N NO 2006/ 063585 PCTI DK2005/ 000757 1 TRI AZOLE SUBSTI TUTED AM NOBENZOPHENONE
COVPOUNDS FIELD OF THE INVENTION 5 The present invention relates to a novel
type of tri ituted am nobenzophenones and to t e in

t her apy. BA %&&ﬁ%%%: THE | NVENTI ON 10 Ami nobenzophenone}@%@ﬂm\?‘?"?rom
the scientific as well as the patent literature. For exanple, WD 98/32730,
WO 01/ 05746, WO 01/05749, WD 01/05751, WD 01/05744 and WO 01/05745 all

di scl ose compounds with the common core structure X wherein the phenyl ring
C i s subsfTiRIAZ@E BYBIRTHE EDANNREENZOPHEDOMNEVEOMPIINDE/ 42189 15 and WO

02/ 076447 discl ose compounds with a simlar structure, but with no nitrogen
substituent in phenyl ring C. Finally, WO 01/90074 and WD 02/ 083622 di scl ose
conpounds Rk} OF (Thé IBVEMTIONI ngs A and C respectively are replaced by

het er ocycl es. The conpounds di sclosed in these patent application are
indicated to be inhibitors of interleukin 10 (IL-1p) and tunour necrosis
factorSa (Themregens émeetlpfmﬁem?ﬁs\mt&r@VMDwaZOGME@b&tﬁ@edorrpounds

pot enti al |a¥n¥’|§l§'€n‘ib HdhohBE ahll S8 tHBN s t'hEifaIp nmat ory di seases where the
production of cyt okines 1s 1 nvol vedsl nt gat hogenesis. All egedly,

am nobenzophenones exert their effect by inhibiting the p38 MAP ki nase,
which in ,Hm ,fﬁi@tlon of IL-1(3 and TNF-a. 25 The

pr epar atlt(?rjlt{o dsdtﬂerEgPE? gd am nobenzophenones useful as dyes for
textl les is disclosed in I\/an Made Text. India (1987), 30(6), 275-6,

( 1985 gez-sﬁ?éﬁ?béﬁggﬁenﬁﬁggﬁé kngv% ﬁ'))m a%‘%cmtlf @%g Mrbs'\@tgg\l{@%thterhﬂﬁb SFor

sur pri si nGXpMpée Ve 8§fQP7t3IQatWQu9\¥éQSH%r &‘L(bpb/ﬂsrﬁﬁgt WM Y952 nWBLHBp¥hone
d%“ vati vendwe (ﬁ?@ﬁﬁs élPBka&@EoﬁnﬁEudd&tvﬁEH §iekddnrkBn Chie skRict@id tunour
necrosis factor a NF-a) secretion in vitro and in vivo, suggesting their
utility in the trat rrent and/ or WD 2006/ 063585 PCTI DK2005/ 000757 2
prevention of_i ory di seases and ot her conditions where the secretion
and nodul cytokines is involved in the

pat hogenes At triazole substituted am nobenzophenone
derivatives~0f~t he 'BLeSER wept1 on exert their anti-inflanmtory effect
by inhibiting or downregul % ng

wherein the phenyl ring C is substituted by amine derivatives. Moreover, WO 01/42189

15  and WO 02/076447 disclose compounds with a similar structure, but with no nitrogen
substituent in phenyl ring C. Finally, WO 01/90074 and WO 02/083622 disclose
compounds where the phenyl rings A and C respectively are replaced by heterocycles.
The compounds disclosed in these patent application are indicated to be inhibitors of
interleukin 1p (IL-1B) and tumour necrosis factor a (TNF-a) secretion in vitro, which

20  makes the compounds potentially useful in the treatment of inflammatory diseases

( where the production of cytokines is invoived in the pathogenesis. Allegedly,
aminobenzophenones exert their effect by inhibiting the p38 MAP kinase, which in turn
inhibits the production of IL-1p and TNF-a.

25  The preparation of structurally related aminobenzophenones useful as dyes for textiles
is disciosed in Man-Made Text. India (1987), 30(6), 275-6, Man-Made Text. India
(1986), 29(5), 224-30, and Man-Made Text. India (1985), 28(11), 425, 427-9, 431.

SUMMARY OF THE INVENTICON

30
It has surprisingly been found that novel triazole substituted aminobenzophenone
derivatives are potent inhibitors of interteukin 1p (IL-1p) and tumour necrosis factor o

(TNF-a) secretion in vitro and in vivo, suggesting their utility in the treatment and/or



5 MAP ki nases, nore specifically the p38 MAP ki nase, a stress-activated
protein which is an inportant el enment of the signal transduction pathway

| eadi ng to tRhgoRoqdi4dsdsson of proinflammatory cytokines. Thq,éf[ﬁﬁgogg,&ms?
substituted am nobenzophenone derivatives of the present invention
furthernmore be useful in the treatnent of Zancer or ophthal mc di seases or
conditions. 10 Accordingly, the present invention relates to a conpound of
general formula la or Ib NNORRTr RIN2I1I\VI \R/ 1 R \ / RRN
Ra |a R3 oprRyegtion pNnflalnmatoryRéiseases Rad RtiRe cRaditipps wherhidedesretpniagdnet hyl |

chl oro, bro sents
2 ol kyt ©FReuRhioR2h PR Gomardrs SEAGHR (BinyBREDY, tnePalfiog@RICORS )

6al koxy, Cl tdmswcfawafbﬁw tr-@l@awﬁslﬁl@ateé Iawmentzwhﬁnoexe derivatives of the
Cl. 6al kyl capRaayt mwnmﬁlexer@a{éﬁyérﬁﬁrrhamﬂato@ef%k lswms&.laawldemeguaatmg

Cl1. 6al koxysul fonyl oxy, C, _6al koxycar 6am nocar

2006/ 06F585MPE K MaSEBOBL (FHEPESificalty é‘becwﬁ%mxmf@ﬁefl%sféﬁss -BFthvated O@%@mwhﬁfé@

with one oraﬁ%smsﬁr@er%n@bfftfhersajﬂan &Hhﬁdcﬁ:&??&&wa’%ﬂh%h?@o iﬁ@ﬂﬂddh&u&f@ﬂlp
consi sting of hal ogen, hydroxy, nercapto, tritluoromnethy cyano, carboxy,

CONH2r  ni t r BroipflammatynoFphakinescy . 4al kyI C2. 4al kenyl , C2_4al kynyl, Ci.
4hydr oxyal krhel tédzofthalbeattyd anﬁiob%kwon&&ewdtméwm@wént uH(r@rﬁtﬂﬁn may

t hi our ei do
furthermore be useful in the treatment of cancer or ophthalmic diseases or conditions.
10

Accordingly, the present invention relates to a compound of general formuila Ia or Ib

N/N:*-"N -0 R, R,
R N R
1 H 5
R-‘l

la

R3
N)%l 0 R, R,
\\N,N“ ‘ ‘RB RS
R, N Ry
R4

Ib

15 wherein
R, is methyl, chloro, brome, or methoxy;

R; is chioro or methyl;

20  R; represents C,.galkyl, Ci.salkenyl, Cy.galkynyl, C,.ghydroxyalkyl, C, shaloalkyl, C,.
salkoxy, Cy¢alkoxycarbonyl, C;.;amino, ureido, thioureido, C,.¢alkylcarbonyloxy, C,.
salkylcarbonyl, C;.¢alkoxycarbonyloxy, C,.galkoxysulfonyloxy, C,-salkoxycarbamoyl, or
Ci-saminocarbonyl,



5 4al kyl car bonyl oxy, Cl1.4al koxycar bonyl oxy, C1.4al koxysul fonyl oxy,
Cl. 4al koxycar bamoyl ,  Cl. 4am nocar bonyl, Cl.4al kylthio, C3_5cycloal kyl,

C3. 6cycl oal .00, imno, ClL_ 4arninosul fonyl, Cl.4 I bonyl oxy,
Cl. 4al kyl su:‘?gébqﬁé@n{‘gﬁg, Cl. 4al koxyi m no, Cl. 4alkyl car bon?’ﬁﬁhﬂg@81 /EO% 87

Cl. 4al kyl sul fonyl, C1.5heteroaryl, Cl.6hexerocycloal kyl, or .

6het erocycl oa | ke nyl, 10 wherein said Cl.4al kyl, C2r4al kenyl , C2_4al kynyl ,
Ct _4hydroxyal kyl, C . 6hal oal kyl, Cl. 4al koxy, Cl.4al koxycarbonyl, ureido,

t hi our ei doeaccblofmmylscmttmoaw sxbstituCad withadreoxrymard; samemnydifferent substituents

Cl. 4al k |-

CL bl koYL 88 Y Sty RSN, e ADTHRRGREL vy,

Cl. 4a|mknos¢)lar@ny¢rb0m COW&th@@eﬂXbor@’GQizd\}Hz, Cl..dllay Ik {b- salukerw;hwmmvl Ci-

Cl. 4 oXyi

Cl- 6ﬁeter)c/) dp&y&%% é%l%gﬁw ﬁ%}uw %G#Cg{béeb?’gkm gg’l rydrf"doacb

opti ondl | yaaﬂmlc&rbmn\émbfstﬁlwwwcwbtonvbm Gnaﬁwesul@ar Xpr Cmaﬂifceweamamovl
SUDSLI STt ardhEhatl € IRISTCOLBCRANT) X RN HRo, NS, - 1.
ClL. 4al kyl , 4aonln0:~.1_ulf0n4h>€dammmnnvigmcﬁl 4Rtmsgtfme\dérni@, By.arlsgpeniminey €i.oxy, or
car boxy; R%l ﬁ@arbﬁﬁhﬂﬁ%m %”da&fﬁsdlf&ﬂﬁp%ndﬁ&%#c}érﬁhg?&@kﬂbﬁ%alﬁ@fﬁ@é&nt

hydr ogen, fa ogen, roxy, #Puor ome hoxy, oxy, cyano,
acetyl, acé@moamomm| or ethyl; 25 provided that the conpound is not

[4-(2- l‘fﬁn n\QHQPerW 3@1 Qkylztghél%rﬂpr@ 4¥||k]yn;/l C.. hydroxyalkyl o shaloalkyl C,.
nmet hyl - |2- yran-2-yl e/f }/] TH 1 3-tri'azol -4-yl]-
phenyl ] - @jkoxycarbonyl ureudo, thioureido, C;.salky carbonyloxy, Ci.

[4;[(2-am ra@p&@ey.lbb fibk‘,f)]cl 4aﬂéakf§mhﬁew]c[En&;y&a%nmwpéy?atrhmb&ar%hyr1c1

3- tr| azol - é 2 E anone; har maceutical |y
accept abl esadly! h'°:s%46%ﬁ%a' Yar CE@V@PE‘H@MW‘“% H“'eﬁ'ﬁo?heﬁmlagiiéfﬂn‘ll the invention

relates to,finhBadBBmas, chqam@p@oﬂyiamop@{r}mmwﬂna cs gmeomar%%wl ala
or Ib or a pharnaceutically acceptable sal sol vat e, or ester thereof

t oget Her widlkylsuliomil raelaeierqaayl) 91 detesrnaid el Gi-dwtergeydeairenvk. 35 WO
2006/ 063585 Sohidasiy At PR (Btitufed! u@.tﬁl ofwé‘ ok Predre ASEE br d.ffﬂaeeﬂt%\a%aﬂﬂueﬂtsr el ates

to a method of preventing, treating anmel i orat i g\ﬂ" | anmat ory di seases
or condi t|%ﬁ‘ﬁ“eﬁrffoﬂbﬁl%'lOHPGOG%%‘éfsh%?g%HMF'IOP‘Mn 2 t”l'ﬁfc?%?hod conpri sing

adni ni st er irFLokSmathp iy 8RS, da'ﬂbdk%edoN'P?rﬁ% 8Ro, SISl OLNH EC AN or ©f 2

conpound of fornul a I'a or . ur t her aspect, the i1 nvention rel at es
to a met hotYsronakyti ng or aneliorating

20  or R3 represents hydrogen, hydroxy, or carboxy;

Ra, Rs, Rg, Ry, and Rg independently of each other represent hydrogen, halogen, -NH,,
hydroxy, trifluoromethyl, methoxy, ethoxy, cyano, acetyl, acetamido, methyl, or ethyl;

25  provided that the compound is not [4-(2-aminophenyl)amino)-2-chlorophenyi]-[2-
methyl-5-[1-[2-[({tetrahydro-2H-pyran-2-yl)oxyJethyl]}-1H-1,2,3-triazol-4-y!}-phenyl]-
methanone or [4-[{2-aminophenyl}amino]-2-chiorophenyl]-[5-[1-(2-hydroxyethy})-1H-
1,2,3-triazol-4-y1]-2-methylphenyl]-methanone;

30 or a pharmaceutically acceptable salt, solvate, or ester thereof.

In another aspect, the invention relates to a pharmaceutical composition comprising a
compound of formuia Ia or Ib or a pharmaceutically acceptable salt, solvate, or ester
thereof together with a pharmaceutically acceptable excipient or vehicle.

35



R

cancer, the nethod conprising admnistering to a patient in need thereof an
effective anount of a conpound of fornmula la orr Ib. 10 In a still further
aspect, the invention relates to the use of a corrpound of formula la or 1Ib
for the manufWBXi0e68i85a medi cament for the prophylaxis, trcRITBKL005000757
anelioration of inflamuatory diseases or gonditions, or ophthalmc diseases
or conditions. In a still further aspect, the invention relates to the use
of a conmpound of formula la or 15 Ib for the manufacture of a nedi canent

for the trea] ARifh& aspEEY, i AlERoPfelARE 66 metRBAY h@e%ﬁ&ﬂr?&lr@%nﬂz THE
| NVENTION Definitions 20 In the present context, e term "al kyl™

i ntended t o2MsleRkipg "ﬂﬂ?é"ﬁ“a'a’r‘(:leeé%ﬁsaqrrF@Bd't\Eﬁ&rPfo‘?Fé‘t'PS}m‘%@éﬁaséﬁ(S’mCPgd’F'%'Fﬁaved

froma hydr aeambeidd mtistidadmeRiBidgRSa paflent iRMREGERIIELYF dn difed@iehimidunt- 3,
carbon atonms, The termincludes the subclasses normal al kyl (n-alkyl),

secondary aRtacemppand obioeprla @ RiHbas methyl, ethyl, n-propyl, isopropyl,
n-butyl,gisobutyl, sec.-butyl, tert.-butyl, pentyl, isopentyl, hexyl and
|sohexyl 25 The term "cycloal kyl" is intended to indicate a saturated

cycl oal kanel? adPghgr asparhpthesinvgntion relates koA metdrd of Seakingor ameliesativan at ons,

e.g. cycl opesmaék th@yﬁétﬂeuwﬁapr@mgIa@aﬁﬁewrmg taradp%mhﬁééa thedébf Bt
"cycl oal ken is intended to indicate npno-, or di- unsaturated

non- ar omat i %m"{:‘?EPFQ:CWBP‘&%?‘HB%P'&Q&P&EIIE conprising 3-6 carbon atoms, such
as 4-5 carbon atons e.g. cyclopropenyl, cyclobutenyl, cyclopentenyl, or
cycl ohexenyl ﬁét erm"heteroaryl" is intended to |fncl ude radi cal s of

het er ocyRI | & asy yrtheraspgel, thasinkgRtinn latgs 10 e useofm fyRROYeTSerBUaHRA O o,
S and N) antb for@hé aidraractierst .a muﬁibar@nént%Qh@@t'cﬁjmwfxmreaﬂdeﬂt& sraéieation

at oms, such gs 1-2 heter.oatons and ll{%) 061063585

PCT/ DK2005/8 6“5‘8‘7‘ma§°'a’t‘8ﬁ%ase§ﬁﬁﬁ°"a‘§"°i"9205898?’@ triseaner oF RIS at ons, i n
particular 5- or 6-menbered rings with 1-4 heteroatonms or 1-2 heteroatom;
sel ected fr mO i d tetrazol t hiazo i m dazol yl,
oyt aso i Dkaobl e iheranaed, Bie Moot it £ T udeer 4 Prasaiad of pEBSEIAIT
pyrrol i dsnylb farhthe mydnufgireaf pyiedigyiient fbir nké trebﬂmént?drtarmamétydn ofatanber.

i sothiazolyl. The term "heterocycloalkyl"” is intended to indicate a
cycl oal kyl radical as defined above, in particular 5- or 6-nmenbered rings,

i ncl udi ng pB'E’fﬁ %b'lﬁdé@ﬂb?ﬁil@OFWNV@N%Nl 4 heteroatons, preferably 1-3

het er oat ons, ect e romO, N, or S e.g. 10 tetrahydropyranyl,
nor phol i ne, i m dazol i di nyl, dioxolanyl or piperidinyl.

Definitions

20 In the present context, the term “alkyl” is intended to indicate the radical obtained
when one hydrogen atom is removed from a hydrocarbon. Said alkyl comprises 1-6,
preferably 1-4, such as 2-3, carbon atoms. The term includes the subclasses normal
alky! (n-alkyl), secondary and tertiary alkyl, such as methyl, ethyl, n-propyl, isopropyl,
n-butyl, isobutyl, sec.-butyl, tert.-butyl, pentyl, isopentyl, hexy! and isohexyl.

25
The term “cycloalky!” is intended to indicate a saturated cycloaikane radical, comprising
3-6 carbon atoms, such as 4-5 carbon atoms, e.g. cyclopropyl, cyclobutyl, cyclopentyl,

and cyclohexyl.

30 The term “cycioalkenyl” is intended to indicate mono-, or di- unsaturated non-aromatic
cyclic hydrocarbonsradicals, comprising 3-6 carbon atoms, such as 4-5 carbon atoms,

e.qg. cyclopropenyl, cyclobutenyl, cyclopentenyl, or cyclohexenyl,

The term "heteroaryl” is intended to include radicals of heterocyclic aromatic rings,
35 comprising 1-4 heteroatoms (selected from O, S and N) and 1-6 carbon atoms, such as
1-3 heteroatoms and 1-6 carbon atoms, such as 1-2 heteroatoms and 1-5 carbon



The term "heterocycl oal kenyl™ is intended to indicate a cycl oal kenyl radical
as defined above, including polycyclic radicals, conprising 1-4

het er oat ons 23”‘2 bégy 1-3 heteroatons, selected fromaOo, N(’: or . S, e.q.
1, 6- di hydr opW 4,5-di hydro-1H 15 [1,2, 4] -tri azolyl, FCTDK2005/000757
4, 5-di hydr o- oxazol yI , 1-H pyrazolyl, or 455- d| hydr o- i soxazol yl. The term
"al kenyl" is intended to indicate a nono-, di-, or triunsaturated
hydrocarbon radical conprising 2-6 carbon atons, in particular 2-4 carbon
at ons, sucht@ms 2s1ﬁh asar b bateadaoms amdgz 4eia|flk%crryhtona;l liry partipulap &Ry 6-daatndeydd,
pentenyl or hex 0 ter n i nt icate an

v ocar bofinoadt Eal-4-tsfgreAiime, 5t T BB eleb@HIRD, < and l, €3 By,
bonds, andtétfﬁzczharbmamb,ﬂ ormdazbm, @irkzotg, ok!alotyl,twdmblyy thm(pnpmylsllngct-z 5

carbon at ong rt| on, at ons ,at ons,

o et hy noTezdif BBt R BT ALY B e SR B 3L LR oR AT ogen
i s i nt ehdedsdatbiazatgi cate a substl tuent formthe 7° h mai n group of the
periodic table, preferably fluoro, chloro and brono. The term "hydroxyal kyl "
is intended to indicate an al kyl radical as defined above, 30 wherein one
or nore hydhegermé(hm::ac‘leaikﬁbliamedwdey! tbynhioa&yaé&hbatkst raditwbedefiyéd i s

i ntended t i e o nore
hydr ogen at% grorggair:e é "?1%"8 ed‘%‘?n ncn’%q'&ﬁ?@g‘&t“% s%([: CO%IE’NB'P dno,
| odo, chl oﬂe4@a&roatoﬁ15upretﬁera85f mma&e&ﬁﬂﬁ%l@@ﬂ/maﬂmng 6 The term

raminojoli s %ﬁ,@ﬁs@m AR B kSl P o S OhHpBal, wher el n each

|ndepen pre r'ogen oal kyl, as
|nd|cate above, - NH2, nethylanlno di et hyl am no, cycl ohexyl ani no,
b | y A S
e U A i SO ST A o SR g

i ndi cat ed above.. mmuemg@pmvancmwyals; sommsemléd4 beterortivrmat prefeebltilcdl of the
formul a - ORe MIE(GI sael:t%d FRInS Y, I\P rajl ‘éeg'ﬂy1 sacﬁth?@Bﬁet i %%Oa’ufigdr% -

met hoxy, ethoxy, n-propoxy, 1sop 0" but’ox
"al kyl thi o 11j254]- ma@nbrédl 51§hﬂ‘nﬁ|d¢"@a§@|\ﬂ, idﬁpweazob*h ar e S fdghrydne dsoxg@z@yl. wherei n R
is alkyl as indicated above. 15 The term "al koxycarbonyl™" is intended to

indicate a radical of the fornula -C(O-0OR  wherein Ris alkyl as
i ndi cat ed dbeverm caljenyipisHptepded b@mﬂlcat@@mwmaﬁlbomnrlunﬁaturated hydrocarbon

radical comprising 2-6 carbon atoms, in particular 2-4 carbon atoms, such as 2-3
tarbon atoms, e.g. ethenyl, allyl, propenyl, butenyl, pentenyl, or hexenyl.

