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Phenyl or pyridinyl substituted indazoles derivatives

The present invention relates to novel indazolyl
walesovuatssves, to pharmaceuti cal conpositions CPOPSERNE0265

such derivatives, to processes for preparing such

novel derivatives and to the use of such derivatives

as nedi canents (for exanple in the treatnent 5of an

i nflammat ory di sease state). Sul phonam de derivatives

are disclosed as anti-inflanmatories in WO 2004/ 019935
Phamydl oW r2 il /sO50i6add inRhicsriesudtiveal | y active

suI phonam des ?re al so dlsclosed in Arch, Pharm

em@)t inyeatiqippelaesdo ngvel fpdgzolyl flegvativesgg phaageupsal ;.
co G S g b b e s O Ry ovel
detiygaevandiito Arechispof 98h3BTigBives as medicanents (Edraexawpletinthe treatment
nds interact with the
tor (GR) and, as a result of this
i nteraction, produce a suppression of inflamuation

for 15 exanpl e, US6323199 Such co ounds can
Su&ahew%fde Aeryatiyessars disglopesas Bé‘t‘\l@i?ﬁ‘%?‘i‘esu "ﬂ QrRat/BH3p35 and

wengdodmseRaq! 'Pﬁa&%{cbxﬁ[&% di@éﬂv@ Quip RGERAREEd A5 &iSc16@AiA REch.
reported steroidal and non-steroidal glucocorticoids.

Phaine (b?SéB éhi 1661\1/’é3mJ i Mad rhowi. (RO93F 46 613, IndedsChrenp (1P47) 40 996-
aympl nj st
0GR, B IO B U0 280 LR OB SR PR LS Busans ooz
an@NWDDQBgV&tocort|CO|d receptor. {Mdul ators of the
gl ucocorticoid receptor are 20 disclosed in WD
2007/ 122165, WO 2008/ 076048 and WD 2008/ 043788. 1 These

It B RHOWR RO ASEst&Bth PERhRLAE ihRrA AV fh tHEP10MREticoid receptor
(Gﬁhopertl es such as selectivity or efficacy over the

euth ag 8 5ol R8s Mirsartionaredicap suppdessionof giflagmation (see, for

exst Qlte %ﬁg%b) :&bgl?&%n J"Pan%lﬁg\g alc?e\ﬁlr hl%%)e%agi)gg tbétmégn aitki-

I mprove I'Str

infeaoprastoryeand mdtitelic aogaly mlngaheah S@eﬁsr @ ad i egpoited Meroidal and
i npraved. Further, the conpounds. are nte lated to

nopAFEdal [ElRaFOHER i nﬁwﬁaﬁﬁﬁ %%“‘Pﬂﬁf%f SPop-FieTda)

coﬁlﬁﬂiﬂﬁfs &8 ndoRuiafd®s Mm%%@hﬁ@tg Sante@hﬁlsf%r %}ﬁ&ltagbﬂ!{t‘é‘ ot p&hal

provi des a conpound of formula’ |
aniggemisth)pf the glscmgaald@ce,pt@ _{WR]@WS, ofGBg Zlugedontidord/receptor are

o LI 50 ARy S R A G e

coﬂ:lpburmbta'rmtdn}plaa&)&i Halveliragtotyd paogerties sirch gs seldodvity orsdfficacy
|nﬂ endently sel ected from hal o, cyano, hydroxyl,
oV %g{lm CO (E,ln S.

These new compounds are also contemplated to have an improved low LogD and thus an

of Qﬁ9 R t"gl a?org glsgase S Cg

U

improved distribution volume in vivo. The systemic exposure of the compounds is also
expected to be improved. Further the compounds are contemplated to have a lower melting

point and improved crystallinity compared to the known compounds.

The present invention provides a compound of formula Ia:

*r\@p
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54al koxy and C _ahal oal kyl; R5 and R6 are

i ndependently sel ected from hydrogen, G _6allcyl,
w@ogayrsboal kyl , Cl _ 6al kyl C(0)- and PCT/SE2009/000265

C3_7cycloal kyl C(0)-, or R5 and R6 mght forma ring

with the nitrogen to which they are attached; Rl is

hydr ogen, G _aal kyl,

G 4hydr oxyal kyl - C14al kyl t hi oG 4al kyl - 10or

Ci 4hal oal kyl ; R3 is C5- loaryl, C5- |oarYlCl-4al kY1-,
whetein:oal y10-, - ioarylC i _ztal koxy-, C5

A Sk & @iw Loisysloptiy) h&%&%@%ma@@@ SABUELO)- Ci.

salRylofyc(d)ohat’ Rp WSR@@Q@ ﬂf"d( Yheterody, aﬁfopm;ﬂaﬂ? s@¥stituted by one

unsubstituted or optlona ysubstltute %one or nore
or sngis substifuentsindepradeniyealeripd sStonelal @ ¢yanop hydoxyl 5@ 4akkyl, Ci.

cyano, G 4al kyl, G 4al koxy,
4a1gé{,8f§?&éi 8% gzih{g%y . G 4al koxyd 4al kyl -
R°G@Ad &é yfel inddpkydently Gildabkfitbm, hyﬁﬁ)géﬁi,)(ﬁkﬂhjdk@ﬂ.&ycloalkyl C.

sl OY fand B relpali i (OF. 6 R oo Romizib o B e v s aitkagen to

wmgh@gﬁgglaggghlé@xy- or Bis one of the follow ng gr oups
which are linked to adjacent carbons on an ary

R'Hiehydrogeny €1kl Qahdroxsallak, Rybadinf@0(-ab)- melkylthlocualkyl-

)v- 20k is 0, 1; t and v are,
Orl r\gepen eéntly, 0, 1, 2 or 3, and t and v are not both
R G$ C?(loﬁls’l @5.@({31’%'1_4311(}’1-\!\05 &a@ﬂ'@ﬂ y:]5 1(&@5@ Uatklokﬁ«d Cb)baqﬂr&y@ualkyl-

Cs(ngre su st t entmsar}l(1 depe Nggtly selr)g L e Ofxgl_o(gpés

B S e 3 o

mqxy S‘F@tlhl?@ﬁ dnglepenglenttyl selestadyfrom B3 and RO are,

o LHBRROEEAL Yond 19050, 3L by MBLIBIEK
Cshvﬂﬂ@ﬂwloxy%lmlk @sycyckﬂﬂﬂcylfox@a seyCloalkixriio B jalkyl-NBs C14

scséqlcp%lp@tﬁ o-% lﬁyﬂﬁizggkgs' ﬁﬁ]@é Lﬁ‘ 351§g8)|9) g} éTaﬁ’@ﬁ‘l gl ¢, CL4

+HAGAIRESL & Qﬁlrs ¥ of 3 folowifg @ub.@\\ﬂncﬁ Qﬁtlin‘kg@{d afjacent carbons on
substituted by - C(0) NH2) | ohet er oc

an@syl po hetgroarytgng ﬂ&%aawlee?lO(@({@mR (éHR@@Hﬁ&
kief.eby C5_10aryl or C5_1Oheteroaryl are optionally
substituted by hal ogen, Cl4 al kyl, Cl1_ 4al koxy, CF3,

t an@ Clat, indypimdzntlyo 0, L e, amh@hmillvmrebgtbaﬂw het er ocycl yl
x LS OE onal |y substituted by Cl4 alkyl, -G _4
éﬂ(kB& 14 al kyl), oxo or hydroxyl; 5 or R7 and RS,

wtlsvgn%bwubyma@d biendbi m@&%nbgt@uef&y @Jihptemnay §e1@até@ﬁ>&ﬁd

pti I
(CEOLEUINRR: mﬂa@ve'%(@a%m SR ONBUCRR ”’ﬂy and W

ST s

R'ab hmyge@oaccamw), or - ( CH2) pC(0) NR12R13; R10, R11, Ri12
ang R are, 1ndependently, hydrogen, C,4 alkyl (optionally substituted by one or two

groups selected from hydroxyl, C;.4 alkoxy, NH,, oxo, -C(O)NR'’R"!, -NR'°C, 4 alkyl, -

C(O)NR'’C, 4 alkyl, -NR'°C(0)C,4 alkyl, C,4 alkylthio, Cs.oheterocyclyl, Cs.joaryl or Cs.

1oheteroaryl),

Cs.7cycloalkyl (optionally substituted by -C(O)NH,), Cs.joheterocyclyl, Cs.joaryl, Cs.

joheteroaryl or -C(O)NR'’R'?;
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are, independently, hydrogen or Cl4 al kyl; 10n and p
are, independently, 0, 1, 2, 3 or 4; and Y is

whyawogsny hal o, G 4al kyl or G 4hal oal kyl; or BCT/SE2009/000265

pharmaceutically acceptable salt thereof. One
enbodi nent relates to conpoynds of forrmula Ib )OL O
R7-R8 15 and A, R3, R7 and R8 are defined as in
compounds of fornula la, or a pharmaceutically
acceptable salt thereof. One enbodinent relates to

whéf&tfp@anmyl of C5.Qhéftoaryl are@ptibihllywhbst@ited b Rhogen, C 4 alkyl, Ci.

cycl oal kyl, G _6haloalkyl optionally substituted
431}5‘}/“09??}00% hygm@yog@famqangr C _ahydroxyal kyl; R3 is
t I S
wh@@b}gﬁigit%&(: b %%?i@é{qbéﬂﬁm%@ggg@;tala%l @P?&lk&ﬂl(@{i; Aiy),
OXOO)(hJ})dXR@ﬂB 25R7 is hydrogen R8 is Cl-4 aI kyI

or By B 5 Sy VAR i i W R B el ARafed 18m 8- 8565
me@ﬂ)eiéﬂhﬁig&fmﬁﬁﬂlyydomp%ng @&é(}dnd ang@ﬁtrd)g‘eh%.t(ﬁlli QR g beingd
7 cycl oal |l cyl, 10het er ocycl y1l or
opwailm ﬁ%‘?%‘rlﬁ%ﬂ k;bf one,gs é‘f’% gipuahsel ‘f%ﬁ(deg% PEP ;}wd%yl Ci-
I t 312 R7 and
RS PR 1O B G adR CHCORIRIRE 7
R10 tFt“ cBhe@hd R'3are, indspendently; hYFbﬂgﬁBr(Ed:lmaH@l opt i onal |y

nang re ln&genden& %ng 2”3» n| i trogen atom the ring being
Y is hydrogen, halo, C,4alkyl or C;_shaloalkyl;

or a pharmaceutically acceptable salt thereof.

One embodiment relates to compounds of formula Ib

0]
A)LNJ\rO\E:E\\N
H R® N
b
(Ib) o

R7’N‘R8

and A, R3, R” and R® are defined as in compounds of formula Ia,

or a pharmaceutically acceptable salt thereof.

One embodiment relates to compounds of formula Ia or Ib, wherein:

A is Csseycloalkyl, Cghaloalkyl optionally substituted by cyano;

R! is Cy.salkyl or C,shydroxyalkyl;

R3is Cs.10aryl or Cs.jpheteroaryl optionally substituted by C,.salkoxy;

Xis O;

W is phenyl substituted by -C(O)NR'R?;

R’ is hydrogen;

R® is C).4 alkyl (optionally substituted by one or two groups selected from hydroxyl, -
C(O)NH,, -NHC(O)C, 4 alkyl, Cs.joheterocyclyl, Cs.jparyl or Cs.joheteroaryl),
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5optionally substituted by one or two groups sel ected

from oxo, hydroxyl, C _4hydroxyal kyl or -C(0)NH2; and
w2009/13p69 ogen; or a pharmaceuti cal |y accept abPE&T/SE4009/000265

thereof. 10 Anot her enbodi nent of the present

i nvention provides a conpound of formula la or Ib

wherein Ais G _6haloallcyl4 In a further enbodi nent A

is G _4haloalkyl. In a further enbodi nent the present

i nvention provides a conpound of forrmula la or Ib

C YOI Ry LACS laleidry@emi Oylohetétohdyior onet hyl ,

trifluoroneth fl uoroet hyl , dlfluoroethyl

wheseby pajpheseropyd ¥y1 i pRitoDAILY %}Wltuteé by IGae 2B F O8H0; or
|
or R O T oo

mwﬂmwimlgtoedomllyhonpamg alyyabind nylg -nitroges hitoax yhe fing beddg a
fur her odi nrent A cyclo clo

on gD St by on A S B BE Rt G R RHCr hydronyaiiyl

or AOYKHEL; Mabodi ment A is cycl opropyl substltuted W th
%ano One enbodi nent of the present i nvention

Y ishydioaes a conpound of formula la wherein Rl

¢ 3hydroxyal kyl; I n anot her
of Z%@?@ﬁ? al‘_;ﬂce%ﬁ%l&%&l tﬁ&e I gr nX)p/)r opzl

i so-propyl, n- butyl or |so butyl In a further

odi t Rl .i.s nethy .n_anot her enbodi
A BB of SRy B HUOn GO AP SRTBPBHURT ot o b
whiapegh AXS’CP&l‘ﬁloalldyD 12 a fsteieh efbedidest ARNT, Rhlohlkyl. In a further
hydr oxynet hyl . 25 One enbodi nent of the present

emppdigient Hp PEsseRilRNsatien pgNidetmePreround phfprpulada gf Iy wherein A is
flu ﬁ{eﬂh?‘ ﬁudrém@llﬂ?pﬁjiﬂ&%ﬂla ! hyor é{fi’yclt thH%t%@h?ﬁ g?ﬁﬁir&éﬁ@l

ove "(for exanpl é optionally sybstitute ogen,
ﬂuﬁjoBﬁ&l’b’l difluoragiro3ad bk wlporoaprdpyl. OTHEs erhlwﬂlmmytlA tsrdlﬂn}(an@yyl

I ne e di nmept i henyl .. 5 eeMJden
in R BRI i o o P i R R P e ethony.
In V& aGurthd? eMbediient RTytiopRpyl, eydlotubil iof Bydldpenslllaptibhdiyed

as recited above (for exanple optiaonally Kbstltuted

substituied Wikl fyane; In@apqhﬂ embgdirgepnt |éo1>s Wclenrrspyl itutpd, with eyano.
or cyano). In a further enbodinent R3 is pyridyl. In
yet a further enbodinment R3 is pyridyl 5 substituted
Onmembodmdntw@the presem atviertioreprbvidésweerimpeBnd ef formula Ia wherein R!

netho 0 enbodi ment of the present
hyﬁhﬂg%‘ht 6%11;36 06?; gl@é“g‘ ngc%ound of fornula la wherein X
In fotkbr einbo@nenERDR IRV} ethf] ok Arépye, sgmpropwy 8blaty00r iso-butyl. In
.$®OVIdeS a conpound of formula la or Ib wherein R7 is

her ggbadiment Ryis nagthydt hy | In another enbodi ment R7 is
In BYHEQ IRBodinientR f H%ﬁx%&yﬁ@éﬂ% h%ﬂiyeﬁ?yl 'o§h§@5f%)lropyl or

hydroxybutyl. In a further embodiment R' is hydroxymethyl.

One embodiment of the present invention provides a compound of formula Ia or Ib
wherein R? is phenyl optionally substituted as recited above (for example optionally
sybstituted by halogen, C,_alkyl, C,_salkoxy, CF3;, OCF3, hydroxyl or cyano).

In one embodiment R? is phenyl.
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One enbodi nent of the present invention provides a
conpound of formula la or Ib 15 wherein Wis phenyl
waendpstistses ed by - C(0) NR7R8; R7 is hydrogen; anpiCTR8E1089/000265
hydr oxynet hyl , hydroxyet hyl, hydroxypropyl,
hydr oxybut yI , an1nooxonethy| an1nooxoethy|
am nooxopr opyl , an1nonethy|6&onethyl
aninonethyloxoethyl cycl opropyl, cyclobutyl,
cycl opentyl, cyclohexyl, acetylaninonethyl,
Onaeﬂﬂayﬁlaﬁhfmfehdﬂp/ﬂesenﬁ Qﬁmﬁﬂdﬂ p)‘a\Zidési aﬂddmﬁoﬁﬁd hﬁlﬂormula IaorIb
ox0i 4 dazal i di nyl et hy] , pyrr i ny] met hy
whesedh§r s gy iyl ppien stbsieerb s iad PR ?r&gfh@agﬂoptlonaﬂy

sytsétindddnt it 18%}?,3'@'{391!1(91 en v, CEX @@, RSP hLEARYY. -

t ert ahydrofuran yldloxooxazoildlnyl thyI
Ing ﬁw@whyﬁbﬁd@n@ﬁﬁa zs)pyrcdyih}In nrgttah@arther embodiment R? is pyridyl

0X00Xaz
oA BR80T 0 UMbt syt
indazolylethyl an1nooxopheny|nethy|

Onﬁgfatlglgqull%%)ﬁto (Ptj&gg ]%/rlagetz]? %{ypnt?%{érgham q.pg%/g%lpd o%/ tlormula Ia wherein X is
o.pyridinylethyl, indazolylnmethyl or indazolylethyl. In

anot her embodi ment R8 i s hydr oxyet hyl , hydr oxybutyl,

am nooxoet hyl , aninonethyloxoethyl ani nooxopr opyl,

OrEF-BRER cgmheagrggeerg,;ﬁwe@gogl et QL RE 8 A L
whafdh mhs tgtdepen Imeﬂry(bbhethplh Emgdoxheo xmbedlmimnyn@hydragaﬂ
I t hyl di l'i di nyl et hyl
In?ﬁﬁg"; %/’3]?91%? :w’%lﬁ’ie% xo)r/)heln)?IXg?)fi)a/lz? Ipylr Ingl ﬁyl yor
pyridinylmethyl. 6 One enbodi nent of the present

i nvention provides a conpound of fornmula la or |b
Ongjembediment ¢fgheipresand inyentinp proyidesya¢asnospy pf oubeleila ot kbd

ydroxynethyl; R3 is
wh etnh“ﬁ¥§ﬂ8m1/§lba ﬁ%tegﬁ[ys] ﬁ?ﬁktﬁ%@(w th met hoxy; Xis 0; Y
I{usmm@@xﬂgﬂﬂ 5 Wis phenyl substituted by -C(0)NR7RS;
O A A L S s oot
amMGoRSA eztlmsbox D QMR mxcaﬁetm %Ma&a&%%émlb
an1noneth%@oxoe acet yl am nonet

cyderropylagyic éb'hwclomlnm Kyldaquwlmmypthyl acetylaminoethyl,

OX%}Qﬁga%?@ﬁ%’leﬁwg%‘ﬁw&mhé ﬁgf&g@g;ogg az O{Mﬁ %t hyl ,

oxobynmhbmbdéthkmxmmbﬂahyﬂmwombﬂw d10x1dotetrahydrothlophenyl,

Oxeﬁeﬁ%{v Hg%fﬁf? é%szz 'd' a%éﬂwdlo’fona%@&fiwmw ,

dlrhéiﬂﬁai@kdeﬁhmdlnylﬁBﬂh?p Qiéﬂﬁﬁﬁ@%oﬁf@idl‘imnylethyl
am nooxophenyl et h pyri di nyl met hy Iiy %ﬁldln yl et hyl,
leg

dlm%hudér@mwlhgmymzyls indagodylipethy hyindazo tan@nooxwhenylmethyl
b Pk
o OB IF P LN ¥ BV sy
pyadiaylythamndamlylyﬂe,th}d)nmrﬂaziﬂyleﬂh'yu| nyl et hyl ,
GRS BEA B s SUBTBABEGE iseasit o
an%rﬁe@ﬁMo@ﬂ‘&h)éhuno‘éxﬁbe)ﬂeéycﬁgﬁ@l?l raséi;laﬁinouhw pr ezent

i nventi on provides a conpou formula la or
oxoimidazolidinylethyl, tetrahydrothiophenyl, oxopyrrolidinylethyl,

dioxidotetrahydrothiophenyl, oxotertahydrofuranyl, tertahydrofuranyl,
dimethyldioxooxazolidinylethyl, indazolylmethyl, aminooxophenylethyl, pyridinyl or
pyridinylmethyl.
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20 wherein A is difluoroethyl or cyclopropyl

substituted with cyano; Rl is nethyl or hydroxynethyl;
wRBo0wa43henyl or pyridyl substituted with net hp&YSEX09/@0265

0; Y is hydrogen; Wis phenyl substituted by

-C(O0)NR7R8; R7 is hydrogen; and R8 is C5.6cycloallcyl.

I n one enbodi nent R8 is cycﬁbpentyl. 25 A further

enbodi ment of the present invention provides a

conmpound of formula la or Ib wherein Ais

d| fluoroethyl or cyclopropyl substituted with cyano;

i.s methyl or hydroxynmethyl; R3 is phen or_ pyridyl
0@@5@9@&?@1&# the PWS%WS&W rxowéescﬁ coppagng, 95?05@% 12 gy/}bs
wlﬁf'é%pxl is §1lﬂtﬂ§1to'eﬁx { &dyBMpid @%B'B%ﬁi%d w1th%§1a1’1(§ R ILO8§ br
- et er ocyc opt i onal substituted by
hydlexmethyleR%}sl phonyl@x pyrid0 Ismbscmecbmﬂomeﬂvny, R QY is hydrogen;

Wgsxllz)h%g%lgsﬁ’léﬁﬂﬁég’? ttt(ﬁﬂlt}gﬂgnyl t et r ahydr ot hi ophenyl ,

R%%ﬁ;&ﬂéé@f@tmofuranyl or tertahydrofuranyl 7 In
8anot her enbodi ment R8 s di oxidotetrah drothl opheny|

R dsapideoryamethyl dwdfogwhyleby%wwéﬁwmxa amuxoemmf‘éhyl
an%(%gﬁﬁ%lnﬁmﬂ%#r ?Opg{ %%%n%tﬁ@l%%%%ﬁkbﬁ%y@xoethyl
acQiylhtnumrm@tyh}dcetwlannmhyﬂ),mpymdwbdmwtmntbﬂ wmrhld@yzhdmylethyl,

10 hydr.o ridyl

gt oD IR b RooRAR Bl Y
dnﬁé’tﬁﬂ}iioxsmstblidlwlméthby mefHyD)idkSoREzolidihyleshyly dr ogen; and

R8 is. C5 6heteroaryl. In aone epbodinent R8 is pyridy
dimefhyjdioxo@eazelitinyigihyly ndazakdmethyl ani«??elwwlo@rawowpmymethyl
andifofoftle Yl@*ht}lﬁ%pﬁgjinylfr&ﬂml eby?idm?l’etl@'l Hﬁf@@qlﬁ&hf'l'd?gnd%lﬂ%thyl

optional Ty conpyises a’second ring-nitrogen atom said
In ancnlg,erueglbOdmrenéRalﬁméroxwlnsﬂdmdmmutyl pnp@qquthyll or
an?%cf/’nge%:tﬁy%{% 1 am o%]cgpr% 906@1ml1{18% )fcp mlld;é%glrd@%et&%l,
oxw@&f(ﬂlkiﬁlyl&h}& diineuhyldl(ﬁddbﬁdzbhdihﬁdthby 1n(ﬁé61}llﬂlfé7188 and R7

and R8, to iher form pﬁrrol i di nyl, oxopyrrolidinyl,
an’c&%ﬁ?ﬁﬁ?}']ﬁ %‘IRYH'idHV pmet X/ldr oxy met hyI pyrrolidinyl,

hydr oxypyrrolidi nyl, prolinam de, hydroxyprolinam de,

pi peridinyl, hydroxyplperldlnyl oxopi peridi nyl,
A ﬁmhglaq@lpqd@pw lof th@)pmsnmtda\ze@ppmprwldes a compound of formula Ia or Ib

| h 0 nyl
wIGtAR B HILORE L B Btlorr Ry ERESENB s n RS R Bh B g
hytiogembiay]; RS ﬁsr‘pheﬁylb)a pody tbstihitel with methoxy; X is O; Y is hydrogen;
hydr ox thyI i, hydroxypyrrolidinyl,
w g? ﬁgute &8}8’% *nam de or oxopi perazi nyI
R7ADR} &g eneirRoe jgen) Fcy@foaik?? I:PBI?é&ﬁEodhrHéfrﬁﬁig'lQEycwp@Hﬂyﬂ es a
conpound of forrmula la or 25 wherein Ai's
di fl uoroethyl, am de or cycl opropyl substituted with

A fXhPe I%dujggr%t%?h{%)resgﬁt IE%%I?% éf&/}d}%a coggoﬂl@ dt I?(%Jr}{llla B'or b

pyri d

wheyedi Age dzﬂuWoeﬁlypbxeayylopmplysiubtsmned wdth ey@(l@)ll\llﬁ?ﬁ%thyl:&
nd RS get her W|th e nitrogen to whic

hydropyppbyL LR G pheay19r pyriosd ShsipseEh W&°6§t£%§1 Y;}S hydrogen;
WGOpRAY SduBgitied B8 AD)NRARE; Ni t rogen atom (for exanpl e :

the ring is 30pyrroI|d|n |, piperidinyl or
Rs hydraganngnd R® is K. drqtqngcmgl regtionallycsubstityted by srethylitethy! proxo.
In %H? Og‘r éggntg{soéjﬁﬁd&g_ %@g‘fﬁﬁgﬁheﬁyﬁ 5 i dNRLRSHbthiophenyl,
tetrahydrothlophenyl oxotertahydrofuranyl or tertahydrofuranyl.
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8 In one enbodi nent R7 and R8, together form

pyrrolidinyl, oxopyrrolidinyl, carbanoyl pyrrolidinyl,
whyawoaxyseet hyl pyrrolidi nyl, hydroxypyrrolidi nyPCT/SE2009/000265

prol i nam de, hydroxyprolinam de, piperidinyl,

hydr oxypi peri di nyl , oxopi peridinyl, imdazolidinyl,

pi perazi nyl hydroxypiperazﬂnyl, oxopi per azi nyl ,

t et rahydr ot hi ophenyl, 5oxi dot et r ahydr ot hi ophenyl ,

di oxi dot et r ahydr ot hi ophenyl , oxot ert ahydr of uranyl or

In sreittied ByBodifneneRYis didxidoti@hpdrbmetipientl, dX6tettablydrBfuranyl or
together form car banoyl pyrrolidinyl,

9&#6@?%%4hylpyrrolldlnyl hydroxypyrrolidinyl,
prol i nam de, hydroxyprollnanide or oxopi perazinyl. 10
One enbodi nent of the present invention provides a

A fughgremiwdohent of thepeesert investien providesa bympaygd of formuladaer Ib

e ap 2y e S RRTRM IRk VRoRe8: R Efry o
hydFoxpadth@x R’ 1s(§fae1¥3ﬂ)6€ bpradyi yhibstiftel voitamembkyX is O; Y is hydrogen;
G 6allcglth|o 6a|%%JC(O) Cl 6al kyl oxyC(0), NR5R6,

W nrehredenystiicdsy {gRaNBridaryl, al | optionally
R SRS &1 ’OYs @F&e%odmrﬁmﬁfe*eﬁibbhmt R® 1sg@ﬁe§1ndent ly

sel’ected from ha cyano, hydroxyl,
1 4a|koxy and Cl_4haloal kyl ; 20R5 and R6 are

W ERRIE Y SR e YR HEY e Snll b 5. or 6
me%eﬂeﬂ)tﬁig@ﬂhkly oft{oBAlly empriseinsectid fih@hitrobe #tom, sdidiging is, for

W th the nlt{ogen to whi. ch thgy are attached; Rl is
ex3Rle-qyERlidiayl, giperginyl Q5PReRAIYE Xy al kyl |

G _4al kyl OC _4allcyl, G 4a|ky|thioCi _aal kyl or

G . 4hal oal I cyl; 25R3 is C5-1 oaryl,
One Jemé)pghl.r@nt dfthi yteselmmwe@mymmld%a ¢Qm0yn«l:pf fpanklexly or Ib

roaryl,
Wh%I ohe 'Im a¥l§%56m%£®9kﬁ(8ﬁ\&%? gt er oar yI G _4al koxy or
R’ ehd &® 05@&1&% derirypesolidiny 8 akytrrolidinlyl, @farbuﬂi’lby,lbyﬁtél&hnyl
nsubstituted or optionally. sybstj one Qr nmpre
by SOREPPYRHES lc}lwde@@ﬁwmrﬂ}hdg@rlfe&rt’ npS émxyprs?pagn"?ie

VAKX Wy dr Nfxopiptridif 1kbfﬁdzgldﬁ\1169&}hd lidinyl
p1ﬂc?-£:1 32yd#o>?$?l%nm Xglgﬁoxyié dalic 9 1dazolidinyl,

hy@t@mn@dzgzeh@aylkmpmmyl amrkwplpewnsdycbwn@yaww

lthiQ C
In %‘T‘@ﬂ%ﬁ%& (Rahg R ky$e%ﬁé(5§gr§1a‘fai%§afﬂ§(@%§g&@f§ghal oal kyl
hydiox @hethiilpiaalidiop Yhydrékypyrrolidinyl, prolinamide, hydroxyprolinamide or

oxopiperazinyl.

Another embodiment of the present invention provides a compound of formula Ia or Ib
wherein A is difluoroethyl, amide or cyclopropy! substituted with cyano; R' is methyl or
hydroxymethyl; R? is phenyl or pyridyl substituted with methoxy; X is O; Y is hydrogen;
W is phenyl substituted by -C(O)NR'R?,

R’ and RS, together with the nitrogen to which the are attached, form a 5- or 6-membered
ring optionally comprising a second ring-nitrogen atom (for example the ring is
pyrrolidinyl, piperidinyl or piperazinyl), the ring being optionally substituted by one or two
groups selected from oxo, hydroxyl, C;hydroxyalkyl or -C(O)NHa.
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or Bis one of the follow ng groups which are |inked
to adj acent carbons on an aryl or heteroaryl ring
wo SN 4al kyl eny1l0(CH2),, or (CH2), O CH2) v; PKT/5B2009/000265
1; t and v are, independently, 0, 1, 2 or 3, and t and
v are not both 0; 5 XiS 0 or NH Wis phenyl
substituted by one or nore é%bstltuents i ndependent |y
selected from (CH2) nC(0) NR7R8, (CH2)"NROC(0)R8 or
(CH2) nC( 0) NR9(CR14R15) C(0) NR7R8; and Wis optionally
In bk érhiesdimediRiahd R& do@théi&fbmgpﬁrcﬂrdu@l ZxbpydlididyT, i s

ca I?D?a/[%lr@g‘g %I?F{lp 1}?“4?%5%%&}’ PYEP. 1dg‘yﬂ§1§3r€6myr@|lfg1nly& prolinamide,

hyﬁféﬁ%rbﬁﬁﬁrﬁge eﬁﬁﬁlyp rhyal‘eﬂyﬁb%lﬁ%lsﬁloﬁl%ﬁgm?f Q{T'dazohdmyl
hydr oxyl CI4 “al koxy

PipRIZeNyl, lwdror&ympmmuompkgﬂraZIrNﬂzlt@(r@)yd;ptlnoehenylL ‘C14

onflg el o ers AR SO B i b T St P S g co
tmbmyﬁbﬂkﬁhm) Cs |oheterocyclyl Cs | oar Y1,
10het er oanyl R11; Cs |oar

..
Inese erabRckimeny & \2nd Br etoee;s%ffr PR FarbaREimEta ‘@H’S’Ld by
hyal%lx%@tﬂﬁlp?t‘éh(ﬁh% flydr%yﬁ’bff(ﬁﬁylr ?IGF &ml@@m&%ﬁﬂgﬁé or

cyano; erocyc yl IS optionally substituted by C
(mamk?Pﬂnih 4 al koxy(Cl4 al kyl), oxo or hydroxyl; or R7
and R8, together with the nitrogen to which the are

attached, forma 5- or 6- nmenbered ring optionally
Orecebodsneng ofths pread inveAtdemprovidgen canmnmd bhfrimulada békereéh Y is

gftlonally substituted by oxo, hydroxyl,
hygsogathy dr oxyal | cyl, Cl4 al kyl, Cl4 al koxy(Cl4 20al kyl)

or (C}Q)pC(O)NR12R13 R14 and R15 are, independently,

hydrogen, G 4 al kyl or Cl4 hydroxyal kyl; or Rl14 and
Orriembo iment of e present @peegtion/propiees &gompdungd ; of farmuladp |, n
“ﬁ% P are, independently, 0, 1, 2, 3 or 4; 25Y is

ydrogen, halo, Cl_4allcyl or G 4hal oal kyl; or a

A ph@areatigle G katladxlyyCareepilapl, €, ghaldalkyh €l gaikylthio, C.alkylC(O), C,.
salkyloxyC(0), NR°R®, NR’R®C(0) or Cs.joheteroaryl, all optionally substituted by one or
more substituents independently selected from halo, cyano, hydroxyl, C;salkyl, C;.salkoxy
and C,_shaloalkyl;

R’ and R® are independently selected from hydrogen, C;.alkyl, Cs.5cycloalkyl, C,.
¢alkylC(O) and Cj.scycloalkylC(O), or R® and R® might form a ring with the nitrogen to
which they are attached,;

R' is hydrogen, C;.4alkyl, C;shydroxyalkyl, C4alkylOC;_salkyl, Ci.4alkylthioC,4alkyl or
Cj.shaloalkyi;

R? is Cs.jparyl, Cs.joarylC;alkyl, Cs.j0arylO, Cs.joarylC;salkoxy, Cs.paryloxyCi.salkyl,
Cs.ioheteroaryl, Cs.joheteroarylC, salkyl, Cs_jgheteroarylC;_salkoxy or Cs.jgheteroaryoxyC,.
salkyl, all of which are unsubstituted or optionally substituted by one or more substituents
independently selected from B;

B is hydroxyl, halo, cyano, C;4alkyl, C,4alkoxy, C;.shydroxyalkyl, CMalkoxyCMalkyl
Cs.¢cycloalkyloxyC salkyl, Csecycloalkyloxy, Cs.¢cycloalkylthioC, salkyl, Cs.
scycloalkylthio, Cy.3alkylS(O)kCi4alkyl, C,.3alkylS(O)x, Ci4haloalkyl or C,.shaloalkoxy,
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For the avoi dance of doubt, the present invention
relates to any conpound falling within the scope of
w@ompawses of fornmula la or | b and any one spee€T/8E2009/000265
conpound nenti oned 30bel ow. I n another aspect the
present invention provides conpounds sel ected from
101 -( {3-[5-( 9
{(1R, 2S)-2-[(2, 2-di fl uor opropanoybam no] - 1
- phenyl propyl } oxy)- 1 Hindazol- 1 - yl]phenyl}
or Bds basyfl the follpwvirlgl dreupsehichNirE (indedSo 2Baceht chrbdns-dndm afyl or
[ (2R),- 2- car hanoyl pyrrol i di n- 1-%/Iézc):ar bonyl | phenyl)- 1
heteroapd 28 (CH2) QY iatkyhenyIO(CHel RACE) P et hy ! |
k i€bhanedi am de, 53-[5-( {(
1R, 2S)-2-[(2, 2-di f| uor opr opanoyDani no] - 1
t anhn ergyindepepgdéntlyofyl) 2 ot 3 Hendn dad wlare ot byth1;
XlN— gfl?%dr oxyet hypbenzam de, N-(2-ami no-2-oxoethyl)-3
252°7C( IR, 2S) - 2-[ (2, 2- di f | uor opr opanoyDani no] - 1" -
w ﬁﬂN_ {ﬂi[ &ﬁ%—ll%gbﬂwt}d By ye (irl'ndﬂe hlﬂﬁlﬁﬂtghts ir]depyx}qdebﬁﬁ Ze‘Ms 4&56216}70m
- 2-am no- - et - 2- 0XQ_6aft i _
(R GONRRE, (Bl RGO B h GO Hok RS ICOINRIR and wis
opfitaf Me?@l)ﬂstihte@%)lfay]ééﬁ Bld@ﬁ%lk(yl;l' y1Th enzami de,
;N[ 2-(acetyl am no) ethyl]-3 454 {( 1R 2
R"$) hyzirggen o Cali dlkylor opr opanoyl ) ami no] - 1 - phenyl propyl }

R® %ﬁ%{ ?.95 r_]ézi_ﬁl'ti%p%?l c%ngily; ﬁm)a'd(r)(? elbl]f g %‘gaﬁgipﬁgﬁﬁoﬁ%]]—l; _?\ib%tit{xged by one or two
groupb eslydtgt iy lhyydioxyl) €, Jalkbityn daiobxo, COWNRR'!, NR'’Cy 4 alkyl,
C(ggg%%&é%g] ﬁgﬁg%f@lqul ﬁ(;zh)%_lé}a/tﬂcgr!ltﬂ%l( Eleogeztgrg]cygc%ll, Cs.ioaryl or Cs.
10h|é{e?03}§71§, d;?%ﬁ«{lgﬂ%g%ﬂimhﬁlgyiufg%r%@ ?y ckoyNmb)| eafRasstyclyl, Cs.

phenyl) - ndazol - 5-yl _
10aryleC iy etgombwﬂ(é})ﬂwa}{p I aikior €'s-10heteroaryl are optionally

sl &) B LA i ffony. 57 0T oy s terogyey
is dptiotlaltyodubStitylel d¥ Y, 4 alkyl, C,_4 alkoxy(C)4 alkyl), oxo or hydroxyl; :

- pet -2-ph t hyl 1 de, 3-[5- 1R 2
or B 3o ¥ et Pt h sy F b A o ectBHURYD Aropyt
meBeted ring bpti0AARUomplisin hlsecoRd ring-nitrogen atom, the ring being

N-[ (3R) - 2- oxot et rahydrof uran-3 -yl ] benzam de, 1 -

op{igndlly spbstifutadhoxg) hpdrpxyd, Ordiy drogwalkyds © pesiy Dara alloixy (G4

- y)- 1Hindazol- 1 - yl]phenyl}
al‘?@:@@ﬁ%e -%@Rﬁqnam de, 2,2-difluoro-N- {( 1 S,2R- 1
R'? st RY lare? ifdepehdertBr, hy@ogenoQi_palkglziriG, 4 hydroxyalkyl; or R™ and R

. ~yl)Ycarbgonyl ] phenyl|l -1
J°‘PIit?1§’£Ttﬂ 8@-%@?@}'P—/’2@%henyl ethyl} propanani de, 253-[5-(

R'CR'LR2and) R2 afe hdé éﬁh@ﬂtl&?hﬁ%ﬁh&ﬁ%%[ﬂfﬁo] -1
- phenyl propyl} oxy)- 1 Hindazol- 1 -yl]-
n aqq P-3rQ degdeppRdendy.iOdil % 301 4y pet hyl ] benzam de, 3-[5-( {(
: - 2- i E | por noyl )amno] - 1
v & o Bald -l bl egaRRARRDCY D 1M U0
or hlpRarfilacéutdalieideyritatile daltthercof. 1
, 3-oxazol i di n- 3-ypet hyl Thenzam de, 3-15-( {(
1R, 2S)-2-[ (2, 2-di fl uoropropanoyDani no] - 1
For BRE&RY¥IRARRY ldbutstXtid Rﬂekbdt R refatesitd hny &inpdubd falling within
i o

- di oxi dot et r ahydr ot hen- 3-yl ) benzam de, '
the scope of compounds of formula la or Ib and any one specific compound mentioned

below.

