﬁﬁd0@@@@ﬂ&ﬁwapn@§ﬁ@brs,

gl i obl a_st O@S’au%&hfngmte%yﬁe %gh %§Hﬁlﬁﬁ¥llte.os'gpe§0sis E)lég';’?z{sma%&(%ﬁ%qgﬁérﬁ matory . ]
met abol i ¢ di seAses SUch as i Abetes el i tus and Tte ¢Aront e conpﬁlca i ons;
obesiX0y; di abediscabypcdritivehygieis] Cpola@nidiasasandieatyiatoi hdigftisasid polyarthritis,

at heroscl erosi s; hypertensjon; 1Qand cardi gvascul ar di sease. _allergic

di seases such 183la&td systeriq glgfoderns, mveteruc dppysy givéhespatesysy discoid lupus

anaphyl actic s rtd i.a, | 0 L C td S,q; gic
contact der mt%%&@g%%#hghn%ﬁﬁ%ﬁos%%%’e?%?ﬂ%rorla tr)ng}ﬁ%l flgoﬁg‘g?&%%%’anség%}éﬂ
necroti zi ng veyyoiliomes naddar psecteribs,t atakinmnendntanpahy,crs weldl ablpoddesitieki ng
parasitic inf eﬁt atIi_élin. 1}5-.i nterstitial cystitis. bone |oss (osteoporosis).
- i nfl anmat or Y2 OPERUEE I} h as rheunatoid arthritis, conjunctivitis,
rheumst oi d spogaitlvielsis-hoQSHiRAK b bldi RjecHONY afy loBtdnt trshsPRAAbRSI@lihRr i ti C
conditions. autoi nmune di seases such as nultiple Sclerosis, psoriasis,

i ntestine infllddmat pancrg, livesdwed, lung.ceddphemagobi tis, Crohn's di sease,
rheumatoid arthritis and pol.yarthritis, .local. and system,c sclerodernmg,
Cystem o | upusIkey bleRu RO obiraia In0 B dp PR b E T FordE bR AT L pus,
der mat onyosi t i &wofd@katipyesyidréme.Sj ogren' s syndrone, nodul ar panarteritis,
aut oi nmune enteropathy, as well as proliferative gl onerul onephritis. 25-
graft - ver sus- HubeDidpawhbhstginggisqrdens speeasismphigiany or gan transpl antati on

i nclugyj ng ki_dn@(s,cugﬁ@cr eas, liver, heart, lung, and bone marrow. QO her

aut oimmune di seases enbraced by the invention active chronic hepatitis and
chroni c fatiguélsfetione. subepi dermal blistering di sorders such as

penmphi gus. 30- Vasculitis. HV infection. nelanocyte dysfunction

associ at ed di sBalaeeyiqeystupstipy gesopisfedrbisgases suelypt hgprmelsppsieregndiag tfoom
dysfunction a I i it 1 gl e r . sen| | enti 1. WO
2013/ 014170PCT %llﬁg‘?)éfﬁ oﬁﬁgjggﬂﬁjg@u??ﬁé&m@?aﬁg@ é‘?gmlsa{)lgrs S s 14

mal i gnant nel anomas. In this regard, the invention enbraces the use of the
conpounds defi ned above to manufacture a nedi canent or a cosnetic
conposition for whitening human skin. CNS disorders such as psychiatric

di sorders, mgraine, pain, nenory |oss and



5 nerve cells degeneracy. Mire particularly, the nethod according to the
invention is useful for the treatnment @ff the foll ow ng di sorders:

Depr essi omoiznc/audizng dyst hym ¢ di sorder, cycl ot hym ¢ di 0TdPR12/06456% ar
depression, severe or "nelancholic" depression, atypical depression,
refractory depression, seasonal depression, anorexia, bulima, prenenstrual
syndrone, postDuteadpansRnsylsdnoRe as aidlieds mhlgsann diediRena8s UGN 1AS rdpaitl, ahe
slowing and | gss of concentration, pessimstic worry, agitation,

sel f - depr ecat iBYENtgB A3y the pisai @l haisemprendfaf¢fyicdaghere tpappnufacture a

post oper ati ve gt dbOR kSR RomBBGH GE R iRl M GAIEE! PAI N, |
neur opat hi ¢ pal n, psychogeni c pal n syndrones, an§|ety I'sorders including
anxi ety asseci@gdliwirddrs hrypple ray gnyciatic odisaders canglhme, animhyidnmorasiosphabi ¢

di sorders, obsessiv e ul sive 15 di,s?r er, ]50%”3“”&“ c stress disorder,
acut e’stress di°S6rHer | e%ﬁ@“&'l Yioropatioylay;, thy wsthgd accqsding ie Heripyention is

emer genci es  sygBrfforRROréatMbhaikRe fdll@@iﬂ@ﬁi@&d&%YEgﬂ%!;ﬁqn HetudftgRAhymic
di sorders, conversion disorders, phobias, mania, delirium dissocl gtl ve

epi sodes i ncl ulsonderdi eyslothyanicv disardess bipolati deressain, veeveregwe amelancholic”

di ssoci ati ve i%enetéig% di sor de er sonal {?zati on, catatonia ei zures
severe psychi atPi®¢ C

r., de ,
Pressiono Al cARMES i FUdERE SUTREFEER iREURb fepréssion.
sel f-negl ect, bRkt bAIMAIYEHEANBDRANRI, | pdst-HiiBpake! SRGIIRE other
personality, and acute psychosis, schizophrenia including paranoid
schi 28phr eni a,syadronicy sn¢ly esl meatdl sbpringing lossaefacanseiraioni pessimisiid avortand
undi fferenti at chi rent.a;... n enerative. dis es includin
Al zhei ner' s diagg%tzoerb, nglg-:&ﬁ?%g%}]qns g?ég%gg, h% fint fllﬁlgtlgﬁﬁlémgi sé%{lstee, Pefie
prion di seasespostptrativiNgaing blerobicsas enocMdBlive paifl, Afget pofhcurdpaties dhin,
Sclerosis (ALS). . substance use disorders as referred herein include but
are not |im ta¥yehoganigPatysyndremes, agkigly diserders iaeluding Avxictiassepiated rwigh

dependence, wiyhdrawal .. . QUENi 1307 bral..d.schem a.

Fi brosi s. Duch}éﬁne rrué%%?/g?([ gé@%a?ondgﬁly. 1%8%2%3@%Z§%8§8% %B%%Y%MS%
Regarldi ng nmastdisydas pssttrilmeaticnstent idisordeonbe@ing katss sdisdréery genaflizel eang@ppounds
as defined aboye for treating the different categories v.\/ni‘%{] can he .
classified as FRIGnPSYEAYEGoFYerReRdese s¥fode PAF PHRCkSuPILBg JISYEOsEI A and
TB). Category defhsichalBAErdaYs, AbSREGES disdrdd, ﬁ;ﬂogﬁitmﬁﬁld,l ddifHunh, t 8ok RAvd S
strictly localized to the skin. This category b5 represents the nost
frequent for mapisotiere 10¢lsdiagediasmtiative| amiessia, dissamativeafigunepaghedissosiative he

nost conmmon fornkqf §Ut eo%% naa%gc%fosis ¢ articularly encounteégg.in
children, ii) 'dF¥FYs8 QhnBRESMAFEIY 080N | YOIggPt SFY Radt Bt St and
iv) sone rare swhbomRes IickrlilulsuRithl BIMVBLRJfFh&sland idbRangi RetatiVéE

mast ocytosis. These forns are characterized by their excellent prognosis

wi t h spont anedpbayiew stsdusies harderhing dressenalifa, andegapts mapthepss, sdozadee in
adul ts. Long t.ermsurvival .of this, fon-n of di se {s generally rabl e
to thai of the HORREl IShRGIGe FE BRI he TOLPER SehPorEOtan: e of
mast ocyt osi s isshizapl@eniepdrdgmdiffeléhtiatedrsehizegigniied by indol ent systemc
disease (SM with or w thout cutaneous involvenment. These forns are much
more usual [n teYRdesenertye diseRey HcBilingrpdzhicneisedisease hel ykigsan® dissasss t en

| ndolgnt, but \SQIFLIES iRARS f pABHTESILUC Mo ARRNDIMRS! AdKIESLitq 15can
occur, leading to progressive |n8a|re organ tunction. tegory [I” i ncludes
mast ocyt osi s whinifomephas Eaterah Seldrdsasr@tlSl).ogi cal di sorder, such as a

nyel oproliferative or | odyspl astj c ndrone, or. acute | eukem a. These
ol T ghant s CULYEES SIS NRY o Skred MRS rrudh b RiennorrhETEY 3y 8E T o
of the di sease,@apeRdard0aRBE" &b habRudids, MREIYPendSReCah&AwWIE BRI ALI cal
di sorder that conditiones the prognosis. Category IIl is represented by
aggr essi ve sysindmiverdesst ocytosis in which massive infiltration of nultiple
orga by abnqénaﬁfgn t cells is comon. In patients who pursue this kind
of agg%essive FPHRc 8" CYtr se, peripheral blood features suggestive of a 25
nyel oprol i f er atjhMRisdi sorder are nore prom nent. The progression of the

di sease can be very rapid, simlar to acute |eukem a, or sone patients can
show a | onger Buehghneamusquas dystropdilyl y, category |V of mastocytosis includes
the mast cell |eukem a, characterized by the presence of circul ati ng mast
cells and nmast cell progenitors representing nore than 10% of 30 the white
bl ood cells. This entity represents probably the rarest type of |eukema in
humans, and has a very poor prognosis, simlar to the rapidly progressing
variant of malignant mastocytosis. Mast cell |eukem a can occur either de
novo or as the term nal phase of urticaria pignentosa or systemc

mast ocytosis. 103 WD 2013/014170PCT/ EP2012/ 064539 The i nvention al so
contenpl ates the nethod as depicted for the treatnent of recurrent