20
The term "alkynyl” is intended to indicate an hydrocarbon radical comprising 1-5 C-C
triple bonds, e.qg. 2 or 3 triple bonds, and 2-6 carbon atorns, the alkane chain typically
comprising 2-5 carbon atoms, in particular 2-4 carbon atoms, such as 2-3 carbon
f, atoms, é.g. ethynyl, propynyl, butynyl, pentynyl, or hexynyl,
25

The term “halogen” is intended to indicate a substituent form the 7 main group of the

periodic table, preferably fluoro, chlore and bromo.

The term “hydroxyalkyl” is intended to indicate an alkyl radical as defined above,
30 wherein one or more hydrogen atoms are replaced by hydroxy.

The term “haloalkyl” is intended to indicate an alkyl radical as defined above, wherein
one or more hydrogen atoms are replaced by halogen, same or different, such as
bromo, iodo, chlore and/or fluoro.

35



propoxycar bonyl , isopropoxycarbonyl, etc. The term "al kyl carbonyl oxy" is
intended to indicate a radical of the formula -OC(O-R 20 wherein Ris

al kyl as i ndiwe@b@dogieye, e.g. nethyl carbonyl oxy, or ethyl CQkaﬂ&b 075 7The
term "al koxycar bonyl oxy" is intended to indicate a radical o e formi

-OC(O)- O R wherein Ris alkyl as indic#&ed above. 25 The term

“al kyl carbonyl™ is intended to indicate a radical of the fornula "-C(O-R
wherein Ris alkyl as indicated above, e.g. acetyl. The term"ureido" is
i nt ended t Jhertermaiaminoris diteadedoto inHisateor madieal of MR fognaje NHRRWhe(fe eathRR

i s hydrogeanép@Jd'éxhy ?Mt&ﬁ@ﬁ@g@t@gﬂ amgn,ﬁ bﬁcﬁ)ﬁ@ﬁ&ﬁ&% .nakgeé'abo%k@ayl

30 al kynyl, or cycloa as I n at

met hyl ur ei d&’Hzewll‘\d?'@lf@o d'Eth\éﬂmlmFV‘F'm@W&mln@y@l”bh'&‘(ﬂﬁ”ﬂif‘@d Qroethylammo

met hyl t hi our el do, isopropylureido, or n- propylureido. The term "t hi oureido”
is i ntended to indicate a radical of the formula "-NR -C(S)-NHR, 35

wher ei n >R i ‘}‘?y"@r“d)’@é'ﬁ iy intgnded tadndicale @edisabefobe forarmia RN-B, Wharedy&n,

al kyl, or @ﬁ{sklydr@g%d patelt) tagdn@glg&gg,abgvg -NH C(S) - NH2. WO 2006/ 063585
PCT/ DK2005/ 0 0757 The term aI koxysui fonyl oxy" is intended to represent a

radical of the fornmula -0- S(O2-O R, wherein Ris alkyl as indicated above.

5 The ter mianiepdowibopyls mteﬁdwt@ma%tésrhaieamttﬁe forfridll COR, Whedelterfi®r mul a
-S(0)2-NR2, ~ wherein each R independently represents hydrogen or al kyl as

i ndi cated Z¥Xer afeavt a5 IROCAHRARROYEL BBy MBEHOXY, £1haxye ATRIGPPRY ! ISPRTROXY: a

radi caljgof Huiexy,teula -NR - C(O-OR wherein R is hydrogen or alkyl as
i ndi cated above, and R is al kyl as 10 i ndi cat ed above, e.g.

am nocar bonyl -tert-butoxy. The term "al kyl sul fonyl am no" is intended to

indicate a 'lﬂﬁdieﬁ%' “aﬂJylthh_e i§ Pténded to NRiicatSE00adic® ofRe TeiniuIR -ISSR Alvkareira is
i ndi cat ed ??ﬁ IS hydr ogen or al kyl as indicated above, e.g.

met hyl sul f 'Wéﬁ'ﬂ%‘catfga’?mé term "al koxyi m no" intended to indicate a
radical of the formula =NO R, wherein R is hydrogen or al kyl as indicated
above, nmet hoxyi.m no. term"al kox car banoyl " i_ntepded,to dicate a
r adi call%of Theetermy r?’hﬁ"éycaé?@‘ﬁﬂ?\‘s ipendgd ko ingirare p r'ia‘1¥¥: °§t'ﬁ‘§/g°l’ 6403 bﬂ’yl as
i ndi cat ed abiestein Rialky!liss iabisytled aboleds. gammcadvemonyﬂbmo&warbonyl, n-

"am nocarbgq{gﬁ?xl S i nt nded to in te a radical of the formula -C(O-NR 2,

wherein ea %cgrt?%‘éi M&WW? ENBY of%n, alkyl, or alkenyl as indicated

above, e.g. carbanmoyl, nethyl am nocarbonyl, ethyl am nocarbonyl,
propyl am NaGar termy Jalky?carbonyloxy" is intended to indicate a radical of the formula -0-C(0)-R,
20 wherein R is alkyl as indicated above, e.g. methylcarbonyloxy, or ethylcarbonyloxy.

The term “alkoxycarbonyloxy” is intended to indicate a radical of the formula -0-C{O)-
0-R, wherein R is alkyl as indicated above.

25 The term “alkyicarbonyl!” is intended to indicate a radical of the formuta “-C(0)-R,

wherein R is alkyl as indicated above, e.g. acetyl.

The term “ureido” is intended to indicate a radical of the formula “-NR'-C{0)-NH-R,
wherein R’ is hydrogen or alky! as indicated above, and R is hydrogen, alkyi, alkenyl,

30 alkynyl, or cycloalky! as indicated above, e.g. -NH-C(0Q)-NH,, methylureido, ethylureido,
tert-butyiureldo, cyclohexylureido, methyithioureido, isopropylureido, or n-
propylureido.

The term “thioureido” is intended to indicate a radical of the formula “-NR’-C(S)-NH-R,
35 wherein R’ is hydrogen or alkyl as indicated above, and R is hydrogen, alkyt, or
cycloatkyl as indicated above, e.g. -NH-C(S)-NH,,



25 butyl am nocar bonyl. The term "al kyl car bonyl am no" is intended to indicate
a radical of the formula -NR - C(O-R wherein R is hydrogen or al kyl as

i ndi cated abQy§0iRess8si s al kyl as indicated above, %&?/@89@3?’[7

The term "phar maceutl Cal | y acceptable salt” is int ended to

prepared by reacting a conmpound of formulza | with a swtabl e inorganic or
organi c acid, such as hydrochloric, hydrobromc, hydroiodic, sulfuric,
nitric, phosphoric, formc, acetic, 2,2- dichloroaetic, adipic, ascorbic,
L-aspartic, L-glutamc, galactaric, lactic, maleic, L-malic, 35 phthalic,

CitTic, Progiof ey nﬁ%agdleny%k * Rlifenadl 40 001 GserP st Sl S8 o i oni c,

nmet hanesul oni C, CCI nic arfartc

et.hane- 1, 2- ﬂdQs)hHO‘-anber@n Ryisl atkyl as\DIRAOBIL AERe35 PCT1DK20051000757 8

et hanesul fonic acid, toluenesul fonic, sulfamc or fumaric acid.

Phar maceutically accept abl e salts of conpounds of fornmula | may al so be
pr.epar e@ byTheeteci ‘eminesuifonyl” suinterded tb irvdicate @radizabofdiherfoimyda o:6(Ak; NR:,

t assi : e
2ot 2551 U i Gy RRGBIARYEB L e A RYPEOT e P ABRD =

triethylam ne, hydroxy-Iower alkylam nes, for exanple 2- hydroxyethyla m ne,
bi s- ( 2- hydr { by 1 : s CNR’

di cycl ohoxy] SueRe bAoA REnt B hu rdi@'a BBREPSfANe formua -NR

N, N - di benz?(@tﬂ;ﬂ efviwesarﬁ nehydraden df bémkgs @dioated arove, argjRris lkybas L- | ysi ne.
10 The et MnaRalatalive! &.ql &#ﬁbgs%otngu -tdluGRlg. @ species forned by

i nteraction betmeen a oun a conpound of formula I, and a

sol vent, e.g. alcohol, glycerol or water, mherein said species are in a

solg d form I\@@?m""%il&ﬂsdﬂ%n{lgﬁuﬁdﬂ iy ﬁﬂ&nde%ﬁ'oqnénﬁgﬁe $£radidl of @feefroFrﬂglat—CNr@S a

hydrate 15 The term™ phar maceuti cal acceptabl e ester” Is intended to
i ndi cate eaSiQyRaydesein Sais|adky! é§t"e1*‘éat§%éh°% aariBarrofydregen RYplkyl as indicated

ar al kanoy! oxyRlek¥lg, rdtRYIsMORAdRNno. € 9. acetoxynethyl, pival oyl oxynet hyl,
benzoyl oxymet hyl €sters and the corresponding 1'-oxyethyl derivatives, or

al koxydar bonyl oxyal kyl esters, e.g. nethoxycarbonyl oxynmethyl esters and

et hoxycar bofyd f&ﬁf\m’aﬁl@klym%ﬁ&eﬁﬁerﬂﬁ‘é tBhﬁdl@&@rae%%ﬂbmelforrﬁ%lﬁell‘md R, wherein R
derivati ves, | act onyl esters . phthalidyl esters,

di al kyl ani ntédwﬁgnge@sqra"e' ag 'rgd'cqiﬁ%bw 4 rfBé‘EWY'“’é@?er s Easil y
hydr ol ysabl e esters include in vivo hydrolysable esters of the conpounds of
formula |I. Such esters ma repared by conventional = nethods known to

per sons ski Tk My athaxyea a"@ﬁ@ﬂ"*ﬂ"?ﬁﬁ%ﬁ'&'cﬁ%%r%‘éﬂ f Ahefor P it (NHR” 01 490
852 i ng@y por alvRérehitr Sis hyBrogeffd a8 s indicated above, and R is alky! as indicated above.

The term “aminocarbonyl” is intended to indicate a radical of the formula ~C(0)-NR';,
wherein each R’ is independently hydrogen, alkyl, or alkeny! as indicated above, e.g.
carbamoy!, methylaminocarbonyl, ethylaminocarbonyl, propylaminocarbonyl, or

25  butylaminocarbonyl.

The term “alkylcarbonylamino” is intended to indicate a radical of the formula -NR’-
C(0)-R, wherein R’ is hydrogen or alkyl as indicated above, and R is alkyl as indicated
above, e.g. acetylamino.
30
The term “pharmaceuticaily acceptable salt” is intended to indicate salts prepared by
reacting a compound of formula I with a suitable inorganic or organic acid, such as
hydrochloric, hydrobroemic, hydroiodic, sulfuric, nitric, phosphoric, formic, acetic, 2,2-
dichloroaetic, adipic, ascorbic, L-aspartic, L-glutamic, galactaric, lactic, maleic, L-malic,
35 phthalic, citric, propionic, benzoic, giutaric, gluconic, D-glucuronic, methanesulfonic,

salicylic, succinic, malonic, tartaric, benzenesulfonic, ethane-1,2-disulfonic, 2-hydroxy



25 The term conpound |, or a conpound of formula | includes both conpound |a

and Ib. "p38 MAP kinase" is a stress-activated protein kinase existing in
several i sof owogBoosidadda, p38(3, p38(32, p38y and p385). The ﬁ%%ﬁ’,@ﬂg@pe
is activated by different 30 stinmuli including heat, chem cal, osnotic,

and oxidative stress, growth factor wthd®awal, high or |ow gI ucose and
ul traviol et radi ation p38 is also stinmulated by agents that nediate the

initial phys%l %ff; re po se to injur { infection and |nflarmat|on such
as LPS and B oA rt9 uepeyitioRiss SYfamicor fHMptig acig, Eparmasagicallyng

TGF- (3. Li kec&b&ﬂﬂe B &ldmamndpaﬁfolrmumpﬁmcmsd @é ﬁlcépbyed<bwee%eﬁon witalaudi ng
MKK3, 35 MEKG6 VKK6 a threoni ne an T 0S| g an activation | oop
(Thr - xaa- Ty SYitai6 8% Tsh e BATOS 5o pPRe Bl B de: PBOTISTE foxiss
phosphoryl atﬁslu&ndycﬁeiluyﬁérﬁmohhe MBuARBRY fn3eide Me%%%sﬂ@@@ﬁglkylgmmes,
serine-thregni ne ro% ein as%s VAPKAP Ki se 2 PKAP ase- 3, MAPKAP
ki nase- ﬁ%(ll&xf"{}ﬁed rf\?é'i’(wim'r\ KAOxpdawer %'P’éﬁm'%é?e ank % vation of p38

rﬁgul ﬁt es; cwmiokmgyllahﬂﬁe;rﬁmemh?dtdiymm -arfinke, t%ky&bmhﬁ'rsl fﬁrgﬁﬁr’hbbé by
phosphoryl at,j n nd activat tr.ans tio ved,in

Expr oos! on BievagPBidtEbest oty ipaunes forBiprmigs el SbERRAF Y Krr sk o

whi ch, whendehipanae, oac{drgiatr&sortmtysinl’eanscrl ption factor CREB. It has al so
been shown that certain pyridinyl imdazoles, e.g. 56203580, which inhibit

p38, inhibit the production of IL-1(3 and TNF-a from LPS-treated hunman
nonocyt&%. The térm;“sfohalte‘f neriraebwtocmdmbwj@dpédm fopded (bqnete'mauibasbeazveen a

potentlally t vel o
anti-inflamia 'J{‘g?%ﬁ/dc() i"t\l!’{m'\d oqu 8Ié nd Fesoﬂl%a? nﬁ:ﬁg& %cemi ogr,' waéﬁr
2000, pp. 1%e2€®r1saddpeeégamo@smnd\foemewmhewﬁemr,s tﬁ’RsoMeuhgand"sSpees fa ¢

I nhibitors VAP " in Signaling Networks and Cell Cycle Control:
The Mol ecul Péfeﬁg‘gts o?%?}%gr and O her D seases, J5 Gutkind (Ed.), Humana

Press, Inc., Totowa, NJ, and references reviewed therein). There are several

(ebort 101 BRE AL LARSEAI| JCLIIN Lk Y IHAERY) A SleLisD oy St |
exact mechaesters sifchpBaalhdxpyloxpalsy, mdkaartoeftbxaellkvl @rmwaila@m-a.taqe'mnvmaﬁmi

Kk h t ' hi ghl
nter est | ngP NaRgish ity BinzBRERRehl [ Baers"ab e bt BSpdndifl 2kl 0. %0t
al ., Anti cade@vatﬂes.e@rraikpwzérpr)wylozmliyl estsrs,163- MEthaxydarbengpsyoedycestes

therein; %Q{Jxmé‘érbéﬁ |ox@élﬁg|r sﬁé’stafxﬁsthé%éfééqon%ﬂ%1'Z&rﬁtrm défvathe Gnd

references cite erel n formu nprise
asymmet £@ calactory pgters, mgadah@haﬁdwb‘tatersmr d@rkvéammalémble&taﬁsbg@ car bon doubl e

bonds whi chyiRMhlakinddtRA dsterk NEashy hyl@NsBbR  esters include in vivo hydrolysable

esters of the compounds of formula 1. Such esters may be prepared by conventional
methods known to persons skilled in the art, such as method disclosed in GB patent No.
1 490 852 incorporated herein by reference.

25
The term compound I, or a compound of formula I includes both compound la and Ib.

“p38 MAP kinase" is a stress-activated protein kinase existing in several isoforms

(p38a, p38B, p38B2, p38y and p383). The p38 MAP kinase is activated by different
30 stimuli including heat, chemical, osmotic, pH and oxidative stress, growth factor

withdrawal, high or low glucose and ultraviolet radiation. p38 is also stimulated by

agents that mediate the initial physiological response to injury, infection and
inflammation, such as LPS and pro-inflammatory cytokines IL-1f3, TNF~a, FasL, CD40L
and TGF-f. Like other MAP kinases, p38 is phosphorylated by kinases, including MKK3,

35 MEK6 and MKK6, on a threonine and tyrosine in an activation loop (Thr-Xaa-Tyr) close
to the ATP and substrate binding site. In turn, p38 phosphorylates and activates the



I someric fornms, e.g. enantioners, diastereonmers and geonetric isonmers. The
present 25 invention relates to all such isoners, either in pure forn1or as
m Xt ures theﬁﬁp%mlﬁ stereoi someric forms of the conmpounds and th

i nt er nedi at ed of "¢AMS nvention may be obtained by the appF?PQFPQH“BVh7
procedures known in the art. D astereonerg may be separated by physi cal
separation nethods such as selective crystallization and chronmatographic
techniques, e. g. liquid chromatography using chiral stationary 30 phases.
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t hus be 5 separated by standard chromato hi c techniques well-known in the

art. ALDri AZBPHOGREPETICARG Bo 2090 POl 294 281 reLeseRGEE reYiourr HIAre; PRut
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enzymes. Conpounds for re therefore_believed to be nore

met abol i cal4opLret: amee"”?"ﬁﬁﬁ‘{a’f ﬁ%’i‘? of @@’C@Wf’gﬁfﬁiﬁd‘?’ﬁﬁa% Fe Gy, Erd- 1 ddumana

Preferred epbadinentsonk, Nm&ar@Q@muﬁ&sQ%vieWemthérdnﬂ and Ib In a presently
preferred enbodi nent of the conpounds of fornula la o resents

oy kel T oBaRara! reBAris Kb MAP SN ase AL R AT EyAory o kAR R A BB G
Cl. ©6ab kylcém@hmml andudRiplissis, RUcKhs BabNpRAFdraty an@a@nasnassmmgartﬁe
optionally substituted wt ' substituents

" diffe
o botad 1 eaAmEcHAriAT oF g PP et rdip Be! Srg e tiop 48 BEbkn ot i &
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4 | kyl 4al
G 221 Kowy avEBAIENE b 62 ER e R B et o A Eant P s 21(14), 2001,
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|Cr1n ﬁgng(icar bom/1 105: é(eyences c:‘teﬁﬁe@&%?l oal kyl, C3-6cycl oal kenyl, amni no,

Compounds of formula Ia or Ib may comprise asymmetrically substituted {chiral)
carbon atoms and carbon-carbon double bonds which may give rise to the existence of
isomeric forms, e.g. enantiomers, diastereomers and geometric isomers. The present

25 invention relates to all such isomers, either in pure form or as mixtures thereof. Pure
sterecisomeric forms of the compounds and the intermediates of this invention may be
obtained by the application of procedures known in the art. Diastereomers may be
separated by physical separation methods such as selective crystallization and
chromatographic techniques, e. g. liquid chromatography using chiral stationary

30 phases. Enantiomers may be separated from each other by the selective crystallization
of their diastereomeric salts with optically active acids. Alternatively, enantiomers may
be separated by chromatographic techniques using chiral stationary phases. Said pure
stereocisomeric forms may also be derived from the corresponding pure stereoisomeric
forms of the appropriate starting materials, provided that the reaction oc¢curs

35 stereosetectively or stereospecifically. Preferably, if a specific stereoisomer is desired,
said compound will be synthesized by stereoselective or stereospecific methods of



4am nosul fonyl, CI.4am nocarbonyl oxy, C1.4al kyl sul fonyl am no,

C _4ai koxyi mno, C _ 25 4al kyl carbonyl am no, Cl. 4al kyl sul fonyl,

Cl. 6het er oar wvo 26ds/06¥8% er ocycl oal kyl , or C2_ 6het erocycl oalpcliﬁ;wﬁo,,éﬂlae;-,l ast
27 of which are optionally further substituted with one or nore, same or

di fferent substituents sel ected fromthe dPoup consisting of hal ogen,

hydr oxy, - NH2, mercapt o, trifluoronethyl, cyano car boxy CO\IHZ, nitro,

0XO0, -S(O)2NH2 Cl1- 4ah 30 C1. 4hydr oxya or resents

o ogon. ) HhpepBsaTonoThesk hepds Wil SVARABaoHAY SO SRR PYEE Fariitd materials.