In another aspect the present invention provides compounds selected from:
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3-[5-( I'( 1R 2 S)-2-[(2,2-difluoropropanoybDam no]- 1

- phenyl propyl} oxy)- 1 Hindazol- 1 -y11- N( 1
wokomdazsed - 3-yl met hyl ) benzam de, WO PCT/SE2009/000265

2009/ 142569PCT/ SE2009/ 000265 11

N-[ (1R) - 2- am no- 2- oxo- | - phe IyI et hyl]-345- (41R 2S)-2-[(

2, 2-di fl uoropropanoyDani nol 110 phenyl propyl} oxy)- 1

Hindazol- 1 -ylib enzam de, N-(2-am no-2-oxoethyl)-3

454 ( 1R 2 S)-2-[(2, 2-di fl uoropropanoyl)amno]- 1 -

1-@BE Y (VROISY2} [ (3 flibrbproyshashandiny|L]-phenylirbyy] oy 7 ARk i azol-1-

yllre&kezgﬁcarngp{tﬁ)? (éqx 15%8&%%;1) o (| §( 1 ]- 1
pr opanoyl ) am no -
N- 1;(@&??{_{93[(&5 l_‘{{(QR)/h carbnbo PP §& lidin-t -y1)}ebIbB RN AEng 8- 1 K-t zo1-5-

YI]{)W}R,I-Z@)h)Qlfl(lgnﬁletlllyﬂbtbmedpm@noyDam no] - 1- phenyl pr opy

| 3-[1051;1('1,{@@@ ))21 Eb%dda A0 roproanogﬁ g\ﬁ#%@henylpropyl}oxy) 1H-indazol-1-yl]-

N-{2- hidio;(ﬁtl{y[l)b&ﬂ&aﬁﬁe 2- {{(1 cyanocycl opr opyl ) car bonyl i am
i no}

hen¥ r E%%ﬁ %%
N-ithina optyy Bk TR S B rdifleoropepenerbieninolr
ph%reﬁqmy)q@i Maﬂﬁqeﬁ}b%f?iaﬁnéé"t thereof. In a

her " aspect the present invention provides '
N-§(3 Bpdamiso- babady] Qofoetil] INSehfEIREBIA-H(2,231iflggopropgnoylamino]-

_o difl Da 1
l'ﬁkeéylﬁe%pﬁg%/éyﬁ{ |({a2§lolr_%o? p(rag’pylrr} 2)(:1/} -1 Hindazol -
N-[2-(agttyetiza)aihgl-3- B-(({blR I{S)EQ( [, ZF&llﬂucﬁ))peranoyl)ammo] 1-

Qr Opr,o m nQ
PhL‘(ﬁgrﬁ@%@%&d &t ??pf’? % 111‘] »oxy } - 1 Hindazol- 1

f{ b Lzé“’lﬁ‘a"’%ﬁﬁgaamﬁﬁi"ﬁl P@@nevlpf{?#éiyp?f?aﬁzﬁ* -

%r(%-mmgdalzolml}yl)eﬂwl]bﬁnzn ,
2.4 B A e AL AL @s%ﬂg%ﬁﬁﬁiﬂéﬁﬁﬂhd@? >
yl]_cérﬁeifsﬁﬁﬂ(}?xylmy H—ﬂdmzfoBS-}y]o)(p} O—mﬂ;l%yzléa%fn}}hgnylkthb%]pmﬁiﬁmhd? 1
2 %?gi%l)ugy -y- [?]&%y g _{gl él’ a&lg & Q}ﬁ‘g ﬂ].llcﬁléjl -yl]c%r%onyl{}plLenyljj-lH-

1nda(z§l ﬂ&]&%&ymﬁet@m ﬁﬁeﬂ%létﬁ&l‘ﬁﬁ%ﬂ)dnﬁﬁ&e 1 Hindazol- 1

dr ox benzam de N-cycl op
3- [ér(t{g/lii., )=%-B2.2- (pﬂuoropropanoyl)ammo] 1-phenylpropyl}oxy)-1H-indazol-1-yl]-

fl 3- hyd 1
AGHS 23Rk i L et ampgancyt | am ol 3 i oy
1-HB4[ 6442 BI2S)D-[(3, Q)@@W@mlﬁiﬁoymﬁina}(w’ﬁher{ylﬂr()pﬂ}ﬁﬂ-lﬂ)inaazol-l-

2 i fl yDam nol - 1 -(6-nmethoxypyridin-3
ylfpg;?%}rca%m Ddegrolindmideyy | naazol - 1
2,2-diEhoRs- I(JP? I QRP‘I Snetiyretfny 3JP@’%@mp@ﬁzmof-y@carbonyl]phenyl} 1H-
har maceut i cal accep tabl e salt there
indazol-5-yl)oxy]-2- phenylethyl}propanamlde
3-[5-({(1R,25)-2-[(2,2-difluoropropanoyl)amino]-1-phenylpropyl} oxy)-1H-indazol-1-yl]-
N-[2-(2-oxopyrrolidin-1-yl)ethyl]benzamide,
3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino]-1-phenylpropyl} oxy)-1H-indazol-1-yl]-
N-[2-(5,5-dimethyl-2,4-dioxo-1,3-0xazolidin-3-yl)ethyl]benzamide,
3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyli)amino]- 1-phenylpropyl} oxy)-1H-indazol-1-yl}-
N-(1,1-dioxidotetrahydrothiophen-3-yl)benzamide,
3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino}-1-phenylpropy!} oxy)-1H-indazol-1-yl]-
N-(1H-indazol-3-ylmethyl)benzamide,
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WO 2009/ 142569PCT/ SE2009/ 000265 12 enconpasses the

first occurring and broadest definition as well as
weawmb/1a3a al | of the other definitions for thaPCTsE20p9/000265

For the avoi dance of doubt it is to be understood that

in this specification "G _o' nmeans a 5carbon group

having 1, 2, 3, 4, 5 or 6 “calbon atons. In this

speC| fication, unless stated otherwi se, the term

"al kyl " i ncl udes bot h strai ght and branched chain
N-fh R)LIZ-agﬁle%xa-ﬂ Cbhﬁﬂy/leﬂhﬁl] 3ot ({aIre28)B-[(R |2£H1ﬂﬁﬁ01§1@panoyl)ammo]—

propyl, n-butyl, i-butyl,
1 @EMPW}'I}91‘3501?9}“‘13?911;&“*3?!’23@ ﬁent yl, neo- pent yl,

N-ﬁk—ﬁlﬁ?ﬁkﬂz &{oeihxg%xﬁl ({%@2@“@ &z?j g“glgé‘rgé @L&%})a&%\@t]_gg 1to

carbon ato t eq
phﬂg[lprylbyl}@c[yh—yl-l;md&pl d)ml']-N methylbgzhmade, t - butyl . The term

Q04 V\,h
N-GEPBBR YR GRS 1R P B BRGIT dr e1 <
phér@ll}ﬁ‘oﬁ}tl}@dyg}hH 1ﬁﬂazb[. ]Beﬁjzaﬁ{f'kﬂal n al kyI gr oup I | nki ng
is, for exanp

(4%k({3e&5nﬁ{(1&1 ?&)x%z[@ 2cmﬂ@@§p@pw0§aa@m&l vmhga-ylpﬁoeylé%y)tlé{

> wherein R i's
1n(fa§§‘ ?12%] ? %%%?gmﬁ@gf fég(!g?%)pi'}}i B The term "al koxy"
1-{13y(54{H¢R128%-2- {lﬁ(dtcwasoqyohthPM)téﬁuoltyd)]amBIOIﬁdxlyhenglpmpyﬂoxy} -1H-
. pr X [ rLOPOXYn~ but 0x t - but oxy, iso-butoxy, 20
mc@ﬁ@%ﬁ%@ﬁ?%ﬁ&i}pﬂma&%’or propargyl oxy. In this
or 8 pRfrhiatidicalDNaccepthils salsthedesfl ot herwi se, the term

"cycl oal kyl" refers to an optionally substituted,
partially or conpletely saturated nonocyclic, bi cycl iC

In8 rfurﬁ'fe} Q%%& thySte %@fnb@xﬁlcfn' ﬂ?gvﬁé’ssctoﬁ{ﬁbuﬂ-&%el%@(@mrom

| oal ky e, but 1s not limted t
N- eyd¢mpl’yb|53(5 {[(dRcZSOJ@t[(Q/B difhBconrbpgrenl)arino}- lwmemwndm%-
l) n XB | qat 120 éml gss stated ot herw se, the
YUPER Q’Wét %(f e %ld het erocycl y1" refers to an
3-@GPY{ mws)Lzy[(s Qbﬁﬂmdrb@reﬂanopbﬁﬁlinaﬂ 1 y(6 @rietieoxipyredieByyl)propylloxy} -
sat ur at ed nonocyclic, bi cgcl ic or bridged hydrocarbon

IHf%nH@ZOéx}ﬁl)eNrw&Whﬁngzaav fror e het er oat ons
3- QS Cﬁ@lm@f&fé cﬁﬁﬁcﬁ&ﬁr@ﬂaégf)ﬁrﬁmopl (B‘I nl%rthﬁy{)y-rﬁlﬁn-gf}ggﬁht)pgl]oxy}—

het'er ocycl oal

1 I-bynda@ll-ﬂ dyllhyl-(l 1pilp)gdotgirﬂwdrotppplmna?zyhlgﬂnzamlde
3—%;3[@%&) t@ é %Oeré;%ﬁg noplﬁgrpl{n%ﬁ) 1%@ ¥nethoxypyr1d1n 3-yDpropyl]oxy}-

lflali'ndxzavrot}e} Né(teﬁdhyﬂrhfu@aihﬂywbenzammeer t ahydr of uranyl or
e{tath%r of ur a(iw% WO 20 9/ 142569PCT SEZO\%g/ OO 265 ﬁS
3-ontl ol Rrdidugropsapangy Daminod {papetharypyriging- }Hﬁ‘é’y OXy}-

lfi-{%ﬁ‘}olq V)-NQ@- t@rdﬂﬁ?@&&ﬁﬁer&éﬁmwp“ onal l'y conprising a
second ri n% ni frogén atom' refers to heterocycl oal kyl

N-gyclepehtylrd d Salbd Re2 e (P ydi feoropyapariogaroino]-3-iy dienty-tl o 6-
métdxs gﬁﬁ@}é@@h}?ré’ﬂgﬂokg}aﬁﬂﬁ %rl P' ﬁ%&%ﬁfﬁé' @ !nthis

Spe erviae > e terns
3-(ShEIR: 2$m[(29a11ﬂ@ﬁﬁpr0ﬁﬁwyl)ﬂnfﬂoﬂ*0F(6nﬁeﬂﬁ<f)dypﬁﬁd3h -3-y1jpaopyloxy }-

i odo), chlorine (chloro) or br ne (brono). In this
l‘é ilg }'Nodé?’nﬁﬂﬁeggl%*’t l)f’%‘&?aﬁ‘t‘ r wi se, the term
or alﬁﬁbﬁﬁk&ﬁﬁéhﬁy ARBHEbIABalAdhkbE. Or OUp as

For the avoidance of doubt it is to be understood that where in this specification a group is

qualified by ‘hereinbefore defined’, ‘defined hereinbefore’ or ‘defined above’ the said group
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10defi ned above, which is substituted with halo as
defi ned above. The term "G -6hal oal kyl" may incl ude,
whodovite2seot | imted to fluoromethyl, difl uoronettygk2009/000265
di fl uoroethyl, trifluoromethyl, chloronethyl,
dichloronethyl trichl oronmethyl or fluorochloronethyl.
The term"C 3ha|oa|ky10 orl?' G _3hal oal koxy" may
include, but is not limted to 15fl uoronet hoxy,
di f 1 uor omet hoxy, trifluoromethoxy, fluoroethoxy or
enéebinfipasges died fivsogccurking tahd Broa@ecddfinitidn 3rwelllileadtbariitalit o the other
t.her the term"thioal kyl" nmeans an al kyl group
de 18@$$ﬁgﬂt@BBMe which is substituted with sul phur
atom The term "Cl-6thioal kyl" may include, but is not
limted to nethylsul fanyl, ethylsulfanyl or
Fopthepypidandef dpubt A0s ke ltnémtdt)dyhalt outhisopedifi¢ation (1€ ad) sneans a
- uted with a cycl oal kyl as defined
Cm%éogﬁ%' Hgg; %g$a1$@ﬁé;%g§m5§%mopropylsulfanyl The
term " C 4al kyl t hi oal kyl ™ nmeans a al kyl group mnth a

sul phur_ at om bet ween the carbon 25atons. The t
In theg Spegifiegtian, ppjess Atatadgsh efwr?aytg? FEmy a&yrﬁmlmilf‘é bﬁtslt straight and

brzin'cﬂé(f &did M gpdﬂ 8 uhd ABY baBLhNE not l'ﬁnft&i iy Iﬁeﬁﬁ)ﬁ' dthpad b%yl i-

unl ess stat’e herw se, the term™ 10ar or ary
propyl, exlntyloi-butyk s dnerd.itdut, Ipmmlalkpeat}dnmprmn@ﬂ oulmhbmufhgxyl-
Thg téxﬁ} %,y‘gl a?lgj:].ﬁg\;l{léi %TE’ gg§% %t?)l%ﬁ 81)%{/ mgxr%gB ig& IHﬁA1 gela)d) m%{hyl

ethyd:frﬁplﬁpylpl-ﬁmpylex abplye ThbeanxiC,” inl@,  aikylhéfers to a situation where
specification, unless stated otherwi se, the term

1n0-C °§Gﬁ@%@ﬁﬁ§FV¥ or heteroaryl refers to a nono- or
bicyclic aromatic or partially aromatic ring with 5 to
10 atons and contai ni ng one or nore heteroatons

The terepakadenit ksfers &9 @ strasght for branehiedchefalkyd gxoye dinking two other
r r exanpl e, oxazolyl,
atghi, AL for Ff Q‘ﬁﬁ‘g%ﬁz&gg}zgf%l yl, furyl, thienyl.
5th|ophenyl pyrrolyl, pyrazolyl |n1dazolyl

L %‘g}? Ix?’z &lg?%i%sftgfy pt?xe@%m&{% L 1ca}g of the genely 1 formula —-O-R,

wﬂéke@ef /A Eélé‘dtélfjﬁ&rﬁta my%yérboﬂfaur&@i rmy herfd “al KORPUMBP iric ML, but is
Wien aryl (for exanple phenyl) or heteroaryl is

notlimged toumethonyy ethorR prapezy, lmwmiw@(yc;-mtoxyo iso-butoxy,

ey BBy RSP RS0 Ol hoth 0 these ©

substituents can be, for exanple, CH20CH20, OCH20,

In 5 oebi oM PR a1 S O ey e R pppignally

subBtiAHE, Bgrtﬁﬂff bf‘&gn &eﬂaﬁpﬁé&’ﬁ)o&cgehoo Bﬁ:@b’lllo ors'dx'faﬁéd hydk&Grbon ring

with a roug %IS(O i ncl udes a” phenyl
sysfers the tgmed wcvﬂoarlhyl g e g isnot fimited to glopropyl, cyclobutyl,

cyclopentyl or cyclohexyl.

In this specification, unless stated otherwise, the term “heterocycloalkyl” or “heterocyclyl”
refers to an optionally substituted, partially or completely saturated monocyclic, bicyclic or
bridged hydrocarbon ring system having one or more heteroatoms independently selected
from O, N or S. The term “C,gheterocycloalkyl” may be, but is not limited to pyrrolidinyl,
piperidinyl, piperazinyl, imidazolidinyl, tetrahydrothiophenyl oxidotetrahydrothiophenyl,
dioxidotetrahydrothiophenyl, oxotertahydrofuranyl or tertahydrofuranyl.
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It will be appreciated that throughout the

specification, the nunber and nature of substituents
woRwilsFs i n t he conpounds of the invention w PET/EE2009/000265

sel ected so as to avoid sterically undesirable

conbi nations. 20 Conpounds of the present invention

have been named with the ai df conputer software
(ACDLabs 10. 06/ Name( | UPAC)). Conpounds of the
i nvention may include an asynmetric centre and be

chiral in nature. Were the conpound is chiral, it may

e in the formof a sipgle stereoisaomer, such as.a .
In S5 spEriEC Uiy _}mr?sﬁs Sf%tei%tg G e (D for AT 61_«11%%?{%%&% Qpfionally
cofnpASifg & k&8 k’iﬁglﬁﬁfo%ﬁh BtodMre REsAD REfetRPS 0alk s WEfiRdl above and may
racem c m xtures. erefore, all enantioners,

be dhud 43 rat dipned §0 pyredidingl esolinamide ortpipesazinyther eof are
i ncluded within the scope of the invention. The
various optical .isoners may be isolated by separation
In dfis gpetificationg usltesststatel aherivive, the gpms fikkdo’Uaidrithalogen” may be
canventi qnal.. t echnj ques, xanpl e, fractjona
fluopipe ttor)siefting ZI,OH&’ “heres {Cﬁ{"f‘gﬂﬁ 9myas (Prome)- opt i cal
i somers 30 nay be obtained by asynmetric synthesis, or
by synthesis fromoptically active starting materials.
In tl8s spspificaitnds ualesststased ethermiseothe faup ‘thaloaldssil/aneang an alkyl group as
- Gal | f “ n »
acBRALHERGE N G oM RASERN A LA SPUSRUERER, ThEHRR 2% Blbaly
mdyyidelod, bnt id @t Iphivsitodtueronsativyddiflagromethy b defluoastiod bat e,

wiiraaRLYt. ebTrah aripemblol Hafanine 05 6 Qe S

nmet hanesul phonat e, p-tol uenesul phonat e,
5benzenesul phonat e, et hanesul phonat e,

The terap Kt nhaleflsd () fos nat-dalogtkeyy’| masnimside.druh isanot limgted to
i 54: -.chi t .
A S AR S A S LPIRAR Fromethory e diffsoroetiony.
al so include basic addition salts such as an al kal
t al It for, exa e. sodium or pot.assiymsalts, an
In 7 Eer oy et SaFiieo e e gt GIRHY Hin ot A1 Eroup as
defTRET D& e s SubstindtéBRh il ARINRIThS ¥rin X ChiddkA” ma
~zinc salt, an organic amne salt for exanple a salt o
include; puttinpotdimited to ediyisplfanylnethylpsfapplorripaepylsulfanyl.
N- net hyl pi peri di ne, N ethyl pi peridine, piperazine,
procai ne, di benzyl am ne, N, N-di benzyl et hyl am ne,
Theharin ‘fogcloalk@itlant meatshesuighuoatomsuboitaed erth fagy cloalapldselefined
| ysi ng or arginine The.conpounds of the invention,
abgye ol Ao s ERRET AT RORTARYD ¢ 'sal t ¢ her eof , may
exi st 15in solvated, for exanple hydrated, as well as

unsol vated forns, or as cocrystals and the present
ThehgraniGonlkeifriontods steansp plkgh gronm witha sulphus@gag batigen the carbon
‘ e g or
atcﬁ1g§a a' pﬁﬂt {a‘%ﬁn nglﬁ%ggtﬂéﬂléﬁ%gggn@ﬁiﬂclﬁ&, BLERAGE S B »
ethylsulfanylmethyl.

In this specification, unless stated otherwise, the term “Cs_jparyl” or aryl refers to an
aromatic or partial aromatic group having 5 to 10 carbon atoms such as for example,
phenyl or naphthyl. The term “Cs_jparyloxy” or “Cs. 9arylO” refers to for example
phenoxy.
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20t he art, or by using or adapting the nethod
di scl osed in the Exanple below. Starting materials for

w0 b@opuxspar ati ve net hods are either comrer ci al PET/SE2009/000265
avai | abl e or can be prepared by using or adapting
literature nethods. A process for the synthesis of a
conpound of fornul.a la or | B4can conprise using an 25
aci d/ am ne coupling reaction disclosed in WO
2007/ 122165, WO 2008/ 043788 or WD 2008/ 076048. For

In EXSdpRtificAtinghl&s stfed Jficewite tha teema C5 QiBerbas)'0br He@rbat larefers
(lc) or (Id?.: RIRL z, NHR3NH | ( CHAI CO2H
to 3 gongyahigysligprompe onpagtidllynarematicrang with S 4 1Gafems anging

coghiy i b e P e ey ORIt SRy P Bt g
sulphtrh Heteraarynie, fof exfaoipia bzazdlyR7iRBkaolyl, 1,2,4-oxadiazolyl, furyl, thienyl,
.HNRIO(.CRI 4R15 0) NR7R8. Al t t.ively . C aun f.
OBy T o e o el EA Ry BV G nipdoly,
ind@Eoli D beArofur{ll BonzvihidyR Bio&ﬁfbiGg&&ie@ﬁﬁérg&,dquﬂxéﬁﬁylm@hﬁ&inyl.
The conpounds of fornula (lc) and (Id) can be
synt hesi sed from protected precursors such as

[ 4 ; N an
W YUk B phtBD A RERT, S LoV BEHIIOS: s for
salkylenyd©EPHEs) aon (OB D(CHL); wherein Cmel vearbaodepemdently| Gad £30t 3 but t
rocess,for. the preparati,on.of co fof a
and y BRSSP By S SBHRRES Stnsd Gramap i rep: (R,
OCHLH,VértGCHYCH Alnkg ddfRRefthsbond od Mt ar hdtérbanyl rifdV or
(M) wherein RI, R3, A X and Y are defined above,

Wis as defined above or can be a group 15that can be

F og ﬁl‘g\é%i?%e'o@ HQubx\g l%god.\gﬁiz" d%ﬁﬂec?%q\fﬁnaﬁ‘lr@g. Lohenys, SAbdtRAYA B%h a

roup {such as
group C;,alkylS(O)i includes a phenyl substituted with methylsulphonyl group.

It will be appreciated that throughout the specification, the number and nature of
substituents on rings in the compounds of the invention will be selected so as to avoid

sterically undesirable combinations.

Compounds of the present invention have been named with the aid of computer software

(ACDLabs 10.06/Name(IUPAC)).

Compounds of the invention may include an asymmetric centre and be chiral in nature.
Where the compound is chiral, it may be in the form of a single stereoisomer, such as a
enantiomer, or it may be in the form of mixtures of these stereoisomers in any proportions,
including racemic mixtures. Therefore, all enantiomers, diastereomers, racemates and
mixtures thereof are included within the scope of the invention. The various optical isomers
may be isolated by separation of a racemic mixture of the compounds using conventional
techniques, for example, fractional crystallisation, or HPLC. Alternatively the optical isomers
may be obtained by asymmetric synthesis, or by synthesis from optically active starting

materials.
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(for exanple chloro) or, when LI = OH, a |eaving group

generated by reaction of a coupling reagent (such as
woiaohl1vdsehh a car boxylic acid)). The reacti on nBGT/EE2009/000265

performed in a suitable solvent (such as pyridine, THF

or DVF), in the presence of a suitable base (such as a

tri (Cl.6 al kyDam ne, for exarple

di i sopropyl et hyl am ne, or pyridine) and at a

20sui tabl e tenperature (such as -10 to 50C). A
Coe@mﬂdm tidf 1nf1éﬂtim:i htﬁly(Hdc))nvi‘eilﬁéd bea plﬁe&maé@dcﬂpycazbqjtwe §a<Dt

step a conmpound aof formula
th%?fépp%lﬁfé as W%%ﬁﬂlwgsaﬁ spehrasGUdrashloride, rhyri@b(wﬁe@hewﬁte
sul%ﬁat@ha%feﬁie astb@A, Dendbfte Ehf§rf191§fe nairdRaYe, & té—%udc'ﬁ)a?e maleate,

eavi ng gfroup (such as ogeh or triflate
tartratepa ratd, mlateoxmafoate( MpthandselpbomatRlp- tahldnesumhendef i ned

oo BRSPS HRE RERCRAR % enfi Rr AU G PGB ighats hii

acﬂQl,‘ﬂ&ﬂbhtﬁﬂHﬁHﬂdlé\ﬂ lﬁﬁhaﬁr pRGleh&sufphbiifdtaspdrte @ghitph&e. They may
t ol uene) aprotic solvent, such as DMF or

a Ssureﬁ}v@rhatslﬁ |af1d1t1P‘?1 Satl‘ﬁ éuqéw e idkelizetal gals forexpmplesadipm or
pofa§§iﬁrﬂ s&s, &n Qllk el eaft lrfdtal QAI{(@({E aélge 95101‘3?{?1:%@@% Yilts, a

tert-butoxid or, cesiumcarb : such as nedi ate
trapsition sgfal sabd saclnm ating mlfahlysngamg ehinessaltdgrppinple a solliofle

ity Byt B8 o B o6 Rl BB R by PSR e
pifRE AR pdchife, [ditRaiy1Ngina, NMBmleﬁfyliﬂh&lﬂhahl(e\ﬂrl2)-ameétHanol
a conpound of formula (VIII]) wherein R, X, Wand Y

Oréméloﬁéquﬁ%roexé’é‘@\%ys‘@ ¥gg8Yfonds to R3 or a protected
precurser to 15R3, and L3 is a |eaving group (such as
hal ogen, nesylate or tosylate). The reaction can be
Thp@pmpommid of theanwegtiom or e phmmicélsuwemsblm thexept, oray exist

NI AT T

pr&aﬁﬂimhen eficompasses all such forms.

Process

The compounds of the invention can be prepared using or adapting methods disclosed in
the art, or by using or adapting the method disclosed in the Example below. Starting
materials for the preparative methods are either commercially available or can be prepared

by using or adapting literature methods.

A process for the synthesis of a compound of formula Ia or Ib can comprise using an
acid/amine coupling reaction disclosed in WO 2007/122165, WO 2008/043788 or WO

2008/076048. For example using as an intermediate a compound of formula (Ic) or (Id):
R1 R1

\
Y @\ (Ic) Y @\ (Id)
(CH,),CO,H (CH,),NR°H
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- whegitRi. &> ¥ aRd Yearp definsd 96 abavs, anddfst

pot assi um carbonate) at a suitable tenperature (for
exanple in the range -10 to 50C), followed by a
wa@ ndpsagsent reductive amination step using or BCODREINY000265

literature nethods. 20 Or, c¢) a conpound of fornula

(1'l') may be prepared by reacting a conpound of fornula
(MI1'l) with a conpound of f dOmul a (IX) PGl Rip\(IX

R3 18 wherein RI and R3 are as defined above, and PG

is a suitable protecting group such as BOC, nesyl or
tosyl,or, rel ated carbaonyl - or sul for&l@(resi dues.

The
@ QohWERY- Aegmpound

or B R R PSRRI B REERERNE Lotk s
forefil "ENR R BSINR AR 1R §CAOINIERS. ABEhadtely, AcotpdR@Lof the
case of a conpound of fornmula (V), a cogBoun of

inveptionugaa bexrenaragiity roectign eflan amipe epfarmula (EDnythuangcet as defined

oy SRS et RS O B o S Ep ot
préadoRuit KRAKAREDY fdr @Kbcstyhﬂﬁ%i@owc)@)l, §0R6th 'af NpMedtelipr&ursor of

car bonyl conpound of formula ( fol | owed reduction
NRIHcsush bsNBIROE od & fartthe pieparatidn ¢fl(El)i nt er medi at e of
formula (XIl) R R

One embodiment relates to a process for the preparation of compounds of formula Ia or Ib

by coupling a compound of formula (1I):

R1
X QA
HzN/KC _QjN a
R N
Y |
W

with acylation reagents of formula (IIla), (I1Ib) or (Illc) 4

o) L‘l /Céz O\\ /L1
Y e N (i) S (o

wherein R!, R*, A, X and Y are defined above, W is as defined above or can be a group
that can be converted into W as defined above, and L' is a leaving group {such as halogen
(for example chloro) or, when L' = OH, a leaving group generated by reaction of a
coupling reagent (such as HATU with a carboxylic acid)}. The reaction may be performed
in a suitable solvent (such as pyridine, THF or DMF), in the presence of a suitable base
(such as a tri(C,.¢ alkyl)amine, for example diisopropylethylamine, or pyridine) and at a

suitable temperature (such as —10° to 50°C).

A compound of formula (II) can be prepared according to step a, b or c.

a) A compound of formula (II) can be prepared by coupling a compound of formula (IV)

ik N

Y |
W

wherein W and Y are as defined above and L? is a leaving group (such as halogen or

triflate) with a compound of formula (V)
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(XI'T)H2ZNOH(X) wherein R, R3, G and PG are as defi ned
above, and L is a leaving group (such as al koxy,

woredobaxaseoret hyl )ami no), Mis a netal such as LPCDBE2009/000265
My- hal i de. The addition of the nucl eophile may be
performed in a suitable aprotic solvent such as THF at
noder at e tenperature bet weenl”- 10 and 50C. The
foll owi ng reducti on and deprotection steps m ght 20 be
carried out by using or adopting literature nethods.
Alg'er natively, conpounds of fornula (X) may be
prepangd by a reaction of a nuceophile GMw th an

HMl defhyde of ¥brnul a (XI'I'1) and a subsequent
deprat ecti on. 25 wherein RI, R3, G and PG are as
defined above, and Mis a netal such as an al kal

wheggin R prd § arq defingd abgyepad Crorresmoads odt1qrgrprotegiedprecurser to
RPaHE PLabESh &y b%?)IBMJ&Qn disg a bgéeﬁ)svdégg 8(1&?5%' an afr&ﬁatic solvent, for

addition of carbanions to 19 Anot her way
example tapenegoza pdap apmtic sflvéntrsoch @ PME dardutynenitrigac thequmesence

ot oy by v ke Pt dpeab R Biontle o,

cefitinGhibofate, suth&y Bédiate@by Ruitibit fretal Qtadyst Siechias ©@dpphdy Rdide at
Both steps may be carried out by follow ng or adopting

a itetls ierpPR e LB el hermge 80 to 188%3use of ¢ hel r
ability to bind to the glucocorticoid receptor the
conmpounds of the invention are useful as

Omnti-inflanmmatory agents, and can al so displ ay

B 8 e TR, AR B bogp O St B
phhar maceutically acceptable salt thereof can be used
s aaredi canent for the treatment or prophyl axis of

Oon& or norf¥hof the follow ng pathol ogic conditions
(dicsease states) in a 15 mammal (such as a human):

with a compound of formula (VIII)

HX N
N

|
Y W

wherein R', X, W and Y are defined above, G corresponds to Riora protected precurser to
R’, and L’ is a leaving group (such as halogen, mesylate or tosylate). The reaction can be
performed in a suitable solvent (such as DCM, DMF or acetonitrile), in the presence of a
suitable base (such as an alkali metal carbonate, for example cesium carbonate or
potassium carbonate) at a suitable temperature (for example in the range -10 to 50°C),

followed by a subsequent reductive amination step using or adopting literature methods.