T Y Y Y T . N I




In this nmethod for treating bacterial infection, separate, sequential or
concom tant admi nistration of at |eastl@ne antibiotic sel ected bacitracin,

t he cephavogpwrimep the 10 penicillins, the am nogl ycosiPGe&P2412864539
tetracyclines, the streptonycins and the nacrolide antibiotics such as

eryt hromycin; the fluoroquinol ones, actinomycin, the sulfonam des and

t ri met hopRégarding noftocptoeis edit .invantioneopesibiatgsetle @sbofliherdinpotids dsnwgmed on i s
directed to a_.nethod for Tﬁgreati n% neop %ﬁti c. 15 di seases _such as

mast ocyt o°¥® frdrsaee fhedifeshigriceons Vaich sambs dlassHipdas fgha¥¥ oi nt est i nal
stromal t@g®sorl 13sSdomposs . F o Y- |1 ncer,
acute rryel‘oc%/qtrlglc Iseuoke%gisa@glcﬁg%%lfr%ﬁ%é%? {tzglaélgkg?i ?m%)ggéylgﬁﬁg%t ﬁg
syndr one, disdaseninc Wiyl ogemnols infdtriktem &, stcioflpreciiatd carled shinadhisgestdarg
car ci nomas astrointestinal stropal tunors, .testicular. cancers,

gl i obl astrgprlg_ ?n%saﬂ“& 11&%3?%589‘?%@3’ g F?S:‘?Fﬁgéné}dﬂ‘gm&%st:é& PHitya82 PEGIRTEURE as
defined h@b&iddniBoR fOHTBN cOfanSFRBhsto 8C Inattl M1 6199&h cBitteed iR, chilfr e gyl Of
such treatnent. In one other preferred enbodi ment; the invention is

di rect ed diffuge eanvods festorytesisi iy salitrer gagogitenased iYuomeasreasbhypas like

allergic i Ni.ti | | erqi inusiti.s, anaphyl actic ndrone, 25 urtjcaria,
angi oedengaﬁfog%’oéﬁfﬁer Oggﬁn%g?ain itél,e an%“fciartléi %asé%‘%fcébst %hgsreréhﬁ F@?&’@W?‘aﬁéﬁ‘y)y
nodosum  taeiy tdxeettentiprddriodis I WEth spoiltaNRAY SeMBeioas iidiRAdNANHd § iverpRdioldsect
bite skin inflammtion and bl ood sucking parasitic infestation conprising
adni ni%t e 18 289 bORE tord sETivH e this femot dseashisrasncrelly pamnetablede gt al | y
dogs and o B o sych tr 30 i ot her preferred
enbodi rren(ts'.:ft?ght§ hné)@%lvgﬁéllll%%ml %ﬁid}h%etg%tesgﬁp {(1) lrét%n%ant%ﬁ%%j f#’%l? %'? rné%ls'? 99 gos}sn]fslr?\%at ory
di seases GategpradBribeepredenied ar indoiehi systepdojdiseadei (SM) with ohedtuobeaneous
spondylitis, osteo%t hritis, gouty arthri ii_ s and other arthritic conditions
conpri si ngvHURTHts ?ﬁer{g@més e heoss et Imadltsdhasy I ¢haldgenn Thasorise Réed of
such tre ; / ' -

oot err o opeaen o (NS veht AR TS G roared ta aorir el sRoBhag g
aut oi Iifmun@ndicswakeding tie progeessiue impdiedocgarfosction. psori asis, intestine

i nflammatory di sease, ulcerative colitis, Crohn's disease, rheumatoid
arthritis and polyarthritis, local and system c 5 scl erodenna, systemc

| upus er yt418853 O5 Woludbs SAAI Sy J4RUF iR TNt NSHBLOS Bemafot AOE WS ridPYSh as a
dermat onyositis, polynyositis, Sjogren's syndrone, nodul ar panarteritis,

aut oi munaydapretGpattvey or aryelwslysplagicpsywidrdres,aen weutg| lowkamik.ofbpter inalignant

conprisin L nkstkering a ound as defined herein to.a human .in need of
cuch t rea BT USSR RogROTREPL PE cBF aBE driShRidne Lol B NRE dhindR T s
di recited gepcallywhhsdtyboobf tdsecticd e@b@didgicse iBbsehdat coidiRASEhR fprendbik.
rejection in any organ transplantation includi ng ki dney, pancreas, liver,
heart, |lung, and bone marrow conprising adm nistering a conpound as defined
herein t i 15 a furkher .
enbodi neg?%e%}#gag%r%go%ﬁ%ge@%d fs'ﬁ/ggg 8%?]{%”% %nrnjcpﬁlaetlrgt r?é}z‘éﬂ? i Cal'l §/C%a(1:%agsp1¥%bl e
sal t s t hemébfatioanf heuldpleiongsk dyetnbimal andst pelts i Rominidn. O Patient T Whe potsher
active phtﬁr n%ceuti cal agents  in amunts sufficient to provide a. therapeutic
I

effect. IMiSof8G Rb| BHEFPHET BHNICHINEOWE: aBTHINSTA ablPBh tUFsHe SeqasptNmAs of the
I nvenis ong, g%&n?erﬁw%eﬁis&‘a&n&(esﬂqofes &(&;?H%Il}t}.g’ﬁﬁéz)gﬁ)(lgrés@ioﬁ A€ disease can be

i npl enmentation, the co-admnstratio onpounds of the Invention
and t he otdnerapahemii{a)to hsuts Eglienta, at soniapagiefitscomgrow apingpentavaldime.t he
co-adm nstration of the conpounds of the invention and the other agent(s)
is made over a period of tine, Exanples of in vitro TK inhibition assays 25
Procedur egin&ityKichte¥dryaVdoMinhab &osts HictudePBbGYast 8815 AvkeR0bhdr&it@idcanyagsays

Colorinetric cell proliferation and viability assay (reagent CellTiter-Blue
pur chasedreyenes PF eradpding anasNag bamyl mass cgbprogeniods wnreBerRigknoreWrano0%iof D816

cell J4ines_ as,. sS_on man .and _nurine stocytoma and ma l,eukenm a
col | 14 nale Wpblylredh. IR R phBRhOCHkGa PR g T
96-wel | s Ipingdng, ald @aé rendr ri progroRise dinbiyara@ddiht i @pidPf peogeessthipUgariat BEi on
of 1/2 serial dilutions _rg\rfl%?ngmf%lz)m 0 to | ORM 'Afitale?f Fncgﬁbat |gng for 48
hours at BA@nanpRasteeytasis/ Masfi qelltlevenyp carlacqirt eitheBre erove oy @éptthevtesmimglied t o
each wel | . e ne 2 I ncubator for an additional
4hours. R E"%@nﬁBﬁ{ﬂ%%i%wsg%@i#&ﬁ@é%?%he fluorescence intensity
fromthe Cell Titer-Blue reagent is proportional to the nunber of viable
cells and data were recorded (544Ex/590E,") using a POLARstar QOVEGA

m cropl ate reader (BMG LabteckSarl). A background control w thout cells was
used as a blank. The positive control of the assay corresponds to the cell
proliferation obtained in the absence of 5drug treatnent (100%
proliferation). Each sanple was done in triplicate. The results were

S e Y o, I T o - Y



15 fon-ns of Kit, i.e., frame deletion in the nurine juxtanmenbrane codi ng
regi on of the receptor-codons 573 to 57§ (FMA3) and activating D814Y

mut at i on WO 20is@1ki7nase domai n (P815). The hunman | eukaemPCTME2012/0645BIMC- 1
expresses two single point nutations in the c-Kit gene, V560G in the

j uxt amenbr ane domain and D816V in the kinase domain. -Inmunoprecipitation
assays and western blotting analysis: 20For each assay, 5.106 Ba/F3 cells

and Ba/ F3-derived ce|ls expressing variqus c-kit nutations were |ysed and

i munopr eERHIVERERN also fostamnides tisedethod asadepictad 6w) the grqaineny of isbwmrengsat es
wer e i nmupQ) I P d [ r: Lt n Lrec 0 d.t -
cytopl asm cwé%gé?fggﬁﬁéirﬁgélg%ﬁﬁ%@ﬂ%ﬁsi %@@@{tgpéﬁgﬁs %,ﬁh aslggcﬁmcljr

anti humeeyskiiS ¥8enpatiGuleidy,. th¥éstation antbewmractivgbriod itzetth g irhH t dx@red&hQ

anti - phosphot yrosi ne antibody_ 25 (UBI), the correspondjng_rabhit imunsera
ant i %11_ lgq”?eé%t} ‘Eﬁﬁ'lo?é% SHEl éﬁt%@nﬁé%ﬁaﬁ t cQjcgohecicHa lﬁﬁliug&gl gsco ’hgleré’éﬁ‘fﬂf ane
was then m%ﬂ;a@pls&mrma»%;@nﬂaﬁ’ﬁggdw A 16 a9 8Ll 1o WRMRR > anti body

or with HRP-conjugated goat anti rabbit G anti body (I not ech), Proteins

of interest were then visualized by incubation with ECL reagent (Amershan).

30 Ex [ t.al | Th L l. |ts f gl )
accor di nglt B S HESTRG el B e; RETEHE. Abavebuster e g BHOLYcDt SORUnGEt
forth in dabihitdtion H96at\VRad0b3é GhfibitBE I &0 193&9%5,39116-'_%%}?&1&'}1)0%% VihE T O

i nhi bi tions of various conpounds against c-kit W and c-kit D816V Tar get
1 50 {thi cpevngillinsoths cumigigglycosidyg, theptegacyglines, Ol strept@ny @2 and 21 meRHlide25;

06, 065, “HERTED I iR e Hyodnglony 380l il fogiiides g

trimethoprim, is of interest.

In one preferred embodiment, the invention is directed to a method for treating neoplastic
15  diseases such as mastocytosis, canine mastocytoma, solid tumours, human gastrointestinal
stromal tumor ("GIST"), small cell lung cancer, non-small cell lung cancer, acute
myelocytic leukemia, acute lymphocytic leukemia, myelodysplastic syndrome, chronic
myelogenous leukemia, colorectal carcinomas, gastric carcinomas, gastrointestinal stromal
tumors, testicular cancers, glioblastomas, and astrocytomas comprising administering a
20  compound as defined herein to a human or mammal, especially dogs and cats, in need of

such treatment.