(2 4( (2- Am'hngupéw:ly,l WPeI‘gﬁbnﬁtﬂ@fsﬁﬁ@r@ﬁ@?)ﬂe]ot(tanﬁ@frbw the-dordeshonding pure
tetrahydro

1 oxy) - ot Iy PSRRI SoTorp of the ARPRRSHtE SEHERQ 2 AL R A GRturg oF ggometric
[ 4- (2- Ami noispimerywilinty piaaty2extibio disfepdramhlykicbprbfertias, Iamrmey-rﬁmwu)s HeH [ 1,

Bt rogos e By Feadhard Remaspodp b dRoues R D R8 atknt of the

cormunds of fornmula la or Ib, R4, R5, R6, R7, and R8 independently of each

th d I d | f I t hyl th :
o e P RSkl i an S AR A e B AT DN ESRR Y on
R5, RG, andsd%ieptlbml eqrmarde hiytnolydfc cheevbge by leatidaseplikesanty megd Cogpenundsadfogen,

ety or Lyl taorBeat e heféiase BRhEtn o8 19 peisREy B Yogy BBE T

hydr ogel®, h@r@pnndrhg@nﬁdqderﬁvdtfvleaororret hyl, nmethoxy, ethoxy, cyano, acetyl,
10 acetam do, nethyl, or ethyl. In yet another enbodi nent of the conpounds
of formula la or Ib, R4, R5, R6, R, and Re independently of each other
represent hydrogen, fluoro, or chI or 0. 15 In yet anot her enbodi nment of the
conpounds otrefgrrga émbo@menty 2 mudef lapand IER5 R6, R7, or Re
represent hydrogen. In a further presently preferred enbodi nent of the
conmpounds o ent hydroge 20 In a
Furbher o coehprerenfe pticed aimpBaimeior 56 Forbrebi sl M e P 8 1o or 10,
RS, Ras R,R3 Eemadedaatsrepresent hydrogen. In a further presently preferred
?gg?g'sgﬁ? th e &Igg, 25a en\r)ld%z Galk\;n%rl nalﬁ%ydroxyalkyl Ci. tlo,%fkoxycarbonyl %7 and Re
salkylcarbonyl, ureido, or C,.¢aminocarbonyl,

each of which are optionally substituted with one or more, same or different
substituents selected from the group consisting of halogen, hydroxy, mercapto,

20  trifluoromethyl, cyano, carboxy, CONHy, nitro, oxo, -S{0Q),NH,, C,.salkyl, C,satkenyl, C,.
salkynyl, Ci.shydroxyalkyl, C,..alkoxy, Cy-satkoxycarbonyl, ureido, thioureido, C,.
salkylcarbonyloxy, C;..alkoxycarbonyloxy, C;.jalkoxysulfonyloxy, C;.4alkoxycarbamoyl,
C,.saminocarbonyl, C,.4alkylthio, Cs.¢cycloalkyl, Cjy.scycioalkenyl, amino, imino, C;.
saminosulfonyl, C;..aminocarbonyloxy, C;.salkylsulfonylamine, Cy.,alkoxyimino, C;.

25  salkylcarbonylamino, Cy.salkylsulfonyl, C,.¢heteroaryl, C,.cheterocycloalkyl, or C,.
gheterocycioalkenyl,
the last 27 of which are optionally further substituted with one or more, same or
different substituents selected from the group consisting of halogen, hydroxy, -NH,,
mercapto, trifluoromethyl, cyano, carboxy, CONH;, nitro, oxo, -S(0);NH;, C,.4alky!, or

30 C,.shydroxyalkyl,
or R; represents hydrogen, hydroxy, or carboxy;
provided that the compound is not
[4-(2-Amino-phenylaming)-2-chioro-phenyl]-( 2-methyl-5-{1-[ 2-(tetrahydro-pyran-2-
yloxy)-ethyl]-1H-[1,2,3]triazol-4-yl}-phenyl}-methanone, or

35 [4-(2-Amino-phenylamineg)-2-chloro-phenyl]-{5-[1-(2-hydroxy-ethyl)-1H-
[1,2,3]triazol-4-yl]}-2-methyl-phenyl}-methanone,



In yet another enbodi nent of the conpounds of fornmula la or Ib, R4, R, and
R8, or R6, R, and Re, or R4, R6, R7, and R8, or R4, R6, and Re, or R4 R6
and R, repre gen. 30 In a furt her presently preferred enbodi

of the ¢ oﬁﬁgémﬁﬁxg%?nula la or Ib, R is nethyl and Rz Fg“@ﬁ?@ﬁﬂmﬂTﬂ a
further presently preferred enbodi nent ofit he conpounds of formula la or 1b,
R3 35 represents C, .4al kyl, d 4alkenyl, or C.4hydroxyal kyl, each of which
are optionally substituted with one or nore, sanme or different substituents
selected fromthe group WO 2006/063585 PCTIDK2005/000757 12 consisting of

el ogen, st FBHE0N b o RRAN £ Fom o s o HE) 2058
C, _Zt hi our &sd8;, an@leZaUmendanﬁhﬂnﬁleWthﬂlre@aédeokyw.noben,ythajagen hydroxy,

C . 2al koxyiHth%meM mgilhoazgéhléﬁ?ﬁyﬁ\@@?’%y (C1. 2am nocar bonyl ,

Cl-2al kylthio i nosul fonyl,
Cl. 2am mocar bonyl oxy, C1. 2al kyl sul f onyl am no, Cl 2a| koxyi n1 no, Cl1-

2al kyl be ; I o -
Co- shet or ody o S mefurséhe §«pi phASK, inyErictl s RS Ry indppspdety of ezen
optional | yomertmressulbbmromredlamten, i, bvdmr'et;nflssarmneﬁhyl dndthexys mthoxy,
bstit 345l hg,
10 a0 Gkl g e ettt FPE Rl e nd g B entiyireack Bl
( 4- ( 2- Ami noepiesent hydregsn, Bawlgﬂm ydypen trifiugrameasbyly methgxy, pthoky etyaahyaeesylpyr a

n-2- yh@xyeg Ztntri azol - 4-yl}-phenyl ) - net hanone, or
[ 4-(2- Ag‘l nocpteny?'!arr?‘l&r?g[ o tﬁ‘}'oro phenyl]-{5-[1-(2-hydroxy-ethyl)-1H 15

[1,2,3]triazol-4-yi]-2- rrethyl phenyl }-nethanone. In a further preferred
emmd' ment RfyeE QRo&QFQRxBB&‘ﬁn@ft of %%rﬁpdtﬁwdgrof kSomts 14 EPEE%‘, RS, RCRy SN

Cl. 3al kenyl } dr ox which are optionally 'substi t ut ed
with one mdeﬁ@ﬂéentbaﬂfeeas oamrfr@paqwn%mtmgwémogorwc@&qred fromthe group
consi sting of 20 hydroxy, -NH2, carboxy, chloro, CONH2, oxo, -S(O 2NH2,

Cl. 2hydr oxyal k Cl. 2al koxy, Cl. 2al koxycar bonyl, Co_2urei do,

CL 2anthoo 4 i6hanothen cotpdimEnt of th oy Paide Of frimiings or . BHeass Hures of Bai kyl

the | ast 8R?f RYVH,CBr ﬂgpepgégehgﬂ%,lopeiﬁ,.urther substituted with one or nore,
same or different substituents ected fromthe group consisting of hydroxy

or Cl.2al kyl, 25 provided that the conpound is not
In a further presently preferred embodiment of the compounds of formula Ia or Ib, Rs,

R, and Ry represent hydrogen.

20
In a further presently preferred embodiment of the compounds of formula Ia or Ib, Rs,
Rs, Ry, and Ry represent hydrogen,

In a further presently preferred embodiment of the compounds of formula la or 1b, Rs,

25 Rs, Ry, and Rg represent hydrogen.

In yet another embodiment of the compounds of formula Ia or Ib, R4, Ry, and Ry, or R,
R;, and Rg, or Ry, Rg, Ry, and Rg, or Ry, Rg, and Ry, or Ry, Rg, and R; represent
hydrogen.

30
In a further presently preferred embodiment of the compounds of formula Ia or Ib, R,
is methyl and R, is chloro.

In a further presently preferred embodiment of the compounds of formula la or Ib, R;
35 represents Cy.jalkyl, Cj..alkenyl, or C,.shydroxyalkyi, each of which are optionally
substituted with one or more, same or different substituents selected from the group



(4- (2- Am no- phenyl am no) - 2- chl or o- phenyl ] - (2- et hyl -5-{1-] 2-(tet rahydro- pyra
n-2- yloxy)-ethyl J1H[ 1,2, 3]triazol-4-yl}-phenyl)-nethanone,

(4-(2- Ami no- RpgBulRIAL) - 2- chl o o- phenyl ). {5- [ 1- (2 hydr oxy
[1,2,3]triazol - MZ nmet hyl - phenyl } - met hanone. 30 In a f%&?ﬁ%@zum@eﬂed

enbodi ment of the corrpounds of formula lalér Ib, R3 represents nethyl,
ethyl, propyl, propenyl, all of which are substituted with one, two, three
or four, sane or different substituents sel ected from the group consi sting
of hydr oxy, conSiEriAg of Jrivgedi brdigrarmersapte: Mjara ioxdr B8N, nikret e, -
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1-mor phol i n Chloroethyl 1- hydroxy-1-nethyl -ethyl, acetyl,
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met hy razj n- am.no- et ,

2-(2- hydrox\}Ig BY KSR Hy %‘ﬂ@r%”gz%ro‘ﬂg i’ %‘ poonsy ‘%i ethylamne. is
Specific exatmi-e&maib phefyiatts - chhlfoﬁ:r-ﬁﬂéra/ll -{54y-(aehrirbeceeyl)F1iem t he gr oup
consi o119 o o L300k Sita Recks HhAL Y-Sk AsHbpbam o) -pheny! ]~ (2- met hyi'-5-
2-yl oxy) - et hyl ] - 1H—(1 2,3]triazol -4-yl}-phenyl)-nmet hanone (conpound 101), 20

R e L %9% ek

[ 2- Chl or o- 4€{. ﬁ,lldﬁdmltjau@nm ph@ylydraxpalkylp kecty bf] wilizk et hpﬂnerfall{/ substituted with

oS5 B i o dem s L SRS A 109,
hydroxy, NHz, carboxy, chloro, CONH,, oxo, -S(0);NH,, C;. ghydroxyaikyl Cl salkoxy,
C,-2alkoxycarbonyl, Cy.pureido, C;.,aminocarbonyl, Cy.;amino, C;.;alkylsulfonylamino,
Cs.sheterocycloalkyl, the last 8 of which are optionally further substituted with one or
more, same or different substituents selected from the group consisting of hydroxy or
C;.2alkyl,

25  provided that the compound is not
[4-(2-Amino-phenylamino)-2-chloro-phenyl]-(2-methyl-5- {1-[2-(tetrahydro-pyran-2-
yloxy}-ethyl]-1H-[1,2,3]triazol-4-yl}-phenyl}-methanone, or
[4-(2-Amino-phenylamino}-2-chloro-phenyi]-{5-[1-({2-hydroxy-ethy{)-1H-
[1,2,3]triazol-4-yl]-2-methyl-phenyl}-methanone.

30
In a further preferred embodiment of the compounds of formula 1a or Ib, R; represents
methyl, ethyl, propyl, propenyl, all of which are substituted with one, two, three, or
four, same or different substituents selected from the group consisting of hydroxy,
CONH;, oxo, diethylamino, ethylaminocarbonyl, methyl, hydroxymethyl, pyrrolidinyl,

35 maorpholinyl, chloro, H,N-C(Q)-NH-, methoxycarbonyl, methoxy, -NH,, ethoxycarbonyi,
ethoxy, methylsuifonylamino, -S5{0).NH,, tetrahydropyranyl, [1,3]-dioxolanyl,



- Chl oro0-4-(2, 4-di fl uor o- phenyl am no) - phenyl ] -{5-[ 1- ( 3- hydr oxy-propyl)-1H

o]

,2,3]triazol -4-yl]-2-nethyl -phenyl }-net hanone (conpound 104),

oro-4-(2,4-difl uoro-phenyl am no) - phenyl ] -{5-[1-(2, 2- di ox
y| meVRIS606BI88 1 2 3] triazol - 4-yl ] - 2 met hyl - phenyl}qiﬁgﬁ}\g’r{ogr(h&#‘l

und 105),

oro-4-(2,4-difl uoro-phenyl am no) - phenyl] {5-(1-(2, 3-di hydr oxy-propyl) -

2,3]triazol -4-yl]-2-methyl -phenyl } - met hanone (conpound 106), 30

2-ethiyleminag - ::(uzeraziavlf, theolabiep fieurydpainhalty) substitusgd ]mtln cmﬂ. kW - thnesyar} -

i
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t
TRl M A PSR AR AOE, e oy ompitng o ety o

#&AOVL 1-yl1) - propane | - sul fonl c acid am de (corrpound 108),

3-[ 2- Ch(oro 4- (2, 4-difluoro-phenyl am no) - benzoyl ] - 4- net hyI phenyl }

5 [1 2,3]triazol - ey)s et hyl ] - met hanesul f onam de (conmpound 109),

006/ 06§585Ir’4:tcf|qr1_1_r@(m 1ed ®@pappdimant of the compounds of formula Ia or Ib, R3 is 2-

4-{3-[2- Chl.yq;[rex,?et@ wdw@ kat%?y%rﬁsmmlm?e?éomﬁéxmwl 2Phenyl } -

1,2,3]triaz -acet | ester

4-{3-]2- Chﬁmetbvlaukf@vzﬂarmnpve}bvloswf@mwﬁpn@pybé!nz_rdwwthxt-h!e igjoxaiarety ) -
2,3]tri Wlﬁ'le‘tﬂy'l,\/j!—)(té%%ﬂyh?o Pﬁ‘a‘i‘ i‘i{%?—‘éﬂﬂl 13 HetraPydro-pyran-2-yloxy)-propy!,
4-{3-[2-Chl oro-4-( uor o- phenyl am no) - benzo T { Y phenyl } -
2,3]tri a%tbpxncaytrgnvmeﬁfwylcaawtfm% ‘et@mﬁbw@rtﬂrﬁ/methvl (2-nydroxy-1,1"

{ 3ol 2- éime@m &h&lﬁrﬂm@tirbblﬁ%ﬁremﬁnlﬂp@%n&h honEMshbné - 1TRIdIYhaiRDERY. | -

2,3)triazol - 2) hydr oxy- 1, 1- di net hyl - et hy I) acet am de (conpound
ethanone chloroethyl 1-hydroxy-1-methyl-éthyl, acetyf, 1-amino-1-methyt-ethyt,

3-[2- .Gbm&pcébé@yﬂcabsmnyar@!wmchﬁnswhr&@na.%b&,w@@ﬁ.hwletmenyI} 10
Jtriazol-1-yl)- yrrolidin-1-yl-et hanone g{;oun

{
3
{3-]2- @ﬁtfaf lﬁﬂah%-zmrpa?'m ﬁaﬂ@tbﬂewwwcﬂ'wéﬁﬂ LE %hhlet’-rdmmmwéww}
I3] tri ag@lt, b= pd-hydrolprepida iiinod- exhy:epMQnaﬁﬁn&étﬁYupeHarétrmaﬁhne
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(
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1,
1,
1,
1
1,
1, 2,
2

4-

),

4-

4-
oro-4-(4-trifl uororret hyl - phenyl am no) - phenyl

4- (A3 hydroxy-ethyl)- [1,2,3]triazol-1-yl]-2-nethyl-phenyl}-nethanone

- Ch
[
onpound 1g#acificléxamples of compounds of formula I may be selected from the group
-Chioro-4 otolg?mno phenyl )-{5-[4-(2-hydroxy-ethyl)-[1,2,3]triazol-1-vyl
2- et hyl “PSERDE P! et hanone” (conmpound 117),

Chl or o- 4{-2( zhlem-ar(%4ﬂﬁﬂuwds@h@ﬁwamhr&mm)wr9hewbﬂhy{ §-{ Af{-2edtretiy@oyppahy| ) -

hi or 0. 4208 e GNP RE A b] BR e REE RERJP S M. (1 ot r ahych

COO gﬁ:‘ogn R2-ghiekyh- (ch}dhﬂuowphémyaaﬁa}ﬁd)t;&éﬂwmsytl} {phoadxy-dtryiharmone
u
2- ghpl oro- 4 '%'ﬂtr@F?'F HN o2 PRERY T RO Matanane (£ampaundl9)dr oxy- et hyl ) - 1H-

[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-(2-methyl-5-{1-[ 3-(tetrahydro-pyran-
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[ 1,
[ 2-
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(
[

2-yloxy)-propyi]-1H-{1,2,3]triazol-4-yl }-phenyl)-methanone (compound 103),
{2-Chloro-4-(2,4-difluoro-phenylamine)-phenyl]-{5-[1-(3-hydroxy-propyl)-1H-

25 [1,2,3]triazoi-4-yl]-2-methyl-pheny!}-methanone (compound 104),
[2-Chloro-4-(2,4~difluoro-phenylamino)-phenyi}-{5-[1-(2,2-dimethyl-[1,3]dioxolan-4-
ylmethyl)}-1H-[1,2,3]triazol-4-yl]-2-methy!-pheny!}-methanone (compound 105),
[2-Chloro~4-(2,4~difluoro-phenylamino)-phenyt}-{5-[1-(2,3-dihydroxy-propyt)-1H-
[1,2,3]triazol-4-yl}-2-methyl-phenyl}-methanone (compound 106),

30 2-(4-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-
[1,2,3]triazol-1-yl)-acetamide (compound 107),
3-(4-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-
[1,2,3)triazol-1-yl)-propane-1-suifonic acid amide (compound 108),
N-[2-(4-{3-[2-Chioro-4-(2,4-difluoro-phenylamino}-benzoyl]-4-methyl-phenyl } -

35 [1,2,3]triazol-1-yi)-ethyl]-methanesulfonamide (compound 109),



,[1,2,3]triazol -4-yi]-2-nethoxy-phenyl } - met hanone (conpound 120),
[ 2- Chi oro-4-(4-fl uoro-phenyl am no) - phenyl ]-(2-nmet hyl -5-{1-[2-(tetrahydro-pyr

igl)Z gl50xy) Wb Blsloskks [ 1, 2, 3] tri azol -4-yl } - phenyl ) - met hanoRerifi&TRoMsk

[ 2- Chl oro- 4-(4-f | uor o- phenyl ani no) - phenyl }4{5-[ 1- (2- hydroxy-ethyl )-1H [ 1,
2,3]triazol -4-yl]-2-nmethyl- phenyl }-net hanone (corrpound 122),

[2 Chl or 0- 4- (4-f | uor o- phenyl am no) - phenyl ] - {S-[ (] 2-di met hyl - [ 1, 3] di oxol an
-4- yl net h)/ﬂ4y{3i?—th‘°1'° 42(éﬁtc}'f'%emh&nyﬂam'm)nﬁewv' “4stneigYRheeY Ranone

(conpound 123), Bgtrlazol 1- yl) acetlc acid ethyl ester (com ound 110),
[ 2- Chl oro-4-(4-1fl uoro-phenyl am no) - 3- dj hydrox% propyl)-1H
1

30 [1,2, 3]t qrp14-H2 Aedifiyaro-nhigan F)'"Q 'Ffah s 24),
(A48 igrpl G2 e Ruaro apRenpry hoes lérﬂe
(g g|3 [i [@hﬂz@u@mﬂol(ﬂybla@fueaahqeymamﬁmimenzoyl] 4 et hy| phenyl }-[1, 2, 3]
i azol -
- chl oro- 43/ (% @ Eﬁ FF‘BEPr 8- (Bh%Hgﬂluafﬁ HBSQMWD]W{@V['M(@S@HI -BhreMthyl ) - 1H
(21 Gl or 0~ A (4 L ioF o Bhemut Py phent T oL ””‘°°3Pd oetnel)-[1,2,3] tr
zol -1 - y|§‘ *{?e '9P'°B’h‘g' r‘f\ %Paﬁgﬁ'é\xi%tﬁg?g&[ﬁﬂé?ﬁ}z %’”‘e 8%%1)‘63585
:<2005/4 [Q09, BMfiazdISL - yl) N-(ﬁ-hydroxy 1,1- dlmﬁthyl e]thyl)5aceta?wzadeh(compoundt1ﬁ3|),)
or o- - yv) amin en X
O 0 45 -0 Lhar g AP BN A0 B TSN ot 2o (YR £
(iuog 431[1(,?;3@&626”1#909} p“"’“‘{”'mmtﬂ'@m‘cbﬂ{gﬁgﬁé 1?23) hydroxy | - rret hyI eth
3-[2- fr oaﬁc%ﬁyﬁho&fﬁg&é EE );?(%r}:ﬂrﬁg eBé‘inﬁ?fTeﬁ‘gﬁBBﬁW}f phenyl} 1H
]trl A0 3trigkgl- Byhmgmpmmmmua?wahaﬁé (compound 115), | }-[2-chi
4 1- A [l n chl o
(2, 2 e B b by oAb Bhemilit S T2 bit A
%jZ Chl [, 233trig 29! 41-gli]F 2 umttvflmlenyﬂ}amn}ettm)\obemm;bQunﬁ-m&)hyl phenyl }-1H 10
r n
Ao G S R BorunTr PGS TP Stk - 1
3] tri azretred-4bhcradbmqthanorm:(jcdm@oon@dm?\h 133),
| 1,2, 3]t
°r° 41325—%@1& S}FLQL&‘JP‘P?G&J" anﬁ%?@ﬁépl Lflﬁ{ﬁ} WQ@XW%WI) [ Jtr
oro 411, 2. 33ri@idlt Lrgl] o2- mw+mnﬂ)mpﬂ"@mh¢(<{cﬁn@wr(d31mdroxy propenyl ) -
tr|
o0 ahaierte 274 B BRI B AP M ERBRASC 2 Retratdrs (5 4
ucacb ptrema- ﬂmtmgthpﬂelwn 2rﬁdtmnbﬂefl}@bnpmrmletm369ne (compound 119),
[2-Chloro-4-(2,4-difluaro-phenylamino)-phenyl]-{5-[1-(2-hydroxy-ethyl)-1H-
{1,2,3]triazol-4-yi]1-2-methoxy-phenyl}-methanone (compound 120),
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[2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-(2-methyl-5-{1-[2-(tetrahydro-pyran-2-
yloxy)-ethy!]-1H-[1,2,3]triazo!-4-yl}-phenyl)}-methanone (compound 121),