Or,
¢) a compound of formula (II) may be prepared by reacting a compound of formula (VII)
with a compound of formula (IX)

!|9G

A (1X)

R
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(i) Lung di seases, which coincide with inflammatory,
allergic and/or proliferative processes:. chronically
wobmbnwste ve | ung di seases of any origin, mai nPET/SE2009/000265
bronchi al asthma, chronic obstructive pul nonary
di sease 20bronchitis of different origins Adult
respiratory distress syndro (ARDS), acute
respiratory distress syndrone Bronchi ectases all fornms
of restructive lung diseases, mainly allergic
whateteR| artd &’ @b bs dedingd atafye puldAdhBraysuiatderprotating pioup eudhaas
| monary egena 25sar coi doses. and %{anu omat oses, such
BOZS ue

HE‘G@IC‘?{' tasyljprrglated ca@opyl—@ﬁg{fwﬁﬂ fgsidues. The reaction can be
peldbrifRAIE 8 b@HbR olEHNRcHASBERESY HRGRNBI R H¥Senk®bY suitable base
di seases, which coincide with inflammtory, allergic
suchred/NaH errleDiHue fdloivgd by p deproteetion sibp usieg ersadoptinghlatenatiré ¢
an#%gases, for exanple rheumatoid arthritis, acute
rneumati c fever, polynyalgia rheumatica, collagenoses,
Behcet's disease 30reactive arthritis 20 inflammtory

soft-1issue_di sease f. other origins arthritic )
Aswﬁﬁ%léﬁeaSF Rt aé@r@mwgp?mugi (YD- arepous 0% Eﬂf@ﬁﬂa&%gyght be
usdd't8 PpEphiea @nigdlhd b8anBR|(Trpgen di seases of ot her
origins, for exanple system c |upus erythenmat odes,
{ scoi d 5l upus erythemat osus, scleroderm a,

si;is, der mat onyositis, polyarteritis nodosa,

oral "arteritis Sjogren's syndronme, Still syndrone,
y's syndrone Vitiligo Soft-tissue rheunmati sm
wherein R' and G are defined as in compounds of formula (V).

Compounds of formula (X) may be prepared by reacting a nucleophile G-M with a
carbonyl compound of formula (XI) followed reduction and subsequent deprotection of the

intermediate of formula (XII)

1 1

R! R R
PG. o] G-M PG. ) OH
T>\7¢ xy —= ?>Kﬁ¢ X — WN>\T: )

PG L PG G R

wherein R!, R?, G and PG are as defined above, and L is a leaving group (such as alkoxy,
methoxy(methyl)amino), M is a metal such as Li or Mg-halide. The addition of the
nucleophile may be performed in a suitable aprotic solvent such as THF at moderate
temperature between —10 and 50°C. The following reduction and deprotection steps might

be carried out by using or adopting literature methods.

Alternatively, compounds of formula (X) may be prepared by a reaction of a nuceophile G-

M with an aldehyde of formula (XIII) and a subsequent deprotection.

1
1

R
PG.. o G-M R
\ oy —— N N X0

PG H G

wherein Rl, R3, G and PG are as defined above, and M is a metal such as an alkali metal
(e.g. Li) or Mg-halide. The reaction may be performed by following disclosed protocols

for addition of carbanions to aldehydes.
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io(iii) Allergies, which coincide with inflammatory,

allergic and/or proliferative processes: Al forns of
Ww@bdoengpsed reacti ons, for exanpl e Qui ncke's edeP&l/SE2009/000265

insect bites, allergic reactions to pharnmaceutica

agents, bIood derivatives, contrast nedia, etc.

anaphyl acti ¢ shock, urtlcar|§, cont act dernatltls

(e.g. allergic and irritative), allergic vascul ar

di seases Allergic vasculitis 15inflammatory vasculitis

(iv) Vascul ar inflanmations (vasculitides)

Panarteritis nodosa, tenporal arteritis,

h
AngEheH SR TRIERAF B EPTRORSRS darmula mgﬂlérreas‘«tlgm o e nigrakusios
forafd ?ﬂﬁvg GAH anaarl& ?Eé ?ﬁf}pﬁ%@f TR qg!lucﬁblg ??ﬁl@ fiitro

whi ¢ incid tory, aIIe gic an
ﬁqmmhlferatlve processes: atopic dermatitis (mainly in
children) exfoliative dermatitis, 25psoriasis

Ryt hemat ous di seases, triggered by db;53%5 noxae,
exaphe +adigtren, pghenmcaks, bum apdd
ZBurﬁ% bul | ous dernatoses such as, for ex nple

aut0|pngne penphi gus vulgarls bul | ous 30 penphi goi d

whereieBsd¥ anfl G #1e ab flefined ebeleg Botlpstensondyrky qarsd @ hyrftliowing or

ad?ﬁtm%l tgrgg%ecmgﬁ]%)@g ns) 21 all forms of eczemm, such as,
or “exanpl e, opi c eczema or seborrheal eczema

rosacea penphigus vulgaris erythema exudativum
Mgﬁilc;llufsg rie
Because of their ability to bind to the glucocorticoid receptor the compounds of the
invention are useful as anti-inflammatory agents, and can also display antiallergic,
immunosuppressive and anti-proliferative actions. Thus, a compound of formula Ia, or a
pharmaceutically acceptable salt thereof can be used as a medicament for the treatment or
prophylaxis of one or more of the following pathologic conditions (disease states) in a
mammal (such as a human):
(1) Lung diseases, which coincide with inflammatory, allergic and/or proliferative
processes:
chronically obstructive lung diseases of any origin, mainly bronchial asthma, chronic
obstructive pulmonary disease .
bronchitis of different origins
Adult respiratory distress syndrome (ARDS), acute respiratory distress syndrome
Bronchiectases
all forms of restructive lung diseases, mainly allergic alveolitis
all forms of pulmonary edema, mainly toxic pulmonary edema
sarcoidoses and granulomatoses, such as Boeck’s disease
(i) Rheumatic diseases/auto-immune diseases/degenerative joint diseases, which coincide
with inflammatory, allergic and/or proliferative processes:
all forms of rheumatic diseases, for example rheumatoid arthritis, acute rheumatic fever,
polymyalgia rheumatica, collagenoses, Behget’s disease

reactive arthritis
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erythema nodosum bal anitis Pruritis, such as, for
exanple, allergic origin) Manifestation of vascul ar
waolc@easssy vul vitis 10i nfl anmatory hair | 0ss, SPCHSE®09/000265
al opeci a areata cutaneous T-cell |ynphoma Rashes of
any origin or dermatoses Psorjasis and parapsoriasis
groups Pityriasis rubra pil al s 15(vi) Nephropat hi es,
whi ch coincide with inflamatory, allergic and/or
proliferative processes: nephrotic syndrone all
inflephstotyl Westissiwldiseass, of bafer exginpl e, gl onerul onephritis
rtmi'i ) Liver djseases, which coincjde wth
arthrifig Sympiergs i degenegatiyiedoiahdpssesdpdirses) at i ve

tradRRGOSASHfes acute liver cell deconposition acute
hepatitis of different origins, for exanple virally-,

cotlagenclzsietsgs olpthertemiginacton ekaraple systamic lupys eevthestatagas, clzsicbyd

L e -
tethpdrhleanizatiory, allergic and/or proliferative processes:
Sjogren’s syndrome, Still syndrome, Felty’s syndrome

Vitiligo

Soft-tissue rheumatism

(iii) Allergies, which coincide with inflammatory, allergic and/or proliferative processes:
All forms of allergic reactions, for example Quincke’s edema, insect bites, allergic
reactions to pharmaceutical agents, blood derivatives, contrast media, etc., anaphylactic
shock, urticaria, contact dermatitis (e.g. allergic and irritative), allergic vascular diseases
Allergic vasculitis

inflammatory vasculitis

(iv) Vascular inflammations (vasculitides)

Panarteritis nodosa, temporal arteritis, erythema nodosum

Polyarteris nodosa

Wegner’s granulomatosis

Giant-cell arteritis

(v) Dermatological diseases, which coincide with inflammatory, allergic and/or
proliferative processes:

atopic dermatitis (mainly in children)

exfoliative dermatitis,

psoriasis

erythematous diseases, triggered by different noxae, for example radiation, chemicals,
burns, etc.

acid burns

bullous dermatoses, such as, for example, autoimmune pemphigus vulgaris, bullous
pemphigoid

diseases of the lichenoid group

itching (for example of allergic origins)
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regional enteritis (Crohn's disease) Gastritis Refl ux
esophagitis 30ul cerative colitis gastroenteritis of
wobden4sse gi ns, for exanple native sprue 22 PCRPE2009/000265
Proct ol ogi cal diseases, which coincide with
inflammatory, allergic and/qr proliferative processes:
anal eczema fissures 5 haendrrhoids i di opat hi c
proctitis (x) Eye diseases, which coincide with
inflammatory, allergic and/or proliferative processes:
alldbinesrafieczeler michtas,Sor exaaiple, hdpicreckdnsa oraebmyhealdczeind i s
bl epharitis optic neuritis chorioiditis synpathetic
TO¥pTt hal mi a 15(xi) Di seases of the ear-nose-throat
pempRBus Wp4ly coincide with inflammtory, allergic
and/or proliferative processes: allergic rhinitis, hay
eryfthares exydativuen meltdonme, f or exanpl e caused by contact

erﬁﬁgnqaaﬁc;d%glf’m infection, etc. otitis nedia

balanitis

Pruritis, such as, for example, allergic origin)

Manifestation of vascular diseases

vulvitis

inflammatory hair loss, such as alopecia areata

cutaneous T-cell lymphoma

Rashes of any origin or dermatoses

Psoriasis and parapsoriasis groups

Pityriasis rubra pilaris

(vi) Nephropathies, which coincide with inflammatory, allergic and/or proliferative
processes:

nephrotic syndrome

all nephritides, such as, for example, glomerulonephritis

(vit) Liver diseases, which coincide with inflammatory, allergic and/or proliferative
processes:

acute liver cell decomposition

acute hepatitis of different origins, for example virally-, toxically- or pharmaceutical agent-
induced

chronically aggressive and/or chronically intermittent hepatitis

(viii)  Gastrointestinal diseases, which coincide with inflammatory, allergic and/or
proliferative processes:

regional enteritis (Crohn’s disease)

Gastritis

Reflux esophagitis

ulcerative colitis

gastroenteritis of other origins, for example native sprue
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20( xi i ) Neur ol ogi cal di seases, which coincide wth
inflammatory, allergic and/or proliferative processes:
W@ ereht2h9 edena, nai nly tunor-induced cerebr al PETSRR09/000265
mul ti ple sclerosis acute encephal onyelitis 25
different forns of convul sions, for exanple infantile
noddi ng spasns Meningitis quznal cord injury Stroke
(xii1i)Blood di seases, which coincide with
inflammatory, allergic and/or proliferative
(ix3 Ppocosl€F St Fisedes) U HiEtlc JHREMOW R inflaRRR6Gr, allergic and/or proliferative
t hr onbocyt openi a such as for exanple idiopathic
PrYk$sSshbocyt openia 23 M Hodgki ns or Non- Hodgki ns
andeRRARMas, thronbocythem as, erythrocytoses (Xxiv)
Tunor di seases, which coincide with inflanmatory,
fissiréser gi ¢ and/ or proliferative 5processes: acute

heddfRRRA © 1 eukaeri a

idiopathic proctitis

(x) Eye diseases, which coincide with inflammatory, allergic and/or proliferative
processes:

allergic keratitis, uvenitis iritis

conjunctivitis

blepharitis

optic neuritis

chorioiditis

sympathetic ophthalmia

(xi) Diseases of the ear-nose-throat area, which coincide with inflammatory, allergic
and/or proliferative processes:

allergic rhinitis, hay fever

otitis externa, for example caused by contact dermatitis, infection, etc.

otitis media

(xi1)  Neurological diseases, which coincide with inflammatory, allergic and/or
proliferative processes:

cerebral edema, mainly tumor-induced cerebral edema

multiple sclerosis

acute encephalomyelitis

different forms of convulsions, for example infantile nodding spasms

Meningitis

spinal cord injury

Stroke

(xiil)  Blood diseases, which coincide with inflammatory, allergic and/or proliferative
processes:

acquired haemolytic anemia

thrombocytopenia such as for example idiopathic thrombocytopenia
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mal i gnant | ynphoma | ynphogr anul omat oses | ynphosar coma
i oextensi ve netastases, nainly in breast and prostate
W@ 2012569 (xv) Endocri ne di seases, whi ch coi ncPAESE0091000265
inflammatory, allergic and/or proliferative processes:
endocrine orbitopathy thyrotoxic crisis 15de
Quervain's thyroiditis Hashi%dot o' s thyroiditis
Hypert hyr oi di sm Basedow s di sease G anul omat ous
thyroiditis 20 Lynphadenoid goiter (xvi) Transpl ants,
M .M dgRing of Noh-@Rdgkihblyniphbaagrat ory, all ergi c and/ or
proliferative processes; (xvii) Severe shock
thremRehegHes: whi ch coincide with inflammatory, allergic
eryiitdlRbsepr Ol i ferative processes, for exanple
anaphyl actic shock 25(xviii) Substitution therapy,
(xivhi cBumoi disdasksswhich lsoinpide awitheinBanyatatyt, ellggic andfdr proliferative
rd%[eol Si,fer ative processes, with: innate primry
PISBF4ar enal insufficiency, for exanpl e congenital
actél yaipdganieiRdensiyndr ome acquired primary suprarenal
i nsufficiency, for exanple Addison's disease,
malighahit KRR ™adr enal i tis, nmeta-infective, tunors,

tyiioR AR ARtosed C. 30i nnate secondary suprarenal
Insufticiency, for exanple congenital hypopituitarism

lynaphypsarcerda secondary suprarenal insufficiency, for
ve nor

ext%ésa}\r}éo A)gmggsteg,_rhamﬂ%% .breast atmLf prosfc'ate éeatngérs

(xv) Endocrine diseases, which coincide with inflammatory, allergic and/or
proliferative processes:

endocrine orbitopathy

thyrotoxic crisis

de Quervain’s thyroiditis

Hashimoto’s thyroiditis

Hyperthyroidism

Basedow’s disease

Granulomatous thyroiditis

Lymphadenoid goiter

(xvi)  Transplants, which coincide with inflammatory, allergic and/or proliferative
processes; |

(xvii))  Severe shock conditions, which coincide with inflammatory, allergic and/or
proliferative processes, for example anaphylactic shock

(xviii)  Substitution therapy, which coincides with inflammatory, allergic and/or
proliferative processes, with:

innate primary suprarenal insufficiency, for example congenital adrenogenital syndrome
acquired primary suprarenal insufficiency, for example Addison’s disease, autoimmune
adrenalitis, meta-infective, tumors, metastases, etc.

innate secondary suprarenal insufficiency, for example congenital hypopituitarism

acquired secondary suprarenal insufficiency, for example meta-infective, tumors, etc.
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24 (xix) Enmesis, which coincides with inflanmatory,
allergic and/or proliferative processes: for exanple
WO noogamdssmat i on with a 5- HT3- ant agoni st in PCT/SE2009/000265
cytostatic-agent-induced vomting. (xx) Pains of
inflammtory origins, e.g., lunbago 5 Wt hout
prejudice to the foregoing,zﬁhe conpounds of the
invention can al so be used to treat disorders such as:
di abetes type | (insulin-dependent diabetes),
(xiui | Emiesis,Bealticlecdydidis avith infl@sinatoos alleg@lid £id/dp Ecliférativous
transl um nal angi opl asty, Al zheiner's di sease, acute
Pro&fethr oni c pain, arteriosclerosis, reperfusion
forl Xbtpie in bOBbIRor Withls $-H T ntdBhSt 19r09ﬁ>'§tah@-lag'&¥-1nduced vomiting.
10secondary to trauma, acute purulent meningitis,
(x®ecr B@m&@ﬁgﬂaemn@mc)@lgm; esg.Anuibagendr ones associ at ed
wi th henodi al ysi s, | eukopheresis, granul ocyte
transfusi on, Conies Syndrome, primary and secondary
Wﬂﬂ)dﬁepl&jlﬂ(ﬁﬁ:tt@ tRfof@ding Nhi¢ easRhndoO6H thmrfveﬁt(ﬁﬁi da@falso be used to
i ncreased magnesi um and potassi um excret i

trept flispreass Qych ap:thabsics bge M@Jmﬂe?e@ﬁ?méwbetﬁvp@wl@ﬁsﬁa&%
syhdr&RL, dds8oY SR G pefeuRRhus Qﬂiﬁ'h{?ﬁgal%}i%&ﬁ’lhétf | Qb ash@bd Kdease, acute

arrhyt hm as, éﬁardla fibrosis ocardi a
and dframle pammrtesaactetc@ts, @paﬁnmnomry dhpsml egwry, muléipleiozgaa dnjury
xgess cat ech m ne vel s
SCCOD(ti% FO | & u(r:n(_a)lhagcgs th Vgerﬁéngp *ti% I}GCI‘OUZI{I&&@%I‘%COIQIS an(]g seynd{omes
assegiared hath hdinsdialysis, 1elikaplesidsss, gemho@w&dmyﬁmon,r@dmsu Sniddoirie,
edena and ascites, oesophageal varicies, nmusc

rigagy Hdssecondary hyRerallosterontsmy insr Qt%wedlﬁwflﬂacrgwﬁ
a‘gﬁéﬁlﬂﬁ ah®PStasstP LB DI QBiurddi R Fetr¥ R e vater FHELR th%ertenswn

ndrone, obesity, glucose i nt ol erance, hyperg Y em a,
(isoliated sy eliomdsombingd sysselicébastrliss.i agrhyﬁmnw niygcardial fibrosis,

mﬁ%llrélg'tl Blg‘lri]r@té%ﬂé %gl’t%wgglﬂtﬂ&ﬁ gltllstog% 9801£{F(§ \%‘t{tﬂ %g(g'e‘ss I:Atéc'cﬁgﬁmine
levtaSB;L digstahicamlsystoib cagedtive hesrt ﬁiﬂuﬁ:r‘(leny'ﬁdn@h:ﬁﬁl vascular disease,

dlf{bgﬁg m%q%qghgygﬁbg%%%gﬁ”e nn?a} :% et E)elsyar Se Igcteall %arlmes muscle

we@fc&lsk flﬁ&@xisbcpﬂfeﬁﬁwlglﬁérﬁaudﬂ%t@@kﬁl SR R3S ot@ﬁ‘s‘i’on
ulation, hypercortlsolen1a nmodul ation of the

hymg YCRhRa, @@btlag nSytrispmacbesithelapse iRfotprange diyperglysemia, diabetes
r e fl

oS AOEATL pH RR A PR

rejectiufabsociagadoyith agagemisphaht, ﬁdllgnmblehqusllaﬂdemlas and

Little's syndrone, systemc fl ammat.i o i nfla
\y ERhggRas hewha f%wg%rﬁéﬁ%a@mmﬂymla@v@gﬂﬁpaﬁfn Eloyq celfines
imAubh b bfdh'f&aﬁ&x%p%ﬁ@ﬁf& TP A lagis s@p}EsR1R8 WhA bl B8 Wypercortisolemia,
tendonitis, bur3|t|s aut oi nmune chronic active

mw@mpn of the THE/Bh2 Fytpkine balatrssehsonip Kidney disease.diyperseloermiecacute
o RS, R ARRAERRRRATL OSRRA b gpldpslehie
ingliffidare, cong@atall adrereat hypeeplhsezp rImﬁ;ly s sy‘mjmmé aystemic inflammation,

lich | anus, thena nod acne,
1ntl|i]ﬁr?x§ {y%.ﬂweil G%:aée, £ Flhsagra %tpyg,l géant f/i"ﬂ]gﬁjé osteoarthritis,
anPeh&urb@ SBenRASHENDHRS burSRIG HutdiMthude SRoHR 23 ti{ ShEPRLIHS hepatitis,

memory . - (o
cinhosis, panniculitis, inflamed cysts, pyoderma gangrenosum, eosinophilic fasciitis,

relapsing polychondritis, sarcoidosis Sweet's disease, type 1 reactive leprosy, capillary
hemangiomas, lichen planus, erythema nodosum acne, hirsutism, toxic epiderrnal

necrolysis, erythema multiform, psychoses, cognitive disorders (such as memory



15

20

25

30

ol 32BN ASSC Lbed BRABNED Thus e wbllnbRloBROLN

25 di sturbances) nood di sorders (such as depression

and bi pol ar disorder), anxiety disorders and
w@eoososshe ty di sorders. As used herein the terpCT/SE2009/000265

"congestive heart failure”™ (CHF) or 'congestive heart

di sease" 5 refers to a disease state of the

car di ovascul ar systen1mhere6§ the heart is unable to

efficiently punp an adequate vol unme of bl ood to neet

the requirenents of the body's tissues and organ
dissrbdne8s) moby [disvedery/(sudb-s defresdict adttipdlaatisoader), @htiety disorders

ventricular failure (systolic dysfunction) and fluid
and persapafiyi4ipRds™h the |ungs, with the underlying cause

being attributed to one or nore heart or

cardi ovascul ar di sease states including coronary
Asaxsedheyein thti tewa Seongesyive heati fallureh (GHIE: drdsopgenyipe hearndisaang”

i abet,es, valv r heart di sease, ,an rdi onyo hy
rofhs B0F iBRgse SRkt oo EBlase e TR R RRtp SAY BB PRI
efficienfly pimpan@liequalfe voanasf 86ddze tnday the fRpieRERt of thetbday's

cability of the heart to properly relax and fill with
tisgies el oreghwrisiers| ;Iymchléy,tcﬁﬂ’ms charagteged by defypantsicpdar failire
ok BhPR 481 B SRRophy SERYRAREAE AT e v
attglouied tome an thoeg keart dylcardbvaskBlas disgdst states aphudeng eoremhrpyrtery

. f ski.ll. in.th hysiol ogi cal. di sord
aisE BhoSliatints b hyBrens iy Fsh SV R e fghce, Y

cardfong@@sthy TiTRe te@ihMliaoBliOOdngestiva heats lufee k&b to Ae@teSof THF
condi tion of slow, progress and | ong conti nyance,

{ As
charaierized by AmBHITEeR: dh HPEPORY Pisthe heagt '@ @romsein r¢lex fnd fill with blood.
Cotll @I 3R te i s skt ORI ti FeRhit BUR B AU RQUke S EHF

course of the 'disease. Conversely, the term"acute"
charecterszed by empaionenttie the @bty ofghe heartte lpropsfly shafract 2l eject blood.

cournse,. 1o a_pef i, ad. rem. ssiQn. Thus, the

Cr ot SR sphRtel Yy BnPRtafindhs AEPOSHRBeaMhaer By,
pre3éntias a Evtesihis" eonditnl erunC'acetpidodiSThd termNchacnit's as used

event, conpound i s adm ni stered at the onset o )
here{yBieans? Candiinnad SIoM RIDEESSARE IOneHHONUTHIBE S mcgaapﬁg%.m?
conditiGR ek d 3RR &lis HiBEnREL RN cal MR BEA RN PIHENIHES: tRe course of
conpound of formula Ta or I'b, or a pharmaceutically
theaigraprt. dbinwersallyt the erme@fute’t meang ge ekarerbated gpgnt (s altdekaef short
er. .
aspec e-’present invention provi 8?1(:%1 disorders
contemiplate’s hothf achiterevertaaddchdonit bonditions. [har ataeevtntcédohpound is

acceptabl e salt fhereof, in the manufacture of a .
AT At e P! QLS TR SR U W She symplonts disappear.

9l UgPERHier a8edt the pRREM invERESAIBHAL 5 uiidl 8f Rorifitaah or Ib, or

as a di sease state described ‘above). 30In a further )
a phemeaseutically agpeptabliesalt therpof, dersuse irethgeapy (fuch axd Hhstaps dessribed
abbhmula Ta or Ib, or a pharmaceutically acceptable

salt thereof, in the manufacture of a medi canent for

use In pettahether Bptardrt presenwinventibh pravides the wse ofla térapound of

such as, an arthritic) WO :

fOéa@aaﬁfﬁ%@ p@ﬁﬂf@éﬁ%w&eﬁfe@a@e stlhthgreal 4 fhe cpanpfgture of a
mddit4RiRhi BPuYiA thkBsitrh&if obis ?lu@éeoﬁi&%ﬁ@éﬂ%& Rédidted BdtARe bdte

or Ib, or a pharmaceutically acceptable salt thereof,
(such as hdispasa glatecdegeribedfabeveyedi canent for use in the

trea t j J ) I

st I RrRLa el SROPL AR bR Mg o porpmonphidt Rl ta o
Ib2or a@iipntteutivhily acdepiablelsalt Befeof,in thermamufiearseCenedicahént for

accgptable i%lt,%?ereof, in the nufacture of a
us ¢ Hpaimentqfan inflammatory condition (such as an arthritic).
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use in the treatnent of asthma. I n anot her
aspect the invention provides the use of a conpound of
wo ook med a or | b, or a pharmaceutical ly acceppebbE2009/000265
salt thereof, in the manufacture of a nedi canment for
use in the treatnent of COPD. ioln another aspect the
present invention provides a26corrpound of fornmula la or
I b, or a pharnaceutically acceptable salt thereof, for
use in treating an inflammatory condition, respi ratory
In dhesaupsa lthe iBS4HBidA pasvided rtheGGE’laf a EHBpRUINADE férmuliVia Rk I r a
urt her prow des a nethod of treating a glucocorticoid
Ph?‘é‘@éﬁt%‘ﬁl N aseeRtable salt @F@eés%tf@tna%n@fae%%ﬁf gedicyneg fardise in the

treg{,ﬁlgopael%?l b&%q%@méﬁ) an inflammatory condition,
ast hma and/ or D, 1n a manmal (such as man), whi ch
conpii zgdl &miﬂnmsstcm therigven@on providea thei use nbechnyiousd ofiformula Ia
reat npnt an effecti a.co
or SRy PR g b Ce P P R Biraft e ARRHOERChagRedbynt or
us& bﬁheaéutﬁ)sﬁt drfasthim. present specification, the term
"therapy" and "treatnent"” also 20i ncl udes pr o | axi s
and Bt &0Eier pensctibe Bysntandrevidesshe precaficompppn P'@H‘éa Ia or
Ib,EcQ angd‘a@&tfcgfl accz bl%%ﬁlgﬁle;eto? Gh ARG HufactROEF a medlcament for
th rapeut i ca houl'd be construed accord| ngly. I'n
usehlti;egmmocfﬁ@m unl ess stated otherwi se, the terns
and anta

ak;h?fg?ﬂ? er 6%pre{; t{)e Breset g%/egttl g/rowgf: f(olmqqggg oI’ Pormug}fa or Ib,
orfarpﬁmumtic@lity foabirably shlemdienf) foraust Retrgitiag ue tiflamn@torg condition,

response hy the agonist. An agonist nay be a full or
resé’érﬁ{g’ﬂé‘ihs‘gﬂ?fnf‘%}fma audiorCOBPm » di sorder”, unl ess stat ed

ot herwi se, means any condition and di sease associ at ed

wi th glucocorticoid receptor activity. Pharmaceuti cal
The pmgsentiinvention furthepprowides amgthed af treatpgargiucotortiopiduécgptor
m%%lfit?{? 51§ei§|l%e? %g‘g g%?:g lajl% Ir al l ﬁe ?CC(%QCI‘I %ld%bg ae taéltm | eo%tbl{yfeor
cohdig6:15,Abtha ahd/onNCOPHI, Erya mammal esuellad maxe)pwmrcﬁ 0@Prises t h

st andard phar rraceut i cal practice aszé%phar maceut

C
adpinErRRg fogrnammel HREFEPIUEN HFTRRTANFLsERte anHun 914ea§é>mpound
of ORI 1208k a%lﬁ%‘rhé’&ﬁﬁ@all@*&@&?&%%lt@l?ére&o”’pOS' tion

conprising a compound rmula la or Ib, or a

phar dmthe gontest] quheaug@pt sfistidication, the term "therapy" and “treatment” also
includes prophylaxis and prevention unless there are specific indications to the contrary.
The terms "therapeutic" and "therapeutically” should be construed accordingly.

In this specification, unless stated otherwise, the terms “inhibitor” and “antagonist” mean a

compound that by any means, partly or completely, blocks the transduction pathway leading to

the production of a response by the agonist. An agonist may be a full or partial agonist.
The term “disorder”, unless stated otherwise, means any condition and disease associated

with glucocorticoid receptor activity.

Pharmaceutical composition
In order to use a compound of formula Ia, or a pharmaceutically acceptable salt thereof, for
the therapeutic treatment of a mammal, said active ingredient is normally formulated in

accordance with standard pharmaceutical practice as a pharmaceutical composition.
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salt thereof, (active ingredient) and a
phar maceutical ly acceptabl e adjuvant, diluent or
W@ 2000i1€2569 One enbodi ment relates to the use of PET/SE2009/000265
phar maceuti cal conposition conprising a 5conpound of
formula la, or a pharmaceutically acceptable salt
thereof, for treating a qu@gcorticoid recept or
nmedi at ed di sease state (such as a di sease state
descri bed above), an inflammtory condition,
I es pirhatfofey/andtles agpect, thaprbkﬁﬁ&in&eﬂldhrprﬁﬁﬂ’@ a pharmacedtical
further aspect the present i nvention vi des a
copRRAcomgristigd comeputdafifernus asorilh, qf anaceyirally acceptable

salP@n@H:Bf  $hdile 'iﬂ%féd"&t)tdﬂa a%ﬁhﬂa%eﬁtﬂﬂfl? dé@Plabalifivant, diluent or
phar méceutically i'0 acceptabl e adj uvant, diluent or

cargigr. Qrewmbpémdreﬂﬂgesoﬂ thetuse abal ehaymammﬂlcgmasm@ncommemg a

Cco hgr (l)thrrlxu da OI‘ OS] g .00 an geo@{ei ereog;% 85 ttno a

BRSO S 2la, StAPBR i ooty decepiRe Pl iy

gluBBcdtitoid tiebptasmédiand Qisddde btate{Buckus (afdwea@wmﬂ@cxﬁwsambove), an
0.10 to 50 %), of active ingredient, all percentages

mf@w%wrfpn%%ge%g@@av drorders athre%ﬁ%e‘ GORR |
phar ReGaHLGaHct e gl%%édttlﬁ\%ﬁu&f piolRiePs RS fbﬂ}{@ﬂlteg%tion of
can be adm nister in a l5standard nanner for the
said |cgeaesetlmmwmsmg mikig the adtige demdi@d with atpheanacewmally
accep%gp at%]]_' 8? 9%1}0%.}1%'69 peiﬁenltdf)n&trorr]x lél? Ign:]& € 0 ({mlmsf’%atl Ml%
phadnibmt&hlrcainpomnoi bam‘confpn@é) fpmU0Ne 0f99f%wr(péra:ehta)y Weigla), for

t [t_t
oo O e Sk g B 6?0 W7 reexalaﬂ eé@%%? fo 50
%), BPM@E iddr&@fierf; )(eﬁ‘lrﬂ&(%nfagé’s nggﬁtﬂféﬁ)%' k& on t%ta'i @&h}%smoﬂ

capsul e, a syruE granul €, an aqueous or Oi
sol uti pharmorceniin eqrepesition,of the présept idyensinn e waczlamste.red ina
r r .
suTRE RIS br 2L IR ion AaCf FAirH R, AL RurBELY bepica
(subh asitol thblung ph&/bfmmyts io€ & the @lf[ﬁ)) 9tdl,j re¢taladr phhin&ral administration.
|nvent|o itable for orﬁgladn1 straélon in

one s
Thysjacogpe Offfavwﬂa fao Pr RBATAEFULC Ce%m ¢reef, may be
forafiMitéd hkdGe PGV 6T or BxatnpTE, 2ARErodd), Qp&fvdé?"{fdr %féample dry or

I ngr edi ent . 251 n” anot her ‘aspect a pharnaceuti cal
dispensibdai a tablet, ¢fcapsule,  AxrERta grAnule apAGUesYS prdilyesolusion or

|
suglpﬁx%{ug}/ﬁgg gltlﬁlg)r &ﬁ“ﬁﬁg %rl:%ﬁ[%%itoﬂyngr{ &ﬁ{nqén? % c@%,on? ék?PeS oras sterile

He e
injemmé)mquﬂ:omsf oﬁmlymuluaomarmpdrbl,onor a pharmaceutically

accept a | t ther is.ad jstered orall
In a%o%“ﬁ%‘?ele Qﬁ%’a?%‘ﬁ cameeﬂgfem H’éfm‘fe&}P%}sé’nF X‘Eﬂblq fgr oral
ad@inifrafBA iR E4shgedohn, fgp@&%ﬁ)ﬂ’é @ﬁbﬁt %a&sﬂl@ gsfthingibStween 0.1

adm ni stered by 1 nhalation. fers,
mggr e efiactivaingiedigat ept abl e cosolvents such as

pol y & Mhd&R S%;%Lt?/ eg‘(ﬂann&’c%hé{& oo o%ﬂfon%f)ﬁ?e hyer®o) ?seén%' suitdble for

et hanol " or ¢ ng agen S'S as hy I OXy- propy
intpyndus dﬂxbtmtameonaynttmrtmarad ot mtramdsdutar mnjéaionon.