In one other preferred embodiment, the invention is directed to a method for treating
allergic diseases such as asthma, allergic rhinitis, allergic sinusitis, anaphylactic syndrome,
25  urticaria, angioedema, atopic dermatitis, allergic contact dermatitis, erythema nodosum,
erythema multiforme, cutaneous necrotizing venulitis and insect bite skin inflammation
and blood sucking parasitic infestation comprising administering a compound as defined

herein to a human or mammal, especially dogs and cats, in need of such treatment.

30  In still another preferred embodiment, the invention is directed to a method for treating
inflammatory diseases such as rheumatoid arthritis, conjunctivitis, rheumatoid spondylitis,
osteoarthritis, gouty arthritis and other arthritic conditions comprising administering a

compound as defined herein to a human in need of such treatment.



077; 079; 080; 081; 084; 086; 087; 092; 093; 094; 096: 097:110;122; 123;
126; 128; 135;137; 138; 139; 140; 14P94 145; 147;168; 169; 171; 173; 177;
178; 181;wO02835141786; 195; 199; 202; 212; 213; 214; 217; PRI&P2012@p4539 222
002; 003; 004; 005; 006; 007; 008; 009; 010; O011; O12; 017; 018; 019;
022; 023; 027; 028; 030; 032; 033; 034;

In still another preferred embodiment, the invention is directed to a method for treating
autoimmune diseases such as multiple sclerosis, psoriasis, intestine inflammatory disease,
ulcerative colitis, Crohn's disease, rheumatoid arthritis and polyarthritis, local and systemic
5 scleroderma, systemic lupus erythematosus, discoid lupus erythematosus, cutaneous lupus,
dermatomyositis, polymyositis, Sjogren's syndrome, nodular panarteritis, autoimmune
enteropathy, as well as proliferative glomerulonephritis comprising administering a

compound as defined herein to a human in need of such treatment.

10 In still another preferred embodiment, the invention is directed to a method for treating
graft-versus-host disease or graft rejection in any organ transplantation including kidney,
pancreas, liver, heart, lung, and bone marrow comprising administering a compound as

defined herein to a human in need of such treatment.

15 In yet a further embodiment, the compounds of the invention or pharmaceutically
acceptable salts thereof can be administered in combination with one or more other active
pharmaceutical agents in amounts sufficient to provide a therapeutic effect. In one
implementation, the co-adminstration of the compounds of the invention and the other
agent(s) is simultaneous. In another implementation, the co-adminstration of the

20  compounds of the invention and the other agent(s) is sequential. In a further
implementation, the co-adminstration of the compounds of the invention and the other

agent(s) is made over a period of time,

Examples of in vitro TK inhibition assays

25  Procedures C-Kit WT and mutated C-Kit (D816V) assay

-Proliferation assays

Colorimetric cell proliferation and viability assay (reagent CellTiter-Blue purchased from
Promega cat N°G8081) was performed on BaF3 Kit WT or Kit D816 cell lines as well as
on human and murine mastocytoma and mast leukemia cell lines.

30 A total of 2.10* cells/50pl were seeded per well of a 96-wells plate. Treatment was
initiated by addition of a 2X drug solution of ' serial dilutions ranging from 0 to 10uM.
After incubating for 48 hours at 37°C, 10ul of a % dilution of CellTiter-Blue reagent was

added to each well and the plates were returned to the incubator for an additional 4hours.



035; 036; 037; 039; 040; 042; 043; 044; 045; 046; 047; 048; 049; 050;
051; 053; 057; 062; 073; 074; 078; 082105 083; 085; 088; 089; 090; 091
095; 099;w0Q013/01@t7p 102; 103; 104; 105; 106; 107; 108pCosrrdi2/j6453®; 113,
114; c- it W 1 <IC50 < 10 115; 116;117;118;119;120;120;124;125; 127; 129;
130; 131;132;133; 134; 136; 141; 143; 144; 146; 148; 149;

The fluorescence intensity from the CellTiter-Blue reagent is proportional to the number of

viable cells and data were recorded (544gx/590g,) using a POLARstar OMEGA microplate
reader (BMG LabteckSarl). A background control without cells was used as a blank. The
positive control of the assay corresponds to the cell proliferation obtained in the absence of
5  drug treatment (100% proliferation). Each sample was done in triplicate. The results were
expressed as a percentage of the proliferation obtained in absence of treatment.
All drugs were prepared as 20 mM stock solutions in DMSO and conserved at -80°C. Drug
dilutions were made fresh in medium before each experiment. A DMSO control was
included in each experiment.

10 -Cells
Human Kit WT and human Kit D816V are derived from the murine IL-3 dependent Ba/F3
proB lymphoid cells. While Ba/F3 Kit WT are stimulated with 250 ng / ml of recombinant
murine SCF, cells expressing Kit D816V are independent of cytokines for their growth.
The FMA3 and P815 cell lines are mastocytoma cells expressing endogenous mutated

15 forms of Kit, i.e., frame deletion in the murine juxtamembrane coding region of the
receptor-codons 573 to 579 (FMA3) and activating D814Y mutation in the kinase domain
(P815). The human leukaemic MC line HMC-1 expresses two single point mutations in the
c-Kit gene, V560G in the juxtamembrane domain and D816V in the kinase domain.

-Immunoprecipitation assays and western blotting analysis:

20  For each assay, 5.10° Ba/F3 cells and Ba/F3-derived cells expressing various c-kit
mutations were lysed and immunoprecipitated as described (Beslu et al., 1996). Briefly,
cell lysates were immunoprecipitated using rabbit immunsera directed toward the
cytoplasmic domain of either anti murine KIT (Rottapel et al., 1991) or anti human KIT
(Santa Cruz). Western blot was hybridized with the 4G10 anti-phosphotyrosine antibody

25 (UBI), the corresponding rabbit immunsera anti KIT or antibodies directed against
signaling molecules. The membrane was then incubated either with HRP-conjugated goat
anti mouse IgG antibody or with HRP-conjugated goat anti rabbit IgG antibody
(Immunotech), Proteins of interest were then visualized by incubation with ECL reagent
(Amersham).

30

Experimental results

The experimental results for various compounds according to the invention using the

above-described protocols are set forth in Table 3:



150; 151; 152; 153; 154; 155; 156; 157; 158; 159; 160; 161; 162; 163; 164; 165; 166;
167; 170; 172; 174;175; 176; 179; 18Q¢ps182; 184;185; 187; 188; 189;
190; 191; wWO2013108t70194; 196; 197; 198; 200; 204; 205; POG/EP2QZ/064568; 210;
211; 215; 216; 220; 221; 223; 224; 225 001; 002; 007; 008; 009; O010;
014; 016; 020; 021; 022;

Table 3: in vitro inhibitions of various compounds against c-kit WT and c-kit D816V

Target 1C5q (microM) Compounds

001; 013; 014; 015; 016; 020; 021; 024; 025; 026; 029;
031, 038; 041; 052; 054; 055; 056; 058; 059; 060; 061;
063; 064; 065; 066; 067; 068; 069; 070; 071; 072; 075;
076; 077; 079; 080; 081; 084; 086; 087; 092; 093; 094;
096; 097; 110; 122; 123; 126; 128; 135; 137; 138; 139;
140; 142; 145; 147; 168; 169; 171; 173; 177; 178; 181;
183; 186; 195; 199; 202; 212; 213; 214; 217; 218; 219;
222

002; 003; 004; 005; 006; 007; 008; 009; 010; 011; 012;
017; 018; 019; 022; 023; 027; 028; 030; 032; 033; 034;
035; 036; 037; 039; 040; 042; 043; 044; 045; 046; 047;
048; 049; 050; 051; 053; 057; 062; 073; 074; 078; 082;
083; 085; 088; 089; 090; 091; 095; 099; 100; 101; 102;
103; 104; 105; 106; 107; 108; 109; 111; 112; 113; 114;
115; 116; 117; 118; 119; 120; 120; 124; 125; 127; 129;
130; 131; 132; 133; 134; 136; 141; 143; 144; 146; 148;
149; 150; 151; 152; 153; 154; 155; 156; 157; 158;
159; 160; 161; 162; 163; 164; 165; 166; 167; 170;
172; 174; 175; 176; 179; 180; 182; 184; 185; 187; 188;
189; 190; 191; 192; 193; 194; 196, 197; 198; 200; 204;
205; 206; 207; 208; 210; 211; 215; 216; 220; 221; 223;
224; 225

001; 002; 007; 008; 009; 010; 014; 016; 020; 021; 022;
024; 025; 026; 027; 028; 029; 030; 031; 032; 033; 034;
035; 036; 038; 040; 042; 043; 044; 048; 049; 051; 052;
053; 054; 055; 056; 057; 058; 059; 060; 061; 062; 063;
064; 065; 066; 067; 068; 069; 070; 071; 072; 073; 074;
075; 076; 077; 078; 079; 081; 082; 083; 084; 085; 086;
087; 088; 089; 090; 091; 092; 093; 094; 095; 096; 097;
098; 099; 100; 103; 107; 110; 111; 114; 116; 119; 122;
123; 126; 127; 128; 130; 131; 132; 133; 135; 136; 137;
138; 139; 140; 142; 143; 144; 145; 146; 147; 148; 153;
154; 155; 156; 160; 161; 168; 169; 170; 171; 173; 177;
178; 179; 180; 182; 183; 184; 186; 188; 189; 192; 193;
194; 195; 196; 199; 200; 202; 206, 207; 208; 210; 212;
213; 214; 215; 216; 217, 218; 219; 220; 222

003; 004; 005; 006; 011; 012; 013; 015; 017; 018; 019;
023; 037; 039; 041; 045; 046; 047; 050; 080; 101; 102;
104; 105; 106; 108; 109; 112; 113; 115; 117; 118; 120;
c-kit D816V 1<IC5 < 10 121; 124; 125; 129; 134; 141; 149; 150; 151; 152; 157;
158; 159; 162; 163; 164; 165; 166; 167; 172; 174;
175; 176; 181; 185; 187; 190; 191; 197; 198; 201; 203;
204; 205; 209; 211; 221; 223; 224; 225

c-kit WT IC50 <1

c-kit WT 1 <ICsp < 10

c-kit D816V ICse <1

The inventors observed a very effective inhibition of a protein kinase and more particularly
5 of native and/or mutant c-kit by the class of compounds of formula I of the invention. The

listed compounds in Table 3 are well representing the class of compounds of formula 1.