25 [2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-{5-[1-(2-hydroxy-ethyi)-1H-
[1,2,3]triazol-4-yl]-2-methyl-phenyl}-methanone (compound 122),
[2-Chioro-4-{4-fluoro-phenylamino)-phenyl]-{5-[1-(2,2-dimethyl-[1,3]dioxolan-4-
ylmethyl)-1H-[1,2,3]triazol-4-yi]-2-methyl-phenyl}-methanone (compound 123},
[2-Chioro-4-(4-fluoro-phenylamino)-phenyl]-{5-[1-(2,3-dihydroxy-propy!)-1H-

30 [1,2,3]triazol-4-yl]-2-methyl-phenyl}-methanone (compound 124),
2-(4-{3-[2-Chloro-4-(4-fluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-[1,2,3]triazol-
1-yl)-acetamide (compound 125},
[2-chloro-4-(2,4-difluoro-phenylamino)-phenyl]-{5-[1-(2-chloro-ethyl)-1H-
[1,2,3)triazol-4-yl]-2-methyl-phenyl}-methanone (compound 126)

35 [2-Chloro-4-(4-fluoro-phenylamino)-phenyl}-{5-[4-(2-hydroxy-ethyl)-[1,2,3]triazol-1-
y!]-2-methyl-phenyl}-methanone (compound 127),



(1-{3-[2-Chl oro-4-(2, 4-di fl uor o- phenyl am no) - benzoyl ] - 4- net hyl - phenyl } - 1H 20
[1,2,3]triazol -4-ylmethyl)-urea (conpound 137),

[ 2- Chl or 0- 4y @ adbs b Fsk4iOr O- phenyl ani no) - phenyl ] - { 2- net hyl - lin-4
-yl - ethyl)-]1, 2, B?tﬁl‘l azol -1 -yl ]-phenyl }- et hanone (conpou ng4'%{§§)OWJOBM

[ 2-Chl oro-4- (2, 4-difluoro-phenyl am no) - phgnyl ] - (2- met hyl - 5-{4-[ 2- (4- net hyl -

pi perazin-|l-yl)-ethyl]-[1,2,3]triazol-1-yl}-phenyl)-nethanone (conpound

139), 25

[ 2- Chl or o- &-CBlorp-di(Rl4rdifiophehgmdaining) -phee vy {]5- [HG{2-bydxdiesir)l ani no- et hyl ) -

S ST R

r oxy- et hyl BriChioyo-4dRid difiore-phepyiaminodiphenyl]1{52L elnme)hsﬁr@tth‘dhone
(conpound
[ 2- Chl oro- [ﬁ,%,é]tnaéold yc}r mﬁghyfkﬁrganr%yr?osnethanonf (c?rgpounth & (2- propyl am no

30 et hyil ) - 111X 33[2-Ehigreid- (12.'91d] %@W?wlmmmméoxlbdnmm&p oyl }-1H-
[ 2- Chl or o- tr, é{.,]tfrilag&r@_ gé{ﬁghy,{e {,ﬁanlgg phenyl] {5-[4-(2-hydroxy-ethyl)-
[1,2,3Jtriazol- 5 met hanone (conpound 14

) 3
[ 2- Chl or o- ‘?JfSW([Q'J(h'e‘%/'WB?yl mﬁéh\;}rﬁﬁvlhﬂ)l %Némaq' J{HJ@UW@MW#W [%ttcmwry 41, 2, 3]t
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2 06/ 0@358E51 8 @Tﬁr%@%@%%ﬁ% acicﬁmethyl ester (compound
[ 2- Chlor o- 4- (‘4= et hoxy &eny am no)-p -(2- ydroxy et?‘yl)

1, 2, 3] t r 1dBol2-Chlorg-fi- ‘Frétfh'?rQ'ﬁhéM?'}‘M?ét%&ﬁ%kﬁ'&%%bﬁh%ﬂvﬂré

(chl3 j’[o i, 2ol 05 ophEII G (chGouRBans) |- (5-[4- (2- ethyl am no- ety ) -
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0r.0-4- enyl a I OX e

AN DshiorarAgtra- §'fH@¥%yhe'b\Héwm) ARt HANE (Ebidrsraagyi- Y

ﬁ [ 4-(2- FMC!Q@}Ma@@Ihny)]-ﬁ&nah@}ﬁmer@zphelhaﬂoheacmb&ydcrDmnyl} (2-nethyl-4 10
n

D el R A A P ety et $ FRaded Loy a2 R bviPhery!) A2echieror 46 80b9r03. et

e

yl[ - phenypréryminppRyhiT-aidimaione (cemppodndildpl) ,

1T amol - G g o B Rr S eiBho Sharrarmige L DEmaNpir metBy - Bsmy Bt 1 o

omp@ond [152B]trik20i-4-ylmethyl)-urea (compound 137),

“ 14 (2- YA RRYo- 5t (WA il oG pREA 1A ARD) ety G- TEi 5 PRIV drphdin gLy | - 4- (3
ethyl)-{1,2,3]triazol-1-yl]-phenyl}-methanone (compound 138),
[2-Chloro-4-(2,4-difluore-phenylamino)-phenyl]-(2-methyl-5-{4-{ 2-(4-methyl-
piperazin-1-yl)-ethylj-[1,2,3]triazol-1-y!}-phenyi)-methanone (compound 139),

25 [2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl}-{5-[4-(2-diethylamino-ethyl)-
[1,2,3]triazol-1-yl}-2-methyl-phenyl}-methanone (compound 140),
[2-Chioro-4-(2,4-diflucro-phenylamino)-phenyl]-(5-{4-[ 2-(2-hydroxy-ethylamino)-
ethyl]-[1,2,3]triazol-1-yl}-2-methyl-phenyl)-methanone (compound 141),
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[2-Chioro-4-(2,4-diflucro-phenylamingc)-phenyl}-{2-methyl-5-[4-( 2-propylamino-

30  ethyi)-[1,2,3]triazol-1-ylj-phenyl}-methanone (compound 142),
[2-Chioro-4-(4-fluoro-2-methyi-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol~1-yl]-2-methyl-phenyl}-methanone (compound 143),
[2-Chloro-4-(2-methoxy-phenylaming)-phenyl]-{5-[4-(2-hydroxy-ethy!)-[1,2,3]triazol-
1-yl]-2-methyl-phenyl}-methanone {(compound 144),

35 [2-Chloro-4-(4-chioro-2-methyl-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyt)-
[1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 145),



trifluoromethyl-phenyl an no) - phenyl) - et hanone (conpound 153),

[4- (3, 4-Difluoro-phenyl am no) - 2- et hyl - phenyl ]-{5-[4-(2-hydroxy-ethyl)-

[1,2, 3] triazaveheoslopssds met hyl - phenyl } - met hanone (conpound 1$¢mpkagos; 0-,5.,

[4-(3 4- Di et hyl - phenyl am no) - 2- met hyl - phenyl ] - {5-[ 4- (2- hydr oxy- et hy?(s

[1,2,3]triazol -1-yl]-2-nethyl-phenyl }-net Aknone (conpound 155),

[ 4- (3 Chl or o- 2- et hy( - phenyl am no) - 2- et hyI phenyl] {5 [4 (2 hydr oxy- et hyl ) -

[1,2,3]triazol-I-yl]-2-methyl-phenyl}-net anoneéy gl ]

[ 4- (3, 4- Di cH-6RErGAAyMEFR TRy RREMATHS)- Pivsyir {2-{ @M@mwy%rm; et Rtripzol-

Lz axf{i] 4 bty oRenh ty nebhont kesmbbronesy| compound 157)., 29

N-[3-(4- é gtl’l azol -1 - J t hyl - benzoyl } - 3- met

vl - phenyl GFNTo Bt Hirest PR e roomAs N (oo (2-ethylamind-etyi:

[|2;Chfciro 451(234nﬁ:z£ltyqr]oz@ﬁany| n@{})ﬁnﬁhﬁ?ﬁbhk(é&nﬁéﬂrﬂrmﬁ [4-(2-hydroxy-eth

- azol -1 - - met hanone

flz-cmo f‘TQ)B%’%‘H@ﬁ‘%&?’% Yot phe &fﬁ%gzﬁv@%& vett¥hy1)-11, 2, 3)tr

I(g (()::1 l-l 304M|(132trim&ihy4v:1]|9i‘»@ﬁétl h}l-wnbﬁnmaana(r?aammﬂ?ﬁo&fﬂos)w . (12 3t
or o- or o- phenyl am no r

i azol -1- ylI} é— ?Eg[‘ﬂﬁgn“ % ) r}enwﬁ%cﬁaﬁ-ﬁettbbl é%%l%% \ﬂlmxy gtml)

(2-Chl or o- 4f1n2 B@tlrisalzdm-ﬁ)q‘z-mmﬁw-bhenyl} methanone (compound 149),

~{5-[4-(2- h%?ﬁégﬁdp&\)-é{h%ﬂ)?flﬁE RS TV ety ey - S i 4Tt hanone

(conpound 1
(2- Chl aro- dpHedyimhinopfrepiigyetaghdre) coipoyhd 168}, [ 4- (2- hydroxy-ethyl)-[1, 2, 3] t

tiazol - 1yl 53 08¢yl RGN aiEh AT SRS ko N AR QB0

PCT/ DK2005/
[ 2- Chl or o- 4pHedyBnding}ahbberoAd phdapbae{go)pophdmbll),- { 5- [ 4- (2- hydr oxy- et hyl ) -

5221 eghod i PR ISR S RIS LML 1P ey )
E% (Z:hi’a)trl auitﬂnyﬂanylhinylemmhynleﬁmhmul}ld Ek’éfhanone (corrpoutld 165), _5 -
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| east one ofy Bta. etiyRiheR{iaRind)S2-AltnIVSHEAPR ML B aloky- Al - Met hods  of

prepar ati on

20  [1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 155),
[4-(3-Chloro-2-methyl-phenylamino)-2-methyi-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol-1-yl]-2-methyi-phenyl}-methanone (compound 156),
[4-(3,4-Dichloro-phenylamino}-2-methyi-phenyi]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 157),

25  N-[3-(4-{5-[4-(2-Hydroxy-ethyl)-[1,2,3]triazol-1-yl]-2-methyl-benzoyl}-3-methyl-
phenylamino)-phenyl]-acetamide (compound 158),
[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-{2-chioro-5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol-1-yl]-phenyl}-methanone (compound 159),
[2-Chloro-4-(3-fluoro-phenylamino}-phenyl]-{5-[4-(2-hydroxy-ethyl)-[1,2,3]triazol-1-

30 vyl]-2-methyl-phenyl}-methanone (compound 160},
[2-Chioro-4-(3-chloro-phenylamino)-phenyt]-{5-[4-(2-hydroxy-ethyi}-[1,2,3]triazol-1-
yl]-2-methyl-phenyl}-methanone (compound 161},
(2-Chloro-4-m-tolylamino-phenyl)-{5-[4-(2-hydroxy-ethyl)-[1,2,3]triazol-1-yi]- 2~
methyl-phenyi}-methanone (compound 162},

35 [2-Chloro-4-(3-methoxy-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl}-[1,2,3]triazol-
1-yl]-2-methyi-phenyl}-methanone (compound 163),



15 The conpounds of the present invention may be prepared in a nunber of
ways well known to those skilled in the art of organic synthesis. The

conpounds  of t invention may be synthesised usin ot hods
outlined bel ?)Jw ﬁ@g@?ﬁ‘gr wi th nethods known in the art of g§%ﬁ'ﬁ°“&”éani o

chem stry, or variations thereof as appreri ated by those skilled in the
art. Preferred nethods include, but are not limted to, those 20 descri bed
bel ow. The conmpounds of fornula la and Ib nay be prepared using the

reacti ons dgeChibechiiRpidishidesphebdamine)iphesy!3-d6tidoR- hirctlv@xveam!)-ons are

per f or med i n p o the reagents and
materi al s érrpfgi/t\r[' 3'51 Llp gﬁé "2@?}"3 'f‘é@'%ﬁom E%";'?Or ans :)'mat I ons being

ef f ect ed. Aﬂs@';lowom-t(ﬁfs dwﬁth‘ﬂtpr@nmmpw]r{béd (Betyspxy2ethiyt)-i s to be
under st ood oS 559 choi ce of

sol vent, EQ{?E’ t@%%'tt ngﬁof]ﬁ%tl{ﬁﬁ)&%b??oﬁg{ﬁ‘%%‘?g@mé@%ﬁur a fon of experinent
and vxorﬁ-uriz @nlomeﬁldaésmﬂap@-mmmuno) pbemdhdﬁt[ﬂo@shmrosw-&Md for that
reaction, [ I & _i QR egd,gn the art. It
i s under st\(,)[’gﬂﬁg tﬁggﬂ 1(sjy eﬁ "{3 1'n dthﬁg%z?@g@{faﬁ&g? gée%n I'C "akitér?%s%s that the

f uncti onal i[ﬂycwp%éﬂﬁ Sodifluaro- phenyfeorine)-ehenydi- {b+{4- (ri‘uh\ectrgx‘egtlmb) used as the
starting cq Iy LAt LR be conpati bl e
with the reagénpgi%gﬁdl b’ga%t | ons'q}gggﬁg %&%Rlo @gﬁ%coﬁggj&? s of fornmula |
falling into a given class may be conpatible with some of the reaction
condi t 48NS (S Iahthel BrtRAFndH: ofm@mﬁf&wqéem& (g LomadtiRag GFfokhGla NSt of
substltuents or tunctional groups are he reaction
condi ti ons lgpgtiongef RaaBi IRy Q'b%aksém hydrogae vdien| R4e'§ -NHz.t o7t dgast ong ofRd Rs,

al ter nat i vey Mgt ROGSh&aty dRsyerSitbn M¥Os2@@R/ 063585 PCT/ DK2005/ 000757 18
Cbnpounds accordlng to'the present invention may be prepared by a process
conprising coupling of an termnal al kyne of fornmula Ila wth an azi de of
formul a Illﬁethggs gfyl%pjraq@m)ound of formula la, as shown in Schene 1; or
simlarly 1y process nprising coupling of an azide of forpula fib with
an terdPnal h&l%’y U@FSPBFW@S‘F’FI'B"%“W PRW Be RreRBH UM NoMbep PRIYRYS VBl | as
shown in SoiRwm ththvbesianddlin the art st orfénic Bpnthekis, Tr@c&ﬁsomsaffehagréaeiﬁﬂ ned

above; except that an¥ substituents or functional groups
R

pot ent i al | yNYRON DAY PR SyRBesisedh HFiRg themefhads quiljnaskbelp s @@FB‘E" b"é?rb'i“ét"tc’ﬁé

cou pling r laafawrﬁﬂ thé aﬂecﬁffsﬁ)hfﬁé@lc oRdhié BReriEaY 61 AHRLBNG WRGrebPID¥Steciated by
Su sequent

t¥mse sﬁled in t%e art. Preferred methlcgd\ls mclude, but are not limited to, those
20  described below.
The compounds of formuia Ia and Ib may be prepared using the reactions and
techniques described in this section. The reactions are performed in solvents that are
appropriate with respect to the reagents and materials employed and that are suitable
for the transformations being effected. Also, in the synthetic methods described below,
25 it is to be understood that all proposed reaction conditions, including choice of solvent,
reaction atmosphere, reaction temperature, duration of experiment and work-up
procedures, are chosen to be conditions of standard for that reaction, which should be
readily recognised by one skilled in the art. It is understood by one skilled in the art of
organic synthesis, that the functionality present on various positions of the molecules
30 used as the starting compounds or intermediates in the syntheses, must be compatible
with the reagents and reactions proposed. Not all compounds of formula I falling into a
given class may be compatible with some of the reaction conditions required in some of
the methods described. Such restrictions of substituents or functional groups which are
compatible with the reaction conditions will be readily apparent to one skilled in the art

35 and alternative methods can be used.
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di subst i t ut@unpotngds ecexrdingltb thepresenbinyastigk iraydu prepeted byra pesicess gani ¢
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D fferent copper In the process, non-limti ng exanpl es

e se
of which 2® give a(ﬂPPP"d OC%/F(fFvJElrJIb Cag shayn "tﬁﬂ'leﬁ'@\b: Hh%’e@r_( B2/ BB, Pue8gnt | y
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such as nethanol, ethanol, tert-butanol, 1, 4-dioxane, acetonitrile,
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FGI): Functional group interconversion
R, R'; Ry, R, R, R, Ry, Ry and R'g stands for R, R, Ry, R,, R;, Rg, R; and R, respectively
10 or any suitable FG (functional group) which may be transformed to R,, R,, R;, R, R;, R, R; and R,

Scheme 1

The above coupling reaction is carried out by using a method for the formation of 1,4
disubstituted triazoles well known to one skilled in the art of organic synthesis (see e.g.
15 WO 03/101972, Angew. Chem Int. Ed. 2002, 41, No.14, JOC 2002, 67, 3057-3064, and
references cited therein). A preferred method is the copper(l) catalysed method which
comprises coupling of an azide with an terminal alkyne at room temperature or higher
(e.g. up to 80 °C).
Different copper sources may be used in the process, non-limiting examples of which
20  are Cu(I)I, Cu(I)Br, Cu{I)CI, Cu(I)OAc and Cu(0). A presently preferred source is
Cu(I1)S045H,0 in the presence of a suitable reducing agent like sodium ascorbate. The



tetrahydrofuran (THF). Wen Cu(l1)504-5H20 in the presence of a reducing
agent is wused as the catalytic system a mnor anount of water (2-40% v/v)

is typically to the reaction. 10 The above coupling al so be
per f or ned nowﬁgg{%gf’%%cal ly (without Cu) but thermally, si ﬁﬁ%@@@*ﬂ@&ﬁ”ng

However, this process may also lead to 1,Psdisubstituted triazoles.
Conmpounds according to the present invention of the general formula Na may
be 15 prepared by several methods known to those skilled in the art of

or gani c sy nintssit of c@muraes@‘eulm smqwem\mcl (ro&4rawe ty picallg he B ngdhet k@yo Skep
conprises the cou eneral fornmula IV with

ethynyl tri Yt G elaé'ﬁg te (5“%??”8?‘Bt gfdﬁ'S WSPrA@dedsi8ral formula 111. The
coupling i Srhteyr%&?cln % tﬂﬁEz;Igf %h—g&gtﬂ%v@i E\%?urgg r(r%l'gh?g g*:ylir\ §olv@rﬂ§9%P§h of a

pal | adi un( 0) a catalytic a a cu salt,
20 e. g cuppmtmpwh emadel,, temicoudanal ghdddioang, atetppiﬂewyiﬂb'hﬂibwhmlﬁwdq ®ME@DI | i se

the cat 81 ¥ cerongy BB mdihgirs FREHIRNOME) Rl helRRHRAROAE §$aterature

al so ca onogas reactio shira, K 1In
Met al - Cat dR\alyfirpuen (Bﬁ%) Wheadet (IR0« S0 & thegreserge of Edg Cing R@§ntveH: New

York, 1998).cedhie e ehiaRkfdy @gggl@gndr aimdTRY of Wad: @@4@%Pom>ggtﬁ%a‘ny aBiEd

correspondl ng term na genera ormula IlTa b treatnent with
e.g. K2Cos tpahenseastinnl at RT The i odi de of the general forrrul a lV may be
prepared by a standard diazotation of the amne with the general formula V

foll owed by treatnent of the formed diazoniumsalt w th potassiumi odide
(see ph@parldeiabave cauplingnoay klseite prifasmgdhsios- ¢&§¢'Y§éﬁhfr(&1'qh90t Qepbétcabl e

exper i ment ghededif, SApiy B HRBLAS. Bowdee, GRS o@%ssfrﬁﬁ s 18adTBY1 BEGIERS Cfgﬁskehy 30

a reduction of thé nitro compound of general orrru VI "using stan

reduci ng éljjé?ﬂ'%s Exanpl es of such reduci ng agents presently i ncl ude, but
are not limted to, stannous chloride dihydrate, hydrogen, anmmoni um

form ate or_hydrazine hydrate and a catalytic amount of palladium on

car bon. Th&%ﬁ%@déﬁ‘:%%@'"@éﬁéhﬁlpr ?%?thﬂ"sn‘l'q"bf’fnﬁ? grnerd) fenmia dlar maynbehe ani ne

of thelgened'réfbarfe@rbm!‘.'e@er\él h-)étﬁéeféﬂ%r{mtoc’cﬁo%sﬁnﬂé& InPeAFEbNSaaMIk fs ?ﬁ%ﬂes@zbﬂg in
the presence of a catal ytic anount of salt, e.g. WD 2006/ 063585

PCT/ 01C2008/580 pequense iyt (1 $5hesiq %hﬁt%kﬁyéﬁﬁaﬁyﬂwaﬁ%ﬁ he QUBEIG P i n t he

l'i terature,jodigs oﬁé@ﬁﬂ?bﬁfobﬁuld PM with ethy\ﬁ'yttﬁhélﬁhylaﬂane%ﬁffohﬁﬁ tomBOOd o,
2571-2572. R2 Rr 2N\ \ R I H\ R9 Reducti on
general formula IIL. The couphng is typlcally performed in the presence of a catalytic

amount of a palladium(0) source, e.g. pd;(dba)s; a catalytic amount of a cupper(l) salt,
20 e.g cupper(l)iodide; and a ligand, e.g. triphenylphosphine, to stabilise the catalytic
system. The reaction is well described in the literature, also called as Sonogashira
reaction (see for example: Sonogashira, K. In Metal- Catalyzed Reactions, Diederich,
F.,Stang, P.)., Eds.; Wiley-VCH:New York, 1998). The protected compound III may
then be deprotected to the corresponding terminal acetylene of general formula Ila by
25  treatment with e.g. K,CO5 in methanol at RT.
The iodide of the general formula IV may be prepared by a standard diazotation of the
amine with the general formula V followed by treatment of the formed diazonium salt
with potassium iodide (see preparation 5 as a non-limiting example for generally
applicable experimental detaiis).The amine of the general formula V may be fortmed by
30 a reduction of the nitro compound of general formula VI using standard reducing
agents. Examples of such reducing agents presently include, but are not limited to,
stannous chioride dihydrate, hydrogen, ammonium formiate or hydrazine hydrate and a
catalytic amount of palladium on carbon. The azide of the general formula IIb may be
prepared from the amine of the general formula V by treatment of
35 triflucromethansulfonyl azide in the presence of a catalytic amount of copper salt, e.g.