In one embodiment a compound of formula Ia or Ib, or a pharmaceutically
acceptable salt thereof, is administered orally.
In another embodiment a compound of formula Ia or Ib, or a pharmaceutically

acceptable salt thereof, is administered by inhalation.



10

15

20

25

30

The above fornul ati ons may be obtai ned by conventi onal

procedures well known 5 in the pharmaceutical art.
waaiatseoray be enteric coated by conventi onal POESE®9/000265

for exanple to provide a coating of cellul ose acetate

pht hal ate. The invention further relates to a

conbi nation therapy or conp tion wherein a conpound

of forrmula la, or a pharmaceutically acceptable salt

t hereof, or a pharmaceutical i0o composition conprising

a coBpffangplofmadeutivdly-dcaepabld dnsolventasyrhas palyethlylena blyyol,

acceptable salt thereof, is adm nistered concurrently

probpepylene glyical glyserehorethanabersiomplsxineeents surdrasiysoyy-propyl B-
cydbddufifhaPbe IR%0 39BIul &Yy, the reat ment of any of

ove di sease states For exanple, for the
t r eaflhre aboveffomhndativns oiagt bawbtainiet by comsntarsl pmcedurss, well known

. ast hna, o l.Lergic.rhinitis conpound qf
in (e RRop g} . ablS Shal b PRBtic bR S R e G s,
ex@Bple td PV RIefa cosil dfeenRIot ffediewhttalane or nore agents
for the treatnent of such a condition. Wiere such a
conmbination is to be adm ni stered by inhalation, then
THlc8, R BP9 8oy BB ELBOL Aol LitBlin o compound
of ddrmubeelaj orof mharm&RPEd¢a]ly acce@tabbl sekt ttliem)f,]gﬁ asp]nlaﬁnaceutlcal
adr e oceot or 2doni st s ot er
cofBoR o R Ere TR T P b aageptialiypeeptable

salt Gierddt, 6§ @dmmﬁs&iré@écﬁk@x&entlyqp&dib@ 1|nﬂﬁ>e saﬂ{eCdoﬁfp@ﬁ&bh)rtﬁ
bi t ol ter ol nmesyl ate, pirbuterol or indacaterol;  a

sequsaBally; Witle orﬁee%mrs ﬁg%m% £ Hsi tesptmpan pf Ay pblhecabgvafiseagp states.
or KB an 9@@@%&}1@ B éﬁeu%era't&& bRV 203 i P,
such as 1 pratropium rom t1 ot ropi um brom

asthpiator ekbfvrgm rbmdm aot@mmumbn:&fepmnie Ipor Ibecbrearpilepnmpu@ﬂya

I of tor function h.,as a
o {SRRP R nPlor BRPRSERB iSRRG of O 4eBhts S50 hmRureg such
a dotidli€ibh. OMhere 8iich Mnﬁhﬁaﬂfon@é tolRlallinknisterea bl ahabktieASEEn the one or
such as,  targeting MVP- -9 or MMWP-12; or, an

MQTR AZYELS i§ sl e‘h@&’t"ﬂ%hﬁt COMBH$IA pr ot eases, such as
ngu n anot her
bt Bl B R g BIRH T ARRE il pBBADT, 2001 on
i & hagelettive ﬂ subal adeeioceftoiCGigBhist sush bmet@proadréx&ﬂ gs(q)roterenol,

rhinitis, % oojnd of fqormula la or or
phaﬂsr?ﬁff"é‘alt“?ee al "@ celptanal dogngterof, ﬁ%‘F‘@&FOl testmalipe,

ad moFEq:fy?%ﬁJlﬁl@ tmblﬂefmﬁle@;frlht@rblﬁfuté?&l Jr iR1aB4t&b;r OUt € and

the other agent, e.g. xanthine (such as ani nophylline

o? tahmsph}dw rma)tor:zamagoelsa(fm emasméraeMleZ&r Mihaitagonoh such as

or und o I

o PokerlrSanhestit s Ge BSHptrE hiokmi: pBap SmiHroiiee

ot hekit@gRit brotide, padidebine ofRYenbepigdm ni st er ed

toget her. They nay be adm ni stered sequencially. O

t hey masdplaser ghemplinereseptariyastiondsugh as a CRd meerptasantagonist);
Ei(a'l}?'uﬁlﬁddr'o&"%é Rihfsel Sctioﬂ"e”t ion. The follow ng

abbrevi ati-ons use i ot he Exanpl es: The

f @l |aﬁ\iﬂ}ﬂ@t(ﬁ>éﬂﬁ‘ﬁirﬁ§méﬂall<§ﬁbtre@s‘e§ shiétead thngetidd IMP-2, -9 or MMP-12;

TFATri fl uor oaceti c aci
or,

¢ an inhibitor of neutrophil serine proteases, such as neutrophil elastase or proteinase
3.
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THFTet r ahydr of uran DCMDI chl or omet hane 15 HPLCHi gh
Per formance Li quid Chromatography; LC MS Liquid Colum
w@kooometsegr aphy / Mass Spectroscopy; GCGas PCT/SE2009/000265
Chr omat ogr aphy DVSODI net hyl sul f oxi de; APCI - M5
At nospheric Pressure Chemical |onisation Mass
Spectroscopy; 20 NVP1-net hyl 297 pyrrolidi none
DI EAN, N- di i sopr opyl et hyl am ne
HATUWO- ( 7- azabenzotri azol -1-y1)-N, N, N , N -t et ranet hyl ur
In aidthenehdsdibdedos faph s pritiinévhere such a comblnatlon is for the treatment of
HBTU2- (1H benzo[d] [ 1, 2, 3] tri azaql - 1 -1.1,3,3-tetrane
CQUR|asthEa.0n Allergic JBIRELS o3 FaTBRABA egfﬂml w fo, pr m‘mnaceutwally

ac&e?fml%fsaft tHeFeof Wah 61 a&lﬁm?stérgm frfRbli6n bibyl € ofafRAE {rfdR other
16C to 25C General Methods NWR spectra were

agerém;g aenthmn (suclas ammopkeylting gr- the()pwmnmn ibpgdmumstered by

Q 400NVHz t T I
R st e e L e
acébptibleaal BRkddANAd the dthtragent, @R uahinPMROHE @dinisterdd tagpibr.
were used as internal references. Alternatlvly NIVR

They, gay b adpmistered ssanengiadly. Qr thay may bepdwipitsmed yeparsiely.
500MHz instrunent. Proton-NVR experinments were
acqui red using dual suppression of residual solvent

Thp éallovang  ExiniplesTiiustfatd thowvientioret Hedellewiog ablydviaitgons are used in

the )l(armaplle SFC anal ysi s:

The following Examples illustrate the invention:

TFA Trifluoroacetic acid;

THF Tetrahydrofuran

DCM Dichloromethane

HPLC  High Performance Liquid Chromatography;

LC/MS Liquid Column Chromatography / Mass Spectroscopy;

GC Gas Chromatography

DMSO Dimethylsulfoxide;

APCI-MS Atmospheric Pressure Chemical Ionisation Mass Spectroscopy;

NMP 1-methyl-2-pyrrolidinone

DIEA N,N-diisopropylethylamine

HATU O-(7-azabenzotriazol-1-yl)-N,N,N',N'-tetramethyluronium

hexafluorophosphate

HBTU 2-(1H-benzo[d][1,2,3]triazol-1-yl)-1,1,3,3-tetramethylisouronium
hexafluorophosphate(V)

r.t. Room temperature, which is a temperature in the range from of 16°C to 25°C

General Methods

NMR spectra were recorded on a Varian Mercury-VX 300 MHz instrument or a Varian
Inova 400MHz instrument. The central peaks of chloroform-d (H 7.27 ppm), acetone (H
2.05 ppm), dichloromethane-d2 (H 5.32 ppm)or DMSO-ds (H 2.50 ppm) were used as

internal references. Alternativly, NMR spectra were recorded on a Varian Inova Unity
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Usi ng an Anal ytical Method Devel opnment System from

Thar Technol ogies, Inc. Using 5 CO2 as nobil e phase
wowdok/1M5eH as nodifier and pressure at 150 barPpCTZsE20091800265

used was kept at +37C by using an col um oven.

Detection was carried out on 254nm Chiral SFC (nethod

A) Chiral pak(r) AS, 0.46x253% col utm, 30% MeOH, 3

nm./mn. Chiral SFC (nethod B) Chiral pak(r) TB,

0. 46x25cm col um, 35% MeOH, 2 nmL/mn. The foll ow ng

500MILRQskM@Ent Pestok- SIMIR Gk pRAnRR R Wtk 8¢quied bfifE BEMTB@pression of
Agi | ent 1100; Columm Waters Symmetry 2.1 x 30 mm Mass
feSAg’@i solyenppeaka0d 307 i/ min: Wavel ength 254 nm  Sol vent

T NREL moad T B PR gl oni T €+ O, 106
Ustry) dnbMﬁalngicathﬂndd mwumemSgstemrdmmméphn@ogies, IncL bising
Cclys St R ibaMB0 s Sp A Hpiufs A0 par- Sy ed was

kelgicét +W@U}Sﬁ§ﬂ% ﬁmmﬂesveﬂ bbte&on WY cagiddUut 67 54,
OeV. The follow ng od was used for HPLC anal ysi s:

Chiral SE( (raethed A) QPE@P?I‘EtIh%d) Yoxddem pelumas AEa NgQH, ngiiraint
Ch%!lg%l(g g{an%ﬁé% P‘Zrénﬁ ﬂgeﬁ(@iﬁ Kﬁﬁ%%ﬁf donfrfid @ﬁ@ﬁ 2 mL/min.

ueoud phase was water/
The $8llBvifg finethad dvas ngminfioc LS enalpsss:acet onitri | e/ TFA

oA G0 e N S
0.7081 86int mma th 254 h@ESEIVEnt AR witdd + R 5% Td SHBRnhB ackfonitrile +
Met hod B: PLC method B was lgerfor med with Agil ent

01{46@%@@@@%%‘%/&2 omin PSPy RO MmPS 5pm 3. 0x100Mm
Th%%lwlnéﬂﬁﬁ%%va@*&Q&Ffoi’\@&_-l\k?,.aﬁ&e{%\#tﬁ in water and

organi ¢ phase was acetonitri Flow was 1 mi/mn or
Lo® @sothition masMspwtliaradd ectuente mash RErgimad pe werewasordet orf a Bewlett-

Paclrd i SIS Sl Réibed vBRH Sortsiih Sudiben Bebee i

The/THIRSHing hirtdd waatsh@édmosapLetaaaMl@g materials were
corrmsr cially avail able. sol vents and comrerci al

; Hidy(emgthod ébwa%meéfoyn& With Agilgnt,ld PR s¢rigs gnaghines on
ARSI e R BT 501

ormlm;iha‘smwsmwtmttrlbﬁﬁb’d (9 2/ Qo AF lewtw@()l%nt/ mngﬂlc%ralbéﬁtl was set
fro&r? l(} EOT{{:@%SQP orgamc pha(sg dl}r(:/r?ngGA‘ Rnnutes Dezt ction v?'as cameg)f)uﬁ)pn fZO

258 @AR2&HHm2- [ (2, 2- di f | uor opr opanoyf | am no] - 1- phenyl pr op
@u_ﬁ@gﬁ‘i}#géﬁ:l g}g}a}‘;’gl}a \@smeﬁﬁorrﬁfg}ﬁvﬂ}é Aggent Al 0Qserpgs machines on
XTerra® RPg Spm 3.0x100mm colum. Aqueous phase was 15 nM NH3 in water and
organic phase was acetonitrile. Flow was 1 ml/min or 0.6 ml/min when indicated and
gradient was set from 10 to 100% of organic phase during 20 minutes. Detection was
carried out on 220, 254 and 280 nm.

Unless stated otherwise, starting materials were commercially available. All solvents and
commercial reagents were of laboratory grade and were used as received.

Preparative HPLC system A:

Column: XBridge C18, dimention (150 X 30mm, S5pm packing), 20ml/min solvent speed
and gradient 20% to 90 % MeCN (0.1 TFA) in Water (0.1% TFA) over 20 min)
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FF5I1na 10 nL round-bottoned fl ask,
2, 2-di fl uor opropanoic acid (25.04 ng, 0.23 nmmol), and
WQ@2(08kk1s589 2, 3] tri azol o[ 4, 5-b] pyri di n- 3-y1) - 1, 1pG1/SE10€4/600265
amet hyl i sour oni um hexaf | uor ophosphate(V) (90 ng, 0.24
mol ) were dissolved in DVF (1.5 nL). At room
tenperature N ethyl - N-|soprééylpropan 2-am ne (0.051
m., 0.31 nmol) was slowly added via a syringe. After
10 mi n continoued stirring
Exﬁﬂ),iel}(s (54(1R 2S) - 2-am no- 1-
Ophen |orOoOX 1H—|ndazol 1 yl)benzoyl)pyrrolldlne 2
{355 dﬂ ‘ pyl ] yhepplpnanw! tomys1 Hiindazol-1-
ngeﬁvﬁéﬁﬁ&lﬁﬁﬁ D}Bllnl[al‘rﬂl&lg was cont i nued over ni ght The
Xxture was dituted wth ethyl acetate and washed with
sqt . agj sodi um bi carbonate and brine. After drying
Ve i | fate and renoval of the volatiles the
Fé&r ud ﬁsolégg in acetonitril / water (1:1) and

subj ed to ug62|cation [ Kromasi |- 100 C18,
15acetonitri 65 to 65:351. After freeze
drying 34 ny of a col ourl ess powder mere

obtained. APCI-NMS: mz 576.2 [ MH]_ | HNWVR 40
M(gld'g}mcgbgtomed(ﬂ_qsk -dlfglog)pr(mgnqlg acigy(25.¢4 Q 33 gp:pol) and

2- (?3{ Q15 ﬁ%a%& f% ﬁ&;}d@ 638511 %‘L)tet,rgg;, ié,hz(ﬁ,}mggmg (7 a 3H,

hexnﬂuo@@ﬁo@ﬁate(\ib (2@n(g50 34Hmmc)1) wegre lBss¢lied mr@MFql QﬁnLD . Atttoom
6. 0. 3H 5.28 4.23
ten?gffagﬁe ?\%?tilylgﬁégop%;%d}ggpa(ni Iﬂine?& 05 5"@‘1 0 (3? émggl) ?)@S z*7lp|w%y

add¥d Va4 yiridigh yAmwerrﬁlel cbmlmb@gnrﬁh (®-)-(3-B-A IR LEH2-aMdino-1-
1.93 - 1.73 (3H, 49 ?132 3H, d LC
PhenyinrRAXY ) Hrlfldazobl dbb?nZﬁylmeyr{qkém%?dcaBlyommlde @a4H0g 0.21

I
mr%(i'l?_\)l,nz'fslsl &0:]-% %L?%v ?H‘@ alﬂgtsﬁl‘HﬁE Qrak cBtred 64 nl?éh'i Ythe mixture was
diletad battrostypyoetast amn wiashbd with satngd. )spmmmbiga;bpmuemuabun@. Afier

aryifger SoBEReEF ORER o ala R AT prhge wAS e tvediB Y

ac&oﬁlﬁmo etk (I §) duggasd OHPLCYerificatizh [Khhdsh 100 C18,
sQ- propanal ) was added and stirring was cont i nued for

acesenifil Wit 9@&5%?5 Behpdienireqze dang Phmgddd pbotzoeolemiess powder
wedd dHidih@g Wwas continued for an additional hour. The

m xture was transferred to a separation funnel and
APSIiMAoned 76i2t[MRAt er and 0. 5M aq. hydrogen chl ori de.

s RGP AR e T SRR e Rt f 5 790 om,

s), mx&t(umal andr. 1de7. ph@BEH mp wasr(eHsgpmamg 1), Thas - oma(unel m),
ase was_ extracted on g% acetate and

7. 3l8he7 Lriithay: an%;éHi:dn)pﬁe?ééQ TePes. %é‘h ki 33 Ui d %t

.91 & 40269(f1 3phusss ubfsgie 3HNn§ & 51 SV R) 719 fm tﬂ&ﬁlally covered by
'vol at’i 'es’ thé residue was takéen up 1'n di oXane /

wa(eIS%)lalar?dIS\‘(rlHezé 193 o178 b0l WK I IB2GHL dy of
LR 55 -RoHfg, (73 9.

LC (method B) rt = 8.43 min

1-{[3-(5-{[(1R.2S)-2-amino-1-phenylpropyljoxy}-1H-indazol-1-yl)phenyl]carbonyl}-D-

prolinamide (1a)
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APCI -M5: mz 484.1 [ MW 151 HNVR (400 MHz, DWVSO d6) 8
8.19 (1H, s), 8.17 (1H, s), 7.89 (1H, s), 7.82 (1H,
W@I2009/442889 - 7.70 (2H, m, 7.62 (1H, t), 7.55 (BER/SEIN/000265
7.42 (2H, m, 7.38 - 7.21 (6H m, 7.15 (1H, m, 6.98
- 6.89 (1H, m, 5.11 (1H, d), 4.37 (1H, dd), 4.21 (OH,
, 3.61 (2H, m, 3.47 (1H 34, 3.18 (1H quintet),
2.18 (1H, m, 1.93 - 1.74 (3H m, 1.07 (3H d).
20Tert - but yl
[ 1S 2R)-2-{1-1-(3-{1-(2R) - 2-car banmoyl pyrrolidin-I-yll
henyl ) - 1H
V11 axvy - 1 net hyl - 2- phenyl et hyl ] car bamat e
>LopN H5o0l ution of
"2 ( ert - but oxycar bonyl am no) - 1- phenyl pro
poxy) 1Hi nazI -1- yOoenzm c aC| d (1c 461 nmg, 0.95
and 2-(3H41,2,3]triazol
In 259}} ﬁ%rpwmdwb@mﬁ}iﬂfsli tegt- Butvbélﬁa%%t 1h§1|-63s(é%)r%ni um

R R e R R LB

ylcmham)atev@h 4733ng(ﬂ)08ddnnhok) [SwaS sltssdt/ed mcnﬂmi acate Qt2unk). A docean

ht .exot her was obseryved fter, .. .
teriperdtine R S G X i S s b S siripgawas
conffiied Fdr 20 @0 THértdTiee tdylera6re tnith @aigdiicto WBSH @8k Wirfifly Wad EWditinued

0. 5M hydrochl oric acid, brine, aqu. sat. sodium

forncadiionaltheus A ke misps wasitrastermed o psepviationsbanel #nd extracted
wi %;Itéia%d grﬂd ad. ﬁ}ﬁgfogkﬁ Mofde. TTHE aGRIY ?Hzgszeg Qgr)e C%ﬁlggllég afS

i ssol ved 5in xane-wat er ni xt u
bafifigbwithi soddain carbgnate Bhyl apggat¢ 86G3pdded ta theahiaturé @skthe phases

wRRIPE ROV BRI " B30 oty VUi A s ghd

coﬁlbme&' ox%@m(: @hdss weje, wabh&Pw(th brihit akh drlea o%8r sodifuny ﬁ]l(aﬁe A|ﬂer
remo\@gof thq vg]gtll(sgh'e rp%(ﬂﬁsera;s]igI@nt(u)Ppp dm(ane-j \gmezrs(iﬁ) algg freeze dried

to gbtglﬁ a yléd 9@4 é‘l#’%f cgil)urlg%? %§w&e&gd73 %9): 63 (31 (38' 7:; dg) 47

AP(CH-MSi,ndz)484Z IMH(1H, n), 1.94 - 1.74 (3H n), 1.28

HOMR o mbr DM B (13819 (11, s), 8.17 (1H, 5), 7.89 (1H, s), 7.82 (1H, d),
7.78 - 7.70 (2H, m), 7.62 (1H, t), 7.55 (1H, t), 7.42 (2H, m), 7.38 - 7.21 (6H, m), 7.15 (1H,
m), 6.98 - 6.89 (1H, m), 5.11 (1H, d), 4.37 (1H, dd), 4.21 (0H, m), 3.61 (2H, m), 3.47 (1H,
m), 3.18 (1H, quintet), 2.18 (1H, m), 1.93 - 1.74 (3H, m), 1.07 (3H, d).

Tert-butyl [(1S,2R)-2-{[1-(3-{[(2R)-2-carbamoylpyrrolidin-1-yl]carbonyl } phenyl)-1H-

indazol-5-yl]loxv}-1-methyl-2-phenylethyl]carbamate (1b)

>LOjiN <0 Q ‘
pue

To a solution of 3-(5-((1R,2S)-2-(tert-butoxycarbonylamino)-1-phenylpropoxy)-1H-
indazol-1-yl)benzoic acid (1¢, 461 mg, 0.95 mmol) and 2-(3H-[1,2,3]triazolo[4,5-
b]pyridin-3-yl)-1,1,3,3-tetramethylisouronium hexafluorophosphate(V) (378 mg, 0.99
mmol) in DMF (3 mL) N-ethyl-N-isopropylpropan-2-amine (0.313 mL, 1.89 mmol) was
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3 -[5-(
{(1R, 2S)-2-[(tert-but oxycarbonyfl am no] - 1- phenyl pr opyl
wo 2em25)258H | ndazol -1 - 15yl i benzoic acid (1c) PEI/SEIDHH/000265
In a 50 nL round-bottoned flask was dissol ved i sobutyl
3-(5-((1R 25)-2-(tert-
but oxycar bonyl am no) - 1- phenyd3pr opoxy) - 1H i ndazol - 1-y1)
benzoate (1d, 1.23 g, 2.26 mmol) in 1, 4-di oxane (10
m.) and water (2 nmL) to give a colorless solution.
addeRUpwidO at508inUEMper stuRand @ s(igZhdexdthdmiit YeasBion Relistiedod After

the solution was heated to 80C for 1 _h. The m xture
strigiag algnemepRarare far | hewrdhe mityre aps wilitgd wathesthyl geetate and

waSRERT With briD 013 ﬁ’y‘?ﬁomt&eﬂld’\%s e, :Xg@léﬁt I&ﬁmﬁgﬁfﬁm?&g@ hA% 8gain

was extracted wth 0.5M a ydr oxi
bnaqllbxumgpivassshum sufateoamidi qvepzhratwcm ofitlid setivent thia r&hdue was dissolved

in AfRRSey ot it {1 Ao o bk r Tt 47 St fonpiess

sombt a| ned as a yeI | ow 250il. Dissolving in acetonitril
(1:1) freezedrying yielded 980 ng (89% of
APaCIchso{H‘le 23 &4H&ﬂ3é84|\l@M 1z 488.2 [M1+] 34 111

‘H?‘%ﬁR((QQWWZDM?@C&g’)) 8.5 &ﬁgﬁ Js’f' 8. f@g(o(sgii Q5 7(9%'10 78 ) 5) §:89%0.7m,
d),77.88- T.7H(1 48, m) 733 (A7), 7156 (AH, t)ny 466798 (6 :BH,, nm)7 285- B19 (2H,

m)dy%sggzw;ﬂg)mo@yg%%( 383y (B} % 1B, Dy ArBad i

© BH;L&%n%S)W(lH( ey 8.604t. @Hymﬁfsmrmh}afﬁ)nmb @Hp hﬁmbnr QP (3H,
gd)_ 1Hi ndazol - 1-yl | benzoate (1d) , Hin a
m)2$2 OR300l b6H: 8hed 1 ask was |sobutyl
3- (54(1R 28) 2- am no- 1- phenyl propoxy)
1H-| ndazol yOoenzoate (I e, 11? g, 2 48 nmljl) and

l |ssolve [ THF(5 m). At OCtrlethyIamne (0. 516
) was added dropw se. The ice bath was

and stirring was continued over night. The

)E a Lyted with ethyl acetate (80 ni) and
vvasheml . Nag. amoni um acetate and with brine.
After ng ov SOdI um sul fate and renoval of the
sol vent he cr vva§ obt ai ned as an pale yel | ow oil
and subjected t hchr omat ogr aphy on silica 15gel

(hept ane/ MTBE=5:4). ©H23 g (91% of the product were
1n 2D A E9ndDoRosiod Ao Stiss A isobutyl 3-(5-((1R,28)-2-(tert-
butoxycarbonylamino)-1-phenylpropoxy)-1H-indazol-1-yl)benzoate (1d, 1.23 g, 2.26
mmol) in 1,4-dioxane (10 mL) and water (2 mL) to give a colorless solution. Aquous
sodium hydroxide (2M, 3.3 mL) was added and the solution was heated to 80°C for 1 h.
The mixture was concentrated in vacuo, diluted with water to approx. 100 mL and washed
with MTBE. The organic phase was extracted with 0.5M aq. sodium hydroxide. The
aquous phases were combined, acidified with 2M hydrochloric acid and extracted with
ethyl acetate. After evaporation of the organic phase the product was obtained as a yellow
oil. Dissolving in acetonitril / water (1:1) and freezedrying yielded 980 mg (89%) ofa
colourless solid.
APCI-MS: m/z 488.2 [MH"]
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APClI-M5: mz 544.3 [MT] |sobutyl

3-(5-((1R, 2S) - 2- am no- 1- phenyl propoxy) - 1H i ndazol - 1-y1
w0 bewaeste (le) 20 A 15 nL vial was charged wee1SE2009/000265

cesi um carbonate (1.043 g, 3.20 mol),

(1R, 2S)-2-am no- 1-phenyl propan-1-ol (0.181 g, 1.20

mol ), 2-(di met hyl ami no) acetdc acid (0.052 g, 0.50

nmol ), copper(l) iodide (0.048 g, 0.25 muol) and

butyronitrile (3.8 nL) and heated at 85C for 30 mn.
'HIBMR (300MM 14, @Dcv@)ss @ha(lged) w%mzns(gbsmysz s) 7.97 (2H d), 7.70 -

7% i odo- 1H-i nda X % %1
Hy mér?d“ou? 3 E%Htm)p Vé ¢ @ 23 (ﬁlﬂ)mb 098r{éHt@éL X' 603 ¢(1H, m),
4(f9c{‘iH191)“i'4{hﬁ9ﬁ“§) Ilq(gqglqd@zol e solution was transferred

the’’catal’'y$t” m xture in one portion. The vessel was
rinsed with butyronltrlle (O 4 mL) and this solution

m@@aLBglnmhaogﬁétmr ed thr ough a pI ug of silica using

acet at e/ nmet hanol (9/1) as eluent. The solvents
)g aporated at reduced pressure and the crude
Po ,'tpct Ui fied by flash chromatography on
SI lic S Na gradi ent of ethyl acetate in heptane

(both ven;@g&gai ning 2% TEA) as eluent to give
the title co (70 mg, 16 % . 10 APCI-M5: mz =

444.2 [MH]  NWVR 9400 Mz, CD30D) 8 8.31 (1H, t),

8.06 (1H, s), 8.01 LtH, d), 7.96 (1H, d), 7.68 (211,

dd), 7.43 (2H, d), 7.37 (2H t), 7.29 (2H m), 7.11
In @ 2BimIdjound-boBorhdd{las)was4sob@ty{ 245-(dR,2S)-2 dnkinp1 -phehylerapoxy)-

1}?@@%‘%0&-& ?yljb%?.{o]ag’ qg?léloﬁg,é@gﬁpg@) o %1'-te?i-b§1§y1 dicAbonk (0.627 mL,
2.3 thfrol) @ekeoli &l inTHHE O3 mL).VNt)dﬁ’@”tﬁStayﬁnﬁﬂef (0.516 mL, 3.72 mmol) was
added dropwise. The ice bath was removed and stirring was continued over night. The
mixture was diluted with ethyl acetate (80 mL) and washed with sat. aq. ammonium
acetate and With brine. After drying over sodium sulfate and removal of the solvents the
crude was obtained as an pale yellow oil and subjected to flashchromatography on silica
gel (heptane/MTBE=5:4). 1.23 g (91%) of the product were obtained as a colourless foam.
APCI-MS: mv/z 544.3 [MH']

Isobutyl 3-(5-((1R.2S)-2-amino-1-phenylpropoxy)-1H-indazol-1-yl)benzoate (1e)

P

A 15 mL vial was charged with cesium carbonate (1.043 g, 3.20 mmol), (1R,2S)-2-amino-

I-phenylpropan-1-ol (0.181 g, 1.20 mmol), 2-(dimethylamino)acetic acid (0.052 g, 0.50
mmol), copper(l) iodide (0.048 g, 0.25 mmol) and butyronitrile (3.8 mL) and heated at
85°C for 30 min.
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A 50 nL.s flask was charged wi th sodi um carbonate
(0.700 g, 6.60 mol ), 3-(5-iodo-1H ndazol -1-yQobenzoic
wW@eo0d/1§26485 g, 6 Mol ) and NMP (15 nlL) at 40 BCTWEE09/000265

magnetic 20 stirring. After a couple of mnutes

1- brono- 2- et hyl propane (0.971 ni, 9.00 nmol) was

added in one portion. After ¥ne hour at 40C, the
tenperature was raised to 55 C-and anot her portion of

1- brono- 2- et hyl propane (0.971 ni, 9.00 nmol) was

A 3ggedal Wwitehiged MithGsobasy] §Q5idddu AL iriaesIi-gifenzaid AN, 0.420 g, 1
cooling, the reaction mxture was partitioned between

mppl) and BiHyropittg (0.8 selyand heatpbtoxihiCg@nile mphase was
Th‘éﬁ%db%a&% g@gﬁé&% \gas @ferreg kd ﬁg ?t\égfét %ﬁ@% (frfe'do}tﬁ)rn.e‘flhe

evapor a ryness to a e ‘conpound
vesssl wasytise with bbtygoni®ide ()4 mLhendthescobttios olas dafisfertkdito the

BB 3 RO RS B B s S v
anfl Yilted Ufolghta p1dg of ﬁli&gus(rﬂg;éthgq tadetaté/nRehandio/ 19 €8l dluent. ThE
(111, dd), 7.64 (1H, t), 7.56

1H,m%g, 4.17°(2H, d),
solventy werergvapgrated apgdyqg|pregyure il theetuslg @rosiuct waspurified by flash

iy ISk Dl PSR g o sobens
copﬂaﬂﬂlggtfli‘]’/ljﬁ-lEiAI)dazlmbntﬁ? ﬁgv:e:tkbsi(t?;t}e coarllpoupc(i:I (70 Irég,()l6l%). 0 0 rON
- 1- et - 2= yl | et hanedi anmi de -
Aplé'ﬁﬁemé—t%%fgﬁ%ind was prepared according to the
! qQaoh MIES OD,0ey 58031 (QH@?‘P%.@G 2 H, Y, 301 (Y, 8Y, 9196 (1H, d), 7.68
- 2-oxoacetic acid .62 0.2

2-am no 7 m% . 20 mml}% and .
(2I({F;}d),12.{«%a(}15411,ﬂ,.327§)2H, t), 7.29 EZH, m), 7.11 (1H, d), 5.18 (1H, d), 4.16 (2H, d),

* 170 ) - I p ) [ 15yl ) benzoyl ) pyrro
(Frr ) pERE DRI ARR N b e Y ) S o
LG (resthe Ay yFri@.9 thih ng (1499 of a col ourl ess powder.
APClI - MS: nmfz 555.1 [ M#4] 151 HNVMR (400MHz, DWVSO-d6) 6
8.57 (1H, d), 8.22 (0.7H, s), 8.20 (0.3H, s), 7.93
Isdbhtdl 353-iodo-1H-indazol-1-yhbenzoate (1f)

A 50 mL.s flask was charged with sodium carbonate (0.700 g, 6.60 mmol), 3-(5-10do-1H-
indazol-1-yl)benzoic acid (2.185 g, 6 mmol) and NMP (15 mL) at 40 °C with magnetic
stirring. After a couple of minutes 1-bromo-2-methylpropane (0.971 mL, 9.00 mmol) was
added in one portion. After one hour at 40°C, the temperature was raised to 55 °C and
another portion of 1-bromo-2-methylpropane (0.971 mL, 9.00 mmol) was added. The
stirring was continued overnight.

After cooling, the reaction mixture was partitioned between water and ethyl acetate. The
organic phase was washed twice with water, dried over Na,;SOy, filtered and evaporated to
dryness to afford the title compound as a syrup (2.5 g, 99 %). The product solidified to a
beige material upon standing.

APCI-MS: m/z = 421 [MH+]
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7.87 (0.7H, s), 7.82 (0.7H, d), 7.77 - 7.72 (2.3H, m,
7.63 (1H, m), 7.55 (1H, nm), 7.44 - 7.39 (2.7H, m,

WO 288/142562 28 (2. 7H, m), 7.27 - 7.20 (2H, m, T7pARSEDbBY/000265
m, 6.96 (0.7H, m, 6.92 (0.3H, m, 5.40 (1H, d), 4.36
(0.7H, m, 4.21 (1.3H m, 3.60 (1.3H m, 3.46 (0.7H
m, 2.19 (1H, nm), 1.92 - 1.7% (3H m, 1.28 (3H, d).

20 LC (nmethod A) rt = 7.58 min LC (nmethod B) rt = 7.08
m n Exanple 3 3-[5-(
‘H{MMR (460 M3, Cbcﬂg,)wj&{qmgr Qma(mld)) anean, w, pmuw 81,07.92

1Hin

(R G 0 1E, 8e0nyg69 Gt 361 o it 17 2H, 0, 2.12 (1EL m), 105 (6H,
).2009/ 142569PCT/ SE2009/ 000265 37 A sol ution of

3-[5-(((1R 2S)-2-[(2, 2-di fl uor opropanoybDami no] - 1- pheny
LA (wnatid Apnt y) 1-7MHnimdazol - 1- yl ] benzoic acid (3a) in DCM 3

mL and NMP 0.1 nL was added to a m xture of HBTU (127

ng, 0.33 nmol) and 2-am noet hanol (30 ng, 0.50 mol).
Ex'£ 1€9. 140 n, 51.00 mmol) was added to the m xtures

the soI ut| on vvas stirred 1over1 vlveekend The m xt ure

- k 3-5arpaIRpl

yuy;@\;} §Myqt2§&,egﬂ%§ﬁe[§ ,cua&r) and t he vvater ] ayer

aCK extracted wtn CM 3 nL, the conbi ned organic
Ia wer e evaporated. The cr ude product was
2th Q et CN 3 nL and purified by mass directed

aot offr gpar arpigl using Preparativ HPLC system A, the
pure ftl ons \ [ [

obt ai n e tit{ ¥oaund (40 ngy, 46% . APCI-M5: mz =
523 [nf[i-] | HWR (800" "Hz, DVSO d6) 8 8.72 (1H, d),
.61 (1H, t), 8.22 (™Y d), 8.16 (1H t), 7.89- 7.82

Th(e %lt_fe .(/*H%q?o&fd?&g f}%ﬁfﬁ@aﬁgordg@l 6 prét))COl fedtfived for %)?angp%y&

startmg from 2-amino-2-oxoacetic acid (17.62 mg, 0.20 mmol) and (R)-1-(3-(5-((1R,2S)-

H

2-amino-1-phenylpropoxy)-1H-indazol-1-yl)benzoyl)pyrrolidine-2-carboxamide (87 mg,
0.18 mmol). Yield after freeze drying: 14 mg (14%) of a colourless powder.