024; 025; 026; 027; 028; 029; 030; 031; 032; 033; 034, 035; 036; 038;
040; 042; 043; 044; 048; 049; 051; 052107 053; 054; 055; 056; 057; 058;
059; 060;wO0@113/0a62y 063, 064; 065; 066; 067; 068; 069PCUEP2010/08453972; 73;

74; 75; 76; 077; 078; 079; 081; 082; 083; 084; 085; 086; c-kit D816V
| C501 087; 088; 089; 090; 091; 092; 093; 094; 095; 096; 097; 098;
CLAIMS

1. A compound of formula [:

or a pharmaceutically acceptable salt thereof, wherein:

A s five or six member heterocycle ring;

Ry is hydrogen, halogen, a (C;-Cjp)alkyl group, a thio(C;-Cig)alkyl group or a (C;-
Cip)alkoxy group;

10 R; is halogen, an aryl group, an halo(C,-Cjg)alkyl or (C;-Cjg)alkyl group optionally
substituted with at least one heteroatom optionally substituted with an halo(C;-Cjg)alkyl or
(C1-Cyp)alkyl optionally substituted with a solubilising group; as well as a (C;-Cjo) alkoxy
group, a thio(C;-Cjp)alkyl group or an halo(C,-C,¢)alkoxy group; as well as a -COOR, -
NRR',-NR-CO-R', -CONRR’, -SO,NRR’ or -NR-SO,-R' group wherein R and R' are each

15 independently selected from hydrogen, aryl group, heteroaryl group, (C;-Cjg)alkyl group
optionally substituted with at least one heteroatom optionally substituted with a (C;-
Cjo)alkyl group optionally substituted with a solubilising group; as well as a heterocycle
group or a solubilising group;

Rj is hydrogen, halogen, cyano, a (C;-Cjg)alkyl group or a (C;-Cjp)alkoxy group; as well

20 as CF;, -NRR', -NR-CO-R', -CONRR’, -SO,NRR’ group wherein R and R' are each
independently selected from hydrogen, (C;-Cig)alkyl group optionally substituted with at
least one heteroatom optionally substituted with a (C;-Cjg)alkyl group optionally
substituted with a solubilising group; as well as a heterocycle group or a solubilising
group;

25 QisOorSs;

W is N or CRy;
R4 is hydrogen, cyano, CF;, halogen, a thio(C;-Cjg)alkyl group, a (C,-Cjp)alkyl group

optionally substituted with at least one heteroatom optionally substituted with a (C;-



099; 100; 103; 107; 110; 111; 114; 11e6; 119; 122 123; 126;127;128; 130;
131;132; 133; 135; 136; 137; 138; 139;10840; 142; 143; 144; 145; 146; 147,
148; 153;w0 20B40141785; 156; 160; 161; 168; 169; 170; 171; 173BCTEPZ012/064538; 179;
180; 182; 183; 184; 186; 188; 189; 192; 193; 194; 195; 196; 199; 200; 202; 206;
207; 208; 210; 212; 213; 214; 215; 216; 217; 218; 219; 220; 222

Cio)alkyl group optionally substituted with a solubilising group; as well as a (C;-

Cio)alkoxy group or an halo(C;-Cjp)alkoxy group, a solubilising group, an heterocycle, -

CO-NRR!, -SO,-NRR’, -NRR', NR-CO-R' or -NR-SO,R’ group wherein R and R' are each

independently selected from hydrogen, (C;-Cjo)alkyl group optionally substituted with at

5 least one heteroatom optionally substituted with a (C;-Cjp)alkyl group optionally

substituted with a solubilising group or heterocycle group;

Xis N or CRs;

Rs is hydrogen, cyano, halogen, a (C;-Cjp)alkyl group, a (C;-C,g)alkoxy group, -CO-OR,

-CO-NRR' group wherein R and R' are each independently selected from hydrogen, (C-
10 Cjg)alkyl group optionally substituted with at least one heteroatom optionally substituted

with a (C;-Cjp)alkyl group optionally substituted with a solubilising group or heterocycle

group;

2. A compound according to claim 1 of formula II:

15

or a pharmaceutically acceptable salt therof, wherein
ring A is a five member heterocycle ring;
R, is hydrogen, halogen, a (C;-Cp)alkyl group or a (C;-Cjg)alkoxy group;

20 R, is halogen, an aryl group, an halo(C;-Cp)alkyl or (C;-Cjp)alkyl group optionally
substituted with at least one heteroatom optionally substituted with an halo(C;-Cjg)alkyl or
(C1-Cyp)alkyl group optionally substituted with a solubilising group; as well as a(C;-Cio)
alkoxy group or an  halo(C;-Cjp)alkoxy  group; as  well as a
-COOR, -NRR',-NR-CO-R', -CONRR’ or -NR-SO,-R' group wherein R and R' are each

25  independently selected from hydrogen, aryl group, heteroaryl group, (C;-Cig)alkyl group
optionally substituted with at least one heteroatom optionally substituted with a (C;-
Cio)alkyl group optionally substituted with a solubilising group; as well as a heterocycle

group or a solubilising group;



003; 004; 005; 006; 011; 012; 013; 015; 017, 018; 019; 023; 037; 039;
041; 045; 046; 047; 050; 080; 101; 102;09 104; 105;106;108;109;112;113; 115;
117; 118;w02013/a4kdpt D816V 1 <1050< 10 121; 124; 125; 1POT/EP3e2/084539 149;
150; 151; 152; 157; 158; 159; 162; 163; 164; 165; 166; 167; 172; 174; 175;
176; 181; 185; 187; 190; 191; 197; 198; 201; 203; 204;

R3 is hydrogen, halogen, cyano, a (C;-Cyp) alkyl group or a (C;-Cjp)alkoxy group; as well

as CF;, -NRR',-NR-CO-R', -CONRR’ group wherein R and R' are each independently
selected from hydrogen, (C;-Cyo) alkyl group optionally substituted with at least one
heteroatom optionally substituted with a (C;-C,g)alkyl group optionally substituted with a
5  solubilising group; as well as a heterocycle group or a solubilising group;;
QisOorsS;
W is N or CRy;
R4 is hydrogen, cyano, CF3, halogen, a (C;-Cjg)alkyl group optionally substituted with at
least one heteroatom optionally substituted with a (C;-Cjp)alkyl group optionally
10  substituted with a solubilising group; as well as a (C;-Cjg)alkoxy group or an halo(C;-
Co)alkoxy group, a solubilising group, an heterocycle,
-CO-NRR', -SO,-NRR’, -NRR', NR-CO-R' or -NR-SO,R’ group wherein R and R' are
each independently selected from hydrogen, (C,-Cjp)alkyl group optionally substituted
with at least one heteroatom optionally substituted with a (C;-Cjg)alkyl group optionally
15  substituted with a solubilising group or heterocycle group;
X is N or CRs;
Rs is hydrogen, cyano, halogen, a (C;-Cjg)alkyl group, a (C;-Cig)alkoxy group, -CO-OR,
-CO-NRR' group wherein R and R' are each independently selected from hydrogen, (C;-
Co)alkyl group optionally substituted with at least one heteroatom optionally substituted
20  with a (C;-Cyg)alkyl optionally substituted with a solubilising group or heterocycle group;
MisCorN;
Vis CH,, CR; or NR7;
Ry is hydrogen or a (C;-Cjg)alkyl group optionally substituted with a solubilising group or
heterocycle group;
25 Y is N, CRg or CRgRy;
Z is N, NRg, CRg or CR3Ro;
Ry is hydrogen, a (C;-Cjg)alkyl group or a (Ci-Cyp)alkoxy group;
Ry is hydrogen or a (C;-Cjg)alkyl group.



205; 209; 211; 221; 223; 224; 225 The inventors observed a very
effective inhibition of a protein kinad® and nore particularly 5 of native
and/ or mwermw13iki7w by the class of conmpounds of fornmul &CI/ERROIRI0E4539
invention. The listed conmpounds in Table 3 are well representing the class
of conpounds of fornmula I. 107 WD 2013/014170PCT/ EP2012/ 064539 CLAIMS 1. A
conpound 3ofA doompyuhd a¢cording & claim & opframutialdleut i cal | y accept abl e sal t
thereof, wherein: Ais five or six nenber ﬁgterocycl e ring; Rl is hydrogen,
hal ogen, a (Cl-C 0)al kyl group, at io(H:I - O)RaI kyl group or a (Cl-

G 0) al koxy group; 10R2 is hal ogen, ar odp, an hal o(Gi - C10) al kyl or
(G -Cl10)al kyl group optionally sub ut th at | east one heteroatom
optionally substituted with an hal g(Cl - Cl0)Yal kyl or (G -C10)al kyl
optionally substituted with a so/TbilisingRgroup; as well as a (Cl-Cl10)

al koxy group, a thio(G -C10)al k {\x oup or an hal o(Cl -C10) al koxy group; as
well as a -COOR, - NRR ,-NR-CO R, RR , -SO2NRR or -NR-S02-Rt group
wherein R and R are each 15 indepgfidently sel ected from hydrogen, aryl
group, heteroaryl group, (Cl-C10)al ylz’group optionally substituted with at
| east one heteroatomoptionally substituted with a (Cl- G 0)al kyl group
optionally substituted with a sol ubili Elng group; as well as a heterocycle
group or [ oS F i , hal ogen, cyano, a

(- 10) afeetiblechSiay ol R Rl WOBED: 2o el 20" as cFs, - NRR

- NR- CO Rring-ACQNRix men3eP NeRBtocgelouwipgiwner ein R and R are each independently

sel ected fr.o drogen, (Cl-Ci0)al kyl grou ptional |y substituted with at
| east on lHéF@ﬁ%&?‘b%‘?@ﬁ?‘f’6‘3{9‘1](30)%%]\5/??8%9%5(%'{7W)agll“{"(??l/gr@ﬂb) al kyl group
optional | Lt fi t S ol d St OBkP ycl e
oroup or & SolThEr Y sl Bod SL A SLIRBRIOUNICAR BRkYL Bup, SoRiE
hydr ogen,substawted wifGat Ipest ogehetematom o¢tablyOxgpen fyhitigeeruppticnall Cisutgtioyted ky|