Vi MR2Rr "2R7 \'\ Rs RRFA Fi2NRe Rs / R+ 1 / NReRlNR‘sllvH
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X = Si (CH3) ﬁ?é@ﬁ“%& . Functional group interconversion E‘bq%&%/@olﬂ&
Rs, Rs, R61 Rr and Rs stands for R'" R2, R3, R4, R5, Rs, R and Re
respectively or any suitable FG (functional group) V\/ni ch may be transforned
to R" R2, R3, R4, R5, Rs, Rr and Rs 5 Schene 2 Conpounds according to the
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met hods knov@ﬂ;aq ih .E&ltj G ?nngg kb of organic synthesis. One useful
sequence is own i'n Scheme 3.'I0 The first key step conprises the coupling
of an iodide of the general formula IXwith an ester (an activated acid) of
the general formula X to give the bepzophenong, of the general formula VII,
e.g. by using nethods descriped for L hel € Jat pgn of other ketones in 1.
Am Chem Soc. 1973, 95:14, 456 f i ng reaction nay be

achi eved by transform ng the i otiude R reactive orjgmaeretal |ic

i nternedi ate, 15 such as by treat msnt Wi t hHi s-pr6py| magnesi um chl oride to
afford the correspondi ng nagnesium deriwvative! M xing oft the reactive
magnesi um derlvatlvevmth the ester of the general forI a X gives the

product of the generdl ff Y & | . WD 2006/ 063585 PC}l DKz 0757 21
Al ternatively, " ‘ % !umdmfd,vatﬁz ey Dy sratfBit ed to
zinc, by treatng Wi A Z] , =<e—g=—2z+NnC @ : 2 or Znl 2,
and then be coupl&d Rwith the Rcifds hali de, such as th81a i dNChIYOr iRle of the
acid of the general formul a XIR.i he presence of cat gl yti &¥;anount of
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FGl: Functional group interconversion
R, R, Ry, R, R, R, R, R, and R’ stands for Ry, R,, R;, R,, R, Ry, R; and R, respectively
or any suitable FG (functional group) which may be transformed fo R;, R,, R, R,, Rg, Ry, R, and Ry

5 Scheme 2

Compounds according to the present invention of the general formula VI may be
prepared by several methods known to those skilled in the art of organic synthesis. One
useful sequence is shown in Scheme 3.

10  The first key step comprises the coupling of an iodide of the general formuia IX with an
ester {(an activated acid) of the general formula X to give the benzophenone of the
general formula VII, e.g. by using methods described for the preparation of other
ketones in J. Am. Chem. Soc. 1973, 95:14, 4763-4765. The coupling reaction may be
achieved by transforming the iodide IX into a reactive organometallic intermediate,

15 such as by treatment with iso-propyl magnesium chloride to afford the corresponding
magnesium derivative. Mixing of the reactive magnesium derivative with the ester of

the general formula X gives the product of the general formula VII.



5 catal ysts include but are not limted to tetra kis(triphenyl

phosphi ne) pal | adi um(0), tetrakis(triphenyl arsine)palladiun(0),

di chl or obi s( iy hosphi ne) pal | adi um(11), or _ R
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2, 2' - bi s( daprhespykad)@s@himde) atgoh obnittagéi.hyl (hereinafter refered to as
BI NAP), tri-o-tolyl phosphine, tri-tert-butyl phosphine, 1,1'-

bi s(di phenyl phosphi no) -ferrocene, bis[(2-di phenyl phosphi no) phenyl ] et her
( DPEphD®) , The selotid Meghmiy kodppapdsang lcodplingdi ofed bsonside bbttiqob@mfél fodnqldivit ert 30

but yl ph h d hosph th
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t of h t f ially . .
20a um ¢ or [T RERS A efrise il ek FEHTL S iEhn TR ERB kR crpesoven
to be pref&he ecbfblaedzsnethodi Is theratiadis s, cabalysext hmmalbuaeeseumay wiich3&nywises as
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may for exa prepare rom
which are palladium(Il) acetate, palladium(Il) chloride, paltadium(Il} bromide,

dichlorobis(triphenylphosphine)palladium(ll), tetrakis(triphenylphosphine)palladium(0),

25 tris(dibenzylideneacetone)dipalladium(0). The preferred phosphine ligands include, but
‘are not limited to, racemic or non-racemic 2,2’-bis(dipheny!phosphino)-1,1'-binaphthy!
(hereinafter refered to as BINAP), tri-o-tolylphosphine, tri-tert-butylphosphine, 1,1'-
bis(diphenylphosphino)-ferrocene, bis{(2-diphenylphosphino)phenyllether (DPEphos},
2-dicyclohexylphosphanyl-2'-dimethylaminobiphenyl, 2-(di-tert-

30 butylphosphino)biphenyl and 9,9-dimethyi-4,6-bis{diphenylphosphino)xanthene
(Xantphos). The amount of paliadium and ligand used in this catalytic process may be
typically in the range 0.1 to 10 % by mole relative to the amount of the aromatic halide
(or triflate) used. Especially sodium-tert-butoxide (NaOt-Bu) and caesium carbonate
(Cs;C0O3) have proven to be preferred bases in this process, but other bases may be

35 used as well. The reaction is typically performed at elevated temperatures (80-120 °C)



the general fornmula XI by treatnment with 2,2'-dithiopyridine in the presence
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FGI: Functional group interconversion
R, R, R, R, R, R, R, R; and Ry stands for R, R,, Ry, R,, R;, Ry, R, and R, respectively
or any suitable FG (functional group) which may be transformed to R, R,, R,, R, R;, Rs, R; and R,

Scheme 3

Compounds according to the present invention may in special cases be prepared by a
15 simple functional group interconversion {FGI), meaning a standard process, known to
those skilled in the art of organic synthesis, where a functional group in compounds
with the general formula I or I’ is transformed into a different functional group in one or
more synthetic steps, leading to a new compound with the general formula I. Examples



saturated hydrocarbon. Non [imting exanples of such transformations are
described in 5 "Conprehensive Organic Transformations", by R C Larock, VCH
1989 and refgyoeﬂcé i cited therein, which are hereby |ncorporat ed as
reference an gﬂé{f‘al procedures. Especially, the use oFCHEBK&0§/000757
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The synthesis of various am nobenzophenones and general nethods useful in

for the synthesis of said internmedi ates and the benzophenones of the

present i NV@NEHoWR if&hERE 1, XHIE Rabe iftewwshiate MRPIBAS ATR0be MEhSHRETH¢, VO
01/05746, VIO 01/ 05749, 01/ 05751, WD 01/ 05745, w%os(jg%mwg VID 01190074,
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ref erences.._ Phar naceut.i ca ons.. | n anot her ect, the jnv t|on
ol o oo Lo This R RS e TRERER Y Bhtrecyes i and HhSSagalihe defer
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amel i OESt | r}procelsgpfs 1"5”133?5:8.@’ dereg %gsbemg Imi 1918 %f E:he preparation of compounds ¢f the
present invention of general formula Ia or Ib, and alteration of the reaction sequence
may be an alternative for those skilled in the art of organic synthesis. Readily available
intermediates may serve as starting point for the synthesis of various series of
compounds covered by the general formula Ia and 1b.

25

The synthesis of various aminobenzophencones and general methods useful in for the
synthesis of said intermediates and the benzophenones of the present invention can for
example be found in WO 98/32730, WO 01/05744, WO 01/05746, WO 01/05749, WO
01/05751, WO 01/05745, WO 01/42189, WO 01/90074, WO 02/083622, WO

30 03/018535, WO 02/076447, and WO 04/056762, and references cited therein, all of -
which are hereby incorporated as references.

Pharmaceutical compositions
In another aspect, the invention relates to a pharmaceutical composition comprising, as

35  an active component, a compound of formula Ia or Ib together with a pharmaceutically

acceptable excipient, carrier or vehicle. Furthermore, the invention relates to the use of



Phar maceuti cal conpositions of the invention may be in unit dosage form such
as b5 tablets, pills, capsules, powders, granules, elixirs, syrups,

enul si ons, arwgqu_«,ggsuppom tories or parenteral solutions ﬁT,ﬁ%gg&ﬁ,L,p,ns
for oral, parenteral, opthalmc, transdermal, intra-articular, topical

pul ronal , nasal, buccal or rectal adminis@fation or in any ot her manner
appropriate for the fornulation of anti-inflammatory conpounds and in
accordance with accepted practices such as those disclosed in Rem ngton: The
10 Sci ence arampeyed ptrouladapmiidpr theopigpemtion gk alMEiEd e fiog timpisaaition,

1995. In t h@eafrREMYTiamdidriont d¥enfidM@Rtdr Riseh &8 GddndRiorgnponent may be
present in an amount of from about 0.01 to about 99% such as 0.1%to about

10 % by weight of the conposition. 15 For oral administration in the form

of a tabl et pRArntRREE copBAIBIBkhE finfedkigH Irday b@ﬁvumsubéa?glélmnh%uaogp' ned
wi th an oral non-toxi c, pharmaceutically acceptable carrier such as
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bentonite, xanthan gu

"hel ude. mact SUBPSRuT O g auention, {5 sctie ChinoRRRU Tt bEPERSTE i EBABBLE Pons
such as t abfeirsabdut®.CICid Msout 9IpKWUdh @k 0. f%rtadbaut 10 9% iy vesight dfthene or nore
exci pients, such as the ones descri bed above, and other pharnaceuti cal
diluents sutHmBSYer to nake a solid prefornulation corrp05|t|on

cont ai ni ng a honogenous m xture of a conpound of forrmula I. The term 30

"h . _ d d

Irlpdiiede - S e e G e RS (F)‘HB"% aetmish gy
readily be sﬂtnﬁlwbdednbﬂnadmnﬂ*qmbfa}, redrf-eodd, \pﬁammdeuﬁoalb/garcéptam sandér agh

t abl et t \ bdi vi ded
ot uni ¢ oBe gt ahERL el b T Py B ERG R Rl  Bh e Rt '
particul ar ﬂusmteglabug a(j)erilts,t ﬂawmbnug agebtsrapd cofoutrdmes awdy be added tntheumicttwo®, t he
i nventi on.

ei t her oral a‘c(')ra %P eﬁ géat?g}% %ﬁ%og'g(u%ggzgf’ '?ﬁgs‘%oﬁip%‘%eé FH"I‘ %tg‘a?ﬁ'ﬁ?/éea%[ | on
i ncl ude20 e. gum, arqgecnm$h gomysodingy alginatp saragyeetiyliiutuse, selyedyenegtycahd
waxes or the like. Lubricants include, e.qg., sodium oleate, sodium stearate, magnesium
stearate, sodium benzoate, sodium acetate, sodium chloride or the like. Disintegrating
agents include, e.g., starch, methyl cellulose, agar, bentonite, xanthan gum or the like.
Additional excipients for capsules include macrogols or lipids.
25
For the preparation of solid compositions such as tablets, the active compound of
formula I is mixed with one or more excipients, such as the ones described above, and
other pharmaceutical diluents such as water to make a solid preformulation
composition containing a homogenous mixture of a compound of formula I. The term
30 "homogenous” is understood to mean that the compound of formula I is dispersed
evenly throughout the composition so that the composition may readily be subdivided
into equally effective unit dosage forms such as tabiets or capsules. The preformulation
composition may then be subdivided into unit dosage forms containing from about 0.05
to about 1000 mg, in particular from about 0.1 to about 500 mg, of the active
35 compound of the invention.



emul sion with edible oils such as cottonseed oil, sesane oil, coconut oil or
peanut oil. Suitable dispersing or suspendi ng.agents for aqueous

suspensi ons nthetic or 5 natural gums such as tr
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may be provided as a sterile, solid preparation, e.g. a freeze-dried

powder , v t I se. 20
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ophthal mc treatnent, 35 iInclude sem -1 qui reparations such as
| i ni ment s, COBPPSIN. P@@F@t"féb’pIW%QWBOUT\M@D@G‘I‘@@QSBS“PCE? orMits) T FiwTile, 26

0 11 - Wall 86)c0freithibn, &130h ireRTMchiel POnEHE ifith & REBRvech UAMELSIVBh: Past es,

or solutions or suspensions such as ‘drops. For topical admnistration, the
conpound ofmmgdiatalyprior ¥eese: ypical |y be present in an anount of from0.01 to
20% by,gwei ght of the

The composition intended for parenteral administration may additionally comprise
conventional additives such as stabilisers, buffers or preservatives, e.g. antioxidants
such as methylhydroxybenzoate or the like.

25 Compositions for rectal administration may be in the form of a8 suppository incorpor-
ating the active ingredient and a carrier such as cocoa butter, or in the form of an

enema.

Compositions suitable for intra-articular administration may be in the form of a sterile
aqueous preparation of the active ingredient which may be in microcrystailine form, for

30 example, in the form of an aqueous microcrystalline suspension. Liposomal formula-
tions or biodegradable poiymer systems may also be used to present the active in-
gredient for both intra-articular and ophthalmic administration.

Compositions suitable for topical administration, including ophthalmic treatment,

35 include liquid or semi-liquid preparations such as liniments, lotions, gels, applicants,



conposition, such as 0.1%to about 10 % but nmay al so be present in an
amount of up 5 to about 50% of the conposition. Conpositions for ophthalmc

treatnent maww@nefeksesy additionally contain a cyclodextripp /Mmfz&iog;pns
suitable for admnnistration to the nasal or buccal cavity or ];r nhal ati on
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consisting of asthma, arthritis,” incTuding rheumatoid arthritis an
spondyl oar tadrenérgic ageots, GXh@riokibitenspsdlisylatasf indemetibagn, foufenamate, naproxen,

timegadine, gold salts, penicillamine, serum cholesterol lowering agents, retinoids, zinc

20  saits and salicylazosulfapyridine.

In a further aspect, the invention relates to a method of treating inflammatory diseases
or conditions, or ophthalmic diseases or conditions, or cancer, the method comprising
administering, to a patient in need thereof, an effective amount of a compound of

25  formula l.

A suitable dosage of the compound of the invention will depend, inter alia, on the age
and condition of the patient, the severity of the disease to be treated and other factors
well known to the practising physician. The compound may be administered either

30 orally, parenterally or topically according to different dosing schedules, e.qg. daily or
with weekly intervals. In general a single dose will be in the range from 0.01 to 400
ma/kg body weight. The compound may be administered as a bolus (i.e. the entire

daily dosis is administered at once) or in divided doses two or more times a day.



di ease, Crohn's di sease, neurological inflammtions, inflanmatory eye
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20  Ophthalmic diseases or conditions contemplated for treatment with the present
compounds include the ophthalmic disease or condition is non-infectious (e.g. allergic)
conjunctivitis, iritis, keratitis, uveitis, scleritis, episcleritis, sympathetic ophthalmitis,

biepharitis or keratoconjunctivitis sicca.

25 Pharmacological methods

To study the effect of compounds of the present invention in vitro, the inhibition of IL-
13 and TNF-a secretion was determined using the following procedure:

Cytokine production was measured in the media from lipopolysaccharide (LPS)
stimulated peripheral biood mononuclear cells. The mononuclear cells were isolated

30 from human peripheral blood by Lymphoprep® (Nycomed, Norway) fractionation and
suspended in RPMI 1640 (growth medium) with foetal calf serum (FCS, 2%), at a

concentration of 5 x 10> celis/mi. The cells were incubated in 24-well tissue culture
plates in 1 mi aliquots. Test compounds were dissolved in dimethylsulfoxide (DMSO, 10
mM) and were diluted with the medium. Compounds were added to the ceils for 30

35 minutes, then LPS (1 mg/ml final concentration) was added. The plates were incubated



(150, nM of Conmpound No. I1L-10 TNF-a Conpound 102 1.3 0.5 Conpound 104
0.6 0.5 Conpound 105 1.4 Conpound 106 0.7 0.5 Conpound 107 0.8 0.5
Conmpound 108 Lonmpound 109 1.9 1.2 Conpound 110 6. und
112 5.0 0.3 “*&%6’@’3"%’“113 6.3 0.6 Conpound 114 0.4 0.3 Ooﬁﬁﬁfﬂ?i‘d“‘%)”g&g%
0.5 Conmpound 117 1.6 1.1 Conpound 118 128 0.9 Conpound 120 5.0 0.8
Compound 122 1.4 0.9 Conpound 124 0.8 0.5 Conpound 125 1.0 0.5 Conpound
127 0.9 0.7 Conpound 128 1.0 Conpound 129 1.4 Conpound 130 1.3 0.6
Conmpound 134r 28 Bodrsd abDtiR0CBYcon3siEdn L DK300 INGAOIMGthe edlilimewaedetarmined

136 1.6 1. § CERRsCiedIpmilriEiyosit s, ARGHRE Mgy ol s 3Pl

0.5 Conpouggnd 48mgothdd: vkere calculated. The results are shown in Table 1.

5 Table 1.

Inhibition of cytokines production in vitro by compounds of the present invention.

The median inhibition concentration
(ICgqg, M) of
Compound No. IL-1p TNF-a
Compound 102 | 1.3 ' 0.5
“Compound 104 0.6 0.5
Compound 105 1.4
Compound 106 0.7 0.5
Compound 107 0.8 0.5
Compound 108 | 1.3 0.7
Compound 109 1.9 1.2
' Compound 110 6.3 3.6
Compound 112 5.0 | 0.3
Compound 113 6.3 0.6
Compound 114 0.4 0.3
Compound 115 0.5 0.5
Compound 117 1.6 1.1
- Compound 118 1.3 0.9
Compound 120 5.0 0.8
Compound 122 1.4 0.9
Compound 124 0.8 0.5
Compound 125 1.0 0.5
Compound 127 0.9 0.7
Compound 128 1.0
Compound 129 14
Compound 130 1.3 0.6
Compound 131 2.5 1.8




Conpound 141 0.6 0.6 Conpound 142 1.0 0.8 Conpound 143 4.0 1.0 Conpound

145 5.0 2.0 Ref. conp, a 13 7.1 Ref. conp. b 6.3 6.3 Ref. conp. ¢ 32 6.3
Ref . conp. ) Ref. conp. e 6.3 3.2 Ref. conp. f 13 4.0 Ref. conp.
a: (4-(2- amqﬁépzﬁoeﬁz'ﬁ 831 no) - 2- chl or o- 2' - net hyl benzophenone, PQ%%MHQOWTBG

di scl osed in WD 98/32730. Ref. conp. b: 29

-[ 3- Chl or 0- 4- ( 2- met hyl benzoyl ) phenyl am no] oct anani | i de, Conmpound 5 102

di scl osed in WO 01/05746. Ref. conp. c: 1-Acetoxynethyl N-[2-[3-chloro-4-(2
met hyl bepzoyl ) phenyl an} no] phemyé heaidrainAlbitton domapatrattbnl09 di cl osed in WO
01/ 05749. | Ref. conp. d:
1- Et hyl - 3¢ [ 2-[ 3- chl or 0- A- (2- et hyI benz%ﬁ@p’ﬁ%?\ﬂ am no] -5-fluofo- 10
phenyl Jur g A—ch-sct D ,UST%‘f Ref—cotp] e:
2.2, 2-Trifl G3FEe °1 3t chl oro- X Fg met hyl|bgnzoyl ) p @Ff}‘l ani nol - 5-
fl uor o- phenyl ] acet am de Corrpound 102 d| sql csed I n V\D 01/0574p. Ref. conp.
f L2- Chl ofo= 641--#3 fCi HOF Z2—tret II_yT |rC||y|U.||T ||\. Fetytbenrzepfienone,
Conmpound SE @Pgtérr ogg% n D 01/];%189 15 | TH ese resu*%s show { hat conpounds
of the prgseoimpoiweDd? on are hi ghlby potent] ilnhi bitors.3 of theLpr oduct i on of
| L- 1p, TNF—a—ahd—show—al-surpi &LBW ine—iphibitofy activity
than the |efemapwd t¥pbunds, th¥€ nmaki ng [t Hem pot entPal Iy uskful in the
t r eat ment otomabmmory d1r S€asgg. VO 2006/[063585 PgE DKZOU5{ 000757 30
Fur t her no he novel hm nobenzaphenaone deri vatives may havef surprisingly
f avour abl g ﬁﬁwpmk‘?f@\et i ¢ prope?fi es such gs absor p@#Bon and fretabolic
stabilityﬁ%&@vﬁ—k Cett L‘LLUTE W(derivedfrom
African gfeen nkey ]kl dney fibroblast-1ikKejcell containing
i Compound 142 1.0 0.8
| Compound 143 4.0 1.0
Compound 145 5.0 2.0
Ref. comp. a i3 7.1
Ref, comp. b 6.3 6.3
Ref. comp. ¢ 32 6.3
Ref, comp. d 7.9 3.2
Ref. comp. e 6.3 3.2
Ref. comp. f 13 4.0
Ref, comp. a: (4-(2-aminophenylamino)-2-chloro-2'-methylbenzophenone, Compound
156 disciosed in WO 98/32730.
Ref. comp. b: 2’-[3-Chloro-4-(2-methyibenzoyl)phenylamino]octananitide, Compound
S 102 disclosed in WO 01/05746.
Ref. comp. c: 1-Acetoxymethyl N-[2-[3-chloro-4-(2-
methy|benzoyl)phenylamnno]phenyl]carbamate Compound 109 disclosed in WO
01/05749.
Ref. comp. d: 1-Ethyl-3-[2-[3-chloro-4-(2-methylbenzoyi)phenylamino]-5-fluoro-
10  phenyl]urea, Compound 114 disclosed in WO 01/05751.
Ref. comp. e: 2,2,2-Trifluoro-N-[2-[3-chloro-4-(2-methylbenzoyl)phenylamino]-5-
fluoro-phenyljacetamide, Compound 102 disclosed in WO 01/05745.
Ref. comp. f: 2-Chloro-4-({3-fluoro-2-methyl-phenylamino)-2'-methylbenzophenone,
Compound 131 disclosed in WO 01/42189.
15