APCI-MS: m/z 555.1 [MH']

"H NMR (400MHz, DMSO-dg) 6 8.57 (1H, d), 8.22 (0.7H, s), 8.20 (0.3H, s), 7.93 (1H, s),
7.87 (0.7H, s), 7.82 (0.7H, d), 7.77 - 7.72 (2.3H, m), 7.63 (1H, m), 7.55 (1H, m), 7.44 -
7.39 (2.7H, m), 7.38 - 7.28 (2.7H, m), 7.27 - 7.20 (2H, m), 7.12 (1H, m), 6.96 (0.7H, m),
6.92 (0.3H, m), 5.40 (1H, d), 4.36 (0.7H, m), 4.21 (1.3H, m), 3.60 (1.3H, m), 3.46 (0.7H,
m), 2.19 (1H, m), 1.92 - 1.74 (3H, m), 1.28 (3H, d).

LC (method A) rt = 7.58 min

LC (method B) rt = 7.08 min

Example 3
3-[5-({(1R.,28)-2-[(2.2-difluoropropanoyl)amino]-1-phenylpropyl} oxy)-1H-indazol-1-yl1}-
N-(2-hydroxyethyl)benzamide
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7.29- 7.20 (2H, m, 7.13 (1H, d), 5.28 (1H, d), 4.74
(1H, t), 4.27 -4.18 (1H, m, 3.52 (2H, 15q), 3.43
wo 300884%58H, m), 1.49 (3H, t), 1. 32 (3H, d). LCCTEE 02000265
A rt =9 5 mn LC (nethod B) rt 8.9 mn 3-1-54
{(1R 2S)-2-112, 2-di fl uoropro anoyflan1no|-|-pheny|prop
yl I oxy)-1Hindazol - 120 yl I b¥nzoic acid (3a) 0 OH
| sobut yl
3-[5-[(1R 2S)-2- (2, 2-di fl uor opr opanoyl am no) - 1- phenyl -
0 oxy]lndazol 1- yllbenzoate (le) (1.97 g, 3.68
i, ssolved in MeOH (10 nL) and THF (10.00
'm hydroxi de (0.264 g, 11.03 mmol) di ssol ved
OQ nm.) was added to 25the sol ution and
stirred ov n ondt roomtenperature. The m xture
mas di | ut ed mm? 38 water and washed w th TBE,

i Spired e e RSBl bginoli e Ruigp owy)- -

mda'zbl"- ﬁgﬂﬂenz@wé ABRI(3h)H DOMBhBafid NIVEP 8.1 bhIE wa BRRUASla mixture of
g, 100 %9 as dry film APCI-MS: in/z 480 [ VH|
HBTU (127 mg, 0.33 mmol) and 2-aminoethanol (30 mg, 0.50 mmol). _TEA (0.140 mL,

1.00 mmol) was added to the mixtures and the solution was stirred over weekend. The
mixture was diluted with 15% NaHSO, (2 ml), the organic layer was separated (phase
separator) and the water layer was back extracted with DCM 3 mL, the combined organic
layers were evaporated. The crude product was dissolved in MeCN 3 mL and purified by
mass directed autopreparartion using Prepérativ HPLC system A, the pure fractions were
combined and freeze dried to obtain the title compound (40 mg, 46%).

APCI-MS: m/z = 523 [MH")

'H NMR (300 MHz, DMSO-ds) 5 8.72 (1H, d), 8.61 (1H, t), 8.22 (1H, d), 8.16 (1H, t),
7.89 —7.82 (2H, m), 7.78 (1H, d), 7.64 (1H, t), 7.44 — 7.39 (2H, m), 7.37 - 7.31 (2H, m),
7.29 - 7.20 (2H, m), 7.13 (1H, d), 5.28 (1H, d), 4.74 (1H, t), 4.27 — 4.18 (1H, m), 3.52 (2H,
q), 3.43 -3.38 (2H, m), 1.49 (3H, 1), 1.32 (3H, d).

LC (method A) rt = 9.5 min

LC (method B) rt = 8.9 min

3-[5-({(1R.28)-2-[(2.2-difluoropropanoyl)amino]-1-phenvlpropvyl} oxy)-1H-indazol-1-

yllbenzoic acid (3a)

Isobutyl 3-[5-[(1R,2S)-2-(2,2-difluoropropanoylamino)-1-phenyl-propoxy]Jindazol-1-
yl]benzoate (1e) (1.97 g, 3.68 mmol) was dissolved in MeOH (10 mL) and THF (10.00
mL), lithium hydroxide (0.264 g, 11.03 mmol) dissolved in water (10.00 mL) was added to

the solution and stirred over night at room temperature. The mixture was diluted with
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51HNMR (400 MHz, DMBSO-d6) 6 13.22 (1H, s), 8.71 (1H,
d, 825 - 8.20 (2H, m, 8.02 - 7.97 (1H, m, 7.92
W@ 2dd9/1a569 7. 77 (1H, d), 7.69 (111, t), 7.42 (2pCT/82009/000265
7.34 (2H, t), 7.28 - 7.21 (2H, m, 7.14 (1H d), 5.29
(1H, d), 4.27 4 18 (1H, m, 1.49 (3H t), 1.32 (3H,
d). Exanple 4 ioN(2-am no- zgoxoethyl) 3-15-(
{(1R, 2S)-2-[ (2, 2-di fl uor opr opanoyf | am no] - 1-
phenyl propyl } oxy)-1Hi ndazol - 1-yl | benzam de Prepared

wasdr khdl %&l}édhﬁthﬁ’@ﬂﬁl gidifibd ?210( HC1) and extracted with EtOAc x 2, the
3-[5-({(1R, 29S) - (2 2-di uorogropanoyDam no

1-
OrgRT PSP SR SO0y e 20 N9 PGB o abain the

I f r 15 APCI-MS: mz = 536 [ MHH]
nﬂgcb{%&ﬁl@é@%dw%wém AL (1H, t), 8.72 (1H d)

AHEIQMS(@H 480 [MHM9 (1H, t), 7.91 - 7.84 (2H, n), 7.81

'R g M B o'e 1 BT T2 %Hsﬁaifﬁfnbg 02-
79751, ﬁl),ﬂ ® @8, §LA7741H, &, 299 (14, t§,7.42 (2H, d), 7.34 (2H, t), 7.28 - 7.21
(2H, m), 7.14 (1H, d), 5.29 (1H, d), 4.27 - 4.18 (1H, m), 1.49 (3H, t), 1.32 (3H, d).

Example 4
N-(2-amino-2-oxoethyl)-3-[5-({(1R.28)-2-[(2.2-difluoropropanoyl)amino]-1-

phenylpropyl}oxy)-1H-indazol-1-yl]benzamide

(0]
?(U\H ) o@f\\n
F !
N
(s
P

N 2
H

Prepared similarly to Example 3 from 3-[5-({(1R,25)-2-[(2,2-difluoropropanoyl)amino]-1-
phenylpropyl}oxy)-1H-indazol-1-yl]benzamide (3a) and glycinamide hydrochloride.
APCI-MS: m/z = 536 [MH']

'H NMR (300 MHz, DMSO-ds) 6 8.87 (1H, t), 8.72 (1H, d), 8.22 (1H, d), 8.19 (1H, ¢),

7.91 - 7.84 (2H, m), 7.81 (1H, d), 7.66 (1H, t), 7.44 - 7.38 (2H, m), 7.37 - 7.31 (2H, m),
7.29 - 7.20 (3H, m), 7.14 (1H, d), 7.05 (1H, s), 5.28 (1H, d), 4.29 - 4.17 (1H, m), 3.83 (2H,
d), 1.49 (3H, t), 1.32 (3H, d).

LC (method A) rt=9.1 min

LC (method B) rt = 8.6 min

Example 5
N-[(1S)-2-amino-1-methyl-2-oxoethyl]-3-[5-({(1R.2S)-2-[(2.2-difluoropropanoyl)amino]-

1-phenylpropyl}oxy)-1H-indazol-1-yl]benzamide




(1H, m, 3.83 (2H, d), 1.49 (3H t), 1.32 (3H d). 20
LC (nmethod A) rt = 9.1 mn LC (nethod B) rt = 8.6 mn
WE2@Ip 456D N-L( PCT/SE2009/000265
1S) - 2- am no- 1- net hy1l- 2- oxoet hyl] - 345- (1( 1R, 2S) - 2-{ 2, 2-
di f | uor opr opanoynam nol 251- phenyl propyl } oxy) - 1H-i ndazo
| -1-yl Thenzam de 39 Prepadd sinilarly to Exanpel 3
from3-[5-({(1R 2S)-2-[(2, 2-di fl uoropropanoybam no] - 1-
phenyl propyl } oxy)-1Hi ndazol - 1-yl ] benzam de (3a) and
Loal ani nam de hydrochloride. APCI-MS: niz = 550 [ MVH1
‘ 8 DMSO-d6) 8 8.71 (1H, d), 8.63 (111, d),
H, Ng. 21 (1H, t), 7.91 - 7.85 (2H, m, 7.79

(1H, "M (1H, t), 7.44 - 7.39 (2H 1), 7.37 -
7.31 ©2H m -77.20 (3H, m, 7.13 (1H, d), 6.99
(1H, s), 5.2 ), 4.48 - 4.38 (1H, n), 4.28 -

4.17 (1H, m), 1.4

%H, t), 1.36 - 1.30 (6H, m.
H,N

Prepared similarly to Exampel 3 from 3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino]-1-
phenylpropyl}oxy)-1H-indazol-1-yl]benzamide (3a) and L-alaninamide hydrochloride.
APCI-MS: m/z = 550 [MH]

s 'HNMR (300 MHz, DMSO-dg) & 8.71 (1H, d), 8.63 (1H, d), 8.22 (1H, d), 8.21 (1H, t),
7.91-7.85 (2H, m), 7.79 (1H, d), 7.64 (1H, t), 7.44 - 7.39 (2H, m), 7.37 - 7.31 (2H, m),
7.28 - 7.20 (3H, m), 7.13 (1H, d), 6.99 (1H, s), 5.28 (1H, d), 4.48 - 4.38 (1H, m), 4.28 -
4.17 (1H, m), 1.49 (3H, t), 1.36 - 1.30 (6H, m).
LC (method A) rt = 9.5 min

10 LC (method B) rt = 8.9 min

Example 6

N-[2-(acetylamino)ethyl]-3-[5-({(1R.28)-2-[(2.2-difluoropropanoyl)amino]-1-

phenylpropyl}oxy)-1H-indazol-1-yl]benzamide |
(o]
F F H N
N
0
Yo
NN

15 H

Prepared similarly to Exampel 3 from 3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino}]-1-

phenylpropyl}oxy)-1H-indazol-1-yl]benzamide (3a) and N-(2-aminoethyl)acetamide.

APCI-MS: m/z = 564 [MH']

'H NMR (400 MHz, DMSO-d) 5 8.73 - 8.64 (2H, m), 8.22 (1H, s), 8.15 (1H, s), 7.97 (1H,
20 t),7.88-7.79 (3H, m), 7.64 (1H, t), 7.42 (2H, d), 7.34 (2H, t), 7.28 - 7.20 (2H, m), 7.14

(1H, d), 5.28 (1H, d), 4.23 (1H, q), 3.34 - 3.28 (2H, m), 3.21 (2H, q), 1.80 (3H, s), 1.49

(3H, t), 1.32 (3H, d).

LC (method A) rt = 9.4 min
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LC (method A) rt = 9.5 min 10 LC (nethod B) rt = 8.9
mn Exanple 6 N-12-(acetylam no)ethyll-3 -1-54 {(1R 2
wW®002A42589 2- di f | uor opr opanoyl ) am nol - 1- phenyb@r/ep3009/000265
oxy) - 1H i ndazol - 1-yl | benzami de 15 Prepared simlarly
to Exanpel 3 from
345- ({ (1R 29)-2-[ (2, 2- dlfludWopropanoyI)an1no] 1-
phenyl propyl} oxy)-1H i ndazol -1-yl] benzam de (3a) and
N- (2-am noet hyl )acetam de. APClI-MS: mz = 564 [ ML1+]
LONMRtHo#08) rMH=B,9 MSO-d6) 8 8.73 - 8.64 (2H, m), 8.22
(1H, s), 8.15 (1H, s), 7.97 (1H, 20 t), 7.88 - 7.79
(3H, m, 7.64 (1H, t), 7.42 (2H, d), 7.34 (2H, t),
Ex nﬂﬁ%7 7.20 (211, m, 7.14 (1H, d), 5.28 (1H, d), 4.23
q), 3.34 - 3.28 (211, m, 3.21 (2H, q), 1.80 (3H
3- [§§( { (1R28D- 2 [RR2- chﬂuordpr@moshhm'nib] 1{pler(yiggrdind oxA)- 1H-indazl4 -y1]-
N- 40 C (%etPo 8 9 mn Exanmple 7
opr opanoyf | am nol - 1- pheny
}oxy) 1FL|ndazoI 1-y11- 5

dazol i din-1-yflethyll benzam de Pr epar ed
I -» anpel 3 from
1R, 2S) - 2-[ (2, 2-di f| uor opr opanoyDani no] - 1-

ropyl -dH i ndazol - 1-yl ] benzam de (3a) and
1-(2- amnoet y+) i {i dazel i din-2- one. 10 APCI-Ms: nmfz =
591 [M 1+] | HNMVRy §Q9,M|z DVSO-d6) 8 8.75 - 8.66 (2H,
m, 8.22 (111, d), 8:N3N'1H t), 7.89 - 7.84 (1H m,
7.83 - 7.76 (2H, n), 7.64 (1H, t), 7.44 - 7.39 (2H

Pré¢phred &irdudar(y2bl Extinpel B 28m 3-[3-(2Q R(ZHi2- [r@ 2-difldcdorfrdphnogt))amino]-1-

phenyﬁ) géy]lr%;s )l h&gdéz%k—s-yﬁbgnzf@lieéi) arﬁl)l laralgo?tg%nqlgazo?dm 2-
ond- 32 (3H, d).

APCI-MS: m/z = 591 [MH"]

'H NMR (300 MHz, DMSO-dg) & 8.75 - 8.66 (2H, m), 8.22 (1H, d), 8.13 (1H, t), 7.89 -
7.84 (1H, m), 7.83 - 7.76 (2H, m), 7.64 (1H, t), 7.44 - 7.39 (2H, m), 7.34 2H, t), 7.29 -
7.20 (2H, m), 7.13 (1H, d), 6.26 (1H, s), 5.28 (1H, d) 4.29 -4.18 (1H, m), 3.45 - 334(2H
m), 3.27 - 3.15 (6H, m), 1.49 (3H, t), 1.32 (3H, d).

LC (method A) rt = 9.4 min

LC (method B) rt = 8.9 min

Example 8
2.2-Difluoro-N-[(1S.,2R)-2-{[1-(3-{[(2R)-2-(hydroxymethy])pyrrolidin-1-

yl]carbonyl} phenvyl)-1H-indazol-5-yl]Joxy}-1-methyl-2-phenylethyl]propanamide

O
N
(g
N
Ho/“"'O

Prepared similarly to Exampel 3 from 3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino]-1-

phenylpropyl}oxy)-1H-indazol-1-ylJbenzamide (3a) and (2R)-pyrrolidin-2-ylmethanol.
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15 LC (nethod A) rt =9 4 mn LC (nmethod B) rt = 8.9
mn Exanple 8 2,2-Difluoro-N1(1S,2R)-2- {11-(3-
W@ po2Ry2529 (hydr oxynet hyl ) pyrrolidin-1- 20 vyl | eer/bBmgd/000265
phenyl ) - 1H i ndazol - 5-yl j oxy}
- 1- net hyl1- 2- phenyl et hyl | propanamde 0 /1". HO
Prepared simlarly to Exarrpé‘11 3 from
3-[5-({(1R 2S)-24(2, 2-di fl uoropr opanoybDam no] - 1-
phenyl propyl } oxy)-1Hindazol -1-yl | benzam de (3a) and
APCIRAS pitfzr=0863(MH 3 v | rret hanol 41 APCI I\/S mz = 563
- VH+]  1THNWR éBOO VHz, 0O-d6) 8 % 7)
R (30 Mylzg MSOfd@'Lﬁff(’é]'_ngﬂi) 87206(1H( dn 182y, 27(315(0m) 7.61
(1%0387 03H, 38'?2}{ §1 37737 73??2}&%55’ 7@3’— 7719?(§H'm7 A% (&), 5.28

" (1H, d)430 408(2H m)361 3.57 (1H, m)350 335(4H m), 2.01 - 1.80 (3H, m),

1.77 - 1.62 (1H, m), 1.49 (3H, t), 1.32 (3H, d).
LC (method A) rt = 10.5 min
LC (method B) rt = 9.6 min

Example 9
2.2-Difluoro-N-[(1S.2R)-2-{[1-(3-{[(3R)-3-hydroxypyrrolidin-1-yl]carbonyl} phenyl)-1 H-
indazol-5-yl]oxy}-1-methyl-2-phenylethyllpropanamide

Prepared similarly to Exampel 3 from 3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino]-1-
phenylpropyl}oxy)-1H-indazol-1-yl]benzamide (3a) and (3R)-pyrrolidin-3-ol.

APCI-MS: m/z = 549 [MH+]

'H NMR (300 MHz, DMSO-dg) & 8.71 (1H, d), 8.21 (1H, d), 7.84 - 7.73 (3H, m), 7.62
(1H, t), 7.51 - 7.46 (1H, m), 7.44 - 7.39 (2H, m), 7.37 - 7.30 (2H, m), 7.28 - 7.20 (2H, m),
7.13 (1H, d), 5.28 (1H, d), 4.37 - 4.30 (1H, m), 4.28 - 4.16 (2H, m), 3.64 - 3.51 (2H, m),
3.46 - 3.43 (1H, m), 3.30 - 3.26 (1H, m), 2.01 - 1.74 (2H, m), 1.49 (3H, t), 1.32 (3H, d).
LC (method A) rt = 9.4 min

LC (method B) rt = 8.8 min

Example 10
3-[5-({(1R.25)-2-[(2.2-difluoropropanoyl)amino}-1-phenvlpropyl} oxy)-1H-indazol-1-vl1]-
N-[(3R)-2-oxotetrahydrofuran-3-yl]benzamide




15

20

-4.08 (2H, m, 3.61 - 3.57 (1H, m, 3.50 - 3.35 (4H,
nm, 2.01 - 1.80 (3H, m, 51.77 - 1.62 (1H m, 1.49
W@ 3dd9/182569 1. 32 (3H, d). LC (nmethod A) rt = 10.BCTYSE2004000265
(method B) rt 9.6 min Exanple 9
102, 2- D|fluoro N[ (1S,2R)-2- {1] 143-
{1(3R) - 3- hydroxypyrrolidin-| 2yI | car bonyl | phenyl )-11-1-
i ndazol-5-yl] oxyl- 1- net hyl - 2- phenyl et hyl | pr opanani de
Prepared simlarly to Exanpel 3 from
({ (1R 28) 2-[(2,2-difl uoropropanoyl)am no] - 1-

ho axy) - 1Hi ndazol - 1-yl | benzam de (3a) and
prr ||N—3 ol. 15 APCI-M5: nlz = 549 [ MH]
1HN DMSO-d6) 8 8.71 (1H, d), 8.21 (1H, d),
784 73( n)0362(1H t), 7.51 - 7.46 (1H,
: 7.44 - 7. , .37 - 7.30 (211, m, 7.28 -

720(2H m) 7.1 Hod), 5.28 (1H d), 4.37 - 4.30
(1H, m, 4.28 H |

Prepared similarly to Exampel 3 from 3-[5-({(1R,25)-2-[(2,2-difluoropropanoyl)amino]-1-
phenylpropyl}oxy)-1H-indazol-1-yl]benzamide (3a) and (3R)-3-aminodihydrofuran-
2(3H)-one hydrochloride.

APCI-MS: m/z = 563 [MH']

'H NMR (400 MHz, DMSO-de) & 9.16 (1H, d), 8.71 (1H, d), 8.23 (1H, s), 8.18 (1H, s),
7.95-17.91 (1H, m), 7.85 (1H, d), 7.79 (1H, d), 7.69 (1H, t), 7.42 (2H, d), 7.34 (2H, t), 7.28
-7.21 (2H, m), 7.14 (1H, d), 5.29 (1H, d), 4.85 - 4.77 (1H, m), 4.45 - 4.40 (1H, m), 4.32 -
4.20 (2H, m), 2.50 - 2.44 (1H, m), 2.40 - 2.30 (1H, m), 1.49 (3H, t), 1.32 (3H, d).

LC (method A) rt = 10.7 min

LC (method B) rt = 10.0 min

Example 11
1-({3-[5-({(1R.28)-2-[(2.2-difluoropropanoyl)amino]-1-phenylpropvl} oxy)-1H-indazol-1-

vllphenyl} carbonyl)-L-prolinamide

.0 \
Ty
N

S
N "“‘LNHZ

Prepared similarly to Exampel 3 from 3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino}-1-
phenylpropyl}oxy)-1H-indazol-1-yl]benzamide (3a) and L-prolinamide.

APCI-MS: m/z = 576 [MH]

'H NMR (300 MHz, DMSO-dq) & 8.71 (1H, d), 8.21 (1H, sj, 7.90 - 7.79 (1H, m), 7.75 (1H,
d), 7.66 - 7.52 (2H, m), 7.46 - 7.39 (2H, m), 7.37 - 7.30 (3H, m), 7.29 - 7.20 (3H, m), 7.13
(1H, d), 6.98 - 6.90 (1H, m), 5.28 (1H, d), 4.40 - 4.33 (1H, m), 4.28 - 4.17 (1H, m), 3.66 -
3.41 (2H, m), 2.24 - 2.11 (1H, m), 1.94 - 1.71 (3H, m), 1.49 (3H, t), 1.37 - 1.27 (3H, m).
LC (method A) rt = 9.4 min



20

- 4.16 (2H, m, 3.64 - 3.51 (2H, m, 3.46 - 3.43 (1H,
m, 3.30 - 3.26 (1H, m, 2.01 - 1.74 (211, m, 1.49
W@ 309/182569 1. 32 (3H, d). 20 LC (nmethod A) rt =POI/EE29191000265
LC (nethod B) rt = 8.8 mn Exanple 10 3154
(1R 2S)-2-[ (2, 2-di fl uoropropanoyl ) am no] - 1- phenyl prop
yl} oxy)-1Hindazol -1 -y11- 435
N-[ 3R) - 2- oxot et r ahydr of ur an- 3-yl ] benzami de Pr epar ed
simlarly to Exanpel 3 from
LC3nlefiod{E) ¥R-83)mir [ ( 2, 2- di f | uor opr opanoyDani no] - 1-
phenyl propyl | oxy) - 1H i ndazol - 1-yl | benzam de (3a) and
(3R) - 3- am nodi hydr of uran2(3H) - one hydrochl oride. 5
Exﬁ%ﬂ; : n12 = 563 [ MH] NVR (400 MHz, DWVSO-d6) 8
1H, 8.71 (1H, d), 8.23 (1H, s), 8.18 (1H,
2 281))1ﬂu6r09§-{( lSZBl—HIﬂd’fhvlmf( 1-1386- ¢xbplipediyin- Fym_@arbthHDUémVl} 1H-
: . 7.34 (2H, t), 7.28 - 7.21
1H, d), 4.85 - 4.77 (1H,
4. 45 - 440(1H n) 4,32 - 4.20 (2H, m, 2.50 -
AL , 2.40 - 2.30 (111, m, 1.49 (3H t),
F1r 32 (3H Nio LC (nethod A) rt = 10.7 min LC
| B rfl.= 10 0 nin Exanple 11 1-( {3-[5-(
{(1IR2S) - 2-[ -@i | uor opr opanoybDam no] - 1- phenyl propy
[l oxy)-1Hi zal-115 Vitherl Y11
car bonyl ) - L- prol @?@@Ode

Prepared similarly to Exampel 3 from 3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino]-1-
phenylpropyl}oxy)-1H-indazol-1-yljbenzamide (3a) and piperazin-2-one.

APCI-MS: m/z = 562 [MH"]

'H NMR (400 MHz, DMSO-ds) & 8.71 (1H, d), 8.21 (1H, d), 8.13 (1H, s), 7.86 - 7.82 (1H,
m), 7.80 - 7.74 (2H, m), 7.64 (1H, t), 7.44 - 7.39 (3H, m), 7.34 (2H, t), 7.28 - 7.19 (2H, m),
7.13(1H, d), 5.28 (1H, d), 4.27 - 4.18 (1H, m), 4.15 - 3.92 (2H, m), 3.39 - 3.34 (2H, m),
3.29-3.19 (2H, m), 1.49 (3H, t), 1.32 (3H, d).

LC (method A) rt = 9.1 min

LC (method B) rt = 8.6 min

Example 13
3-[5-({(1R.25)-2-[(2.2-difluoropropanoyl)amino]-1-phenylpropyl} oxy)-1H-indazol-1-yl]-

N-[2-(2-oxopvrrolidin-1-yl)ethyl]benzamide

O-¢
H \\\N),j

o
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20
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Prepared simlarly to Exanpel 3 from

3-[5-({(1R, 2S)-2-[ (2, 2-di fl uoropropanoyfl am no] - 1-
w@b@askssopyl } oxy) - 1H i ndazol - 1-yl i benzam de (Bed/SEad/000265

L-prolinamde. APCI-M5: mlz = 576 [Mff] 20NWR (300

MHz, DMSO-d6) 8 8.71 (1H, d), 8.21 (1H, s), 7.90 -

7.79 (1H, m), 7.75 (1H, d), 4466 - 7.52 (2H, m, 7.46

- 7.39 (2H m, 7.37 - 7.30 (3H m, 7.29 - 7.20 (3H,

m, 7.13 (1H, d), 6.98 - 6.90 (1H, nm), 5.28 (1H, d),
Pr aﬂﬂ s1rfhla31§l t()E)damg'él f o 8- [Sﬁs{(]ﬂ{ 15332 B2, mdlﬂlﬁ)(r@;ﬁopann)%ylﬁﬂmmo] 1-
phqnydm;omhxya “JH-indagpl- 1*1yglbvn7(as11ﬂe @p) andd-(ZnasiReethylpyriolidin-2-one

43 LC (nmethod B) rt 8 7 min Exanple 12

hygm%hl%%i uor o- N- {(13 2R) - 1- met hy1- 24( 1-
ARG-M33maxofMBEZi n- 1- yl ) car bonyl | phenyl

R Rl MR SRR Y R 0,73

7.8 QB; ﬁlﬁ(ﬂﬂ?ﬁlt)% B4 27%9321ﬁlmpr7cmr wDaiyl o - 7-19(3H m),
phenyl g onyz 1H i ndazol 4yI I benzam de (3a) and
71&1(6By B P A 2L 1B, 4- b1 6L Hiin) 34456827 (1 my), EIENQ?H 04085 -

d 8.21 (1H, d 8.13 (1H,
, 7&2{@(}&@ gﬁz 3]}Hd)) .80 - 7.(74 (2%—|, n, 7.(64 '
-LQ(I)M;tthd)A)ITF&BmHV 39 (3H m) 7.34 (2H, t), 7.28 -

1 M. 7.13 (1H d), 5.28 (1H, d), 4.27 -4.18
Lq&ﬁ?hqgf‘?i‘f)fszmms 9.(2 (2H, )n) 3, 3&) Y 20,4 (2H ),

3.29 - 3.19 (211, m, 1.49 (3H, t), 1.32 (3H, d). LC
(rrethi)‘g A) rt =9 1 mn 15 LC (nethod B) rt = 8.6 mn
13

3-s(ARRZR 22 A6 %ﬁud#b&bb’ﬁfo@ﬁﬁrﬁﬁ@p @%EM@M&X@ HeMAHRIRR-y1]-

yl} oxy) TH ndazm

Prepared similarly to Exampel 3 from 3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino]-1-
phenylpropyl}oxy)-1H-indazol-1-ylJbenzamide (3a) and 3-(2-aminoethyl)-5,5-dimethyl-
1,3-oxazolidine-2,4-dione hydrochloride.

APCI-MS: m/z = 634 [MH"]

'H NMR (300 MHz, DMSO-dg) & 8.83 (1H, t), 8.72 (1H, d), 8.22 (1H, d), 8.04 (1H, t),
7.89 -7.84 (1H, m), 7.80 - 7.71 (2H, m), 7.64 (1H, t), 7.44 - 7.40 (2H, m), 7.37 - 7.31 (2H,
m), 7.29 - 7.19 (2H, m), 7.14 (1H, d), 5.28 (1H, d), 4.28 - 4.18 (1H, m), 3.64 - 3.58 (2H,
m), 3.55 - 3.48 (2H, m), 1.49 (3H, t), 1.45 (6H, s), 1.32 (3H, d).

LC (method A) rt = 11.7 min

LC (method B) rt = 10.8 min

Example 15



44 Prepared simlarly to Exanpel 3 from

3-[5-({(1R, 2S)-2-[ (2, 2-di fl uoropropanoybDam no] - 1-
WQR@astkssopyl } oxy) - 1H i ndazol - 1-yl ] benzam de PGEPEANU000265

1- (2-am noet hyl ) pyrrolidi n-2-one hydrochl ori de.

APCI-M5: mz = 590 [MW] 51H NWR (300 MHz, DMSO d6) 8

8.74 - 8.66 (2H, m), 8.22 (#A, d), 8.10 (1H, t), 7.89

- 7.75 (211, m, 7.64 (1H t), 7.44 - 7.39 (2H m,

7.37 - 7.30 (2H, m, 7.29 - 7.19 (3H, m, 7.14 (1H,
3-[8)({(1R.Z-A [k212-difluordpréSanoy Handi@o I heriWprogyl Adky)- 1 Bl-iddazol-1-y1]-

£6H,_ m, 2.16 (2H, t), 1.95 - 1.84 (2H, m, 1.49 (3H,
N-¢hy1 -d@g@te(tpgp.ydrg@nophené-Vl)benzamlde

t

O
%N N N
F F H N
N

0
o
H

Prepared similarly to Exampel 3 from 3-[S-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino]-1-
5 phenylpropyl}oxy)-1H-indazol-1-yl]benzamide (3a) and tetrahydrothiophen-3-amine 1,1-

dioxide.

APCI-MS: m/z = 597 [MH"]

'H NMR (400 MHz, DMSO-ds) & 8.90 (1H, d), 8.71 (1H, d), 8.23 (1H, s), 8.19 - 8.16 (1H,

m), 7.92 - 7.89 (1H, m), 7.85 (1H, d), 7.77 (1H, d), 7.67 (1H, t), 7.44 - 7.40 (2H, m), 7.36 -
10 7.31(2H, m), 7.28 - 7.21 (2H, m), 7.14 (1H, d), 5.28 (1H, d), 4.78 - 4.66 (1H, m), 4.29 -

4.17 (1H, m), 3.52 (1H, dd), 3.39 - 3.33 (1H, m), 3.25 - 3.15 (1H, m), 3.10 (1H, dd), 2.49 -

2.40 (1H, m), 2.29 - 2.16 (1H, m), 1.49 (3H, t), 1.32 (3H, d)

LC (method A) rt = 10.6 min

LC (method B) rt = 10.0 min

Example 16
3-[5-({(1R.28)-2-[(2.2-difluoropropanoylamino]- 1-phenvilpropylioxy)-1H-indazol-1-yl]-
N-(1H-indazol-3-ylmethyl)benzamide

o)

%LN <0 A
FF g H N’N

20  Prepared similarly to Exampel 3 from 3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino]-1-
phenylpropyl} oxy)-1H-indazol-1-yl[benzamide (3a) and 1-(1H-indazol-3-yl)methanamine.
APCI-MS: m/z = 609 [MH+]
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15

20

LC (method A) rt = 9.9 min 10 LC (nmethod B) rt = 9.2
mn Exanple 14
WQ2B(45ER, 2S) - 24( 2, 2-di f 1 uor opr opanoyf | am no] PAF/pKa808/000265
propyl } oxy) - 1Hi ndazol - 1-vi | N- 1- 2- (5, 5-di net hyl - 2, 4-d
0xo0- 1, 3- oxazol i di n-3-yfl et hyl | benzam de 150
Prepared simlarly to Exanpéw 3 from
3-[5-({(1R 2S)-2-[(2, 2-di fl uoropropanoyfl am no] - 1-
phenyl propyl } oxy) - 1Hi ndazol - 1-yl ] benzani de (3a) and
’HC'NMR -(300 PIEEA, ms@rﬂgfﬁ Qilzminh)d %, 73(DH8<Z)98 lzdl- 86182214 nﬁ) Gr%) -

dr.ochl d
7 NG DS LGN, 83084 1 Hay .61 - 7.8 gL 1.4y 7138 G (37 -
8.y 8
72%)(3}1 rr?‘b ;181H7 IQQ.ZHZn 913(1471};11%_‘} éﬂd:omiazl?’, rﬁgszﬂgyd) 4.85
(2R, @14@&1417.@H n71) 2919(3171 091.3PAH, ¢)., 7.14 (1H, d), 5.28
4,18 (1H, 3.64 - 3.58 (2H, , 3.55

Ld&%"“'ﬂlfé%)z‘ﬁ“zlﬁf 49((3Hmt) 1.45 (6H, s)(, 1.9n?é (3H,
L(dOmethodB)h@—(lertlhﬁ,d A rt =11.7 min 25 LC (met hod B)

rt = 10.8 mn Exanple 15 45 3-154

{(1R, 2S)-24(2, 2-di fl uoropropanoyfl am nol - 1- phenyl pr opy
E:Ja ¥17 1Hindazol -1-y1] -

1 1- di oxi dot et rahydr ot hi ophen- 3-yl ) benzam de O F F
N-HIR) 2-am1no 2-0x0-1-phenylethyl]-3-[5-({(1R.28)-2-[(2.2-difluoropropanoyl)amino]-

1-phenvlpropyl}oxy)-1H-indazol-1-yl]benzamide

(o]
F .
N
s
N NH
H

2

Prepared similarly to Exampel 3 from 3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino]-1-
phenylpropyl} oxy)-1H-indazol-1-yl]benzamide (3a) and (2R)-2-amino-2-
phenylethanamide hydrochloride.