Jubsti ¢ orud i bR Rl 68 G Solhy AT ocr LRGSR A8 R0ty
gr oup goptdrenaldsWwduRsh it Pt\?o?allﬁbi grdup Vr Rl Hall (O GRIRBRY cRsupyVas hveBSasan { C1-

Ci o) al koi%/ 8roup or an halo(Q -Cio)a koin/ roup, a solubilisi &v group, an
het er ocy ct@OR, -BRRARIR-CQ-852-GRFRR " oNRRIR-SNR-Ro@raup whereNRRSEERR' e sagh

wherein R _an r ' n e ydroge
(G- G o) argndngd BRI ORRER b b oo et SRULFCREE MY s o
opti onal I gptionkst istivstiadedviviith at (dakt- Gho hatekyatorgr @iionalpt isobsalltyd swibisti ¢yt ed
with a solubilising group_or heterocycle ci;rou ; Xis Nor CR5; R5 is

0

( : Jup
hydr ogen, Cio)pdid Srovi erjonally syhsfitutedy Wathia soleilating gepupens wiel)asi klbsisrogydep,
-COR, - - iin R and R are each independently selected from
hydr?g%en,é % E%l }L%ﬁ%{gﬁlﬁg%ﬁbgroup optionally substituted with at | east one
het er oat oy Btyidorzeh) alsgdas tyanat &dCwCidalkyl(gEbuiCond 4Ck¢ho)gkaupgoppi omatll y
substituted wth a sglubilisi rqQup or heteraqcycle group; LI or
har mmcedt Chr I W CS BBt AN oRarD Wikt i ars iy B ety el abper

het er ocy cleGecfddNBom hydrogen, (Ci-Cio)alkyl group optionally substituted with at least one

heteroatom optionally substituted with a (C;-Cjg)alkyl group optionally substituted with a
20  solubilising group; as well as a heterocycle group or a solubilising group;

QisOors;

W is N or CRy;

R, is hydrogen, cyano, CF3, halogen, a (C;-Cjg)alkyl group optionally substituted with at

least one heteroatom optionally substituted with a (C;-Cjg)alkyl group optionally
25  substituted with a solubilising group; as well as a (C;-Cjg)alkoxy group or an halo(C;-

Cio)alkoxy group, a solubilising group, an heterocycle,

-CO-NRR!', -SO,-NRR’, -NRR', NR-CO-R' or -NR-SO,R’ group wherein R and R' are

each independently selected from hydrogen, (Ci-Cjg)alkyl group optionally substituted



R1 is hydrogen, halogen, a (Cl-Ci o)al kyl group or a (C -G o)al koxy group;
20R2 is hal ogen, an aryl group, an halp(C -C o)al kyl or (G -G o)al kyl group
opti onal Iwo=otsstist7at ed with at | east one het er oat om opt iPomaiPRe120332 i t ut ed
with an hal o(C -G o)al kyl or (C -G o)al kyl group optionally substituted
with a solubilising group; as well as a(G -C o) al koxy group or an

hal o( Cl - Grieh) af kastyongrrtgpoatad opelohalds substitIIRyith NRRI, G NRHKGDgup- SgadRiR1y or
-NR- S02-R g{_roup wherein R.and R are each 25 independently selected from
hydr ogen, SUBFFYted Mailst SORBY ey RgERprP §F Beiprocyds &xup) al kyl group opti onal |y
substi t utee i} prat | east one heteroatomoptionally substituted with a (Cl1-

Ci o) al kyl group ofﬁionally substituted with a solubilising group; as well

as a het koisyylimggn,onpnarhaogen) alfC]-Cs)algylggroup;a (409 )MRoxy group, -CO-OR,

2013/ Q1417QPCT/ EP2012/ 0645 i,s _hydrogen, hal ogep, cyano, a (G -Cl10)

al kyl °gr¢ -IgfﬁRa g(@k\&&%fl&ﬁi&@ %FB%E)%Cha‘gg‘%H@PTlenélé/ Setested g hydigqasiodCre

- CONRR' gr olaRcy s Bl dhiBnanfsiRstiah&l #8860 1adeRRNESaLL S EMRALEY sii

hydr ogen, {?}Cé:l-yvc\:’%O)@a(?bklyln I(g}?(S)uS lopti onal Iy substitut egl V\A&% E)%atglsgasggﬂt%dne

het er oat omitlopt(Cotad)liylsgrosp optivred ywiubstitated @rithCi 6)labikiying grawmpomolpitéroosald y
substituted with a 5solubilising group; as well as a heterocycle group or a
sol ubi i sSTAYP>group;; Qis 0 or S; Wis N or CR4; R4 is hydrogen, cyano,
CF3, hal ogeec @ N;C - C10) al kyl group optionally substituted with at |east
one het er oat om opti onal I%bsubsti tuted with a (C -Cl0)al kyl group optionally
10sub$t i tYitsel, WHe.H-Ry asd¥Rdi | i sing group; as well as a (Cl-Gi0)al koxy group

or an hal@(Ci,- Ci 0)al koxy qr a,sol ubi lisin [ Qu n ter cl.e

"0 nRR R IR R ¥ RSP it BB S B Ao F SR
are each grogepantentice gelgct ed from hydrogen, (G -Cl10)al kyl group
optionally substituted with at | east one heteroatom optionally substituted
with a (& IONOYRs R4 Rekpup optional Iy 15substituted with a sol ubilising
group or tl@r@f]@%ij@R oup; X is Nor CR5; R5 is hydrogen, cyano, hal ogen,
a(a -a §Jsal’ky group,’ a (Cl1-C10)al koxy group, -CO OR, -CO NRR group
wher di5n R ad, GO TR @aCRsRndependent |y sel ected from hydrogen, (Cl-

C 0)al kyl _grqup optiopally suhstituted wth at | east one heteroatom

opt i onal 15 s Blraceie s 3195%@}%%{61{%11 eypat E&}r%éftl YnEPYy o5 ST 1dREE N th a
sol ubi |'i ZéTQI%.group or heterocycle group; Mis Cor N, Vis CH2, CR7 or NR7;
R7 is hydtogen or a (Ci-Cl0)al kyl group optionally substituted with a

sol ubi | i sRaig hydrogen ara at@npdst lgeugr oup; 25 Y is N, CR8 or CRBRI; Z is N,
NR8, CR8 or CR8BR9; R8 is hydrogen, a (G -Cl0)al kyl group or a

(C1-C10) al koxy group; RO is hydrogen or a (G -G 0)al kyl group.

110 200 2013/ &MdARGLCHAADL & RBAR3Y, oF adpRitmhb@eienly aaddpbhe saptiRhts, sal t
thereof, wherein 5 ring Ais a six nenber heterocycle ring; Rl is hydrogen,
hal ogen, whqren: G o) al kyl group or a (Cl -G o)al koxy group; R2 is hal ogen, an
aryl group,. ha -gio)al kyl or (G -C o)al kyl group optionally

substi tutu[g‘dls\?\f?rha Ja(?lg(‘rc‘f’é"};{g}d’one het er oat om not abl y oxygen or nitrogen
optional I, suligtituted wth an halo(CG -G o)al kyl or (C -Cio)al kyl group
optionally substituted with a solubilising 10 group; as well as a

(G - G 0) al koxy2 kjl@$H: or an hal o(Gi - G 0) al koxy group; as well as a - COOR,
-NRR 55 NR- CO- R opCONRR - or - NR-S02-R  group wherein R and R are each

i ndependent |y sePeét ed from hydrogen, aryl group, heteroaryl group,

(G -G o)al kyl g(@u@e)eliyi optadiaily subsituteditbeda widup afR|BastbyoQH &rebgrao@,om
optionally substituted with a 1- Jo kyl ou tional | ubstituted
wth a sol ubi Iéé?lfﬁ@‘yg?ﬁ%?ﬁééuéﬁgmted%y Qﬂ&%@@g‘i}yéﬁé?ﬁsgﬁeﬁﬁhﬁ cgendently

sol ubi l'i sing . B3y ith GYARP (CR A -@hal Vdicgr oup
or a (Cl-GC o) gjlicke%lg?/l Qer§ )(?:11 ;1 rbgg{)ﬁ%ﬁ’rwgg%c%%ﬂll\l%? I{I(I%?ggﬁilk\}@@lé%\l&égl((group
wher ei n R and ®)alkaylemgax lor RadapkeR dentmh ytogghaorighd thermotm depdit@g ém which they

(G -Goo)al kyl group,optipnal sybstityted w at | east .one.heteroat om
ot 1 ol 1y SutiCr POt e G R bl RSB oplstinak A P2 JEhEEA ST o
with a 20sol ubjelde&lTHng0O08RNdAs Wel | as a heterocycle group or a

solubilising group; Qis 0 or S
a (C,-Cg)alkoxy optionally substituted by OH, a (C;-Cs)alkoxy or a group

~NR ;2R3 where R, and R3 are each independently H or (C;-Cy4)alkyl; or Rj, and



Wis N or CR4; R4 is hydrogen, cyano, CF3, halogen, a (G -G o)alkyl
group optionally substituted with at |ggst one heteroatom optionally

substi t utwo 2edi3tth4er0( C - G o) al kyl group optional |y 25sub®Cirtere@d/oedssh a
solubilising group; as well as a (C -G o)al koxy group or an hal o(Cl -

Ci o) al koxygr oup, asol ubi | i si nggroup, anheterocycle, -CONRR , -S02-NRR ,
-NRR , NR- CO- RR;; dorm,NBgSERRwithrthel pitvdpen eitéin Ro andciRthedr &re @aabled, ndependent | y
sel ected from hydrogen, (Cl-Cl10)al kyl group optionally substituted 111 WO
2013/ 014170PC'F}"EP"%Q‘?P@S@SB@OWYIW%{E‘W@&& Orogngetﬁ@ﬁ@l"@aﬁ’teéﬁﬁeép@lﬁ f&l § ynd