These results show that compounds of the present invention are highly potent inhibitors

of the production of IL-1B, TNF-a and show a surprisingly higher cytokine inhibitory

activity than the reference compounds, thus making them potentially useful in the

treatment of inflammatory diseases.



wi |l d-type T antigen under control of the Sv40 pronotor) were obtained from
ATCC (ATCC no. CRL-1650) and grown in growth nmedi um ( DVEM wi t hout

phenol red, 1049 200663585 "™ L- gl utam ne, 100U penicillin and dOfn&ae0s/000757
streptomycin/m) at 37C with 5% 10 CO2. The cells were passageg tV\[}l ce a wee

by trypsination (0.25%trypsin, 1 nM EDTA0in PBS) and were split 1:10. The
medi um was changed every second or third day. The <cell line was regularly
tested with the Mycoplasma PCR Prinmer Set (Stratagene) and found to be free
of Mycopl adtithemmerg, Ehenoval paninghenaopiragne degvativerinmey Bane ERNENIYn  and

st rept onycisiydirsoib fﬁﬂﬂrﬁédéﬂﬁ@tl@%‘r@p&@ﬁéﬁi Elﬁ:rhsé%uétﬁorﬂ\@n e metedollé &3BhiRNt

expr essi on of | s day one COS-1 cells were seeded in 143 cn®
petridish with a den5|ty of 2x104celler/cnm2 in growmh nmedium At day 2 the
cells were co-transfected with 5g (total) of experinental plasm d DNA,

expressi ng pggbg MAPnasEBassapd FLAG MKK6(EE). 20 The plasmids were introduced
1 cel

into the s I1n serumfree nediumusing DOTAPTM
(Boehri ﬁgetcef(/tfHﬁHré?l m Mannheim Germany). Plasnid DNA was prepared and

purified ugowitdens @e"i@E&'fﬁﬂdﬂﬁ@éh@réérﬁ@mNﬁw Q;Hﬂ@y g0k U st-likélck il entafigrany) .
Briefly, DNA and DOTAPTM were m xed for at 37C in_the C2

i ncubat or . WHdstyPe TAN8198R YNGR FPRLFQ) 0f t'?/%%"ﬁe P@é‘?%/tgf) ‘f’?r&rr']%qt@f‘?‘é&' oHARCY 5.

fal con-t ubgasod nbr eneﬁesby @ﬁu grovre grewﬂDP@mm«h f(bMEMGvMﬁﬁmﬁh@nalﬂéh 10%
Pen./ Strep._ but wi thout se g&q’was added to the transfection-m xt

fol | owed bfcédal'f‘Mdng't’EF”f"ﬁE' y PﬁWﬁ'H!”a@ﬂé‘rw%Q hreRIOMyGIImrat 3AC B 5%n

wi t h DEFAPTd,ameke @éue&mrdqnasﬁégedrm&elﬁrwe@mbwwpamadwlpb 252 Eypéinof mIsEDTAM wWas
final concentrati.on of ser

added to the I's bringin 1 The
BOTS vor 6% RBE] bR nid SRd: 10T BariuRERS FRAnbeH R sront ar thigh day. The

| munopr E(r:]icﬁiillﬁé Was reg‘\flﬁw teddedwth @he hM?ﬁMﬂ&ﬁm@PCRlP@mﬁeﬁ'aEEdtl(Sfrav&gnél @rgpeﬂ by
uttin 1 an .| ce at e neqajlu I rate al t he
el o Tolid (ke B aERy Eihiasa, T cylire BEda( Tbr HahRaEE Sukpditidpros,
2.7 mM KCl ,an8. sireﬁMnN&:?rHQ@fr&rHaﬂ)bcoeB‘KL &aithersbaig, &1D,sgdAlbi | i sed for 10 m n.

in 1.5 E‘ lysis buffer (50 mM HEPES, pH 7.5, 150 M NaCl, 10 nM EDTA, 10 niv
Na4P20¥> 100 mM NaF, 2 nM Na3VO4 | 1% Triton- X- 100, WO 2006/ 063585

PCT/ DK2005/708K¥7&it expresPehabblcos-5@6/sV Leupeptin 10 g/I Aproti nin 10 pg/pl)

T e g SR N 0 R EH BB R Tt oy
centrif ugatzxmo“canerldanbmmggmmrméd]um. AL day 246e cdliwewere co-transfected with S ug

(total) of experimental plasmid DNA, expressing the FLAG-p38a and FLAG-MKK6(EE).

20  The plasmids were introduced into the COS-1 cells in serum-free medium using
DOTAP™ (Boehringer-Mannheim, Mannheim, Germany). Plasmid DNA was prepared and
purified using the QIAGEN EndoToxin-free Maxiprep-500 kit (Hilden, Germany). Briefly,
DNA and DOTAP™ were mixed for exactly 15 min, at 37°C in the CO; incubator. The
transfection-mixture was hereafter transferred to a 15-ml falcon-tube and transfection-

25 medium (DMEM with L-Glutamine and Pen./Strep. but without serum) was added to the
transfection-mixture, followed by addition to the cell-monolayer. After 4 hours of
incubation with DOTAP™ and plasmids, the medium containing double amount of
serum was added to the cells bringing the final concentration of serum up to 10%. The
cells were then incubated for 24 hours before kinase reaction.

30
Immunoprecipitation
After 24 hrs of incubation the reaction was stopped by putting the petri dish on an ice-
bath. The medium was aspirated, and the cell monolayer was washed once in ice-cold
PBS (137 mM NacCl, 1.5 mM KH,PQ,, 2.7 mM KCI, 8.1 mM Na,HPQO,-2H,0), and

35 hereafter solubilised for 10 min. in 1.5 ml lysis buffer (50 mM HEPES, pH 7.5, 150 mM
NaCl, 10 mM EDTA, 10 mM Na4P,0;, 100 mM NaF, 2 mM Na3;V0,,1% Triton-X-100,



supernatant was transferred to 50 1 prewashed Protein G Sepharose beads in
HNT 5 buffer (30 mM HEPES, pH 7.5, 30 nMNad, 0.1% Triton X-100) and were

i ncubated  wWyiddeRElsgaml € of nonocl onal anti - FLAG M M2 anE b I ahsed
agai nst the FLAG epitope, NH2-Asp-Tyr-Lys-Asp- Asp- Asp- Asp- Lys- or
hour at room tenperature. The anti-FLAG 32 nonocl onal antibody was obtai ned
fromSigma (cat. no. F-3165). Approx. 60 |ag protei n of clarified cell

| ysate were added to the 10 preadsorbed anti-FLAG 'M anti bodies on Protein G
Sephar ose [fefkoahe0 M berneptinfldrugdd, Antatinimi 04@/ihwas B T9ereslie i xer .

After the i ENIRSedshickaddasy p%sbta@tptoh@emﬁemﬁmﬁﬁsf&e@@%m PESpURRRetitEY Co

in lysis buffer and twce in'a kinase reaction buffer EPE‘WEH 7.5,
10 mV magnedieapluiisedtcalls wemslafind by sentrfgssien s 18f°°c°|’i6 feroHp BumcRE 43t Rhe

purified p%gema@ﬁﬁ%ﬂl‘%rﬁyf&rw&ﬁw ul W@ﬁé@ﬂ&%?ﬁ sdpidibse b iRMNT-
adsorbed on Protein E%ll rose hed twi ce in | xki nase-buffer

(25 mv PEPESiSH (30 M HEPRRM R gresi0 U‘H’M f&%@t Qtle/o Tasan ATH0) anf averadndibatidhat ant
was aspi raty@eh 2 TP OF rbhotBhA dhtil eitasiv Mzrhﬂtibolsy nafsedtdalint tid FiAe

appropriate concentration. The conpounds were added to the 20 washed

i munopr eciSAiteReelHARP-J¥E-LvsrAsRr AFE/&GPM Lfs6PRE fomm! PR BrePB n G

Sephar ose heafherdtore. We@nﬂ FL%G M9 mdridcRindPhmtiBbdYf waOsbtBined Broat Bighth (dal. the
Eppendorf tubes_ were g g to ensure that the beads and %ehe conmpounds were
0

in the solMfiFoho=As ‘P‘%ﬁ’m YA Prots 43R qaldviRiadersefEkiniedown and the
super nabangpma@sb orB&aitAFEAG™ %_?_UBA%;&ZM%PE&&M @elagamtse @Ea:ra&m&nra?selﬁlea wgp on
was starte ng strate (Santa Cruz a, ,
U, Scar . i eE % iy BioB] someie Mok SBCIney mimp R ERR ErioasBe but 1 er

per. sanpl e. SeTanerdseamhusWeme:aethddmmcb indy¢§is m&edaﬁ@twﬁa imh Rinaaé r&Gondutker t
was 30 stop 2xSDS- sanpl, e b f r t he ki nase

reacti on. ‘I(%g gr%lﬁ%g F’&Jg gé)ﬂ%ﬂ“aggﬁ?'Hﬂ‘e e&%ﬁn 'é'ﬁ&T%g'sol ved on a 15%
SDS- PAGE. The dried SDS-PAGE get was exposed to a Phospho-I|mager screen and
t he radi,oactive PHA bands re.., gquapti f d by the STORMB60 Phospho- | mager
( Mol ecg ar ‘ByH ﬂ'é"s§ éﬁﬁ?{wg‘l”\é&‘%ﬂ?g‘m%p 'i'ﬁ’ﬁx'f‘la’le | mageQuaNT software. 35
I'n this asskhe préonEheddmillihopesiditatettan b FDAG gp3Boadsot beuddh Makeikih@egharose

i b or . 02008/ 00355, RETH RPR0SL BORTEs Al hébed Y 75! ES RRShaLSh

LPS i nduce response
acetate, 50uM ATP), and the supernatant was aspirated. The compounds were diluted

in 1x kinase buffer at the appropriate concentration., The compounds were added to the

20 washed immunoprecipitated and activated FLAG-p38 adsorbed on the Protein G
Sepharose beads for 30 min. at 30°C in a volume of 100 ul. Every 10 min. the
Eppendorf tubes were tapped to ensure that the beads and the compounds were in the
solution, After 30 min. incubation, the beads were spun down and the supernatant was
aspirated.

25
p38a MAP Kinase Reaction
The kinase reaction was started by adding 1 pg GST-ATF-2 substrate {(Santa Cruz,
Lalolla, CA, USA, cat. no. sc-4114) together with 2 uCi y-3?P-ATP in 1x kinase-buffer
per sample. The reaction was allowed to proceed for 30 min. at 30°C, and it was

30 stopped by adding 40 ul of 2xSDS-sample buffer to the kinase reaction. The samples
were boiled, spinned down, and resolved on a 15% SDS-PAGE. The dried SDS-PAGE gel
was exposed to a Phospho-Imager screen and-the radioactive PHAS-1 bands were
quantified by the STORM860 Phospho-Imager {(Molecular Dynamics, Sunnyvale, CA,
USA) using the ImageQuaNT software.

35
In this assay, Compound 102 was found to be a potent p38 MAP kinase inhibitor.



To study the effect of conmpounds of the present invention in vivo, an in
vivo screening nodel of LPS induced TNF-a response in mce was set up as

fol l ows: G oupe 208c/f8358sce 5 (C3H HeN, female, about 8 weekscp®kfbso00757
Bomhol t gaard) were dosed with test conmpounds in suspension vehicle 1 hour

prior to LPS adm nistration (LPS from E. @8/i 055:85, L-4005, Sigma). At
time 0, the mce were dosed ip with 1.0 ng LPS/ kg. After anesthetization
wi th Hypnorm Dormcum the mce were bled fromthe periorbital venous

pl exus 80-90 minutes after LPS adm nistration. The bl ood sanples were 10
sanpled in EDTA stablllsed t ubes an c ntrifuged at, 4000 rpmfor 10 m nutes
at 4C.  ThelpYXe st medel-peP3 duced I NP o pesponSeHMMBIEE Conpound 156 of WO
38{ 32730 dwa@ suﬁﬁdhé%ffé&f (ﬁTc@ﬁ%L Iuggﬂﬁtl\)/]wécbrfg?ﬁ umaﬁ?a ih exe| anfn tmgsare\eamg

et erm ned usi,n sandw ¢ crotiter at es at e

tonoct onal SEPERLP S BR e TNR= 5 ERonRE ML G P AP A oM PR LB
bun‘er fSSaEIIt}WH@N farnisie, didut @ weeksq0y)) Bamhoﬁg;faid}awd& awge vatidedt t o tge.
wells of the microfiter I ncubat. e r e tested In
'r ol cat e, cambSisisdhsbadreBion Pl : RGHERise took S BARAR (S im £ o

i ncubati on, 055t635pl.a¢0ﬂ5 BRyrea)VAS btk G nteimice baredoydd ib vittot ionpgarsgkg. After

| ycl I od i nst TNF- nd d. E
Con] ugat o vBRSEEHEAteY 3y PABrTEORRacy e Homis. " Lett B08 VES°BAMIE and t he
enzyne/ subsveraius pleastdoeno ﬂﬂnmtespned LeS ndmirdiStrationuTes bidodrsaopléewper at ur e

h 1M H2S 5
ELI S rithaermnlatin EBR e RGBT Al et ot 5 ToE0 Mo tel Lo MmBuE P
wer e appr ovEtk plastadegt @ﬁﬁNFfoeattasdanaNsbd by ELE$A . eCarmma ndcdpafUNO 937!52\%3!3 a
Cani £ . <0. PS
oran {1,020t b b R0 cORbofke. A Al 1 BEBRE s RIRBLSHn g RS,
a 25 percensaal‘gievmmﬁlﬂsm Mrotitenplatesiwere aoatedP@®ith reempedclomalbntibodyr aaginst

Conpounds te / ) %}ﬂp- i used to
conpar e dr\tlj\g‘ ??eegﬁﬁ qvarghﬁésanggl&fqhéé&)ﬁggqéeggﬁe coh#%k g%&hfﬁj p< The
r esul t slfar ereshominant stmuaeisaNemedzeow tig3p8ls mmwﬁﬁmetﬂhnd%cub'ﬁ&tﬂ-e 3

Compound 105 SO e fe 8 HE BpIERe, B RIS et g R e A o i

108 78 standard mcubatlon the plates were washed and incubated with biotinylated polyclonal

secondary antibody against mouse TNF-a and washed. Enzyme conjugate was added
to all wells and incubated. Substrate was added and the enzyme/substrate reaction

20 stopped after 15 minutes at room temperature with 1M H,S0,4. The colour development
(OD) was measured at 450 nm on an ELISA reader and the background OD at 620 nm
was subtracted. Experiments were approved if the group treated with the reference
compound showed a significant inhibition (p<0.05) of the TNF-a response compared to
the LPS treated control group. The results of the tested compounds are indicated as a

25 percentage inhibition compared to an LPS treated control group. Compounds were
tested at 1 mg/kg (p.0.). The Mann-Whitney test was used to compare drug treated
groups to the LPS treated control group (p<0.05), The results are shown in Tabie 3.



Compound 109 79 Conpound 112 49 Conpound 114 86 Conpound 115 70 Conpound
122 96 Conpound 124 77 Conpound 125 96 Conpound 127 94 Cbnpound 128 95
Compound 12 und 131 80 Ref. conp. a 23 Ref. conp.
(4-(2-aninogﬁégmpgﬁ%ﬁg)-Z-chloro-2'-nethylbenzophenone Cﬁﬁﬁ%ﬁﬁﬁmﬁngﬁ

di sclosed in WO 98/32730 (tested at 10 nghkg i.p.). 5 The results show t hat
conpounds of the present invention surprisingly show an inproved bi ol ogi cal
activity in vivo with respect to inhibition of LPS induced TNF-a production
in mce commésd to the reference conpound, thus making them potentially

useful in ghe tr infla or i seases. 10 The invention is
descri bec!i V’Vﬂfﬁ“wm U';S Indyc %ﬁr&a&@-ﬁ%@%es which are

not in an Q%{Pp?‘r'ﬂdemied to limt the scope of the invention asg clai ned.
EXAVPLES [T5CERTpUAE 189 [20067 063585 PCIT DRFJ057 000757 34 AT frel ting points
are uncorected For iH nuclear magnetic resonance (NVR) specfira (300 MHz)
and 13C I\WI\/RCQITEPOB"‘H/P-IE? chemi cal shift val s (8) (i n pprr) are quot ed,
unl ess otfe fred;—for—deuterioct 0T oformrsotutions el ative to
i nternal tt E%UH‘HP | ane (8 = 0.00) or §I:hl oroform (8 = 7.26) or
deut eri ochl GDUfpoumi(lB?ﬂ 76.81 5 for 13C N®R) standard. The valiue of a
mul tipl etk Hrer—gtet (q)) or not
(m at thie §§W8§Pﬁ§?§ md point is gi ven ‘dnl ess a range is gyoted. All
organi ¢ spl cefipputdadover e anhydrous. Chr ggmt ogr aphy was perf¢rmed on silica
gel usin ! . } i acet at e,
di chl or onet FAAWOUNddiAalol , and petrol eum?@t her (40-60) were sed as el uents
unl ess ot et%ﬁﬁuﬁ@l@- 86
( Compound 115 - 70
Compound 122 : 96
Compound 124 77
Compoung 125 96
Compound 127 94
Compound 128 a5
" Compound 129 83
Compound 131 ' 80
Ref. comp. a 23

'F'{ef. comp. a: (4-(2-aminophenylaminc)-2-chloro-2'-methyibenzophenone,
Compound 156 disclosed in WO 98/32730 (tested at 10 mg/kg i.p.).

S
The results show that compounds of the present invention surprisingly show an
improved biological activity /n vivo with respect to inhibition of LPS induced TNF-o
production in mice compared to the reference compound, thus making them potentially
useful in the treatment of inflammatory diseases.
10

The invention is described in further detail in the following non-liting examples which
are not in any way intended to limit the scope of the invention as claimed.

EXAMPLES
15 General



10 The foll ow ng abbrevi ati ons have been used:
Di benzyl i deneacet one 15 DCM Di chl or onet hane

DME N, N- Di metyes hbgiodsygs de

1- (3-di net hyl am nopropyl ) - 3- et hyl car bodi i m de hydrochl ori de
phosphi ni ¢ aci d pent34f | uor ophenyl

acetate FDPP D phenyl -

aq. aqueous
DVAP 4-Di net hyl am nopyri di ne
DI EA Et hyl diisopropyl am ne EDClhey/p

QPG E ny !

h Hour (s)

dba

ester

HATU O ( 7- Azabenzotri azol -

t et ramet hyl ur oni um hexaf | uor ophosphat e

1-yl)-N, NN, N -
25 min Mnutes NW

N- net hyl nor phmhemmg phihvis aduojrearremgnmrl IH neqenamagnetaceBirdiee RIMBNBpectra

R o £708

THE Tet rahyqﬁ@&é‘&%rw@b“é’g
chloride v Vol ume

2,2 -bis(di
Tetra n- but

conpounds ofetﬁﬂa‘ﬂ@h&is“q'tﬁ@u’f £-99)

1,1'-binaphtyl RT Roomtengerature 30 TBAF
1RiE7 5.6 Bz chemispl shiftraiuesra)

063585 PCT/ DK2005/ 000757 ~ 35 Table 4. Exemplified
CEHBAREMER 251 46) Sf AREteiPehiAreform 1= ¥ 6c83

0-\-NN-N; O ¢ 13¢ NMR) standard. The value of a multiplet, either defined (doublet (d), triplet (t),
quartet (q)) or not (m) at the approximate mid point is given unless a range is quoted.

All organic solvents used were anhydrous. Chromatography was performed on silica gel

using the flash technique. Appropriate mixtures of ethyl acetate, dichloromethane,

methanol, and petroleum ether (40-60) were used as eluents unless otherwise noted.