APCI-MS: m/z = 612 [MH"]

'H NMR (400 MHz, DMSO-ds) & 8.98 (1H, d), 8.72 (1H, d), 8.22 (2H, d), 7.94 - 7.86 (2H,
m), 7.78 (1H, d), 7.72 (1H, s), 7.64 (1H, t), 7.53 (2H, d), 7.42 (2H, d), 7.38 - 7.20 (8H, m),
7.14 (1H, d), 5.65 (1H, d), 5.29 (1H, d), 4.24 (1H, dd), 1.50 (3H, t), 1.32 (3H, d).

LC (method A) rt=11.1 min

LC (method B) rt = 10.5 min

Example 18
N-(2-amino-2-oxoethyD-3-[5-({(1R.28)-2-[(2,2-difluoropropanoyl)amino]-1-
phenvylpropyl} oxy)-1H-indazol-1-y1]-N-methylbenzamide




15

20

LC (nethod A) rt = 10.6 mn LC (nmethod B) rt = 10.0
mn Exanple 16 3-[5-(
W@ edR128§9 2- 112, 2-di f| uor opr opanoyf | am nol - | - phenyEpoowo265

yl'}
oxy) - 1H-i ndazol - 1-yl | N- (1Hi ndazol - 3-yl net hyl ) benzam d
e 20Prepared sinilarly t4 Exanpel 3 from

3-[5-({(1R 2S)-2-[(2, 2-di fl uoropropanoyl )am noj - 1-
phenyl propyl } oxy) - 1H i ndazol - 1-yl ] benzam de (3a) and
1-¢1Hy i ndazol - 3- yOret hanam ne. APCI-MS: nfz = 609
46 R (300 MHz, DWVBO-d6) 9.27 (1H, t), 8.71
, ﬁﬂ. 18 (2H, m, 7.90 - 7.80 (2H, m,

B W64 (1H, t), 7.51 - 7.46 (1H, m, 7.44

FOEH,

H m, 37 - 7.29 (3H, m), 7.28 - 7.18 (2H,

, 7. (1H, A9Q 7.03 (2H, nm), 5.27 (1H d),
4.85 (2H, d), 4 N4 ANGIH m), 1.49 (3H t), 1.31
(3H, d). 5 LC (methed™A) rt° = 11.6 min LC (nmethod B)
rt =11.2 mn Exanple 17 ] )
Preparerispyilalyaibxampel 3xigom 3 dhd iiRe hyA-[(2.341yor¢prppangyhamino]-1-

PSR b R R DX AR AR R RS0

hyéroohtoride.

3-[.5- 1R - 2, 2-di fl uor opropanoyl )am no] - 1-
Apﬁbﬁ%(ip"?zo?#osﬁbd@% - 1Hi ndazol - E-yFThe%zgm de ](Sa) and
'HNNIR- B0 MHW DS GAg8. 21 mnﬁ%@%ggg %ﬂsho risdqaH1R), 7.51 -

APC - VB: rdz=612[l\/l+% ., DMSO-d6j 8. 98
7.201(6HL, e, 7.28 722Q Q2H, m)) 7.18 - 210(2Hly, my)5,2871H4d), 427 8¢-17 L1, m),

Py Ssi el iy o Jo el By s 10w

L@jmethod3®) ¢ £9.0 sy 5. 29 (1H, d), 4.24 (1H, dd), 1.50

H.t).. 1.32 (3H d). LC (method A) rt = 11.1 min 20
Léé“?h%{%‘a‘é)z“ D= 10.5 nin

Example 19
N-(3-amino-3-oxopropvl)-3-[5-({(1R.,28)-2-[(2.2-difluoropropanoyl)amino]-1-

phenylpropyl}oxy)-1H-indazol-1-yl]benzamide

O
%N «0 \
FF g H N'N
Q\f
N
H \\\(0

NH

2
Prepared similarly to Exampel 3 from 3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino]-1-
phenylpropyl}oxy)-1H-indazol-1-yl]benzamide (3a) and beta-alaninamide hydrochloride.
APCI-MS: m/z = 550 [MH]

'H NMR (300 MHz, DMSO-dg) & 8.74 - 8.66 (2H, m), 8.22 (1H, d), 8.14 (1H, t), 7.89 -
7.74 (3H, m), 7.64 (1H, t), 7.45 - 7.30 (SH, m), 7.29 - 7.20 (2H, m), 7.13 (1H, d), 6.83 (1H,
s), 5.28 (1H, d), 4.27 - 4.18 (1H, m), 3.46 (2H, dd), 2.37 (2H, t), 1.49 (3H, t), 1.32 (3H, d).
LC (method A) rt =9.1 min

LC (method B) rt = 8.6 min
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Exanpl e 18 N (2-am no-2-oxoet hyl)-3[5-(

(1R, 2S)-2-[ (2, 2-di fl uor opropanoyfl am nol -1-
w@b@askssopyl } oxy)-1H i ndazol - 1-yl | - N- net hyl berrgeavnad@0265

Prepared simlarly to Exanpel 3 from

3-[5-({(1R 29)-2-[(2, 2- dlfluoropropanoyDam noj - 1-

phenyl propyl } oxy) - 1H i ndazol481- y| | benzani de (3a) and

N- net hyl gl yci nanmi de hydrochloride. 5 APCI-M5: mz =

550 [ M#] 1H NWMR (300 MHz, DM5O-d6) 8 8.71 (1H, d),

8.20 (1H, s), 7.84 - 7.56 (4H, m, 7.51 - 7.29 (6H,

m, 7.28 - 7.20 (2H m, 7.19 - 7.10 (2H, m, 5.28
Exe!mle%l), 4.27 - 4.17 (1H nm, 4. 04 (1H s), 3.83 (1H,

indaxal He@yINedrBonyvird-hpdraxy-bxmolimamidd - 3- [ 5- (
t LR, 2S)-2-[ (2, 2-di fl uoropr opanoyfl am no] - 1-
Bp/hkn | poopy! | oxy) - 1Hi ndazol - 1-yl | benzam de 15

i F{){;ar ed @

arly to Exanpel 3 from
R '-2-[(2, 2-di fl uor opr opanoyl ) ami no] - 1-

phen opyl } y)(-)lH-i ndazol - 1-yl ] benzanm de (3a) and

bet a- al ani na ydifLochI oride. APCI-Ms: niz = 550

[ MVH 1FI NMR (300 = ~NBlySO- d6) 8.74 - 8.66 (211, m,

8.22 (1H, d), 8.1 111, t), 7.89 - 207.74 (3H, m,

7.64 (111, t), 7,45 - 7.30 (5H, m, 7.29 - 7.20 (2H,

m, 7.13 (1H, d), 6.83 (1}1, s), 5.28 (1H, d), 4.27
PrepareliSirqilddly to)Exathple £réhl3-[de(f(1R2D2- K(Z,B—diﬂl)qroﬁ.rop&loylaﬂnino]-l-

phggylli)rf)p)ﬁ%%v&g IH Wda@ggééﬁeﬁ%qggg%g%a{ and (%R} 4rﬂyqroxy L- prothnamlde
APCI-MS: m/z = 592 [MH"]

'H NMR (300 MHz, DMSO-dg) & 8.71 (1H, d), 8.22 (1H, d), 7.91 - 7.89 (1H, m), 7.86 -
7.81 (1H, m), 7.74 (1H, d), 7.64 (1H, t), 7.58 - 7.53 (1H, m), 7.50 - 7.47 (1H, m), 7.44 -
7.39 (2H, m), 7.37 - 7.30 (2H, m), 7.28 - 7.20 (2H, m), 7.14 (1H, d), 6.96 (1H, s), 5.28
(1H, d), 4.46 (1H, 1), 4.27 - 4.18 (2H, m), 3.81 - 3.73 (1H, m), 3.36 - 3.33 (2H, m), 2.21 -
2.10 (1H, m), 1.95 - 1.84 (1H, m), 1.49 (3H, t), 1.32 (3H, d).

LC (method A) rt = 8.3 min

LC (method B) rt = 7.8 min

Example 21
1-{[3-(5-{[(1R.28)-2-{[(1-cyanocyclopropyl)carbonyl]amino}-1-phenylpropyljoxy}-1H-

indazol-1-yDphenyl]carbonyl}-D-prolinamide

V)LJW
g@

The title compound was prepared according to the protocol described for Example 1,

starting from 1-cyanocyclopropanecarboxylic acid (23.76 mg, 0.21 mmol) and (R)-1-(3-(5-
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(4R) - 1-( {3454

{(1R, 2S)-2-112, 2-di f | uor opr opanoyf | am nol -1 - phenyl prop
wWQ kdovaxasyy 1H- PCT/SE2009/000265

i ndazol - 1-yl | phenyl | car bonyl ) - 4- hydr oxy- L- prol i nam de

O FF NH2 5HO Prepared simlarly to Exanple 3 from

3-[5- ({(1R 29)-2-[(2, 2-di f | U opr opanoyDani no] - 1-

phenyl propyl | oxy) - 1H i ndazol - 1-yl ] benzam de (3a) and

(4R) - 4- hydr oxy-L-prolinam de. APCI-M5: mz = 592 [ MH]
((mlIB)(ﬁﬁﬂinM‘Izphe%@pdﬁg)-ﬁ{ﬁndziol(11I/-1,)beﬂioyl)$>y&31i&iﬂédz-cdaboxamide

7.91 - 7.89 (YlH, m, 7.86 - 1o 7.81 (1H, m, 7.74 (1H,
(94mg, 61 mmodYiglyl after figgze drying353 mg (47%) ofa gourleys popvder.
ARG : .39 (2H, m, 7.37 - 7.30 (2H, m,
1 7. %S%S?gﬁm}ﬁm 7.14 (111, d), 6.96 (1H, s), 5.28
HMNMR (490 MHZ DMSGidg) 9 8.22 (27H; 5)43.28(Q.3HH,s),8.04 .31, &), 7.90

7 | y w3 - 3. 33 '
o0fgd 135 By Thei 3 dior K301 380, sy ar eI @736 -
AonBi3pDeh)A). . 3.18( N3 5mb, €. 48 et7ER ), B : , 8.3
72(@;(23 l,e)£<712Lf£1§3fﬁf§),34é':¥1(?%3(,1$§§§[(gf7 08), BR31(b.3H, ), 834(1H, d),
4371078 BN b3 (oHIBY PSS arb Ty PRI (0.7H, m), 2.19 (1H, m), 1.93 -
: I ' ) ph [ b I
1.’{33}%?%?,%’#;5“? éIxI),"%é(ﬂf:IEI),”l‘?ﬁF@H%)Y ) phenyl I carbonyl }
LQ (mdhRiS) ) 2 =d36minl - phenyl pr opoxy) - 1H i ndazol - 1- y1) benz
I ol i 4di pe-2-carboxam de (94 , 0.19 mmol).
L%‘I@‘I[‘Ialh%r:%fﬂe%?e drying: 53 I‘rg (Zg% of a col I)url ess
powder. APCI-MS: miz 577.1 [MH 1H NMR (400 Mz,
DVSO-d6) 8 8.22 (0.7H, s), 8.20 (0.3H, s), 8.04 (1.3H,
Exgmple220 5(0.7H, s), 7.82 (0.7H, d), 7.75 (1.3H, d),

7.63 (1.3H, t), 7.55 (1H, t), 7.42 (3H, d), 7.36 -
N-gy@épetiy1-3H5- i/ R. 25)-24 (7. Zidifluwyqprahah 8yl fainifd]; | -(G-metho@Rpyridin-3-

Vl)InQdDZ/IIbeVSI)-IH-?ridgagolglqilglI)_Ie’nza?n)‘xi’de5' 34 (111, d), 4.37
o

T 0@

To N-[(/R,25)-1-{[1-(3-bromophenyl)-1H-indazol-5-yl]oxy } -1-(6-methoxypyridin-3-
ylpropan-2-yl]-2,2-difluoropropanamide (20 mg, 37umol), cyclopentylamine (4.4 mg,

S1umotl), Tri-t-butylphosphoniumtetrafluoroborat (2.1 mg, 7umol) and trans-
bis(acetato)bis[o-(di-o-tolylphosphino)-benzyl]dipalladium(II) (5.6 mg, 7umol) in 1 ml
THF was added molybdenum hexacarbonyl (4.6 mg, 18umol). The microwave vessel was
closed and radiated in microwave reactor (CEM discover) at 150 W and 125°C for 6
minutes (5 minutes ramp time). Then the solvent was removed i.vac., and the product
purified by preparative thin layer chromatography on silica gel (ethyl acetate 100%) to
yield 6.7 mg (32 %) of N-cyclopentyl-3-(5-{[(/R, 25)-2-[(2,2-difluoropropanoyl)amino]-1-
(6-methoxypyridin-3-yl)propyl]oxy}-1H-indazol-1-yl)benzamide

ES+MS: m/z 578 [MH']

'H-NMR (300 MHz, CDCl3); & = 8.20 (d, 1H), 8.05 (dd, 1H), 8.01 (s, 1H), 7.81 (m, 1H),
7.72 (d, 1H), 7.66 (d, 1H), 7.60 (dd, 1H), 7.57 (t, 1H), 7.15 (dd, 1H), 6.98 (d, 1H), 6.75
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(0.7H, m, 4.22 (1.3H m, 3.65 - 3.57 (1.3H, m, 3.47

(0.7H, m, 2.19 (1H, m, 1.93 1.73 (3H, m, 1.45 (2H,
WoRoAs2ew (3H, d), 1.20 (1H, m. LC (et hedr/89200%/000265

= 9.36 mn 10 LC (nethod B) rt = 8.31 m n Exanple 22

N-cycl opentyl-3-(5- {111R

28) - 2-112, 2-di f | uor opr opanoy¥d ani no] - 1- ( 6- net hoxypyri d

i n-3- yl)propyll oxy}-1Hindazol -1-yl) benzani de To

N-RLR, 2S) - 1- {[ 1- ( 3- bromophenyl) - 1H-i ndazol - 5-yl Joxy}-1
(4148, m@anmwm(w B34), 5.36 (d, 1H), 4.41 (m, 1H) 4.38 (m,1H), 3.92 (s, 3H),

TR A 8 TR

Tri-t- butyl phosphonl umt etrafl uoroborat (2.1 ng, 7gnol)

2 eanakdtrayb)-¢reHdi2-aotby yicpttasphadid )-bivehzier ] di
palladl um(II) (5.6 ng, 7gnol) in 1 mM 20 THF was added
nol ybdenum hexacar bonyl (4.6 ny, 18gnol). The

i crowave vessel was closed and radiated in mcrowave
r%act JaEEM di scover) at 150 Wand 125C for 6 m nutes
/(NB\[%VEM ranp tine). Then the solvent was renoved

vjfic an product purified by preparative thin
Iay@:r chromato raphy on si I i ca gel (ethyl acetate

00% to é

qu:@?r.@% ﬁ@ﬁ‘gylﬁﬁ n(ﬂsolé iy ‘tQOzé)dl@ﬂfrezleﬁmm Pesseslsd spitoy B
Ca@ﬁﬂn@lﬁﬂunﬁdazgﬁQOS 7g, 1268 mmol) wai added n multlr}l)lea Emlﬂons oves' %0 min and

( 6- met hoxypyr i di i- 3- yppropyl | oxyl - enz
stlamgdeaSESawsed rﬁ¢12305ﬁ18u{ek/bﬁ(]°c11“n¢ﬂ1mu(<{3(0®5 e, 1268@1r891) was added

ov?r r@ Tﬂ)a 2678 %I]C)E%:d bX}-})g % 1néééhygl El'drfs rm;rfeé‘go 15%/mofp§)rlde (123,7 g,

1268 mind]} in nhiifiple portfong el stittifig whs &ﬁltlﬁﬁ’ed fbiLJO muﬁmte%f_at 0ADA fter
2009/ 142569PCT/ SE2009/ 000265 50

stu_ﬂlbg fogl@_@ou(zbq,t roq jgmperatayg t]ermlxﬂ.q)e (wag dkpite{l mlthﬂ_‘) t-blgylggethyl ether

anfl Wagikd)d’v?% (ﬁ?nl-(@lhslc_)l)ﬁ’lﬁ))n (Zztn%gs 0D rrl_llgZ s mig stZrzmétther?’f)'ﬁase separation),
SaNB)tedZNf(H@@hmlmm (hyBl Iémnd b)mQ(lrﬁit)h MteedlwmeithwN%S@n Bersolvent

was r& removed 1. vle%J t %d ke wﬁlte Crystalline product purified by recrystallization in 500 ml t-
butyl methyl ether to yield 217,8 g (89%)of [(1S)-2-(methoxymethylamino)-1-methyl-2-

oxoethyl]-carbamic acid t-butyl ester.
'H-NMR (300 MHz, CDCl;); & = 5.25 (br, 1H), 4.67 (dq, 1H), 3.76 (s, 3H), 3.20 (s, 3H),
1.43 (s, 9H), 1.30 (d, 3H).

[(15)-2-(6-methoxy-3-pyridinyl)-1-methyl-2-oxoethyl]-carbamic acid t-butyl ester

o—

To 248ml Isopropylmagnesium chloride (2M in THF, 496 mmol) were added 20,97g (495
mmol) lithium chloride and the resulting suspension was stirred for 60min at room
temperature. At 0° to 10°C 93g (495 mmol) 5-Brom-2-methoxypyridin were added over 30
min and stirred for 60min at room temperature. In parallel 91,91g (396 mmol) [(1S)-2-

(methoxymethylamino)-1-methyl-2-oxoethyl] carbamic acid t-butyl ester were suspended
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30

0 Boc-Al a-OH (200g, 1057 nmmol) in 3400 m

di chl or onet hane were cooled to 0OC. 1,1'-
w@Ea00bomsbeli | m dazol (205, 7g, 1268 mmol ) was adPEemSE009/000265

mul tiple portions over 30 mn and stirring was

continued for 30 mnutes at OC. Triethylamne (175,38

m, 1268 mml) was added 10 dver 20 nmin at 2C fol | owned

by N, O-di net hyl hydroxyl am ne nono hydrochl ori de

(123,7 g, 1268 mmol) in nmultiple portions and stirring

in ¥@5SmC PAFIand 80erf40mid At PONvié 25°(R198QKl isdfrb®imaesiub hidrf (2M
14 hours at roomtenperature the m xture was dil uted

in {HFR39% mmol)yyarg pdded and stireadrfer adgifpnab SHiathuigsahropi tegperature.
The et 1 £17/5( om-mt%Qg@Hmm ?51{1{1&1 Q%sls’lngxbﬁgbdg%gt%%e

separation), saturat ution
Wéiniehamid sBhgnsiopfat 20° terﬁi’@ gncbstaredklaréﬁ@ghtt ke Battioanhixture was

coflpd AT TR LI o BRGrutet 0Tk o HG Bdg il aterat 2.
WKHH the adBEioYan &l chbSling Wlkiat2 1558w sk \(58(9% 1@Jep the internal
I (I'S)-2-(met hoxynet h Ian1noﬁ 1- et hy
{

terppeaairgyn thegangs0408 tandiCd The phitwas aéslﬁ@fi 10 iilld Ridrmt zggbutyl

et eyt aetygpind oy or S 4 W [oenprlgpees

wefr@separated and the organic phase was washed with water (210 ml) and brine (210 ml).

6- net h v1)-1-net - 2- lj- b
oS el e R PR B G R AP T B e
w&é’lédﬁeﬂ ded theMhikfireWis hedR48 taBTHO) toViBine a SiaRPphdSk. IHGvAI4AS was
|ithiumchloride and the resulting suspension

re%&@d E;Wé melcengl dhe e cegled logpem sempespute vy bh apd ceplgdyo 2°C
ovdfe 1%§1g AP0 i) :Pét)z Q¥ ?ﬁl?c't gﬁlt&%@’%ﬂ dHbg Wa@ulﬂggc?ﬂ

over 30 mn and st |rre Omn at roomtenperature.
87144 gdérHt2-e-methpD13-pyBddyDtehythylc 2-8xeethyl]-carbamic acid t-butyl ester.

i OO R ol S8 8, L el T A G5 By, 1),

5.18NAq OMeY, 449 (1B ), qt442(f§09}b) 3, 4@%&: 31§58 nl

i sopr opyl nagnesi um chl or7 d Min THF, 396 nmol) were
added and stirred for addltlonal 15 m nutes at room

| ester

8 addeq, to the Weinreb am d suspension at 20 to

22§$§1\{§t.ﬂLed ver night. The reaction mxture was 5

cool*d né*added slowy to a mxture of 70 m
conc. H@L and 210 M water at 2C. Wiile the addition

| I d k
T S h AR R AR B bty 2B (R Bmicac i RiSeer
(1 NBQ 36d jniBb1p th 1- pro'éalﬂj‘ll B12IAL ydndtt6lubne @05 ML) WRk h&dledeihhﬁlﬁlum tri
wer e added and t he n1x%ure stirred for 15ni n at

isrpIRRYRteHf1-6 8 pridawend Pe reagiior mixbye 3138 stmrd 858 dn ?f& 72 hours
an@ %ﬁa@ (m%ﬁ’&%’ceﬂté 350l Phele 2ded! Thémtkded pB i ZRted to 4

(10 ml 6M HC) and extracted with ethyl acetate (first phase sep. was decanted). The
organic phase is washed with brine (220 ml), dried over MgSOQy, the solvent is removed
1.vac., and the product purified by chromatography on silica gel (3000g, ethyl acetate in
hexane 0% to 50% . Yield 100,7 g (98 %) [(1S,2R)-2-Hydroxy-2-(6-methoxy-3-pyndinyl)-
1-methylethyl]-carbamic acid t-butyl ester.

'H-NMR (300 MHz, CDCls); & = 8.07 (d, 1H), 7.56 (dd, 1H), 6.72 (d, 1H), 4.75 (m, 1H),
4.57 (d, 1H), 3.98 (m, 1H) 3.92 (s, 3H), 3.81 (br, 1H), 1.44 (s, 9H), 1.00 (d, 3H).
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10 The sol vent was evaporated and the residue resolved
in 130 M THF. 1050 mM n-heptane were added and the
woroovassenas heated to 60C to form a singl e phBGESEDb®000265

vol ume was reduced to 675 m and the m xture cooled to
roomtenperature over 1 h and cooled to 2C over 30

mn. After 60 nin at 2C the38roduct is filtered of and
dried in vacuumto yield 87,45 ¢

R1S) - 2- ( 6- net hoxy- 3- pyri di nyl) - 1- net hyl - 2- oxoet hyl | - ca
rbamc acid t-butyl ester. 15111-NWVR (300 WHz, CDC13);

8 = 8.81 (d, 1FD 8. 14(qg 1FD 6. 81 (d, 1H), 5.52

\ H \ 1.44 (s, 9H),
_d. 4 (d, 3H. [(1 o
S'|2 - 2 Hydr oxv- 2- ( 6- met hoxv- 3- pyri di nyl)-1-met hyl et h
,C acid t-butyl ester 20To
[(1S) gH(G fret hoxy- 3- pyri di ny1) - 1- net hyl - 2- oxoet hyl ] - c
arbam c acid t-butyl ester. (102 g, 364 mol) in

To 26151288y droSyt0-(brimjetiaoy-3-pyriddmyed)- (mMMtl)yl]'mbadﬂedid t-butyl ester

al u_num-tri,J.s opyl ate 4
O aRuRP himasoRer st el adted gl SFOITE Tiglaipuah T, 1168
mivél} &1d the Ak tile)wBtshptkd &5 ekaheurk aaaom t¥mp@ERre THESblveld & removed
m xtures pHis adjusted to 4 (10 ni 6M H%n£ and
i V@»taﬂaélteéuswaﬂ Hcéﬁﬂytreeafe@%%vqppmt%q Wit 3@ médplueng, The residue
(3%2%%@%@151)&;&% dlg 395 gﬁf‘éc%toﬁhﬂ§%nﬂ§7 , %I'I@ @CWVHE ah&é d the mixture
ried over o i'S remove
wap stirgeel, qvearmghttdﬁéotﬁ odftclt cqolmg fol redmbgmprnatoreetho guspgrisionoras filtered

thr%lfglé): aC a l-g?)tl cs g t%egorl] resl ueets %‘vteree \!varl]shgt? %(v?tﬂ %d(?l%())rtla? 556) %ol ’

acdtdnl®ile R)cethi‘tHcdﬁEDQ}és Ev&@cdiﬁilmp%d%@sbﬂvedi m{sl}emoved i.vac to yield
1- net hyl ethyll-carban1c acid t-but

8,318 RRR 1386 M+2; @3@11356-m8th0><3e)m¢mc%yllnrhpan Jrobgs frechase. The
cel“& w1tﬁ tl?ezreglque ngpe’ sué‘pezéec( lma %lwmal 39¢ ni@c@fé)z’nm:ﬂé)alt_léi 3ddfonal 100 g

Kz@O@ @fe(eohddad-l)Stlmmt 50@9%4%6@&@\/&6&@0 HNfGD 0B mese rc(oln
0 ri,din
terfgp Rtk Y50 $7eh T R A St e g st
resl?ﬂlhé:(i‘/arrebam)é‘d with ddditidiat y00 @biRtondri(e3Bofbinkdmditilraiesyields 8,45
4- di oxane was added 292 ni HC1 in 1,4-di oxane
g (%%6 M) (ifi 68)-fnapiino- hnfer methoxypyridin-&-Yhaeopanilrql @y freg pasentd-8 &
ovggwrs at roomtenperature. The solvent is renoved
vac., and the residual HCl salt tree tines
‘Hd\ﬁﬂR&(b@ﬁ Mg ChiGH); 4 63.05(dt D)y @3a (ddHEl)r @3l @ueH], 347538, 1H),

s R hoils [RaL- 9 @ndThi x{ure wes stirred over night
at 60C. After cooling to roomtenperature the

suspension was filtered 10 through a path of cellltes
(1829 - -H{d-(SBromopha: ;L inglazod-Syyhkorpld 1ol Py l)poapan-2-

amW' acetonitrile. Acetonltlfe f{ltrates wer e conblned
974 the sol vent was removed i.vac to yield 8,35 g

(39
L{Ei};is o n - 146- met hoxypyri di n- 3-yl ] propan- 1- ol as
fry bas e I|tes with the residue were

suspended 750 nL acetonitrile and
addi ti onal 100 g CCB were added. Stirring at 60C was
(1R, 29eBAGIn®V46- rﬂi‘dtlghdypyvi’dlh-el’-ylﬁﬁ@ahﬁgolt(mﬂ ®m@N0.79 mmol),

15t rature e suspensj on filtered throu
co%mé(?)th o 8 gfm@g *N,tl\{ég ng\f{@?g lyein £} mg, 0.31 mmotS ang caesium
carbonate (512 mg, 1.57 mmole) were suspended in butyronitrile (1.6 mL). The reaction

vessel was capped and the mixture was stirred at 110 °C for 2 hours. Then 1-(3-
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resi dues were washed with additional 500 m
acetonitrile. Conbination of filtrates yields 8,45 g

W@ 39964 55§9 PCT/SE2009/000265
(/ R, 25) - 2- am no- 146- net hoxypyri di n-3-yl ] propan-1-ol as
free base, 16.8 g overall. 1H NWVR (300 MHz,
CDC13); = 8.05 (d, 1H), 7§?(dd 1H), 6.71 (d, 1H),

4.47 (d, 1H), 203.91 (s, 3H), 3.13 (dg, 1H), 0.94 (d,
3H. (1 R 25)-1 -{11-(3-Bronophenvl)-1Hindazol-5-v11
br cﬁ?mﬁheny’l) 5450dasﬁtdbmw (DRO6Irl, 0 B iithpR)Wadded arﬂlfﬂeﬁﬁ?ng t351 30°c was
2- Am no- 146- met hoxypyri di n- 3- I]pr

coretmed Fﬁj 20foms. Thecojveniwppremorsd iotedand o UCf(PuI’@ed by
chi¥Rkera %Hy %gfll(!?%ay%g{ Y Gletaté ﬁ?hqune &tosljﬂome}) nRhnol in ethyl
caesi um car bona ]Y . weére suspend ded
acgtate 0oy tooyieltd B0T eng((36%) (d_@ ZS)?hé[lr(édhbmphcmgbslé{ indazpl-5-
tirred at 110 C for 2
yl]ﬂ’(‘ﬁpq%ﬁeglﬁoxfp}(rgdm %)epﬁ?p& opHeiy1) - 5-i odoi ndazol e (266
'HOMRO (309 MHR)| CDORS 5&d312ﬂgr@mﬂ) hegd (dnoH;,9. @%@@Hoaﬁeo (m, 3H),
continued for 20 hours. The Sol vent was renoved

7.44 (déds 1H).ahth @HdDpr - (dd, 1H0r7.93 @d 18y 6cRr(@ndibo §23 byl Fon3.89 (s,
i4i g ipacetate in hexane 0 to 100% then
3Hﬁr’ei %&@81 ﬁh)hl K&% cet ate 10% to yield 307 rTgQ (86%
(1R 28) - 1- {[1 (3 Br onophenyl) - 1H i ndazol - 5- 5yl ] oxyl -
- nEtho%ypyrldln 3- I)propan 2-am ne. 1H NWMR (300

b 343-bromgphe; -nds ZO D-yldo -l- O eth yrid -3-

HhanB.502 3 Bprodndlideddd, 1H), 7.85 (t, 1H), 7.19
ﬂ%_l‘%ﬁ%m 2 (d, 1H), 5.23 (d, 1H),

3789 (sy 3H), 3.54 (dq, 111), 1.27 (d, 3H)
\ﬁfﬁw AR28)y |- {r 1- (3- bronopheny1) - 1Hi ndazol - 5-yl | oxv
5 choxypyri di n- 3-
- 2, 2-di f 1 uor opr opanani de
'-c.rbony } dazol (217 ng, 1.34 mol) was added
to 272- dlfluorproplonlc aC|d (111 ng, 2.0 Mol ) in 4

1 l{an;E)()gyl I%ld%%(hl é {_EZ LHwas egd%led go@ 2 %hﬂuorproplomc acid (111

mg, nd)&ﬁmb})&a ¥ hiloRHF aﬂ,d §tErretEfonD Xy (i /) 28)-3- {ymaobx@ﬁﬂ;phéhy@m H-
§304 agk 67 mol ), in THF (2_nm.) was added and
m%ﬂr Yy s(GeBﬁP?Wé@dm&rymom% -sme (3@t e, 0.67 mmol) in THF

2 hﬁﬁ%ﬁ ahd¥d%nd Itli}?in% Qla¥ @Gﬁtln\(@@ frTRGER at ro\éﬁptemp@ﬂaglré N

product purif y chronmat ography on silica gel.
soly emtwms reroeedti gaq. ,ranldéh«amed@pt porifiadhy ¢Imoxyategx@p130@1 silica gel.

(eté? bl llL S%ﬁn%&& ;ﬂléd 23 Bg56%) N-LUR29)-1-([1-(3-

brorﬂﬁr(lﬁnmﬂﬁamwwllm& W6- ﬁfeﬂmawﬁld)«ili-ylbpﬁvpan 2- yl] 2,2-
1ilOdlquoro opanani de. 1H NMR (300 MHz, 13);
Oi@’f?ll?“all“glf 8.00 (d, 1H), 7.86 (t, 1H), 7 64 (d

‘H]m%ﬂz g%oﬁ@m& 'ﬁDéﬂ S Js @@&4 i), 8%'@ (d YHf‘G/ Wgﬂ}%f%%(d, 1H),
7, 6]3H1)n 1H),67760( (04, 1H)Hy 465ch5le 7. 3m-4) IH’D '896 (cﬁquHi}d)Q7 @, B, 6.76
(d,glﬁpse}”_'él} oriteh! 585 a,38); 4.30 &8, (8, 33 s, ARV §ufd 28 (4, 31).

{f(IR 2S)-2-f(2,2-difluoropropanoyfl ani no] - 1- ( 6- net hox
ypyri di n- 3-

Ex%é)p% PPRL 3Nk 25hh {832 iokspfdpanbyi§ Mihb P (6 -RietORGRARH. 3-

vl)propyl]oxy}-1H-indazol-1-y1)-N-(pyridin-3-yl)benzamide
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To
N-R1LR, 29-1-{[ 1- ( 3- bronophenyl) - 1H i ndazol - 5-yl ] oxy} - 1-
W@ geoaisexypyri di n- 3- PCT/SE2009/000265

yppropan- 2-y1] - 2, 2- di f | uor opr opanani de (37 ny,

68nmmol ), 3-am nopyridine (19.2 ng, 2041..tnol),

tri-t-butyl phosphoni unt et r afSuor obor at (8 9 ny,

31gnol) and trans-

5bi s(acet at 0) bi s[ o- (di -o-tol yl phosphi no) benzyl ] di pal |l a

di ) (10. 3 ng, 14p.nol) in 1.9 mM THF was added
bLl\p arbonyl (12.5 ng, pnol). The m crowave

gssel was , and radiated in a mcrowave reactor
(CEM at 150 Wand 125C for 6 mnutes (5

m nut@an‘p tipgey. The e sol vent was renoved

i .vac and theé

-n t\pwified by preparative thin
| ayer cheonat ogrsa “on silica gel (ethyl acetate

L ——"
yl)pmmyﬂwrl] Hﬂﬂqumégn?pwgrthW foigh 681dnd93|3=émmpyrfdir(er@9 Qdmg,
ZO%Beﬁlé)tn tgaug' %homho(n&xmtitigﬁdﬂ ogab&niat 6%% }prgo'\lg/?n(% WlmsQ H) ,

blS c@@to?ms[OYHi?iS-t&wg,h&s)gihmo%eﬁéyljd%baul&ﬁlméﬁ) @s. 3(@1% lllgl}nol) in 1.9 ml

THf5yexcpddeq gnolybdeging bexagadpony (125> mg, u@ﬂ) T relsrowve Yegpel was
v
clo ?f?ndg_rgg%&:?%r’x é}ﬁ@wé‘%gfﬁ%ﬁ@)(%ﬁ’[ 81%C(£V%I') a8 130 W dnd125¢¢ for 6

mifut¢SC5{thinRie? BymPtil¢ R TRerdtht solvers pras pemametlli aas. pand-the $rédwat

TR D RN T e R

yidh Kb ﬁigZ(SS%)Lsi({s-kf((lB 25} Ry dopidfahsidaneho] 3= (6L heyxypyridin-
- 1- (6-met hoxy - 3-

3- X}}Pﬂm}’é}%ﬁ} iHylﬁ 21 kyHrWWefpraﬁr&W (40 ny,
Eslﬁ,ig @EFS%WPWWOW' ophen- 3-am ne 1, 1-di oxide (13

tri-t-butyl phosphoni unt et raf | uor obor at
‘H(NMR (@00 MHaODYT ;2 5angl 74 (BAED 8.4 5(dadHp 81 ok 263, 8.20 (m, 2H),

78590 D), 3ais ey 3B 6b ARG RO Aok wd i) 7.17
(dd, 1H), 6.99 (d, 1H), 6.75 (d, 1H), 6.68 (d, 1H), 5.37 (d, 1H), 4.40 (dg, 1H), 3.92 (s, 3H),
1.77 (t., 3H), 1.25 (d, 3H).