Solubi |51 ng' 0roi 61 R araay er gL sPHAB PRy R s RPN ogen,
cyano, hal ogem graujf GORGLOhat Rk isgr Hug, 6-me(rberedB)caddyodoylkyt oapainin@Q &R 5
e o O eh S B B se AT\ e e e Eh 50 ke
het er oat om optd,paahteY withbShi 3 Wi ad)mdk a (G - Cl0)al kyl group optionally

substituted with a solubilising group or heterocycle group; Mis Cor N, 10
Vis N, CH2, CGRItoup —NRNRRivdheryydirsagdiic ayand iodemnd@itlyG10y al®yC.)ghoglp

optionally substituted w th sol ubi | j.si roup or. heterocycle group; Y is
N, CR8 or CRS@;Ioiéifys 5 g\gt’@ﬁg OWI%R§R§, "?&gq(%?% Rf Yty a %r 6(‘:?%?3@“&}?8 i's
hydrogen, a halcegesclaakynyeitamig 9108 WPhetdoktbhrs GelRlRl Kidm @, BB PN: &r R;s

(G -Cl10) al koxy group; is hydr o%en'or a (G -C10)al kyl group. 204.
conpdiind accoradidfys forns ltegether widy the ngrgenatcoutd whichyhecwe praddde aalor 6-

t hereof, wherejn: is. H or Cl - al kyl ; is, H  a,halogen; ra
(G- 08y al Kyl - obeboted otelsBlp iRy e, Foerdiiclts BRREPRR QS BT h
(Cl- 4)al koxyNpptionally substituted by OH where R10 and R11 are each

i ndependently H or (C -C4)al kyl optionall \BIT substituted with anino,

(G - C4) al kyl ari BOUBr N ¢RizcherIB I dsither (Gr-GredodmadAn i5 dbnd (Fogeelket with
t he nitrogen | & 3 3 ?ﬂg{gg, Dz _ 5=

het er ocycl oal k ?ilg%%)lﬁlt %Bﬁ?ﬁlgté@%trh ga(@tée21 éat hg?saeFe%% eégmgﬁlg%%g,e&éergl%rgl N, a
(G - d6) al koxy coptairanal ty3 hetestatdnd eteched feddy O S(aBdNGA) al koxy or a group

-NRI 2R13 where R12 a are each independent Hor (C-C4)alkyl: or R12
and 112 WO 2@1@%&4@‘%@%@%&%\%&?;@0 @3&%&@“@3&3@’%&&” M EHCoploT
ni trogen at om d Wiy BudshRXeWehPARRR (C ATl anfno MR H&F €6, )alkylamino gt

het erocycl oal kyl coritaining 1 or 2 het eroato selected fromO; S and N,
sai d het er ocycvitlak by |or ifeinmgbenet iheteaddygloslkiys torttamneg Wbt B hbtdreat@ms selected

G -C4)al kyl s; - OR14. wh 14 i 5- . 6- d.
(o armet bar i 55 BT e 505 Bl Bede neSLuB BB S o6 i
sai d Jret er ocyct gakiday! orbei ng optionally substituted with 1 to 3

(G-C4)al kyls; a group -O00ONRL5R16 where R15 and R16 are each independently
H or a (G -C4)afkgt 6-membered heterocycloalkyl or heteroaryl containing 1 or 2 heteroatoms

selected from O and N, said heterocycloalkyl or heteroaryl being optionally
substituted with an oxo group or with a (C;-Cyg)alkyl optionally substituted with
amino, (C;-Cy)alkylamino or di(C;-Cy4)alkylamino;
25  Rsis H; cyano; CF3; a halogen; a (C-Cy)alkyl; or a (C;-Cy)alkoxy;
Qis O or S, preferably Q is O;
W is N or CR,; where Ry, is
H;
a halogen;
30 CN;
CF3;
OCF;3;



optionally substituted with a (C -C4)al koxy or with a 5- or 6-nenbered

het erocycl oal kyl containing 1 or 2 hetgroatons selected fromO, S and N, or
R15 10 awo 2RB@1fitom together with the nitrogen at om t @CREPeH 206599 ar e
bonded, a 5- or 6- nenbered heterocycl oal kyl containing 1 or 2 heteroatons
selected fromO0, S and N, a group -NRI 7R18 where R17 is H or

(G -C4)al kyl angCREBalksl bbtigha(lE subditadel Witlopt 5.06aklHembdsd |h%t&(%§'cWalkl§*l a
(G -C4)al koxy; or_ a 5- or 6-nenbered heteroaryl 15containing 1 to

het er oat ons s@oé@tfé’ég?Pb%@tel@t%ﬁiﬂseﬂ@d%ﬂ fiarp (handNy 9COR20 wher e R19 is Hor
(G -A)al kyl qi@ ?2 or a (Cl-C4)alkyl optionally substituted with

am no, (Cl-C4)a K “or di (Cl-C4)alkylamino or with a 5- or 6-nenbered
het er ocycl oal Iaygronpnoedim)glgzz Ivtere 2idtie2eaBamd Roelsie] £Ct21t@gmﬂ<6xy,$ @ogb N,

sai d heterocycl bel n ptignally su ituted with

20C4) Al kyl s; ~ ot azbd’rﬂeée Rented B@bﬁ@wbe%p@&ewy Hopr ah(& &«3@@15 or a5
containing 1 qf cZmBRbaLARLRIRy SBLRE @SR br aMibbusiAl hIARLLRRENTHOR! kY|
or heteroaryl being optiona gy/ titutedwith an oxo group or wt
(Cl-C4)al kyl dptsaminatdrycysidadil beine dptiodall yaobstioyted (auth(Mt))al (KyiGpalings;or
di(Ci-C4)aIkyIamno H, cyano: CF3; hal oge a (G-C4)alkyl: or a
(G - C4) al koxY;® &°PB é‘ﬁ%Fﬁs WS\W%B&%\‘H‘ 5‘24(}“?533%‘ ‘aﬁ’ ldRPth' Heepa Q\hgﬁ)éH(Pébl is
H, a hal ogen; Gl 3bst1%t§ with 1 4

(G -&A)al kyl o%?l ona}Ipr substi tutéag(%gcaﬁwxg) %ZQPQTQEEZ@%,%QQ@ §3g%€p
het erldcycl oal kyO6GnEaklkiyhgr R.oen@ Raetamg sogsther s6thethe eutrégeomt@mandviich a
(C-C4)al koxy;,,a groeup, - 2) aR22 where n is.0.. 1, or 3.and R22 |s H
(G- 01l Koy ™8 F et kot Eoom ARGl B faob i rtion 5 ipet B3 | Sr

i ndependent | y Hhéteroatondd sefcbadl ks O0S @1dEN, @kid GrofBeBRIRNK v BLRIZOSH AR K|

containing 1 or 2 heteroatons sel ected from0 and N, said heter ocycl oal kyl
bei ng opti onalSlupstlsﬂ!ﬁl@@f?‘il‘thult1%@(:?5 Wlt@ﬁ)?ﬂlkl’l@» 3 (G -C4)alkyls; a group - NR23R24

where R2 ?%‘k engden I nal l'y
substit u%% ha ?@Fgﬁf al ’8@53 @ 4 éﬂﬁm g%%]foeglr eser@ itygall@ﬁ’p n(alo
- S02(1G! - A)ialak§d or ormdRRBerah et ytionlryl bogetefaryl Wohhiidiiie 1niot 3 d@efoAéAM t 0

whi ch they are bonded a 5- .or 6-nenbered heterocycl oal kyl or heteroaryl
cont ai ni n§lettedr %nr@taéﬂ%tmhgf@r%tﬂ@alkﬂ ghheterogryd hging ogtmnally substituted

het er oc l kyl d X
hete Orycéggm\kﬂtﬁ 3 QB Rgeexgpgasm&l F¥mS %’%%S(%Bﬁ) aVMaIJge& ggt %@&kylcégtﬁhﬁ
-COO(a - G@))aitkty:ﬂ wﬂndnﬂlﬂa AC|1£4R1154a1mm05dm€nﬁb)a§¢1dmhe roocy 61 oabkyémiared
het er oaryl  cont 1 ta 3 heteroatons sel ecte sai

et o ooy et RyToUiyT st BaE 1 Shel NEteORte BRI Sl Bt Duren Na W § (o 3
substigt uepfsikse).ected from an oxo group; a halogen; a (Cl -C4)alkyl
optionally substituted with amno, (G -C4)al kylam no, di (G -C4)al kyl am no
or a 5- or 6-nenbered heterocycl oal kyl containing 1 or 2 heteroatom;

elected fromO and,N a C al koxy. N (of0) d to
chaim 1. br Sacomandcissoriuf 1§ Hiwah dbrer Satpos e Boro e A G or
a (G- M)@hdeylln 25R2 is H a (G -C4)alkyl optionally substituted by a

(G -C4)al koxy; a (G -C4)al koxy optionally substituted by OH or a group
“NRI 2R13 Whétd ora2CafdalyB are each i ndependently H or (Gi-C4)al kyl or R12

and for oge t t

5- or%]53 rrlg IYEs’erljtla’dghﬁe(?lér“ cy%1 gﬁh Vi &C%ﬁ)?tztﬁlhe?ingWath""gf ﬁdﬂi&?oat n’scggll )?ed
from O, asdiodallprsubstgutedpby (IOPHRH)Em.@rmr—eJPRlEBaMGﬁl&@r&hdeRQh are each

i ndependently 30H or a is Hor a (G alkyl; Qis O;

) al kyl ; G -
114 VO 200deRspdantypdrr éézé?iwlﬁé% 2 WR‘?g N, @@ﬁww&% REITGLSN ROTBEES;
( G-&4)al I r or
(G0 o Sy L KX Bl 8100 QU6 o o
het er oat osebecteel feah € ahd diyoHa groahipN:CONR |sR s where R15 and R are each independently
30  Hora(C;-Cyalkyl;
Rj3is H or a (C;-Cy)alkyl;