10
The following abbreviations have been used:
aq. aqueous
dba Dibenzylideneacetone
15 DCM Dichloromethane
DMAP 4-Dimethylaminopyridine
DMF N, N-Dimethyiformamide
DIEA Ethyl diisopropy! amine
EDCI 1-(3-dimethylaminopropyli}-3-ethylcarbodiimide hydrochloride
20 EtOAc Ethyl acetate
FDPP Diphenyl-phosphinic acid pentaftuorophenyl! ester
h Hour(s)
HATU O-(7-Azabenzotriazoi-1-y!)-N,N, N N~
tetramethyluronium-hexafiuorophosphate
25 min Minutes
NMP N-methylmorpholine
NMR Nuclear magnetic resonance
rac-BINAP Racemic 2,2'-bis{diphenylphosphino)-1,1’-binaphtyi
RT Room temperature
30 TBAF Tetra-n-butylammonium fluoride
TEA Triethylamine
TFA Trifluoroacetic acid
THF Tetrahydrofuran
THP Tetrahydropyran
35 TIPSCI Triisopropylsilyl chlioride

v

Volume

riPPMIG e A8eeAc aci d
défid B pra AR¥Fisdhiordforh Pmonzrrelasloe&@wé%i yl
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Exemplified compounds of general formuta I

Compound .Example Structure
no.
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H 108 8 O HsN- 0
HF 110 10 ONN, |

PCT/ DK2005/ 009@2%06/033585sConpound Exanpl e Structure no.
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2006/ 063585 PCT1DK20051000757 45 Preparation 1:
2- Met hyl - 5- niwpQoedshssdagnzoi c acid S-pyridin-2-yl ester (conpRuiskARddoo7s7
2- Met hyl - 5-ni trobenzoic acid (22.5 g, 124 mol ), 2,2'-dithiopyridine (27.5
g, 124 5 mol) and triphenyl phosphine (3246 g, 124 movl) were dissolved in
CH3CN (650 nmL.). The solution was stirred at roomtenperature for 18 h. The
reaction m ure was _filter and the solid was washed with small anmounts
of CH3CN. THrempguner defxante | iStiusturgonpound as a col ourl ess solid. 10
Preparati oq 2. (4-Bramms,2-chlforo-ohenyl)
- (2-met hyl -|a-ni - nyl) - oet hanope (conpound 402) The reaction S run
under an ar|gtif at nosped e usijmPdxy disasswareg 44 Brono- 2-chl or oi odgbenzene
(25.5 g, ﬁﬂ 9 nmol ) s di sscrl ved T\dry THE {40d m -) _.and cooled to -60 C.
| sopr opyl melgnesi um chl oride (2 Min THF, ‘ O.m) 15 was |added
under stirrfing during 30 m ndtes. The red % |l owed fo warm
up to -40 G and the nixture Was stirred at -40C for g h. Conpound 4?1 (22.2
g, 80.9 |) was _added and|the mixture was stirred_at -40 C for 3|h after
which it wasiéial | oned &b war mH oomstenperaguregy and stirred for 17 h. A
sat ur at ed ueous sd ution ¢f OKIM 00 mM-) was added and the m Xxture was
stirred for] 1 h. The jphases 20 were separat he yeous phase [was
extracted wth EtzO (4 x 100ynL). The cagp g, phases were|{washed
with brine,| dried (I\/QSOZL), fifl tered and concentrat in vituo. The|crude
product was| purified oy flash chromatography using CH2Cl, Jpetrol eum et her
(40-60) 2: 3 ez the elluent tojaidg-erd Nag, titleycogpound as yellow
crystal ling conpound.| 25 Preﬁarati \3:| (2-Chjjorg-4-(2 L
4-di f | uor o-fphenyl am no) - phenyl | -(2- mett n 5y ph - et hanonj,
(conmpound 3 "
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Compound 402 (5.4 g, 15.2 mmol ) was dissolved in dry 1,4-dioxan (150 m-) in
a 200 30 nL screw cap vessel. 2,4-Difluoroaniline (1.7 n., 16.7 mmol) was
added and bl own over the mixture. C52CO8 (14.9 45. 7 mol ),

Bl NAP (0.336‘8%6’“@%% and Pd(QAc)2 (0.14 g, 0.6 mml)"%gfwﬁﬂ@akﬂnd
argon was bl own through the mxture angsthe screw cap vessel was cl osed.
The m xture was stirred at 100 C for 7 h. The reaction m xture was poured
into H20 (100 nmL) and EtOAc (200 ni). The water 35 phase was extracted with
Et OAc (x 3) and the conbi ned organi c phases were washed wth brine, dried
(MSH), prbhbigkied 1and concentrated in vacuo. The crude product was WO
2006/ 063 005[000757 46 purrfred by flash chronatography usi ng
CH2Cl 2/ pedaMstiavra-gitrgsthio acid 5-pysidin-4- corppaund 404)hy Et OAc as t he

el uent toz@tetwrcb hhﬂ)btehtdreae‘armmm mﬁmycﬂj |PW-&EM§;§@HM@@7 sg@mpa4ind. 5
Preparation 4: Am no
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5 h
m xt ur e EereciénHD'&‘% é‘g dpas E’P?WS‘E’ghﬁg}aHt%’?‘é"%P AN Pr&%d-ﬁr?g reaction

filtered comporpalet vdlblridde@olid.The filtrate was concentrated and the solid
was dissolved in EtOAc (150 nL) and saturated aqueous Na2CO3 (100 nL). The
wat er phase was extracted with Et OAc and the conbi ned organi c phases were
dri edo( Mf¥@8aratibhl2er ed and concentrated in vacuo. The crude product was

purified ) at r o] eum ether 15 (%0 60) 1:2
as the el ‘ ' =uiik 25
crystal | iThe reraorrqsmuvldrurPue@araat a@hnfatmosphere usrng dry glassware

(2- ChIoro difluo henv no n )-meth
anone %(Eérr'?ﬂg?u'ﬁwor 0 68 Lﬁf%gnél@ﬂg?% Q'éll)] ?(596%'5?#’6?32 '\r/@'%’h%{ @Bﬁ"ﬁﬂ
?ﬁet onle Eéﬂh odojed GOHOSTT. Hsﬁmdpyltﬂ@gnéﬁﬁ%ctﬂb@ méerﬁangolg)gmwa&? adrdradi)and

e utio S, C 0 A . . was
i s OnvedinedBR R Bt AL RE FiRies TS trathan fifbues v ATRREA 1S B os.
The int erwmto t4npe and thieemiveterekeps satred atC-40°Z fGr du.i Gagnptiuntive 15@di 2 §,080. 9The
suspensi on V@)S stirnk ar)i % an l e bat h t'Eor t5rﬂ%r;,, F\ft?e gn h\@ tsol ution
KI (0. 41 §MEWES ARG 2 e pixtdreyagstirfed,3 15 Tare BB ¥ T AS added
drop w saElohedi togvdymmionmobes tenfperraturs taod ativad fet 17 hed satur@t@ dqueods h. H20 (20
m) and Eéo%?on of NH,Cl (200 mL) was added and the mixture was stirred for 1 h. The phases

20  were separated and the aqueous phase was extracted with Et,0 (4 x 100 mL). The

combined organic phases were washed with brine, dried (MgS0,), fittered and
concentrated in vacuo. The crude product was purified by flash chromatography using
CH,Cl,/petroleum ether (40-60) 2:3 as the eluent to afford the title compound as
yellow crystalline compound,

- 25

Preparation 3:

{compound 403)

Compound 402 (5.4 g, 15.2 mmol) was dissolved in dry 1,4-dioxan (150 mL) in a 200
30 mL screw cap vessel. 2,4-Difluoroaniline (1.7 mL, 16.7 mmol) was added and argon
was blown over the mixture. Cs,C0; (14.9 g, 45.7 mmol), BINAP (0.38 g, 0.6 mmotl)
and Pd(0Ac); (0.14 g, 0.6 mmol) were added and argon was blown through the
mixture and the screw cap vessel was closed. The mixture was stirred at 100 °C for 7
h. The reaction mixture was poured into H,0 (100 mL) and EtQAc (200 mL). The water
35 phase was extracted with EtOAc (x 3) and the combined organic phases were washed
with brine, dried (MgSQ,), filtered and concentrated in vacuo. The crude product was



(20 nm.) was added and stirred and the phases were separated. The organic
phase was washed with aqueous NaHSO3, then wi th aqueous Na2C(O3, dried
(MgS™), fi I tered and 30 concentrated in vacuo. The crude product was
purified byWPI2BP6EOomat ogr aphy usi ng  Et OAc/ pet r ol eum etH{/DEAOSBWYS7: 5 to
afford the title conpound as a slightlyggoloured crystalline conpound.
Preparation 6: 35

L2- Chl oro-4- (2. 4-di fl uor o- phenyl am no) - phenyl ] - (2-net hyl -5-tri nmet hyl sil anvl e
thynyl _  plhxrivd by mwmet%e@mmg ¢85,/ raﬁeﬁ&aaﬁﬁfo-e@;rm@@a 090757
47 Corrpo d 405 é%l ggA é[ngr&) rr]_plﬁ Pr%{Itrl rretﬁlsuare 8115 0.83
mol ), 'roef°H?‘§ PY ELOAGag pluent toariord iheatiie copRaund §5 a YR SYsFMNRSs phi ne
(21.7 ng, ednpstihd. mol ), pd2(dba)3 (15 ng, 0.017 mmol ) and copper(l)iodide (3
ny, 0.017 mol) were then added to the solution. The flask was cl osed,
filled wth argon and then stirred at 5 90 C for 18 h. The reaction m xture
was fid tem@_.@._bwh Decalite and concentrated in vacuo. The crude product
was purif) b ) i NQ

Et OAc/ pet Lim. 1 ‘
title comm@_ﬁ_ﬂwwwaratlon 7:

| et hanorempaut A (b s Gl vaR soNe AR R0 s 2y St i ol )
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t t 15 Et t T
o gao, SR g Bt nn it L 1 eI Rrurg Rttt d R e R AR Mo o e

and conce‘l’ﬂtexr ﬁltrtade was canzentriatedyarvkttehmlid medeadisdolved io @A (0 Mg angr oduct was

(comound Huf=d ot iasb s LA, e i Epifie Fas bR BN R4 0 ™.
6. 62 nmol the Mn(ﬂo@énncgqhaﬁ&wﬂdrlm(ddgmm,d’mmyd andwoncemtiaded devac2d45 ny,

0. 66 I t
0 o Yo DB by 8 Pl abA oo g 06 P, 1
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gi ve the ‘ch{ 9@ roduct The crude product was 25 purified by continuous

gr adi ent chr omat ogr aphy usi ng Et OAc/ petrol eum ether (40-60) 0:100 to
20: 80 as the eluent to afford the title conpound as colourless oil. Exanple
1:

Preparation 5:

20 {compound 405)

Compound 404 (0.62g, 1.66 mmol) was dissolved in acetone {14 miL). Concentrated
HCl {37%, 0.69 mL, 8.3 mmol) was added and the solution was cooled on an icebath.
NaNO, (0.14 g, 1.99 mmol) was dissolved in H,0 (1 mL) and added to the above
solution during 15 minutes. The internal temperature was kept at 0 °C - 2 °C during
25 the addition. The suspension was stirred on an ice bath for 0.5 h, after which a sclution
of KI (0.41 g, 2.45 mmol) and I, (0.31 g, 1.22 mmol) in H,O (4 mL) was added drop
wise during 5 minutes. The mixture was stirred at 0 °C for 2 h. H,0 {20 mi) and EtOAc
(20 mL) was added and stirred and the phases were separated. The organic phase was
washed with aqueous NaHSO,, then with aqueous Na;CO3, dried (MgS0,), filtered and
30 concentrated /n vacuo. The crude product was purified by flash chromatography using
EtOAc/petroleum ether (40-60) 1:5 to afford the title compound as a slightly coloured

crystalline compound.

Preparation 6:

35

phenyl)-methanone (compound 406)




f 2- Chl or0- 4- (2. 4-di fl uor o- phenyl am no) - phenyl ) - (2-nmet hyl -5-{1-f 2-(tetrahydro
-pyran- 30 yloxy)-ethvl1-1H 11. 2. 31tri azol -4-yl }-phenyl) - nmet hanone (conpound
101) Compound 407 (300 ng, 0.79 nmol) and conpound 408 (135nmg, 0.79 mmol)
were di ssoV@R09e385hanol (6.0 nL). A freshly prepared soPCE/PEZ005000757
copper(11) sul phate pentahydrate (7.8 , 0.031 mmol ) and sodi um ascor bate
(31 ng, 0.16 nmmol) in water (0.9 nL) was added to the reaction m xture. The
flask was closed and stirred for 35 48 h at RT. The reaction mxture was

pour ed | nfgrbolTh 4HE 2466 nfd, @4 HEAES and RehyrIRARRABRAES L1, VEBRGHmY! "

PCT/ DK2008/e00dipsqived; B d;em@&m trietdaminedd ol drigheeyiphespbined@1pt Mu§t083The

crude pro
usi ng Et Oﬂgﬁf‘o%v@% r)r?gfﬁ‘tg ?4001%8§d8 ? Oc&;rtpgptgga%géé%@]e el uent o atfford
the titl etlwnwtdﬂddoabe spighion bFipskyragclogadClilpRwitt@ra®) aed thoe $|rrq15@ 1
(gg)3 éig%@ &%19 18 A4'7hé3rea136§n %!IX':L?@W%S ﬁ&%ﬂ%ﬂmr&%‘% §ecallﬁa mcinfgﬂtﬁgte% ln129 4,
(dd), 104vgcqqa6)1e cgg!enproegctaﬂfa%wrzﬂedw @ntiggous grgsﬂ-ez‘t ﬂzéh ’ghrowtngraemarrm e 2:
f2-chl Orouérnﬁgaténgﬁgf—:{rk!%% eda%m(&@%bp@)rm% .75 a3t ehrehrdlyfe@ene ghidyl ) - 1H
10 11. 2, 31triazol - 2- et hyl - phenyl } - met hanone (conpound 1021 A sol ution
of conpouﬁ@F“!PQ'&“C( a5ey™Hg; 0.63 mml) in nethanol (4.0 nL) was added
tol uene-4-sulfonic acid (60 ng, 0.32 nmol) and the m xture was stirred for 7
h at RT. The reaction m xture was poured into a m xture of EtOAc/water. The
organt® pREBPArakEN Zivashed with NaOH (aq., 2 M, water, brine and then dried
(Ngso4) »Idnfar8ch-eng- alﬁu&e R e - pibnyACHOethYngil- Y Andth@I- -product.
gﬁ\ crude product was purified by ash chromatography usi ng _
c/ pet 25:75 as the eluent to afford the title
Cormound ﬁ%o!/&tdn%i’c%ﬁ?@hn&%@(i W&G@D@& rrﬁnch ﬁna,méé?(ﬁaiﬁng) 1.4h5nfiyidd) |
148. 1, 146 139 , 135, 133, 1 , 126.2, 124.6
( dd) 124 %m‘ (4popL)y werg) girsed atl&T for 51'11“@ rezef-?raa)'xtu_ﬁ)waé pewsz' infgd 1
A %go hftrue@af B0 R Ker 21 AtjaHR-IPESD WSY WwasREd WRHCH Stk Wraie drotReAUNd 409)
mxture o

| or o- propoxy) -t etrahydr yr.an nol ),
(11.4 259ged T3 mbof tee%ﬁoaqﬂo@@géﬂwmva@%@wwe 'é’“g%g'ﬁﬁﬁPWROH"‘E)M)i‘e( 50
m) was SFrdd&ﬂwaahsEﬁrwftﬁbuﬂ&\J furth@e pugReioan M xture was poured into a
m xture of Et20/water. The organic phase was washed with water, brine and

then dried (MgS™), filtered and
2-(2-Azido-ethoxy)-tetrahydro-pyran (compound 408)

20 A mixture of 2-(2-bromo-ethoxy)-tetrahydro-pyran (1.00 mL, 6.62 mmol), NaN; (4.34
g, 66 mmol) and tetrabutylammonium todide (245 mg, 0.66 mmol) in DMF (7.0 mL)

was stirred at RT for 18 h. The reaction mixture was poured into a mixture of
EtOAc/water. The organic phase was washed with water, brine and then dried (MgSQ,),
_1\ filtered and concentrated in vacuo to give the crude product. The crude product was
25  purified by continuous gradient flash chromatography using EtOAc/petroteum ether
(40-60) 0:100 to 20:80 as the eluent to afford the title compound as colourless oil.

Example 1:

[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-(2-methy!-5-{1-[2-(tetrahydro-pyran-
30 2-yloxy)-ethyl]-1H-[1,2,3]triazol-4-y1}-phenyl)-methanone (compound 101)

Compound 407 (300 mg, 0.79 mmol) and compound 408 (135mg, 0.79 mmol) were

dissolved in ethanot (6.0 mL). A freshly prepared solution of copper(ll) sulphate
pentahydrate (7.8 mg, 0.031 mmol) and sodium ascorbate {31 mg, 0.16 mmol) in
water {0.9 mL) was added to the reaction mixture. The flask was closed and stirred for
35 48 h at RT, The reaction mixture was poured into a mixture of EtOAc/water. The
organic phase was washed with water, brine and then dried (MgSQ,), filtered and



concentrated in vacuo to give the crude product. The crude product was
purified by continuous gradient flash chromatography using Et QAc/ petrol eum
ether (40-60) 0:100 30 to 15:85 as the eluent to afford the title conpound
as col our | BEL208¢/963585 anpl e 3: PCT/DK2005/000757

r 2Chl or o- 4- (2. 4-di f 1 uor o- ohenyl am no) - nyl]-(2-methyl-5-f 14
3-(tetrahvdro-pvran- 2-vloxy)-propvll-1H11,2.31triazol -4-vil-phenyl)

- met hanone (conpound 103) 35 The reaction was carri ed out simlarly as

descri be r 0 .44
mol ) angot%rrrl}allc%ger?omw bgnlec&'e g i'ﬂeg%%uigeﬁro uct V\D 2% /g%§5b(
PCT/ DK20G8nonmps pradien hshrematearaphy dising EQAGA_YFalenre thear| (48160) 0:100

chronat oge @ @bmh@@e@r@%/a%w meew@ E‘Srhﬁ'(fund(#)rgﬁﬁ)brévon Wrdpo 50:50 as the
el uent t tord the title congoun as colourless foam  13C NVR (CDCl 3) 8

196. 1, 13375 HMRM@CQ)@% B,15P3Y (¢l), 135.53dd),31778, 14619013%89137.7, 13832,
127. 95 13@347 1%% ‘izédﬂ)lzeliﬁz@éd@)sslﬁﬁ 2(dc%)1§23;3 &bz, ﬁzo élih@s,(dd) 104 9
5 (dd), 99.4, 63.8 47.5 anpl e '
[ 2- Chl or 6133(211 %(dldl)ub%%ﬁéhﬁf?a%n%? %én?@ P F"Q 4 25. 5{3?~°ﬁ§'fd¥%ﬁv pr oovI) 1H
11 2, 31triazol -4-yll-2-nethyl - phenyl } - met hanone (conpound 104) 10 The
reaction was carried out simlarly as described in the preparation of
conpoundh—ﬁ!!lﬁl"i—%isi ng conpound 103 (0.2 mmol ). The crude product was purified
by conti naqthoro -l &fifludroasHenginii@t ﬁ%naqhys-wmwaﬂémhrm-eum et her
(40-60) 50:50 to 100:0_as the eluent to afford the tit]e conpound as

col ol | edd- 23 nazolryllgRrmethybphenyd}-regthanone; (campoppdil02Y 55 6 (dd), 148. 0,

146. 9, 1&9so%tno1q3&chpb&Ed&Olj(Sgo%g,IB@ thmdiZ$h metHdnol ZB0nt)lwWds Sddeli26. 4,
124.5 (dd). 12 3, 116.

111, 104. (d 58. 8,

47.0, 32% ”e%“?uﬁf(-"é‘ﬁércﬁﬁﬁg’d“iooéz/&?maér@fjrf}"fa @'X%ra%tﬁﬂywedlffrémto’%l ane
(conpoundhé eactidh nlikgure Q?gtpdmlfedl\:ﬁ:ﬁo ﬁ&ﬁlf(h.&é oOEtOﬁclt/Wat@r irye gggadxe;swasba@bg n the
preparation o usi ng. tol uene-4-su ni Cl
D oPal me e wRB MRS facnd 0 Wakuphie S8 o dta (Mt fikered epdde pr oduct
\e/aséa\ p:/ilrl i:b@fénh;stemﬂtuaauogs ggr:eade%%defdra%ttcm@mmwrml Wi mgm]g]g byd .
1 C/ petrol eum e er to e ] ent to. a r t he
b e PennSy EhEmatoapty brias ErAd e 9By Atfigr BitsbBF 25735 tnb ik 2
[ 2- Chl or afférd the4itkdl ddmwmme,mﬁbarfbm) ohenvl 1
{S-11- (2.2 QLRRERY,) §hod s ®4°) 2y 155.6 (dd), 148.1, 146.7, 139.9, 137.6, 135.2,

133.8, 131.8, 128.9, 127.8, 126.2, 124.6 (dd), 124.3 (dd), 121.1, 116.2, 112.7, 111.6

20  (dd), 104.9 (dd), 61.1, 52.8, 20.1

Preparation 9:

2-{3-Azido-propoxy)-tetrahydro-pyran {(compound 409

A mixture of 2-(3-chloro-propoxy)-tetrahydro-pyran (6.28 g, 35.2 mmol), NaN;(11.4
25 g, 176 mmol) and potassium iodide (584 mg, 3.52 mmol) in DMF (50 mL) was stirred

at RT for 18 h. The reaction mixture was poured into a mixture of Et,O/water. The

organic phase was washed with water, brine and then dried (MgSQ,), filtered and

concentrated in vacuo to give the crude product. The crude product was purified by

continuous gradient flash chromatography using EtOAc/petroleum ether (40-60) 0:100
30  to 15:85 as the eluent to afford the title compound as colourless oil.