Example 24

1H-indazol-1-y1)-N-(1.1-dioxidotetrahydrothiophen-3-yl)benzamide

0

y o
= 7/
4 | N
0
" @*\(MC///
S\
0 ~o
~ 0

To N-[(IR,25)-1-{[1-(3-bromophenyl)-1H-indazol-5-yl]oxy}-1-(6-methoxypyridin-3-
yl)propan-2-yl}-2,2-difluoropropanamide (40 mg, 73pmol), tetrahydrothiophen-3-amine
1,1-dioxide (13 mg, 135umol), tri-t-butylphosphoniumtetrafluoroborat (2.6 mg, 9umol)
and trans-bis(acetato)bis[o-(di-o-tolylphosphino)benzyl]dipalladium(II) (2.8 mg, 14pumol)
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in 2 nL THF was added nol ybdenum hexacar bonyl (9.3
ng, 35 lanol ). The m crowave vessel was cl osed and

WO 2evas2sad i n a m crowave reactor (CEM di scoverPCHSEDBD000265
Wand 125C for 6 minutes (5 mnutes ranp tine).
Addi ti onal tetrahydrothi ophen-3-amne 1,1- dioxide (13
my, 1351.1mol), tri-t-butyl pRosphoni unt et raf | uor obor at
(1.3 ng, 41.tnol) and
5trans- bi s(acet at 0) bi s[o-(di -o-tol yl phosphi no) benzyl ]d

in » Rl TAHW4EGlded hdly¥deilim HRiadafBhyl (W@rlﬁg,g§i dednamnte microwave

m crowave radi ati on was conti nued for m nutes. Then
vegsplavassilapedh andyediatasiip @ ariciowgsg reactgnEM éhsswmwtl 50 W and

B TS ) Al e 1.1

dioxidel(a310ig) 13 unyolp |tmt@u@1ms;(hb4%ntafa(fﬁe(ob(>mfe( 2jng24pmol) and

tra ééﬁéﬁ%@t&bﬁﬂé—&ﬁ goi)gl% H‘lg}%%]enzﬂ)]ghpaﬁe(}l %ﬁl) (¥ r4I rgé’l} u?r’r;o){)pwere
ad@éd(ahd hnito@sl ERlaekibAa MM coHthbePve 8 ninikd. IRBE ﬁf@s@ﬁlent was
EStMs: mz 628 {MH} 1H NVR (300 MHz, CDCl3); = 8.20

remeyed 1.¢yc., andthe prgduct pyrifigl MC}ggmatgg}iphworgghqq»gel fathyl acetate in

efgf 83 Yo {45t 48 S 88 25

[(%EdlﬂﬁbﬁOprfﬁ’aﬁtﬁ/lXadnnﬂ*‘1}(6-ﬁelﬂﬂxmdmE@-Yl)lémﬁbﬂ]G(X@fﬂ-,1Hliﬂ)1azol-1-yl)-

%1-?%10 1dg§trg?sg&g%oph%nnhlb?ﬁzf 597(7m(t . 3H§ 1(15. .(231

ESGHAS: 34 62 mbje 25 3-(5-
{[ (1R, 2S)-24(2, 2-di fl uoropropanoyfl am nol- (I’@Emsthox
H;:NMRdeMHL)(E)DGbyIGI g} ') (q,mm,omb(d, 1HY, B)0INs( & Féﬁmr

S R B, B 7RYog T 798 s D30 49676
1H),(t§671@!; maxmeadqlm) 3d00f(lm 1H), 4.39 (dq, lH) 3.92 (s, 3H) 3.47 (m, 1H),
pr.o i f] uor opr opanani
3 L Ao 16 G Db Pt OF GhaRDC R o SFOGAEHh 31D
tri-t- butyl phosphoni unt et r af | uor oborat (8.8 ny,
311..tnol) and trans-

Extanm(lalfet at 0) bi s[ o- (di - o-tol yl phosphi no) - benzyl ] di pal | a

3-(3- é -2( ?fl ){%pi’lrg%)agggf; r)nnoﬂl ,(1.6 meﬁas é%_ﬁ‘ll—‘-a% @propv]loxv} 1H-

indliizcll’-D\ﬁﬁ-\l‘&(t\i@ﬁﬁ/ﬂbﬂh&ﬁ-%ﬁl’lﬂﬁﬁﬁmﬁw r ad| ated in a
rriocrovvave react or (CEM di scover) at 150 Wand 125C for

rd}rj/ug (5 minutes ranp tine. Then the sol vent was
erbv dN, and the product purified by

pr ep vhi n | ayer chromat ography on silica gel
(eth racet a@ggf@@
o]

o~

To N-[(IR,25)-1-{[1-(3-bromophenyl)-1H-indazol-5-yl}oxy}-1-(6-methoxypyridin-3-
yl)propan-2-yl1]-2,2-difluoropropanamide (37 mg, 68umol), 3-aminotetrahydrofuran (18
mg, 204umol), tri-t-butylphosphoniumtetrafluoroborat (8.8 mg, 31umol) and trans-
bis(acetato)bis[o-(di-o-tolylphosphino)-benzylldipalladium(II) (10.3 mg, 14pmol) in 1.5
mL THF was added molybdaenhexacarbonyl (12.5 mg, 47pmol). The microwave vessel
was closed and radiated in a microwave reactor (CEM discover) at 150 W and 125°C for
10 minutes (5 minutes ramp time. Then the solvent was removed i.vac., and the product

purified by preparative thin layer chromatography on silica gel (ethyl acetate 100%) to
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56 yield 11 ng (309 3-(5-{ [(1R 2

S)-2-[(2, 2-di fluoropropanoybDam no] - 1- ( 6-
woredobaxspyr i di n- 3- yppropyl ] oxyl - 1H i ndazol - 1- yRQFBE{00%000265

rahydr of uran- 3-y1l) benzam de. EStMS: m z 580 [ ML14]

111-NMR (300 MHz, CDC13); = 8.20 (d, 1H), 8.08 (dd,

1H), 8.02 (s, 1H), 7.83 (m PH), 5 7.71 (m 1H), 7.67

(d, 1H), 7.60 (dd, 1H), 7.58 (t, 1H), 7.16 (dd, 1H),

6.99 (d, 1H), 6.76 (d, 1H), 6.66 (br, 1H), 6.43 (br,
yieldll 1 nfp. B38%)3-(5UHIR, 25)-25 (1, 2difktdroprép8yljaiino L Hi6- 4

m1H), 3.92 (s, 3H), 3.91 ( 1 (m 2H),
meét}pﬁxygyirlqm 31yl)3)50p(yH.pxy|_}'_BH—lg_da;qln](-yl)%tralyd@r@a—?) yj)_pf?zamlde

E§+®2§WEFR ES?“Z 112, 2-di f | uor opr opanoyf | am nol - 1- (6- e
'He MRy (300iMHa, GDGL); pr-ofga L3 ¥, 8.08 (dd 1H), 8.02 (s, 1H), 7.83 (m, 1H),

7. ﬂlgn}ﬁﬁ?i%g (]azglﬁ 7% @ D! 95 B0, HR8NEE T %605, ¥ % 76 (a,
1H)] é-fSé éifrbrmﬁe RB sty 1Py, 36l (Hdﬁl)OM@éml 119x ¥ 40%dd, G HYES. bp(ﬁmH)

i n-3- H?!J] propan- 2 % | uor opropanam d
3%251@, H@,wkimt ?831ma2ﬁ1 -33-(outl Eol. 25 (mT Higl 77 (¢, 3H) 1.29 (d,
3 75pAnol ), tri-t-butyl phosphoniuntetrafl uoroborat (12
g, 41gnol) and

t ransbi s(acet at 0) bi s[ o- (di - o-t ol yl phosphi no) - benzyl ] di

24{)}P§Irlagéun(ll) ( mg, 71..tnol) in 2 nL THF was added
E R’ num hexacar bonyl (17 ng, 64p.nol). The

i crlowave vesse was cI osed and rad| at ed in a

ti rre). Then the solvent
stroduct purified by

hy on Si I ica gel (ethyl acetate in hexane
%t‘ %ﬁ@*weld 35rrg(66°/<)3(5 { [(1 R 2
F5§ - 2- N uor opr opanoyDam noj - 1- ( 6- net hoxypyridin
- 3- ypﬁé yl ] 0X
d

1H i nddzol - zyt?‘yd(oxybutyl ) benzam de. ES+ME:
m z 582\[M—|+] IHWWWR (300 MHz, CDC13); S = 8.20 (d,

TONJEQ]R ﬁ)alll{[ﬁg}-bildfﬂoi)h@nﬁ%lﬁﬁnda]zbhé fﬂ) oA - (-E@-né{ﬂ})xyiyn?iﬁl 3-
yl)prO_p@n@ebd 2£+®1ﬂuC60198p8(ndmld¢1(ﬁ§) m@ 92}511@1& 1-arpino- 26bUZZ|n0(1€b¢25 mg,

273100, &g Bogoiiiipety fortoras 13 g iafitaothaghdl
bls((dﬂdiﬂo)bfk['d)-Cdl-ﬂa td1y1phbsphittd)-bedzybldipattadiddfI) X .n28) 7(1fh01)iifr|)2 ,mL THF

gggd( molygcii_gnum hexacE)i)onyl (6172“?& Iézl mol) heenrtn crowsave g/essel{was closed

ana gd‘xa?te({ {n2a %1&b®k¢&%m&@@m@ufsbmmh s@WHRI 1235 For(1®-minutes
met hoxypyri di n-3-yl ) propyl ] oxy}
(5 mipptesw@mpdimel- Thentilegsodyangwas removed i.vac., and the product purified by

chromatography on silica gel (ethyl acetate in hexane 0% to 100%) to yield 35 mg (66%)

3-(5-{[(1R,25)-2-[(2,2-difluoropropanoyl)amino]-1-(6-methoxypyridin-3-yl)propyljoxy} -
1H-indazol-1-y1)-N-(2-hydroxybutyl)benzamide. |

ES+MS: m/z 582 [MH']

'H-NMR (300 MHz, CDCl3); 8 = 8.20 (d, 1H), 8.11 (s, 1H), 8.01 (s, 1H), 7.82 (m, 1H),
7.73 (d, 1H), 7.66 (d, 1H), 7.60 (dd, 1H), 7.57 (t, 1H), 7.16 (dd, 1H), 6.98 (d, 1H), 6.75 (d,
1H), 6.74 (br, 1H), 6.66 (br, 1H), 5.36 (d, 1H), 4.40 (dq, 1H), 3.92 (s, 3H), 3.76 (m, 1H),
3.74 (dddd, 1H), 3.34 (dddd, 1H), 1.77 (t, 3H), 1.57 (m, 2H),1.29 (d, 3H), 1.00 (t, 3H).
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5 To N[(1R 2S)-1-

{[1- (3-bronophenyl)-1H i ndazol - 5-yl ] oxy}-3-tert-but oxy
WO 1600842569 PCT/SE2009/000265

met hoxypyri di n- 3-yppropan- 2-y1] - 2, 2-di f| uor opr opanani d

e (37 ng, 60nol), cyclopentylamne (7.1 ng, 84iinol),

Tri -t -butyl phosphoni unt et r aP’uor oborat (3.5nmy, 12nol)

and

trans- bi s(acet at o) bi s[ o-(di -o-tol yl phosphi no) - benzyl]d

ipalladium(Il) (9.1 ng, 10121.trnol) in 1.6 m THF was

added nol ybdenum hexacarbonyl (7.6 ng, 291.tnol). The
EXM“«PFQ)Wave vessel was cl osed and radiated in nicrowave

-2 ]
methoxgpyndmﬁdllbtmwlibmduﬂﬁ umgmlﬂl-eldbdmzamldepar ative t h| n

| ayer chromat ography on SI lica gel (ethyl acetate in
hex,a % to yield 15 of 3-(5-
jé? ert - butoxy2[(22
opt oa EyDam no] - 1- ( 6- net hoxypyri di n- 3- yppr op
S/Iﬂox -o. ‘ol -1-y1)-N- cycl opentyl benzani de,
whi ch Netre ed wit h/3{8 gl trifluoroacetic acid in
0.6 m |chI ora e quer 18 hours at room
t enper abure. i#f atgd sodi um hydrogen carbonate
sol uti on was added the m xture was stirred virgously

To%‘f’(lf{@d) GIC%[@%-‘M&?A%;#MM 11@%&%@5 ?f]&@;r} :$Qerﬂbﬁt8£ﬁ§ (6-

Then the s emhoved | he product
mqﬁmxvpyrehn-ﬁyyl}pmpaf?aylﬂ-ﬁé @ﬂuqrhpmpala;mde @ﬁmagr&ﬂmypap hy

cy(i\glgleé) lée'ué%f:&? 13&1% ?A&ﬂoﬁjg % uty:h?():i'l omun}(te{3 aﬂjuorOSDorQ (? gmg,
122fph) and (rans2bisliatdtato)binps-dianolyiptasping)-tknbylftialidiim{(B) (9.1 mg,

h di n- 3- [ | -1H i nda | 1 1)b
12400 ek PR THE o A PoPLy boP N RS E0oRI L | S CHSe Laymo, Lhe
mibrowavd fesselas cBrsQPardSadidted in rhicPdwdve reakkdr: (CENF&IS({(Q’CI;} at 150 W
iH) . 257.69 (d, 1H), 7.66 (dd. 1H) . 7.61(d, 1H), 7.56
and 125°CHpr 6 miggey (Gdninwtel ran, tg8e)( Ghenithl solgerit gvas gemavell i.vac., and

the%_rﬁ%c?'ucg1 g%&{@ab’y pfﬂjaratgyd %%)’el‘ %@%@&%&Z ﬂ[‘:ll' g'q%ﬁgeﬁ '(%E)d%@%tate in

he;(ziihé 5090 il thg of 3HE- ([ REB)-BtrersDehoxyL-§A21. 74 (m
, 1.52 Em, 2H). WD 2009/ 142569PCT/ SE2009/ 000265 58
1@5);%93%10 namo}- -(6-methoxypyridin-3-yl)propyl]oxy}-1H-indazol-1-yl)-N-

cy§)>g))e1=1?abén%ar%1dé' WRIchWegd tpé%l%)ﬂ)vﬁﬁ{ mlpﬁ tlgﬂl(ld'fgﬁd?:ﬁé &8 ‘ith bam

oxoet hyl7-, 9Hfluoren-9-vlnmethyl ester
dlqhm@ngga(em@ 1 ﬁj}pt(rsgt 1gom 1gapanipic) Satprag2odium hydrogen carbonate

Q5O LTG5S bl i e

30nmmihiitep I Thep cetsobeat \aarsdembwrdmv@g, aristhe productypaeifibd by pparative

e B ORER TSP R B Ry s 0B e i o R
cy&ﬁﬁe’n@ﬁf’ﬂ _GL{[dER £H2-[2, 2sz§udi‘6$i'bﬁan|ogl)£ﬁ=ﬂn()% @lh‘ifdﬂﬁgll'-(%ns

S|rr|n%wascn|nue m nutes at 0C. After
methaxypyndn oy prapyhlony ks 1 Htindagohd -ybhgreamidgr e 10 t he

S[[JM(? flhqf[’ uted with 400 m t-butyl nethylether

Ean vvashed LlMHCLsqutlon(Ztlmss 100 m),

"HsNarwr a400dMNaHC0B1,5,@ +i8 llmcd amj 8302 @ngﬁﬁtgar(s dlr}y) ng7 (d/QH)
Na2SO4 the sol vent was vac,

7. 6&@, Hikd. wd@r;ﬁan%.ébgpr Abihy SiosiDi 268 ki Thatagh & 110,874

I
HCERELE 1] DRRO P Gud 1D 4 D R0 ST IO 10 3
3. (o HaX Yorebr hyHDaU 2. lrid)n ZHO:,xloﬁﬁ(h,yaH) 1.64-1.74 (m., 4H), 1 52 (m, 2H).
9H fl uoren-9-yl met hyl ester (929 . 15111-NWR (300 MHz,
CDC13); 8 = 7.76 (d, 2H), 7.61 (m 2H), 7.40 (dd, 2H),
7.31(dd, 2H),
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5.68 (d, 1H), 4.87 (br, 1H), 4.36 (d, 2H), 4.24 (t,
1H), 3.78 (s, 3H), 3.62 (m 2H), 3.25 (s, 3H), 1.16

w@ 3009/94@569 9H f | uor en- 9- vl et hvl PCT/SE2009/000265
[(2S)-3-tert-butarv-1-(6-nmet hoxypyridin-3-121)-1-oxopr
opan- 2 20 vlicarbamate WO

2009/ 142569PCT/ SE2009/ 000265859

(met hoxymet hyl am no) - 2- oxoet hy1] -,

9H fl uoren-9-yl met hyl ester (18.1g, 43 mmol) in 55 ni

THF at -15C and stirred over night while the mxture

was war nmed to roomtenperature The reactlon m xture

bamicead, U Nd-BEL i hepoydmetiy -2+ (1 ymetilaming)-2-oxoethyl]-,
5 9 Qh ektre;ed Vi gorously The pH was adjusted to

phase extracted with ethyl acetate.

5 After drying over Na2SO4 the sol vent was renoved

i.vac., d the product purified by chromatography on

silica ggl (ethyl \etate in hexane, 0 to 100% to

yi e 2% 9 (13% | uor en-9-yl net hyl

L( }(X t - bu - 1- (6- et hoxypyridin-3-yl)-1-oxopro

pan- yN ca'banyie 1H NWMR (300 MHz, CDCl13); =

8.82dd, "1H), 8.16 (Hd, 1H), 7.77 (d, 2H), 7.63 (m

2H), 107.41 (dd, y, 7.32 (dd, 2H) 681(d 1H)

5.95 (d 1H) . 5. 29 ( 4.40 (d, 2H), 5 (t
FMQG-SER(FBU)-$H &01, ! Qm;@oH% wzom)dlc}@org@e@g@p wqqq)coolgd 620°C. 1,1-

Copoppdthagh G, B75 B TR B iy mpinle i nd siing s
contitie g f@BdNRinutky ﬁta()*’ﬂaifﬁbthylhﬁm&l-ﬂ%ﬂ D undy ET5- @mpl)vedstadled followed by
N it | ke HRar Biopa hOgHIoao b330 BRUgRLR Bortons and

stifrfhgdvd¥lebni@itdd F&H J0aRRuLeE af@-b M§r ﬁﬁﬂﬁ{‘%fcﬁ"lw Wofd At fdobn temperature

I so-propyl ate (300 ny, e reaction
theynitre avangdutsd pithedO anl tfbatyl m@rh he gt washgd aith ldvh AICL solution (2

tmgel gﬂb ﬂHﬁaétﬁ%tedﬁ@aﬁ@Pé’ohﬂ on a('lgf ggnmf e} Mou}\]\é%{lee ?olvent

was conti nued
wasaemenkde dac.| dne the putodma pugfiedsby .ﬂrromgogmphyl&x ﬂhm,lgeé gethyldhcetate in

e S M 85 e R LR, PSS s

2-tBhRymEH Bhe)-2tdxB 6k ORLMITRL0Q %Wl@ﬁ S(g2epa gel
(et hy acg%’gtepln hex%e 0%to 10%% eltel o@l 46

g
"HOSSER) (300MHz) 6111109 5y ‘hikd (ay RH), (7162, (gng:g 7. 40 (dd 2H), 7.31(dd, 2H),

s &G0 I BRI, S R A ST RS SR 9

3HH).16 &, 98).(d, 2H), 7.66 (m 3H), 7.41 (dd, 2H), 7. 32
dd, 2H), 6.75 (d, 111), 5.64 (d, 1H), 4.91 (m 1H),
4.41 (m 2H), 4.23 (m 2H), 3.93 (s, 3H), 3.50 (dd,

9@%0%4—9%&@)}1 /92:9)-'3 -tert-butoxy-1-(6-methoxypyridin-3-yl)-1-oxopropan-2-
vl]carbamate

~
O Ny o o Q
| Z ""’N)J\o .
T

64 ml Isopropylmagnesium chloride (2M in THF, 128 mmol) were added to 5-Brom-2-

methoxypyridin (10 g, 53 mmol) and carbamic acid, [(1S)-1-[(1,1-dimethylethoxy)methyl]-2-
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WO 2009/ 142569PCT/ SE2009/ 000265 60 (1R,

2S) - 2-am no- 3-tert-but oxv-1-(6-nethoxvpvridin-3-yl)pro
wW@2a00A41569 OH To 9H-fl uoren-9-yl nethyl [(1 PCT/SE2009/000265

R, 2S5)-3-tert-butoxy -1-hydroxy-1-(6-methoxypyridin-3-

5 yl)propan-2-yl]carbamate (2.38 g, 5.0 mmol) in 19 nL

N, N- di met hyl f or mani d was add@d pi peridine (4.9 nlL, 50

nmol ) at roomtenperature. The reaction m xture was

stirred 20 hours at roomtenperature. The reaction
(memxiﬁﬁahyﬂ@ﬁmaﬁdeﬂoétnqux QHWﬁIo%n-@-Pﬂnétﬁbﬂ epte£@B it 48 @mol) in 55 ml

[tration through cellites followed by

TH;Faqie% F anﬁémr?fbo‘@r nighbwhide thagnlmmwewgrnedM@oahts@aa@ture The
reafchJ)ﬁ ﬁl@&@re‘eﬂé c&HES ﬁ)cf@danWahﬁbd]s@legQ& QQNPHCI f&e C}xture and stirred

| oronet hane and the organi ¢ phase
VIMlymGﬂfI waghdjusted toehandths aqueooypithsé exbalcted vathcetiyh acetate.

AR OSSN e o GRL R0 ER 1tre2 00 ets e o

chﬂwla((%ﬂap‘}ﬁ/ ofr 3fRca gel (ethyl acetate in hexane, 0 to 100%) to yield 3. 28 (13%) 9H-
S)-2-am no-3-tert- butox -1-(6- nethox gyrldln 3-y on

ﬂuargﬁ Srlgrethy} (2 RvRicrutonL (6-amstho3ypyralin:33] )1b0wr0pfpo

) d 1H). 6.76 (d. 1H), 4.62 (d, 114), 3.94
yl]zaﬁﬁnétgm (Ebd 111), (3 35H)(dd 1H),( 3. 09 )(m 1H),(i 20

‘H(NMRQ(B@OML& CDQR)25-8182{({,J1H), 8.16 (dd, 1H), 7.77 (d, 2H), 7.63 (m, 2H),

741300 BT PR, S B0 503 vy T m il 4 20D, 425

1}13841021@ 3H), 30& (&4, 1H), 3.66 (dd, lH) 1.02 (s, 9H).

Am no-3-tert- butoxy- (6 nethoxypyrldln 3-yl)pro
pan- 1- oI (350 ngy, 1.38 nnDI) 20 copper(l)lodlde (52

OTY S B
_J&E@Q@ﬂ@@g in butyronltrlle (2 9 nL) The reaction
vessel was capped and the m xture was stirred at 110 C

for 2 hours| Then 1-(3-bronophenyl)- WO

2009/ 142569PCT/ SE20094000265 61 5-i odoi ndazol e (465
g .38 I e) was @ and heating to 130C was
cohELEEszFgrOZO hoyrs,” The mi xture was filtered

thr pﬂe ‘Iﬂ ed by careful washing of the
solids withl0% tri @Ry} amine in methanol . The sol vent
was reno¥%&d i.vac., d/ t he product purified by
chromat ography on silica gel. (ethyl acetate in

o P ST TR o Pt B AR  Dy 12 g >
yljcdrParR&i} (226 §]417( Bmiot)onBgivepand) (4.4 mL) and toluene (6 mL) was added

aluminum tri iso-propylate (300 mg, 1.4 mmol) . The reaction mixture was stirred at 65°C

for 72 hours, additional aluminum tri iso-propylate (300 mg, 1.4 mmol) was added and
stirring was continued for 24 hours. Water was added, the mixture was stirring for 15
minutes and extracted with ethyl acetate. The organic phase was dried over Na,SQ,, the
solvent is removed i.vac., and the product purified by chromatography on silica gel (ethyl
acetate in hexane 0% to 100% ) to yield 1.46 g (65%) 9H-fluoren-9-ylmethyl [(/R, 2S)-3-
tert-butoxy- 1-hydroxy-1-(6-methoxypyridin-3-yl)propan-2-yljcarbamate.

'H-NMR (300 MHz, CDCl3); = 8.18 (s, 1H), 7.78 (d, 2H), 7.66 (m, 3H), 7.41 (dd, 2H),
7.32 (dd, 2H), 6.75 (d, 1H), 5.64 (d, 1H), 4.91 (m, 1H), 4.41 (m, 2H), 4.23 (m, 2H), 3.93
(s, 3H), 3.50 (dd, 2H), 1.18 (s, 9H).
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1H i ndazol - 5-yl ] oxy}-3-tert-but oxy-1-(6-nethoxypyridin
-3-yl)propan-2-amne. 1H NVR (300 MHz, CDC13); = 8.22

wa@ cgoodkdsee 8. 01 (d, 1H), 7.86 (t, 1H), 7.67 (ddpctsi2009/000265
7.62 (ddd, 1H), 7.60 (d, 1H), 7.45 (ddd, 1H), 7.36 (t,
1H), 7.13 (dd, 1H), 7.04 (d, 1H), 6.75 (d, 1H), 5.18
(d, 1H), 3.91 (s, 3H), 3.58€dd, 1H), 3.50 (dd, 1H)
3.37 (m 1H), 1.20 (s, 1H 10
N Y1R, 2S) - 1- {11- ( 3- br onmophenvl) - 1Hi ndazol - 5-v11
oxv}-3-tert-butoxy-1-(6-

Insthoxygyrldln 3- v1 pr opan- 2 1,17 2

ulatzlalz £ zLilace AP 94 (74
ng, 0.46 nmol) was added to 2, 2- d|quorprop|on|c acid
(50 15 ny, 46 mmol ) in 1.2 nL THF and stirred for 3
hours. (1R BR5)-1- 111-(3-bronophenyl)-
ek imdazol ,%- yl]oxy}-3-tert-butoxy-1-(6-nmethoxypyridin

&k@32£igggn 2-amine (120 ng, 0.23 mol) in THF (1.2
m) dRdl and stirring was continued for 20 hours
at roomgﬂerrperature Vater and ethyl acetate were
added, the m xture was stirred vigorously, extracted

ToVQHJﬂuSJemQLylﬁféﬁltyﬂE(?R @&ﬁﬂerﬁgut&yam%mam c@ﬁﬁaﬁd(y#yﬁmna-

brine. The sol vent was 20 renpved i .vac.

yhprapauetyljsarbamated2 3 g¢ ﬁr%mwbgn AP AN «::hmqtb)elfcg@amld was added

.( et;hvl i 09 .
AL 350 ) DRl Ry RO L Pl D s
at ydojoteytiperature. The reaction mixture was added to ice-water and the precipitate removed
t - but -1-(6- di 3- -2-y1] -
by S BPUBE B a0 DREIARR Megn P el 3y Ytk The
aqﬁeolﬁ fiftehte Whb ext@ced with, 1044 hethdndd n dichlofdihethahe ﬁﬁc}_ (Héd)rgamc phase

?31, 7.63 (ddd, 1H), 7.61 (d, 1H), 7.45 (ddd
wap dgigd pyer Piqe§04 The solyent was pgmoved Bgaq. dlndI]H) proguct eulzﬁﬁ(cﬂry

h%dé%atog%_é& chdsgbclgh (tﬁﬂ;Znog th 4<B&1f%rgmﬁei}%§k 6%] tgl)b%) t6 ghgd 426 mg (34

%)](1R8250-§-arﬂht)—3 terﬁ-buﬁx&l-ﬂ'p%anaBO)@pyﬁdm{ﬂflb;Rppan-1 -ol.

Sl g PRECTERRA nd R TP
I d T
AP %‘@ﬁzﬁ.‘?’pﬁgﬁﬁj RSP oyl <

1- (6- et hoxypyri di n- 3-

(L§ORIOOR P 2o P R il b gf” D1 9RROPTSE ol B0, 1Y mbdistporidin:-

U, Z279o) 11

yUbhbuhéthmkphosphonluntetrafluoroborat (12 mg, 4lgnol)
and
trag;bis(acetato)bis[o-(di-o-tonIphosphino)benzyl]dip
allddium(11) (13.9 ng, 18[tnol) in 2 mM 10 THF was

adged nol ybdenum hexacar bonyl (17 ng, 64 !nop. The

m &royave vessel was closed and radiated in a

Hi cr;octor (CEM di scover) at 150 Wand 125C for
10 AU N5 minutes ranp tine). Then the sol vent was
reggtgd i v % and the product purified

chr natograo og silica gel (hexane / ethyl acetate O
t0.200% to yreld 19 ngy (35%

3-(5-{[(1R,25) 2-[(2, 2-di fl uoropropanoybDam no] - 1- ( 6- e
(I R2S)YPymindi3reeB-butoxy-1-(6-methoxypyridin-3-yl)propan-1-ol (350 mg, 1.38 mmol),

coy&ﬁ?g&ﬁ%é orEé}q\éH- ] nga]ég\k PTW_%]}}lgll}\ltlglg r7I rg:g, 0. §5 1¥1|m tatnd caesium

carbonate (896 mg, 2.75 mmole) were suspended in butyronitrile (2.9 mL). The reaction
vessel was capped and the mixture was stirred at 110 °C for 2 hours. Then 1-(3-bromophenyl)-



11-1-NMR (300 MHz, CDC13); 6 = 8.62 (br, 1H), 8.55
(br, 1H), 8.19 (d, 1H), 8.12 (m 1H), 8.00 (s, 1H),
wO 2841469 1H), 7.74 (m 2H), 7.67 (d, 1H), 7. 5BCT/8E2009/000265

2H), 7.29 (dd, 1H), 7.15 (dd, 1H), 6.98 (d, 1H), 6.75

(d, 1H, 6.69 (m 2H), 5.35 (d, 1H), 4.68 (d, 2H,

4.39 (dg, 201H), 3.92 (s, 3W, 1.76 (t., 3H), 1.28 (d,
3H). Assay Human d ucocorticoid Receptor (GR) Assay

The radioligand GR binding assay is based on a

5-i6QdTR@EZbIeI(P65 MESRYS Mol wib addcalunt deatdd t@emmﬁ@ed for 20
Dexanet hasone is known-to bind in the |Iigand bindin

howrsrbhermisfurerag fillered iseiteh cebitesfphei e yharAulsrrb e d@ solids with

104 tg%?ﬁnﬁﬁ i nfetfhnof Tht kS198nt WS Fhdved %Q&s)and gk eﬁrb@uc%mﬁed by
radi of I gand bi ndi ng assay, test conpounds

chmarat@apyly @nlsilice geh (etlnd avetito ) ditldpomEeiane 6 he laOﬁ% ,ahémomsthanol in

cnfh ity 50 s BT 8Ll B3 17 By oNes S o bdgtpmophenyl)

1Htﬁd%1@r R 3\/ ARBhiloRY01 N6l rdk £-3PH R §an-208mni
control }ﬁ]gsﬁ% 7%A> Dl\/ISOynggl nal (g(gﬁ%g}t r?tl oﬁﬁlﬂn aslsn;{(fd 1),

'HIWMR1 GO0NER CRE L Nids & ?(%Miﬂ)e&(@n@t b} g (4, e, 7.6T

B i e e

(d,HENAS. 18 QR Y 91 (6 3HpBOR (d<201’ﬂi)4 B8ai(dd P BBy day, €H),At20 (s, 1H)
7.4). 45 pL of CGR was added to each well and the
pl ates were incubated for 15 mn at roomtenperature.
N-AirR IS X ATEL hﬁ%%pﬁaiyytmmda@@ st} ot} 9L idrR pRroxy-1-(6-

concentration of 70 nMin assay butfer (/nMTfinal
meghoxppyridimé-etpronan-dny]-addlifuonoproperamidted to each wel | .
The sanples were nixed for 5 10 nin usi ng a plate
shaker 700 rpm before incubation for 2 h at room
tenperature. 50 pL ice-cold charcoal solution (pH 7.4:
2%0Ch oaI 0, 2% Dextran T70 in 20mM Tri sHCl, 1nM
d| um nol bydate) was added to each wel |
iahe sa “were mxed on plate shaker for 5
antT;gTh p te was then centrifuged for 1.5 mn at
r
I

1500 Nnthe sanples (80 4) were 15 transfered from
each we to a tar plate (MIlipore, 0.45 pm
MHVBN4BS on a vacuum nani fol d and then col lected into
new plates (Geiner, 96 well white/transparent,

1,l663098yldiimgdazel; (7¢ &g, 9445@%@%@@@@ éﬁ WirpTRpiROjs BCisk (50
%’g%% {}‘}Qﬂ id D '?nL:,LQP[F t].clrrec‘(f: 89%%&@ 1 Uy O{Ti-ﬁj-gﬁ)gr%oghenyl)—

d'to eac m xe on o
1 Hsind &zt - Sfyb]oxﬁ} mtert-bﬁmdyda(étm&hdngypyaénmeﬁmmm J-amme {1 B0mg,

Cro l.ux. Read | Lac) countin or 2
004" QUF (b TR e "B iy 5 PES REUTPRL i b frs 3t room
telﬁp"é@ith&a%t& %RE kiR a&etan@wereadmaédf #RAMMKGIrd Gat RraredlOfigovdtisdy,
ActivityBase, version (I D Busi ness Sol utions

extracigd witRlethymyetais afiss 39\/@\1@“@@@ Waghedgvittrerine. e wqlyent BRS
rex&%ﬁ%ﬁ‘@&kﬁnd‘%ﬁe prﬁﬁ&%ﬁnF g@ﬁ%ﬁ%aﬁ&aph)zgh sifié ge%qgt:ﬁyl acetate in
hexane 0 to 50%) to yield 52 mg (37%) N-[(IR,25)-1-{[1-(3-bromophenyl)-1H-indazol-5-
ylloxy}-3-tert-butoxy-1-(6-methoxypyridin-3-yl)propan-2-yl]-2,2-difluoropropanamide.
'H-NMR (300 MHz, CDCls); & = 8.13 (d, 1H), 8.02 (d, 1H), 7.86 (t, 1H), 7.71 (dd, 1H),
7.63 (ddd, 1H), 7.61 (d, 1H), 7.45 (ddd, 1H), 7.37 (t, 1H), 7.13 (dd, 1H), 7.06 (d, 1H), 6.76
(br, 1H), 6.72 (d, 1H), 5.27 (d, 1H), 4.51 (m, 1H), 4.01 (dd, 1H), 3.89 (s, 3H), 3.49 (dd,
1H), 1.57 (t, 3H), 1.18 (s, 9H).