Qis O;

a



Xis Nor CH and 5Ais a 5- or 6-nenbered heterocycl oal kyl or heteroaryl
containing 1 or 2 nitrogen atons, sai dldeterocycloal kyl or heteroaryl being
opti onal Iwo=otsstigt7ated with 1 to 3 (Cl-C4)al kyls. 6. Arcomprounseeseor di ng
to any one of clainms 1 to 3, wherein the solubilising group is

sel ect edf r ormor phol i nyl, pi peridi nyl, N- (C1- C6) al kyl pi peri di nyl, N-(4-

10pi per| dNrnyIl‘)Imrp@Rmdwhyde, Ry (1s-19i @ﬂ‘ﬁgdmnﬁ,ﬂl)(mqibyl; adi (OiFCAalpyxy; odri digngdppi per i

di nyl, | nop eri.di i perazi eri |

ot por 221 Y NCTRDRET SHER) B iRy T ok BB ATy G2 1§ Gar g C A B S P A hy
pyrrol i digylainid¥ { &12 g’@t)eﬁJaKﬂxlls %Yé’cfe@lﬂdiih @Yzind ¢ azepinyl, N-(GC -06)al kyl
azepi nyl, honopi perazinyl, N nethyl honopi perazinyl, N-ethyl

honDplpeDé@ﬂﬁptCHbﬁmilnldazolyl 15 7. A conpound accordlng to claim1, or

a pharmacguti cal | eptable salt .t

4P [28( bty et TSRy o R s Ay T lfiat Y 2 firoshatompo 1

i m dazol 'sﬂid%e?er@d}@loaﬂ@lor heteroaryl being optionally substituted with 1 to 3 (C-Cy)alkyls.
{3-[245- Et hoxymet'hyl ) - 2- net hyl - phenyl am no) - oxazol - 5-y1] - 5- net hoxy- phenyl }
-4, 4- dlnethyl-lnldazolldln 2-one; 1-(3 - {2-

[5-(2- Hycg’ %X%l%é h@n)aygccord {E)y nyp%?en(yij AT 6 gf%ﬁngefn%lx ]sgl'u%ﬂ{gﬁ{g}%(ljoﬁg henyl) -

i mdazolidin

[ 5- (2- HydeRrxed et lmmy) ﬁmﬂﬂfohnﬁ- phpllpylhdmylno] N-@azHhlkP- y Phpgidinyd) n-1R-(y1) -
25i m dazol idin-2-one; 1-(4-

[ 2- MdOhy TR (A RSHIGIN - 4 §71(L @pﬁ&ewl)ma@fﬁmﬂm né]pyrrohdmylplperldmyl 4

S AR e I e, . -

- pyri di n-Coalitslpiperaetrlyy| |mmra,mpaydloau@1 orpq;ermlmppnybhdmyl( 41 N-{(21—C6)alky1
[ 2- met hyl - 5- rphol i n-4-yl h no] -oxazo
pyri di n- ZUV71§F&fda25¥ﬁHP <%ﬁé ?g%@@R %?Eﬁg kﬁmompmﬂmnyl ﬁdndhﬂ

[ 2- met hyl olyl s h&h Boxyt RREmidasipo] - oxazol -5-y11-
phenyl)lhéﬁéé%%q%ﬁﬂ 2- oaﬁ %% 1¥%’013/014170 CT/ EP2012/ 064539 1-(4- {2-
[ 2- MAShy 1- 5- ( 3- nor phol i n- 4-yl - propoxy) phenyl am no]

-oxazol -5:;y ridin-2- dazol i di n-2-one; .1-

15[ 2a( 5 Possu o 1 LRy Phuk ST PORSEIS 25eEpiaBle st i Hheny 1 |
Iﬁlda20|hgk£&@fﬂﬂ@ 51- ( 3- Met hoxy-5- {2-

[ 2-met hyl - 2- nor phol i n- 4-yl - et hoxy) - phenyl am no] -oxazol-5-y11-

phenyl ) - lm{ Z-0(5Hithex ymeshd)- 2ﬂnet{1ﬂ.phenylammo) -0xazol-5-yl]-pyridin-2-yl }-

[ 2- ((5-Et.ho nmet hyl - phenyl am no) - oxazol - 5-yl ]

- 5- netho%ny%ﬁ?v%ﬁ%lply g gnethyl-lnldazolldln 2-one; 1- {3-tert-Butoxy-5-

[ 2( ( 20met hQX—YZI@GS%bxﬂnﬁ?lmylmﬁhﬂ%eﬁmaﬂﬁﬂo)Cvxaz(ﬂl5-§3H-)Sl-methpkl}eplyény]l.}-4 4-

10i m dazol i di n-2-one;  1-(3- {2- - (2- Hydr oxy- et hoxy) - 2- net hyl - phenyl am no]
- oxazol - Bhyﬁﬂwﬁﬂﬁﬁ?ﬁﬂ%ynéﬁ%ﬁyl)- i m dazol i di n-2-one; 1-(3-Mthoxy-5- {2-

[ 2- met hyl X ) azo|

e Y E:%f{%}f?? g}g{dx thJ}QX) ot Igﬁgyl plféﬁ?l@)ﬂm(ﬂrﬂx'aﬂ]l 590 BZ RQlert1-Yheriy1)-

{ 3- | sopr opadyzohdizdbeonet hoxynet hyl ) - 2- nethyl phenyl am no) - oxazol - 5-y1] - pheny
I'1- imda

1- ( 3- 1245fz&ig@gfék?ﬂﬁ?%6§9¥9%2ﬂB@ﬂ%&mﬁﬁ¥W§PﬁﬂﬂﬁﬁFﬂé§%9dpw@nyifDS i sopr opox
yphemsl) - Tigaaai. ?bﬂe 2-one; 1-(3-1sopropoxy-5- {2-

[ 5- (2- met hoxy- et hyl ) - Z- met hyl - phenyl ami no] -oxazol -5-y1} -phen X

20i m dazol —(lth{h—[z-l\dmbyl -5-(2-morpholin-4-yl-ethoxy)-phenylamino]-oxazol-5- yl} -pyridin- 2 yl)-
1-(3-(2- ( -éZ nor phol i noet hoxy) phenyl am no) oxazol - 5-y1) - 5-
(trlfluor %ﬂ iyl )i mi dazol i di n- 2- one;

1-(3-(2- (P~ @QQWW@TO&%%&Q@H&H@% AR6)-oplly 'yﬁ =pyridin-2-yl }-4-methyl-
(trlfluoronethoxy) henyfl i m dazol idin-2-one; 251-(3- {2-

[ 5- (2- Hy dimoidgzodidhn ﬂéthyl) 2- et hyl - phenyl ami no] -oxazol 5-y11-5- et hyl -

pheny.

{543- sop?é&%ﬁﬁ %8%32§§ X é%é?mghOhﬁAﬁqeﬁmﬁ%%@*ﬁﬁ&%%%ﬁ]%Fu?l%yﬁo 1

-N-(2- mepany- 2e3ilhﬁhlha£oliaﬁt~b%he,b enzani de;
1-(3-Methyl-5-{2-[2-methyl-5-(2-morpholin-4-yl-ethoxy)-phenylamino]-oxazol-5-yl} -

phenyl)-imidazolidin-2-one;



1- (3-(2-(5- (et hoxynet hyl)-2-met hyl phenyl am no) oxazol - 5-y1) - 5-
30(trifluoronethoxy)phenyl)imdazolidimns2-one; 3- {3-

[ 2- (3, 5- Dvoebisyli4phenyl am no) - oxazol - 5-yl ] PCT/EP2012/064539
-5-trifluoronethoxy-phenyll-4-nethyl 1H pyri di n-2-one; 3-

{342- (3, 5- D net hyl - phenyl am no) - oxazol - 5-y1] - 5- net hoxy- pheny11- 1H pyri di n- 2
-one;  116(4MQ- @Wl@l@%&ﬁﬁﬂl&ﬂ2@Jﬂlpﬂﬁa’b'i§9pﬁeny{aﬁlmo][ &xaz3l-SyDi-piduyb- phenyl
anmi no) - ox azol -5-yl ] _-5-isopropoxy-phenyl}-4-nethyl - 1Hpyri di n-2-one;

4- [ 2- ( 5- CErHELYadidHY?PRg. et hyl - phenyl ani no) - oxazol - 5-y1] -4' -net hyl -1' H 2, 3

1] bi pyri di -5-v11-5-

5515 T2 (5 B R e Y henyamio o xar SRRy - et hoxy
) - phenyl Jinddazokdinyd-ehdit pyri di n- 2-one; 4' - Met hyI

i{ F23§r2|- t hye%lé/feg}%y-g «Pf l }ngthylg (Zer;[lohrgéghn E y?n 0XY)-p %%]nyﬁé?go lo_x%zc))ﬁlSI 5/1%— H 2, 31b

4-[ 2- (3 %hg]ﬂﬁlgwaz(gnﬁwl(g@ no) - oxazol - 5-y1] -4' - net hy1- 6- ( 2- nor phol i n-4-yl -
et hoxy) - 101 31bi pyridinyl-2'-one; 1-

{3-[24(5- lE{hb&y(ﬁeithgx}ynﬂhytbﬂhyéthyik;émy}rlamﬁrmc))oxaxcdiﬁejfl}5—ry61]1e)5y—pbﬂmgt}e@oxy- phen
yl I'i m dazol j di n-.2- one; -Methyl -4- {2- [2-nmethyl-5-(3

- nor phol |1ﬂethgly‘lmlé?zt9§g B3 9Btenyi ani no

- oxazol - 5-.y3 kaﬂhh{oaygl[tzt @5t oxyhrethyhONgictiBNPhdBPARMERE £4401-5 31 ] the%‘gept abl e
salts thereof. 8. A phar maceutl cal conposition conprising a conpoun

accorl@i ngmldﬁzéhémo}om,al m 1 to 7 or a pharmaceutically acceptable salt

2 compourd 2t b FERTELS SRR P 2be Rl By Bl a A S ko R TR 10

accept abllﬁn@@bndmmab@@f 10. A corrpound according to one of clains 1 to 7,
or a pharmaceuti call &acce table salt thereof, for use as a nedi canent. 25