20

25

GR Binding 1050 [nM 1 2.81 2 19.9 3 1.69 4 1.61 5
1.93 6 5.06 7 16.9 8 6.88 9
WO 2009/142569 PCT/SE2009/000265

62

Example 28

3-(5-{[(1R 25)-2-[(2,2-difluoropropanoyl)amino]-1-(6-methoxypyridin-3-yl)propylloxy}-

1H-indazol-1-y])-N-(pyridin-3-ylmethyl)benzamide

o
%N z \ /N
FF oM |~ |
=z | N NN
N
3 @\(NH
o
~ o

To N-[(IR, 2S5)-1-{[1-(3-bromophenyl)-1H-indazol-5-ylJoxy}-1-(6-methoxypyridin-3-
yDpropan-2-yl]-2,2-difluoropropanamide (50 mg, 92umol), 3-aminomethylpyridine (30
mg, 275pmol), tri-t-butylphosphoniumtetrafluoroborat (12 mg, 41 umol) and trans-
bis(acetato)bis[o-(di-o-tolylphosphino)benzyl]dipalladium(II) (13.9 mg, 18 umol) in 2 ml
THF was added molybdenum hexacarbonyl (17 mg, 64 pmol). The microwave vessel was
closed and radiated in a microwave reactor (CEM discover) at 150 W and 125°C for 10
minutes (5 minutes ramp time). Then the solvent was removed i.vac., and the product
purified chromatography on silica gel (hexane / ethyl acetate 0 to 100%) to yield 19 mg
(35%) 3-(5-{[({R, 25)-2-[(2,2-difluoropropanoyl)amino]-1-(6-methoxypyridin-3-
yDpropyl]oxy}-1H-indazol-1-yl)-N-(pyridin-3-ylmethyl)benzamide.

ES+MS: m/z 601{MH"]

'H-NMR (300 MHz, CDCl;); & = 8.62 (br, 1H), 8.55 (br, 1H), 8.19 (d, 1H), 8.12 (m, 1H),
8.00 (s, 1H), 7.84 (d, 1H), 7.74 (m, 2H), 7.67 (d, 1H), 7.58 (m, 2H), 7.29 (dd, 1H), 7.15
(dd, 1H), 6.98 (d, 1H), 6.75 (d, 1H), 6.69 (m, 2H), 5.35 (d, 1H), 4.68 (d, 2H), 4.39 (dq,
1H), 3.92 (s, 3H), 1.76 (t., 3H), 1.28 (d, 3H).

Assay

Human Glucocorticoid Receptor (GR) Assay

The radioligand GR binding assay is based on a competition assay using *"-labeled
Dexamethasone. Dexamethasone is known to bind in the ligand binding domain of GR and
compete for binding with endogenous ligands like e.g. cortisol (Necela, 2003).

In the GR radioligand binding assay, test compounds were serially diluted in semi-log

steps (10 concentrations) with a final concentration of 10 uM. Test compounds (1uL) and
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controls (1pL) in 100% DMSO were added to 96 Greiner V-bottom polypropylene plates.
0% control was 6.7% DMSO (final concentration in assay) and 100% control was 6.7 pnM
Dexamethasone. '

The full length GR was diluted to a final concentration of 3.3% (0.495 mg/ml) in assay
buffer (20mM Tris-HCI, 1mM EDTA, 10% (w/v) Glycerol, 20mM Sodium molbydate, pH
7.4). 45 pL of GR was added to each well and the plates were incubated for 15 min at room
temperature.

3H_dexamethasone solution was diluted to a concentration of 70 nM in assay buffer (7nM
final assay concentration) and 5 puL. was added to each well. The samples were mixed for 5
min using a plate shaker at 700 rpm, before incubation for 2 h at room temperature.

50 pL ice-cold charcoal solution (pH 7.4: 2% Charcoal, 0,2% Dextran T70 in 20mM Tris-
HC], 1mM EDTA and 20mM Sodium molbydate) was added to each well and the samples
were mixed on plate shaker for 5 minutes.

The plate was then centrifuged for 1.5 min at 1500 rpm, the samples (80 pL) were
transfered from each well to a filter plate (Millipore, 0.45 ym, MHVBN45) on a vacuum
manifold and then collected into new plates (Greiner, 96 well white/transparent, 655095).
The filter plate was washed once with 20ul of water and then 100 pL of scintillation liquid
was added to each well and mixed by incubation on plate shaker for 5 min. Radioactivity
was measured in a 1450 Microbeta Trilux Reader (Wallac) counting cpm for 2 minutes per
well. The data obtained from each replicate experiment were analysed using the software
ActivityBase, version 5.4.3 (ID Business Solutions Ltd) and ICsg values were calculated.

Ref: Necela, BM, Cidlowski, JA, Trends Pharmacol Sci, 24: 58, 2003

Example|GR Binding 1C50
Nr [nM]
1 2.81
2 19.9
3 1.69
4 1.61
5 1.93
6 5.06




20 75.9 21 2.91 22 1.37 23 0.86 24 4.46 25 2.99 26

4.13 27 13.6 28 1.39 65 CLAIM

WO 2009/142569
7 16.9
8 6.88
9 5.65
10 1.73
11 6.77
12 2.54
13 384
14 40.2
15 1.72
16 424
17 3.55
18 4.22
19 2.29
20 75.9
21 291
22 1.37
23 0.86
24 4.46
25 2.99
26 4.13
27 13.6
28 1.39
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1. A conpound of fornula la: (la) wherein: 5Ais
C _6al kyl, G _6al koxy, C3_7cycl oal kyl, G _6hal oal ky1,
w@ER008akisgd t hi o, C 1_6al kyl C(0)-, Cl_ 6al kyl oxyB{D¥E2009/000265
NR5R6, NRSR6C(0) - or Cs_ioheteroaryl, all optionally
substituted by one or nore substituents independently
sel ected from hal o, cyano, Hydroxyl, G 4alkyl, C1
4al koxy and Ci 4hal oal | cyl ;- R5 and R6 are i ndependent 'y
sel ected from hydrogen, G . 6al kyl, C3_7cycloal kyl, Cl1_
crgamsal kyl C(0) - and C3_7cycl oal kyI C(0)-, or R5 and R6
~ m ght forma ri n‘% wth the nitrogen to V\,hl ch they are
L. at 9ddogen, G _4al kyl,
G _4hydr oxyal kyI , G L4al
Ci 4al | cyl t hi oG 4al kyl
aryl, C5-1 oaryl G 4a} - ,
C5-i oaryl G _4al koxy-, C-18a1 %‘4al kyl -,
15C5_10heteroaryl -, C5_10heterparyl' i _4al kyl -
Cs_i ohet eroar y1Cl. 4al koxy;_.or 'C5
i ohet er oar yoxyGi 4al kyl - (é h of which are
wﬂéfbs,ubst ituted or opti onal |y substituted by one or nor e
substit uent s i ndependent | y selected fromB

A ifaraigh Cuilhosy, Caali @a@ﬁwlkytacmadmm CralkylCOO, Ci.

KYIRSRS 4 |-
6a]%19§;&; D3 iC{ y’INOXR O&Cﬁaﬁl He%r&%% M lop tlo all<1§ i%bstltuted by one
or (i@reﬁmbsthtoaits m;iénehdtmﬂiyl&alebte@ Ifrom 1@to, cQﬂ@O@roxylk(ylelkyDCI

)kG 4al kyl -, C1 _3 alkyl S(O)k-, C
«al 0%351%6%4%??%’8 - 4hal oal koxy-, or Bis one of the
Rfagll Rémenﬁd@reﬁueﬁﬂy wheadl R6m hlymragad 0, QalRyl] 8LRPEIOARYIDONS

on an MC or heteroaryl rin
220kl R A0)-cPER andolf. mighp formyacine) with thg njteogen to

wlgcht:h ireaRgth¥gare, independently, 0, 1, 2 or 3, and t
vyare not both 0; 25 XiS 0 or NH Wis phenyl
ssuhwtrogemt @haliyl, &hehyiroxpatiyls Goalkyl Q€ niatkyl-n Gepdindibind, yalkyl-
o from- (CH2)nC(0)NR7R8, -(CH2)nNRIOC(0)R8 or
°r-c-694§‘3‘”‘ﬁ?£("0) NR9( CRI 4R15) C( 0) NR7R8; and Wis optional |y
R*fi$ICt e, slabo%fylmaﬂ@lbws halytQs ;s Garyi, ARbKY, Cs. BdryldkyC,_alkyl-,

hydrogen or Cl14 al %
Cs.joheteroaryl-, Cs_joheteroarylC, 4a1kyl- Cs.ioheteroarylC, 4alkoxy- or Cs.

yl OCi _4al kyI-,
dhaloallcyl; R3 is C5- 1

1oheteroaryoxyC, 4alkyl-, all of which are unsubstituted or optionally substituted by one or
more substituents independently selected from B;

B is hydroxyl, halo, cyano, C,4alkyl, C,.4alkoxy, C;_shydroxyalkyl-, C;.salkoxyC,.salkyl-,
Cs.scycloalkyloxyC,.salkyl-, Cs.ecycloalkylO-, Cs.¢cycloalkylthioC, salkyl-, Cs.
scycloalkylthio-, C,_3alkylS(O)«C,4alkyl-, C;_3alkylS(O)x-, Ci.shaloalkyl or C;.
shaloalkoxy-, or B is one of the following groups which are linked to adjacent carbons on
an aryl or heteroaryl ring (CH;),OC,.4alkylenylO(CH;),- or (CH,);{O(CH>),-;

kis0, 1;

t and v are, independently, 0, 1, 2 or 3, and t and v are not both 0;

X is O or NH;

W is phenyl substituted by one or more substituents independently selected from -
(CH2)aC(O)NRR?, -(CH,),NR’C(O)R? or -(CH2),C(O)NR’(CR"“R'*)C(O)NR'R?; and W
is optionally further substituted by halogen or C,alkyl;

R’ is hydrogen or C, 4 alkyl;
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66 R8 and RO are, independently, hydrogen, Cl-4 alkyl
(optionally substituted by one or two groups sel ected

wo canaripsey oxyl , Cl-4 al koxy, NH2, oxo, -C(0)NRE®I/IE2009/000265
-NR1C1_4 alkyl, - C(O)NR1Cl1_4 al kyl, -NR10OC(0)Cl1_4
alkyl, Cl 4 alkylthlo Cs Ioheterocyclyl Cs_ioaryl or
G ohet eroaryl), 5C3_7 cydoal kyl (optl onal |y
substituted by -C(0)NH2), Cs_ioheterocyclyl,
C5_10aryl, C5_ loheteroaryl or -C(0)NRLRL1l; whereby

R*GRd ROarey ind@;ﬁen@éml%ﬁ{cﬁég&r ¥4 aﬂkf (@ﬁﬁdn@ﬂfﬁ k&aéuﬁwasiyl dndbevo

by hal ogen koxy

eripe ﬁ@W@%ﬁO@Mﬁ@xylaﬁuyp kxS P, SAPINRH 6 EI Ys. -
C(@W%g’@a%lxyls §(§5 altgzlb&l 41@55% X(ilsflohg!eroce\;%lyl Cci “i:%é‘/l or Cs.

whetegmrmgr W th the nitrogen to which the are attached,
form or nbe nally conprisin

Crg bt ruhonily SBanroi o LA R ot SR ey O

johRtehsdryItoit € le?m‘é or two groups sel ected from 0Xo0,
hydr oxyl , rox¥al kyl-, C1 4 alk

-4
W@F%)@(I@YWTQSWWTO@ a(mymmpéhy heﬂsmclmlkyl Ci-

Bi}% ependent |y, hydrogen or Cl 4
4ala y?j;%}’n and B}ér g%w%%gbgﬁdently, 0, 1, 2, 3 or 4;
whmrﬂfby‘ﬂny Sethgodydyleism pptivally smstlmwdlb&ﬂM@ﬂkyO C41§1 alkosy(Kyd alkyl),

f (g_ armaceutical |y acceptable salt thereof. 20 2.
OX?I% Wund according to claim 1, wherein: A is

or @3 ad & RE ltodditkey withGhe Mfragedab kibichapé h@mhémdsmhﬁtaist ot ed
by cyano; Rl is C _4allcyl or C 4hydroxyallcyl; R3 is
meueper@hing opsiongtly W’é@éé@?on@ﬁtﬁgdﬁ% pgep AABLhG Hig E"d‘%y
|
op@o&ag? I\SIEQS)I% te&(b %ﬁ ?‘ @&@é’dsfr%ﬂ k&%& lfy‘dl;o‘?@l
shydsptyiatiydd, Cys slkblst¢1t4wﬂ1®dy@4@ﬂ@yl)mr m@)@(@uﬁa B&L ect ed

Rls,rlfnplilyan(f)ﬁm ate, independently, hydrogen or C,4 alkyl;
n and p are, independently, 0, 1, 2, 3 or 4; and
Y is hydrogen, halo, C,_alkyl or C; shaloalky];

or a pharmaceutically acceptable salt thereof.

2. The compound according to claim 1, wherein:

A is Csqcycloalkyl, Ci¢haloalkyl optionally substituted by cyano;

R' is Cy.qalkyl or C,shydroxyalkyl;

R? is Cs.1paryl or Cs.joheteroaryl optionally substituted by C;.4alkoxy;

Xis O;

W is phenyl substituted by -C(O)NR'R?;

R’ is hydrogen;

R® is C 1.4 alkyl (optionally substituted by one or two groups selected from hydroxyl, -
C(O)NR'R", -NR'°C(0)C, 4 alkyl, Cs.joheterocyclyl, Cs.joaryl or Cs.joheteroaryl),
Cs.7cycloalkyl, Cs.joheterocyclyl or Cs.jgheteroaryl,

whereby any heterocyclyl is optionally substituted by C,; 4 alkyl or oxo;

orR” and RS, together with the nitrogen to which the are attached, form a 5- or 6-

membered ring optionally comprising a second ring-nitrogen atom, the ring being
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C(0O)NR oRi 15 -NR1C(u)k-1-4 al kyl, C5-10heterocyclyl,

Cs-ioaryl or Cs_ioheteroaryl), C3_7 cycloallcyl,
w@26020ks6®r ocycl y1 or C5-ioheteroaryl, 30wher ebgT/am3009/000265

het erocyclyl is optionally substituted by Cl1_4 al kyl

or oxo; or R7 and R8, together with the nitrogen to

whi ch the are attached, form7a 5- or 6- nmenbered ring

optionally conprising a second ring-nitrogen atom the

ring being 67 optionally substituted by one or two

G6rRAUP Sutsahest ode’ R Fv O B up Y Rom Gko, RPABKPXERIHMEoxyalkyl
0por -gaf Q?Q)e Ré . 2 gnd éT% é?ephydgﬁggﬁﬂ ;ﬁyaky

or NC((O3N ogen Sor a pharmaceutically acceptable salt
14 mf 3 d according to claim1 or 2,
R \M?efg na 19 a%”’?fi&%r o’gd?{ﬁ or cycl opropyl substitut ed
\Tmﬂ@mmgmano Rl is nethyl or hydroxynethyl; R3 is
henyl| rid tituted with nethoxy. 10 4. The
OIQBWHéBﬁ@“&@{ %ﬁﬂﬁ Q%?e e of clains 1 to 3,
wherein Wis phenyl substituted by -C(O)NR7R8; R7 is
hydrogen; and R8 is hydroxynethyl, dr oxyet hy
3. Fg«m@w@ pspording Wrcdaipolend, whareimé wéﬂevmﬂhyl or cyclopropyl

S L

withymdéthg@ent yl , cycl ohexyl, acetyl am nonet hyl
acetylaninoethyl, oxoinidazolidinylnethyl,
oxoi m dazol i di nyl et hyl , oxopyrrolidinyl nethyl,

4, m&ﬁd}f&ha Qédaydlﬁg fydny o bflelhieds 10 BdwatRinowhe puén,yl substituted
di oxi qtgtrahgﬁyothlophenyl oxotertahydrofuranyl

by (AR Br:d¥ us Bydrpgengardhy | di oxooxazol i di nyl met hyl

ng}éelg%%}(}%%%?é@ f),/ Z(%rﬁﬁ;{?yﬂg& hydroxybutyl, aminooxomethyl,

anﬂddmbétyyldami}nomz@yﬂ diimiycbmetthylbxomethtamhi;abmeﬂmw(oethyl,

Cyéﬁ%ﬁB@x%ﬁﬁ’g’H&l é’cyai}‘lp tgl;( %}r‘lr%l’lngctﬁwz{rw?a@lpthylp%e&lpmo’ethyl,
oxPMtidABBHiRYImetH3Y, fdx@irﬂMhi&HﬁMe{hyw,beﬂyrEMidﬂIgﬁmkthyl

i ndazol yl met hyl or indazolyl eth

@mﬁmdmle&yémxemﬁ@raﬁlﬁdraﬁyor&lﬁ@vl ioxfefetahydratiyophenyl,

ox%ﬁglﬁ}gﬂggyahflb@ er @gﬁ?ﬂ pyp{)}ﬁﬁ )EP n%g}ldﬁg,QAWBS and

dlmﬂhﬂﬁmwxadol@hylmﬂryb amahyildrgxsoxhzadidmylethyl,

o BT AT R B i et B bt oosoptenyimety,
anhﬁ/d&@meaylamyl %fﬂ&ﬂnyl S¥ORIdYe rpyﬁﬂzﬂlyl pyhddzeaz, quhdir@Mhethyl

per azi ny perazi nyl, oxopi perazinyl,
Yﬂé@V@ﬂVﬂﬁ@#ﬁ@ﬁéﬁ%ﬁﬁwr“5%?&%?@W¥ahydroth|ophenyl

5. The compound according to any one of claims 1 to 3, wherein W is phenyl substituted
by -C(O)NR'R®; and

R’ and R®, together form pyrrolidinyl, oxopyrrolidinyl, carbamoylpyrrolidinyl,
hydroxymethylpyrrolidinyl, hydroxypyrrolidinyl, prolinamide, hydroxyprolinamide,
piperidinyl, hydroxypiperidinyl, oxopiperidinyl, imidazolidinyl, piperazinyl,
hydroxypiperazinyl, oxopiperazinyl, tetrahydrothiophenyl, oxidotetrahydrothiophenyl,
dioxidotetrahydrothiophenyl, oxotertahydrofuranyl or tertahydrofuranyl.

6. Compounds selected from
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30 di oxi dot et rahydr ot hi ophenyl , oxot ert ahydr of ur anyl

or tertahydrofuranyl. 6. Conpounds selected from 68
wa2000/1§8364 5- ( {( 1R 2 PCT/SE2009/000265

S)-2-[(2,2-di fl uoropropanoybDani no]- 1 -phenyl propyl}

oxy)- 1Hindazol- 1 - yl]phenyl}

carbonyl )-D-prolinamde, N[81 S 2R)-2- { [143- {

[ (2R) - 2- car banoyl pyrrolidin- 1 yI ] car bonyl }

phenyl ) - 1H i ndazol - 5- yl ] oxy}

1-( B4 b{s(llRasp!z; -ﬂiﬂﬁM}dpﬂiﬂamﬁhﬁﬁﬂ]dﬁpheﬁ§?E@i'(}oxy)—lH-indézol—l-

{(1R 28% i] di f1 uor opr opanoybDam no
yliphamahyriber phamides | ndazol - 1 -y1]-

m}% %RM d{r[1 %%WQ%WFHOI d(n' -yl]carbonyl1} phenyl)-1H-indazol-5-

yl]oR; 2Emethyl-2phaydethy liwhapdiopadeoy Dami no] - 1 -

B L b eSS e BTG sl 1

N- (z(ﬂﬁr&@:ﬁg})f,é,&aﬁrdél f 1l uoropr opanoyl ) ami no] 101
henyl p pélbff eg 1H i ndazol - 1-yl i benzam de,
QF gm(ng@eq )r§o55y {(11}@3_8)32 B2- difluoropropanoyl)amino]-1-
il I anoyDam no] -1 -
phé‘f’é‘ﬁy@ ’%2/ 1f[2m8a 5 }JﬂBE S 1y-yl 1 be]nzarri de, 3-[5-(
N-{({ SERaire)y I-—meﬂ{yE-Z-Z}xdethYlL]l-GF[6f{l{@Mﬂ)yﬂ;ﬁﬁrﬁmﬂluordpropanoyl)amino]-

1 H{f{@l’%’ﬁ%g%#ﬁﬁﬁql&u ﬂlib'eﬁga?éﬁ%t hy! ] be]nzam de,

N- @c&yﬁhﬁﬂd)&hﬂ]-[&k[ﬁ(({@R&Qﬁ)[(ZZ difldordprofadoylamino]-1-
(2R) - dr oxg hyl ])bpyrrol idin- 1 - ylicarbonyll
PhEﬂYéI?WH})l} 11Hdla ol-d-yoerzaipyde, 1

3- [gfgg)lﬁ%’izs_)%i[??,g Qiiﬁ?lg{r&%t)%a?l%ggﬂi:ﬁm ﬁi pér ?yl )%?rlﬁ'&ldz{z%ill-yl]-
N-{Qy(Z]-oﬁaTrb'mlagdlidirphgt)ythl)d]behlzhmdgzpldeS yl ] o>?(>yl - (1 (1R 2

- et _2. -
2 2Ry S8 Ha sl OB R DR sy FshaRA b opy 5
yl]@é&hbnyl}ﬂdﬁeh}ﬂyiiﬂﬁ%daz&l 52 yﬂ]bxy}zﬁm;thylll 2-phenylethyl]propanamide,
2 2{{11&]}}9;0?%)[(@ 2{?()22 ﬂ—ld fﬂ[@gﬁ-@&y@gg&emmurl(ﬂyi]farbony(l}p{henyl) 1H-

|

ln%gé‘lg%%ly%y?@%&th M he%mhﬁﬂﬁg%h? Tlot oy Premy

N {( 1S2R-1
3-[Srte¢imRy2S)24((2, Z-dlﬂlibr{)mrapauwgbmpme}-athnnylp_ropyl}oxy) 1H-indazol-1-yl]-

N- E(ﬁ{igg’%g% r%h%%ﬁﬁ‘ 3}2}'19)1??8?1%7?13? hyl } propanami de,

1- @5325{( ﬁiR 2{86 2R, Zdﬁlm%p&&;ﬁnaylwﬁlhwr-pm?wmmm nElindakol-1-

Rﬁ pyl} oxy)- 1H i ndazol
yl] TI’QYI}(CQLbS%G relindnide. 1 - ypet hyl ] benzani de, -[5-(

f
LR AU o SR M 1
ind4gol-§- Bl)@ydlﬂﬂﬂlewlithzl}nmpamde

fl et h h en 3-[ 5+

S OR3P ERE T Efmrgpy) i b inblzot-1-y1-
N {?tﬁ&;dppfr@]ﬁk}lh-}l ﬂ)eyﬁyi]b&ﬁiamuhazol 1 yl] 30N-(1, 1

I dot etra(}/drothl ophen- 3-yl ) be
3- [5 ({(IR 2S)-2-[(2,2-difluoropropanoyl)amino]- phenylpropyl}oxy) 1H-indazol-1-yl]-
N-[2-(5,5-dimethyl-2,4-dioxo-1,3-0xazolidin-3-yl)ethyljbenzamide,
3-[5-({(1R,25)-2-[(2,2-difluoropropanoyl)amino]-1-phenylpropyl} oxy)- 1H-indazol-1-yl}-
N-(1,1-dioxidotetrahydrothiophen-3-yl)benzamide,
3-[5-({(1R,2S)-2-[(2,2-difluoropropanoyl)amino]-1-phenylpropyl } oxy)-1H-indazol-1-yl]-
N-(1H-indazol-3-ylmethyl)benzamide,
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3-[5-( {( 1R 25)-2-[(2, 2-di fl uoropropanoybDam no]- 1
- phenyl propyl } oxy)- 1Hindazol- 1
wo ydoon4s8H- | ndazol - 3-yl met hypbenzam de, 69 N-PCT/8E2009/000265
R) - 2- am no- 2-oxo- 1 -phenylethyl]-3[5-( { ( 1 R2
S)-2- [(2,2-difluoropropanoyDam no] 1 -phenyl propyl
oxy)- 1 Hindazol- 1 -yl The®®ani de,
N- ( 2- am no- 2- oxoet hyl ) - 3[ 5- ( {(
1R, 2S)-2-[ (2, 2-di fl uoropr opanoybDani noi - 1 -
N- Rlﬁﬁpylaﬁfuﬂpﬂoxg)iy])}renﬁleﬁyl]Bﬁ?%g IR iS) 2- [(2 2- dlﬂuoropropanoygamlno]-
[1-N et hyl benzam de oxopropyl)
lmnylgro@yljow)zlg;; n@aqu(lalnaeuzmd@r opr opanoy Daminol- 1 -

N- gjﬂﬁgw f;ﬁssg)\é@g» Mq@% R FahiorbprophddHAAAT 42

phér(y2Zprapyd } 6:dy)-d Heipdavo b gy Rematipfibenkamjaleeny | pr opyl } oxy) -
Hi ndazol

N-B5# B '9X°waﬁrjoﬁ{)&g‘>%?%)r-’r “Harfr¢j8uoropropgnoyf)aminot4-

phédyﬁﬂr%ﬁﬁ)xy%lm&dézot-@ esMmh®pr opyl ) carbonyl Jam no -1
phenyl prop 10i ndazol - 1

(4Rx71 I%@n(y[(l]%é% f(}@ﬂ}dlﬂ@rppr@pmwﬁmmﬂM&ry@ﬁm@em}9)9)&)31H-

i Da 1
a3tk B Al sl Lpgpserenoyem ol 1,
1- {-[94(5JQE(HIR3&)06{[(l&yéﬁecy{ﬂOb(OP&I)&rﬂorﬁllaﬁmo} l-phenylpwpyl]oxy} 1H-

m‘L’%‘iﬁ %V‘S@Vﬂb’lﬁ%’ﬁa& Baﬁﬁ&ryﬁu&m 1(6 met hoxypyri di n-

N- c%lapehg/ll BL(b GIR&S)}JZWZ-@m%?Oprép%%oﬂ%nﬂlé] L(BnkSoxPpyridin-3-
[(2,2 f | uor opr opanoyDami no]

yl)P(%é’H%@ﬁoW?@ﬂnY@WWﬂ%pyl Joxy} 1H i ndazol - 1
5GP @ 2 poropropsnoylaming] (S methorypyridjn gy ppapy oy
1HRnda78)- 24)-N{#ridind3 -yfbenmanoge, opanoy Dam no] -1

3- AR -1 Hind -1
-GS IR i Brurpane B Rk I dpeinshobbridi o brapyony -
1H- {na&oﬁ)yi)ZNL((l A - diodubtetayanie yﬁfmdﬁeslmlda

d 3-vli 201 H d I
SRR AL AR R T RUan (RS e A MR e S

1%14%%»?1@%15&4;&&&0%5& yg) é?l"zgrﬂ oyDam no] - 3- hydr oxy-

1din pr op ]Joxy } -1 Hindazol -
3-(8- {(1@28) 2af (2 Aediflandpr8panp§l)amipo]-1 -(G-ntid>xFpyrddin-3-yl)propyl]oxy } -

2-di f inol- 1
1}1 ’%‘éé%?l &&%ﬂ&ﬁﬁa@%ﬁ%‘%‘?gﬁ{?ﬁ oxy} - 1 Hindazol- 1
N- cyclapeh'tyd-g}(ﬁl{‘{jqu{ 2%});21@(@tlwﬂdob@}a@mbﬂ@aml%ps-hgdmxy-1 -(6-
phar maceut i |y acceptabl e salt thereof
MY REEEN S BrORYBIRBS Twzebhw})bmzmlds #hpound
3- ghgp 92 (9 2 gucgglgrgngnog') g %tle%o P?%‘?&nﬂ L1 oyl)ﬂréﬂ}l]@xy}
lH:gmdazoé{l -yl)-N (pyrldm -3- ylmethyl)benzamlde

or a pharmaceutically acceptable salt thereof.

7. A pharmaceutical composition comprising a compound according to any one of

claims 1 to 6, together with a pharmaceutically acceptable adjuvant, diluent or carrier.

8. A compound according to any one of claims 1 to 6 for use in therapy.
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70 9. The use of a conpound according to any one of

clains 1 to 6, or a pharmaceutical conposition
w@ewmonaiseg to claim 7, in the manufacture of aPCT/SE2009/000265

medi canment for use in the treatnment of a

gl ucocorticoid receptor nedi ated di sease state. 510.

The use of a conpound accordi®hg to any one of claims 1

to 6, or a pharnmaceutical conposition according to

claim7, in the manufacture of a nmedi canent for use in
9. t h@h¢ 1@ASMRBMPSLind m‘cbﬂmg&b @ﬁyroﬂ@mlahm@m% 6 or a pharmaceutical

respiratory_disorder. he use of a corrpound
COmPeBHN qy@ongmgatﬁylagﬁg @fth%maqugctgretoé‘ agnedgamgnt for use in the

Q[E@eq., QIERR gtoclaim?7, in
tmt e manu g%({ég#tgb{gfrg Sllﬁetggl?régnc?&? %Q;ttge in the

treat ment of asthna. 12. The use of a corrpound

OpraPktestia Capetgerinein 2al s e % 6 pparpapeutical

coﬁlb@sm@fm&aﬂmgrta cBim3, aHé fanERdtufc®f aWslidateht®r dée in the
treat ment of COPD. 13. A nmet hod of treating a

tregimsabelop{lare Ry eRndpions ORIy difokkhse state,

i nflammatory condition, respiratory disorder, asthma
and/or COPD in a mamal , Which conprises adni ni steri ng
11t o The psenofeal componedatcofding folany peead;ﬁ:éarims ano éf dregthameaceutical
am)utnt of %.corrpfung 20t accolgd one f cl.ai ns

coppoRilien acsprding {R 1A (o iy PR AP0 t"‘u“b ATEBY 8f Ry e
tre@in@intdf7asthrdad. A conbi nation of a conpound according to
any one of clains 1 to 6, and one or nore agents
selected fromthe list conprising: 25 a PDE4
12] NThBULOStia cothREhPAlcbingli udy bR oAMIRRIGER! a AR hiical
a nuscarinic ceptor ant agoni st; a nodul ator of
compesiinda apsordegetp tcbuim 7y mathé manufaanrel af kinkdicamepf fop8€: in the
trek| neaf f%‘?g tion; 30 an inhibitor of matrix
Aeaf P eases, for exanple targeting MWP-2, -9 or
MWP- 12; or 71 an inhi bitor of neutrophil serine

pr ot eases, ex | e neut roph el ast ase or
135 dy wethad of @eatmg a gileocqx%% Excspior wedipted dispasg statg, inflamppatory

coﬁ&lﬂ&?‘i‘ frafoly &i05rat! Aty ALY EHPY ng L fahfal) whiclP¥ormprises

coupling a conpound of formula (I
administering to a mammal in need of such treatment an effective amount of a compound

according to any one of claims 1 to 6, or a pharmaceutical composition according to claim

7.

14. A combination of a compound according to any one of claims 1 to 6, and one or
more agents selected from the list comprising:

e a PDE4 inhibitor;

o aselective B.sub2. adrenoceptor agonist;

e a muscarinic receptor antagonist;

e amodulator of chemokine receptor function;

e an inhibitor of p38 kinase function;

¢ an inhibitor of matrix metalloproteases, for example targeting MMP-2, -9 or MMP-
12; or
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Ftl wth acylation reagents of fornula (Ma), (Tub) or
(I'1lc) O LIQAI ).c*z (111b) (1l11a)ANA S.,0 wher ei n
WRR0IRB56A, X and Y are defined above, Wis aspCEbE1e2000265
above and Li is a leaving io group or, when I: = OH, a
| eavi ng group generated by reaction of a coupling

reagent . 71

e an inhibitor of neutrophil serine proteases, for example neutrophil elastase or

proteinase 3.

15. A process for the preparation of compounds of formula Ia according to claim 1, by

coupling a compound of formula (II):
R‘l

X \
HZN)\( ‘Qj\/N an
R® N

Y |
w

with acylation reagents of formula (IIIa), (I1Ib) or (IIlc)

O 1

YU c** o, L
_N* (lllb) JSa (lilc)
. (ia) A A" o

wherein R, R?, A, X and Y are defined above, W is as defined above and L' is a leaving

group or, when L' = OH, a leaving group generated by reaction of a coupling reagent.