11. A conptuNethesyor B-Fymethybad2grorgheling-yl-cthoxy)- phsnylnpedroxaedt-vidal | y
accept ablpq1 ﬁﬁb% rﬁ&ﬁ%ﬁﬂﬂazfoﬂgh gb[s_gné n the treatnent of mastocytosis. 12. A

conmpound "according to one o alnms 1 to 7, or a pharmaceutically

acceptsabl le {3-&oprépdxi-3eRe@s -meflax yhnsthyl )R- i‘,rh:élyﬂ—lpﬁaiymaﬂlﬁlopf)xdmrmtytb |- sigheR

mal i gnanci e eloproliferative disorder, other proliferative disorders,
aut0|nnuH§“@F§ ‘ﬂé%gnalnflannatory di seases, al l ergi c di seases or

neur ol ogi A DY ﬂﬁé 45 conmpound
for the uggigﬁ§§§§§§an¥g%§%g¥%b%9& égﬁﬁih Eﬁ%%%?%ﬁ?g?%%?%ﬁﬁpﬁgnancy IS
Acut e Nyqﬂmnﬂ)MBukaduthANE) Myel odyspl astic Syndrone (MDS), Acute

yper cos, HbBRPPRE S aRgda 2 e e ahi e hEmh O e el Blsedh i ng

to cloa mikddaohemel-bnd;he proliferative disorder is cancer. 15. A conpound
for the use according to claim 12, wherein the autoi mune di sorder is 10
mul ti pl e k6-6+-Gsinsthy §tﬁl11139;?13011@9&11@SY)Ph@l}ilmllrla)mm(ﬂff’yyléiﬁsease ul cerative

colitis, t arthrltls and polyarthritis, local and
system c <i:rflcl)eorr% gglﬂa}%pﬁeﬂgtl)lmld%gqu%ﬁs er yt hemat osus, di scoid | upus

er yt hemat DELE.-(LhitABLPASH btiPlpBenyteniie joxaySi-11)S, pol ynyositis, Sjogren's
syndronme, nodular panarteritis, autoirmune enteropathy, atopic dermatitis
or proli f(éfll%QQYQ@GE&PW?@HYM@W?‘PW%'Z ofs; 16. A conpound for the use

accorgi ng; {0 tHg, ergic

r hi nlit%: S, gi:fl{f gpgh ro t| syﬂia&] h%Heﬁﬁgﬁeg’I%ﬁ%ﬁOk%ro??ahﬁ méﬁl*’]gl oedens,
at opi c dephmyll)hmsdaz@lhdle-agorre contact dermatitis, erythema nodosum erythema
mul tifonne, aneous necrotizing venulitis and insect bite i.n

i nf| ammati- éﬁ-fg-ﬁsoar%&yéu@k?wgmﬁ%f?zaﬁﬁw]'cylém%ﬁ?ﬂfpéﬁog-ﬁ-ylarwo}-ihé?onpound f or
the use %%B’S? gS)Q,r [rbg&am\mprel n the neurol ogi cal disease is

Hunti ngton's I zophrenra, Parkinson's disease or Al zheimer's

di sease. RBLE&- (We@amqynuﬂdrl)@mt@l@n;z@m@omml -ofyl)e¥-ains 1 to 7, or a
phar npceu al | able s reof for use as an inhi b|tor of
protgﬁ)n k&ﬁ‘uﬁ %et %i?‘ﬁé'l)é@}f% ch‘Srdl ng to claim18, wherein the
protein kS-Q@%@(S,S-Iﬁlﬁéﬂ{yl PReBMENR6)-BRIBNE- e Kitd fluoromethoxy-phenyl } -4-methyl-
1H-pyridin-2-one;
3-{3-[2-(3,5-Dimethyl-phenylamino)-oxazol-5-yl]-5-methoxy-phenyl } - | H-pyridin-2-one;



30 118 WD 2013/ 014170PCT/ EP2012/ 064539 21. The conmpound according to any
one of clains 10 to 19 for use in conbjigati on with anot her active

phar macewocal3/agent . 22. A nethod for treating or pr@CEmPRe1g/0645p9 Ot ei n
ki nase -rel ated di sease or disorder in a 5subject conprising the

adm nistration to the subject of an effective anobunt of a conpound

accor di ng-{B[RMS-Vimeniyl-phaiyldnito)-exazobs-ylif 5-Bophaoapeketyl calhahy@agept abl e
salt thereof, 23. The nmethod according to claim 22, wherein the
protein KIYR4EL2 08¢, tyrosine kinase. 1024. The nethod according to claim

23, wher Ki 3 t treating a
haenat ol ?gpcgsh&tﬂf%é{ gharic y,5 a ?Pgé%hg%}rﬁ%lﬁ n;o%rogtl b7 SA%TE&E%VF Pfélnot her

prol i fere{le3\4b1pgfr1dm5/blé'rqnean aut oi mmune di sorder or a skin disorder,

conpri SI ni ster to hu n or mal. subj ect in need thereof an

ef fec 2’9 E‘r{&unhtg fmﬁlhig@ﬁr%gﬂh a‘B‘@é?ld? ﬁg 5td:? AR 816% dof-cthogyighanlet-7 or a
phar naceq{létﬁﬁugp@«ﬁgﬁpj ghi.e salt thereof. 26. The met hod according to
claim 25, further conprising simultaneously or sequentially adm nistering
to said s‘UM@h}zl 4&|{|2—{32 eyl \be(2anopholinf-ydedtongr-plaotyl menplharazele 2yt ji- tHF  agent .

20 27. tf?%g a,e ound according to any one of clains 1 to 7, or of a
phar macedei’d3ippy lé‘é’ bl e salt thereof, in the manufacture of a

medi camend_[J- mﬁmﬂsthypphénbﬁxﬁlﬁ@aémats Of]- @ﬁﬁetl@fl @&anéghlbmrsg Hoxgpse or
di sorder: mastoc tosis; an hematol ogi cal' malignancy; a nyeloproliferative

di sorl@er 1Hﬂ%{3ﬁblﬂ3}'pdl@b’l ?'emgt i ve disorder; an autoi nmune disorder; an

251 nf am"lﬁ%)_ %((ql—]istﬁgfy?ﬂetﬁlﬂ) Q-me‘%ﬁﬂ' p%e%l%%%?o 10x3501%.- }r;ﬁgtl(s?cl)p(% Iocx%l phen?l ase.
imidazolidin-2-one;
4'-Methyl-4-{2-[2-methyl-5-(3-morpholin-4-yl-propoxy)-phenylamino]-oxazol-5-yl }-1'H-
[2,3"]bipyridinyl-2'-one; and

15  pharmaceutically acceptable salts thereof.

8. A pharmaceutical composition comprising a compound according to one of claims 1 to 7

or a pharmaceutically acceptable salt thereof.

20 9. A cosmetic composition for topical administration comprising a compound according to

one of claims 1 to 7 or a pharmaceutically acceptable salt thereof.

10. A compound according to one of claims 1 to 7, or a pharmaceutically acceptable salt
thereof, for use as a medicament.

25
11. A compound according to one of claims 1 to 7, or a pharmaceutically acceptable salt

thereof, for use in the treatment of mastocytosis.

12. A compound according to one of claims 1 to 7, or a pharmaceutically acceptable salt
30  thereof, for use in the treatment of hematological malignancies, myeloproliferative
disorder, other proliferative disorders, autoimmune disorders, inflammatory diseases,

allergic diseases or neurological diseases.
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13. A compound for the use according to claim 12, wherein the hematological malignancy
is Acute Myeloid Leukemia (AML), Myelodysplastic Syndrome (MDS), Acute
Lymphoblastic Leukemia (ALL), Chronic Myeloid Leukemia (CML) or
Hypereosinophilic Syndrome (HES).

14. A compound for the use according to claim 12, wherein the proliferative disorder is

cancer.

15. A compound for the use according to claim 12, wherein the autoimmune disorder is
multiple sclerosis, psoriasis, intestine inflammatory disease, ulcerative colitis, Crohn's
disease, rheumatoid arthritis and polyarthritis, local and systemic scleroderma, systemic
lupus erythematosus, discoid lupus erythematosus, cutaneous lupus, dermatomyositis,
polymyositis, Sjogren's syndrome, nodular panarteritis, autoimmune enteropathy, atopic

dermatitis or proliferative glomerulonephritis.

16. A compound for the use according to claim 12, wherein the allergic disease is asthma,
allergic rhinitis, allergic sinusitis, anaphylactic syndrome, urticaria, angioedema, atopic
dermatitis, allergic contact dermatitis, erythema nodosum, erythema multiforme, cutaneous
necrotizing venulitis and insect bite skin inflammation or blood sucking parasitic

infestation.

17. A compound for the use according to claim 12, wherein the neurological disease is

Huntington's disease, schizophrenia, Parkinson's disease or Alzheimer's disease.

18. A compound according to any one of claims 1 to 7, or a pharmaceutically acceptable

salt thereof, for use as an inhibitor of protein kinases.

19. The compound according to claim 18, wherein the protein kinase is a native and/or

mutant c-kit.

20. The pharmaceutical composition according to claim 8, further comprising another

active pharmaceutical agent.
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21. The compound according to any one of claims 10 to 19 for use in combination with

another active pharmaceutical agent.

22. A method for treating or preventing a protein kinase -related disease or disorder in a
subject comprising the administration to the subject of an effective amount of a compound

according to any one of claims 1 to 7 or of a pharmaceutically acceptable salt thereof.

23. The method according to claim 22, wherein the protein kinase is a tyrosine kinase.

24. The method according to claim 23, wherein the tyrosine kinase is c-kit.

25. A method for treating a haematological malignancy, a myeloproliferative disorder,
another proliferative disorder, an autoimmune disorder or a skin disorder, comprising
administering to a human or animal subject in need thereof an effective amount of a
compound according to any one of claims 1 to 7 or a pharmaceutically acceptable salt

thereof.

26. The method according to claim 25, further comprising simultaneously or sequentially

administering to said subject an effective amount of another active pharmaceutical agent.

27. Use of a compound according to any one of claims 1 to 7, or of a pharmaceutically
acceptable salt thereof, in the manufacture of a medicament intended for the treatment of
one of the following disease or disorder: mastocytosis; an hematological malignancy; a
myeloproliferative disorder, another proliferative disorder; an autoimmune disorder; an

inflammatory disease; an allergic disease; or a neurological disease.