Example 3:
{2-Chloro-4-(2,4-diflucro-phenylamino)-phenyi]-(2-methy!-5-{1-[ 3-(tetrahydro-pyran-

2-yloxy)-propyl]-1H-{1,2, 3]triazol-4-yi}-phenyl}-methanone (compound 103)

35 The reaction was carried out similarly as described in the preparation of compound 101,

using compound 407 (0.44 mmol) and compound 409 (0.44 mmol). The crude product



ylmethyl)-1H[ 1. 2, 31tri azol - 4-yl]-2-met hyl - phenvl | - met hanone (conpound 105)
The reaction was carried out simlarly as described in the preparation of
conpound 101, 30 using conpound 407 (1.37 mol) and conpound 410 (1.62
mmol ). The WPG&E’%ﬁ%uct was purified by continuous gradiRHEDPKRHREM00757
chronat ogr aphy using Et OAc/ petrol eumethgr (40-60) 20:80 to 35:65 as the
eluent to afford the title conpound as yell ow foam 13C NWVR (DMSO d6) 8
194.9, 158.7 (dd), 155.7 (dd), 149.4, 145.2, 139.8, 135.9, 133.7, 133.7,
131.7, 12 dch

111. 9 5?55 11%”, 10%“3392%0%%%5 E}ﬁﬁtg?rgﬁg ‘?s"(%geo(f C}%%m?ieu"%ﬂhﬁ 19. 4
WD 2006/ 0643158 ﬁtﬁpmgvlee@vwiuesoto dshe tifle compEHNg @s caloggess foam.

4-di fl uorsg Witééﬂl,ﬁé?hgéﬁewble {1551‘91-1@383 ﬁvwdfﬁsrﬁwl i31lb+ 129.4

1. 2. 31tri azol Vi ﬁhﬁﬁf e 2\;% met hanone %v%\ npound A’sol ution of
conmpound 18%2( §259n§26.4, 184Sy, 13¢.Fikgd); 620 dnilp sllgd%ieﬂlaé&‘é@uéo“@ HCI
(IM & mLydd)aosl 4t BS.aNestairsy. gva§0 9L 86.5eds5 40024 Ry 4t RT. The reaction mxture
was poured into’ a m xt ure of EtJAc/'sat urated NaHCO8. The aqueous phase was
washed wth nore Et OAc. The coI | ected organi c phases were washed with
water, briggnged.then dried (MySO4), filtered and concentrated in vacuo to
gi ve the cru e product' The crudle product was UI’IfIded by conti nuous

gradi ent f4-£8l9re-H PN SrbL-p3-dwdroxyiprogglddi-t he el uent
to affordpibetd O d5) 8 194.9,
158. 7 (dd]. 133.7, 1316,
155, A0 1 5¥he reaghion was £awles gulimmilarhasdeseibed iy Hie regarmtion of samgound 30

( dd), 1ldsifg c&ﬂﬁo@wc{ #f3 (o T!Qn%ol)ﬁi'?ha crlﬁi% &odd& véeslgﬁ.urﬁfe@lﬂw éﬁrﬂtﬁﬂo@sl

i do- acet. am | oro-acetam d
ik o SR ERtoga P s bt PeklexAL SR kTB RS 30! Sip A 86
2 1:1 Mol phel é]u@l‘l/ﬁg@?f@{c@tﬂ’é-ﬁrtlé\?&mﬁbu?d eﬁc@éuﬂ?&.ts f&ﬁngﬁc%h (CDbR) sqestu on
m xture red i.n m xture_q c/lwat er e ar.gan| ase was
washed wi %ig %éﬂ%} 151§r€? g‘%‘ﬂaﬁﬁstohéﬁst?r |lgé g(f I@Bg@f)usfq 13 &t Hndy 1'71:‘9(31{3|rcent rated
in vagio 126.0] Y27. Qhezsnl,lde4m@ﬂ9| 124.3hed)c neds, aned)ctiv@s1 useddyy, tbsgt  any
further pucgdflc%tlon The crude product contai ned substantial anount of DWW

(apr ox. 6l p87 By §ﬁ1ﬁ1e2072
2-(4-{3-12-Chl oro-4-(2. 4-di fl uoro- phenyl am no) - benzoyl I | - 4- et hyl - phenyl | } -

f1,2 31tr||;rae%glat%nv1tol -acetam de (conpound 107)

4-Azidomethy!-2,2-dimethyl-[1,3]dioxolane (compound 410)

20 The reaction was carried out similarly as described in the preparation of compound 408,

using toluene-4-sulfonic acid 2,2-dimethyl-[1,3]dioxolan-4-ylmethyl! ester (37.8 mmol).
The crude product was purified by continuous gradient flash chromatography using
EtOAc/petroleum ether (40-60) 0:100 to 20:80 as the eluent to afford the title

( compound as colourless foam.

25

Example 5;
[2-Chloro-4-(2,4-difluoro-phenylamino}-phenvi]-{5-[1-(2,2-dimethyl-[1,3]dioxolan-4-
ylmethyl)-1H-{1,2 3]triazol-4-yl]-2-methyl-phenyl}-methangne (compound 105)

The reaction was carried out simiiarly as described in the preparation of compound 101,

30 using compound 407 (1.37 mmol} and compound 410 (1.62 mmol). The crude product
was purified by continuous gradient flash chromatography using EtOAc¢/petroleum ether
(40-60) 20:80 to 35:65 as the eluent to afford the title compound as yellow foam. *3C
NMR (DMSO-dg) 5 194.9, 158.7 (dd), 155.7 (dd), 149.4, 145.2, 139.8, 135.9, 133.7,
133.7, 131.7, 128.2, 127.1, 126.5, 126.5 (dd), 125.0, 124.2 (dd), 122.3, 114.8, 111.9

35 (dd), 111.8, 109.0, 105.0 (dd), 73.7, 65.8, 52.0, 26.4, 25.1, 19.4



The reaction was carried out simlarly as described in the preparation of
compound 101, wusing conpound 407 (0.44 nmol) and conpound 411. The crude

product was purified 30 by continuous gradient flash chromato usi ng
MeOH' DCM 03‘585’“9/86%3‘ 90 as the eluent to afford the titleP 6’5’&5& <53{’§7;$‘7yel | ow
solid. 13C NVR (DVMSO-d6) 8 194.9, 167.1gp 158.7 (dd), 155.7 (dd), 149.3,
145.2, 139.8, 135.9, 133.7, 133.7, 131.7, 128.2, 127.1, 126.6, 126.4 (dd),

125.0, 124.2 (dd), 123.0, 114.9, 112.0 (dd), 111.8, 105.0 (dd), 51.5, 19.4
35 Preparghivpie 82: WO 2006/ 063585 PCT/ DK200S/ 000757 51

3- Azi do- pr.opane- _nlc aci d am de A ).. 'n was
carried ﬁé{—'ﬁ?—'ﬁiﬁ‘ : ' . ‘

usi 39 commoy ,Bgr@zgﬂ_nl g E &{ mhzli%émr@n@fldﬂwmd30619 0 mml ) The Cr ude
pr oduct url o us gr | ent ro usi n :
B Onc! pets SR ot dremequng s (548 e f 38 satmey m 3E (B AREES w3bey piifer

titles cmmqmndeaﬁuqcaheuhé @ stude was suaepifer 84 hat R {Be feactmn mixture was

2-Chl or o- 4- | _4- et h -

11 9L rAcubss S g ob PSR/ Sefhregha RERERY Tris 3eply RhEE A Xﬁ?ﬁf@fheﬂ]e
reacti og w»gsmaé Etant. ahe c&lléﬁ::jécgggg\an?spsl'i;ﬁﬁ: weEBEﬁa:i;jh”edthw p;uagerztiahe gm; oiien N
CcO oun Ul, | ..CO ou mo an CO un . mo
Cheor uagrgRsmesd TuERab i Fkehyb et v Lo GPaATENEOF PedbtnTts GBaEy aphy
u?]i ng Et @%dtmea@I;ﬂmmetbbeb?u%&ng}bgﬁEt B&Hmr%aﬁﬁwamytd%ngétgeﬂwgg Sfford
t he S | S

158. %88 ngga%(%sthe g o a{gﬂédé‘ *i‘ig%c%f“p‘i %S,Ve”&%??" 1&3‘.@"?& 131. 7,

128. 2, 1ZIZ)MB,O d9a. 1h4. ‘1,265817((dd|),,1552§4(cﬁj,), 129.31148l0) 139.81185.7, 133.7313177]. 9

(I\I-d?)z Azi é‘éqe? ﬁﬁ)gn@d )atnesu?’f%znsg%(@%) (Zléggoc}t]}%df@f?é’)e Pﬁ\?tigfﬁogl%?@qp%(sk was

pl aced 2-1dhig&ri@stthyddn7as, 63dy, &8h0,ard.4e (5.0 g, 43.1 nmmol) and

di chl oronet hane (50 nmL). To the suspension was added N-rmethyl norpholine (10

m., 91 mol) while maintaining the tenperature between -3 and 5 C. Met hane-

sul f 0Byl Prépayatigie1f{4.0 ni, 51.7 mol) was added slowy to the reaction

m Xt ure. tj.Qn m xture was washed with water, 4 N HCl,

and wate ZAL Sa%m%ﬁ"g' AU 41(1 dried over Na2SO™4, filtered and

concentr &t mikture afat-goloroFhestamidie( 500 §oRdhd ano()3 NaN; (6 95 g, 107 mmol) and
tetrabutylammonium iodide {790 mg, 2.14 mmol) in DMF (30.0 mL) was stirred at 50

°C for 48 h. The reaction mixture was poured into a mixture of EtOAc/water. The

20  organic phase was washed with water, brine and then dried (MgS50,), filtered and
concentrated in vacuo to give the crude product. The crude product was used without
any further purification. The crude product contained substantial amount of DMF
{aprox. 6 eq.).

25 Example 7:
2-{4-{3-[2-Chloro-4-({2 . 4-difluoro-phenylamino)-benzoyl]l-4-methyl-phenyl}-

[1,2,3]triazol-1-yl)-acetamide {compound 107}

The reaction was carried out similarly as described in the preparation of compound 101,

using compound 407 (0.44 mmol) and compound 411. The crude product was purified
30 by continuous gradient flash chromatography using MeOH/DCM 0:100 to 10:90 as the
eluent to afford the title compound as yellow solid. *C NMR (DMSO-d;) § 194.9, 167.1,
158.7 (dd), 155.7 (dd), 149.3, 145.2, 139.8, 135.9, 133.7, 133.7, 131.7, 128.2,
127.1, 126.6, 126.4 (dd), 125.0, 124.2 (dd), 123.0, 114.9, 112.0 (dd), 111.8, 105.0
(dd), 51.5, 19.4
35
Preparation 12:




g) was redissolved in DMF (8.0 nL). Nal (327 ng, 1.97 mol) and NaN3 (1.92
g, 29.5 mmol) was added to the solution. The reaction m xture was stirred
for 48 h at 50 C and then poured into a m xture of EtOAc/water. The organic
phase was WHhEWOR$FH 30 water, brine and then dried (MySORET/IHZ9008T7and
concentrated in vacuo to give t he crudegproduct. The crude product was used
w thout any further purification. Exanple 9: N[2-(4-{3-f

2- Chl oro-4- (2, 4-di fl uor o- phenyl am no) - benzoyl | - 4- net hyl - phenyl } -

35
[1,2,3]tr i3amghoiglyéan-eeingfémgggiaQ,m,qaélI(é@ﬁﬁgr@e_;iaorrpound 1091 WO 2006/ 063585
PCT/ DK2005/ 000757 52 The reactiqon was carried out simlarly as descri bed in
the prepar3Eireactian WameRItiRg ovbsimilaly as feseikrdundha areramtien nypasige 41
conmpound 4igihg(coripdiiNg! 3-chibREp@PEAE- 1RSI acid\Bfmidei(19f0 A&y, PrNEruREIOUS
grad| ent flash chromatography using EtQAc/ petrol eum etfﬂiﬁ’ 40-60) 65:35 to
85: 15 as PRt y@asPurifieddy e t‘f“l‘%’%ﬂ’??"@"&ﬂ%&b‘imaméygﬁ sYSii@ite 5 solid.

13C NMWVR (@B@Q@@iroﬁ:uﬂ@éth@r (4(58073553!5)!',0 8535 s (tAE klueht b dfforddbeitlel 39. 8,
135.9, 133. 128.2, 127.1, 126.5, 126.4 (dd), 124.9, 124.1
(dd), 121C9mp°ﬂ a8°°'fﬂ‘e§>5‘(bd) 111.8, 105.0 (dd), 49.8, 42.2, 39.5, 19.4
Exanpl e 10: 10

(4-{3-12- %hl or? g (2. 4-difluoro-ohenyl am no) - benzovl | - 4- net hyl - phenyl } -
j1.2,3]tricA2BR88y ) _acetic acid ethyl ester (compound 110) Conpound 407
(243 ny, Q-EG¥{BYR tjlhleﬂsdthZ%Bmhbmﬁnﬁnv@a&hﬂﬁtaéﬁidyﬂlmahe tphydnvest er (0, 0.7

mol ) wer e di ssol ved |n aceton <o m). Afreshly
pr epat Qd tf-gt%‘-@ = ulfonicacd feameaund 108 0 g, 0.026 mml)

aﬂd sodi unhéfreaamrvbﬁ earﬁ@& ongsmﬂlai’dﬁ aﬂ}ﬂﬁbﬁrclibdﬂ mahepra(;ﬁ;é&ndﬂ af)cotvaﬁ)uadd@d tg

1 reacti on m xture. S, Cl ose re at RT . under
e o heShe et f a3 Ao B SORREE €212 T4 1b e el vl ot
or gani C phmq:umt“&d hyaingid uoad djraMthlasrbchmmawgi'agmensudgr iEwAﬁwgﬁﬂéhmdéthft ered
an conce a uct e cr,uae uc was
o f Do 0B o8 YEEHA S % ' efferk 1S 5BbH e tiihoouhaCaF1RS: RhRE

Et OAcABet sol:mdﬁcmromso _&P) 19495 1658.HMd)0155. 7t(dd),cl49eht 14505, B34.97 BT.be
title co i t 9 3, 159.1
(dd) 15513 ?ﬂ&)%,%'}'i%?'y%gvugggl@l %@M (8%23)9%3%’?(9@3%98 1129, 3,
128.0, 1214%, 11269 64d)124148, (GH), (d#PASB4(42lp, 24F]1 10,4 116. 4. 112.9. 111.6
(dd), 104.9 (dd), 62.5, 51.0, 20.2, 14.1 25 Exanple 11:

Preparation 13:

20 N-(2-Azido-ethyl)-methanesulfonamide {compound 413)

Into a 100 mL flask was placed 2-chloroethylamine hydrochloride (5.0 g, 43.1 mmol)
and dichloromethane (50 mL). To the suspension was added N-methylmorpholine (10
mL, 91 mmol) while maintaining the temperature between -3 and 5 °C. Methane-
sulfonyl chioride (4.0 mL, 51.7 mmol) was added slowly to the reaction mixture. After 2

25  h the reaction mixture was washed with water, 4 N HCI, and water, The organic layer
was dried over Na,S0,, filtered and concentrated in vacuc, The crude solfonamide (3.1
g) was redissolved in DMF (8.0 mL}). Nal (327 mg, 1.97 mmol) and NaN; (1.92 g, 29.5
mmol) was added to the solution, The reaction mixture was stirred for 48 h at 50 °C
and then poured into a mixture of EtOAc/water, The organic phase was washed with

30 water, brine and then dried (MgS0,), filtered and concentrated in vacuo to give the
crude product, The crude product was used without any further purification.

Example 9:
N-[2-{4-{3-[2-Chloro-4-(2.4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-

35  [1,2,3]triazol-1-yl)-éthyl]-methanesuifonamide (compound 109)




(4-(3-[2-Chl oro-4-(2.4-difluoro-ohenvl am no) - benzovl | - 4- et hyl - phenyl } -
[1.2.31triazol-1-vl)-acetic acid (conpound 111) A solution of conmpound 110
(236 ng, 0.46 mmol) in MeOH (3.0 nL) was added LiOH 30 (55 ng, 2.31 nmol)
and wat er WP ¥05P§3585The reaction mixture was stirred for PCHDKIAMAO00TSET | ux.
The reaction mxture was poured into a 4§ xture of EtOAc/saturated NaC . Aqg.
HC (1 N, 0.5 m-) was added. The aqueous phase was washed with nore Et QAc.
The col |l ected organi c phases were washed with water, brine and then dried

(MySO4), Tnélrbi&roaduﬁﬂébrﬁ@@sm.mtaﬂ ak [HeY@fbéd |thQbVé?>aHtQmCdflt6ﬂ1dbhﬁﬂli©t1 The
crude product was 35 purified b sh chromat og{ ?ﬂ’%"ﬁ rr‘quFam xt ur e of

MeOH DCMUSEW SeEnRaung 4@@(502371"‘3? ) ? cPEMd ¢ RUdg PSS und as

el I ow f fed ﬂﬂﬁsl‘Q SpIOEIRG ELSHY &6%@9357 53
>1/68 g 1Qﬁ§|7pu1=t$i W&oﬁ@h@ﬂs hdﬁn chrM\Qa%&} Mlﬁ ?%5 ) /%tg e \

131. 7, ?2@ -60 5f2315 !L° Biz‘é aé &fé’ei‘t (‘%la%”dltﬁ‘s tﬁ'e CPZ‘AP%'" cﬂ?)a'mi’itzw%'te 114 8,
112. 05( déplid. 3@ NMR }ﬂ@gom.-,wdm .%Q58,7 %@)4155 P{aap! @94):142-%,4:393,f135.9,

ilcgl grlgréé I1%I3d7{/}c1)31(lii e‘tz%)/:fenV| {na#o% %lﬁ‘aﬂ'\&z?gz;%‘f’ologﬁﬁ Fé];'lgon of

conpound 1148, (139.974d)01 08 8juws.p (ua),wzs(da 0, pb.5) 18ms added et hyl ami ne
hydr ochl ori de (20 ng, 0.08 nmol ), FDPP (43 ng, 0.11 mmol), and DIEA 10 (68

L, 0.4 mol). The flask was flushed with argon and the reaction m xture was
stirred @&Exampld p8;: 72 h and t hen poured into a mxture of water (4 ni), HC
h

(4N, ) gani c phase was
concéﬁtr. y Q ed by

chromat o |&‘idll-ﬂi— age chaant: ' (40 60) 50:50 to 100:0 as

5 104. 9. eie%gﬁfﬂf‘@ﬁéﬁ?e b &sf @%”9"“” wné“'z‘ R T Nt o P
127.1, 1267 &ymdip tlfere) (0.6OMLD wet@dlsﬁol(zekﬂ)n, acet@®: (B.5 hil4. & frebbly. Srepaidy,
111. 8, 1Q3, O. .

2- (a-{ 3 13ubah &f Sonpulsulehate spikabuadls b7 0 BITR 220 0ME 2ndsoniim phenyi -

, 2. 3151 i azcirbatey(25-rhg( @1Byuimoln ]Aga];erdﬂminﬂ.ylwastahgdle)i-t_actm srdctien fustpaund 113)
The reaCLrﬁﬁ%w@@&a‘é%wshgqné?%géqT&f]?{)héé%% Lﬁ%si?ék@%‘? In the preparation of

g?gfn?ﬁgthmewqonl mixturpavesl DO(uﬂed)B\tOrﬁUhl)’tturﬂﬂé EteAc/sater dHeorgamspaseiviased by
0 oy oA By R, RN, ef T PR AL
give the crude product. The crude product was purified by continuous gradient flash
20  chromatography using EtOAc/petroleum ether (40-60) 5:95 to 60:40 as the eluent to
afford the title compound as light yellow foam. 3C NMR (CDC)3) 6 196.0, 166.3, 159.1
(dd), 155.5 (dd), 147.8, 147.5, 139.9, 137.9, 135.3, 133.7, 131.9, 129.3, 128.0,
127.9, 126.6, 124.4 (dd), 124.3 (dd), 121.0, 116.4, 112.9, 111.6 (dd), 104.9 (dd),

62.5, 51.0, 20.2, 14.1

25
Example 11:
(4-{3-[2-Chloro-4-({2,4-difluoro-phenylamino)-benzoy!]-4-methyl-phenyi}-

[1,2,31triazol-1-yl)-acetic acid {compound 111)
A solution of compound 110 (236 mg, 0.46 mmol) in MeOH (3.0 mL) was added LiOH

30 (55 mg, 2.31 mmol) and water (0.3 mL}). The reaction mixture was stirred for 2 h

under reflux. The reaction mixture was poured into a mixture of EtQAc/saturated NacCl.
Ag. HCl (1 N, 0.5 mL) was added. The aqueous phase was washed with more EtOAc,
The collected organic phases were washed with water, brine and then dried (MgS0,),
filtered and concentrated in vacuo to give the crude product. The crude product was
35 purified by flash chromatography using amixture of MeOH/DCM/acetic acid 400:2:1 as
the eluent to afford the title compound as yellow foam. ’C NMR (DMSO-dg) § 194.9,



conmpound as al nost yellow solid. 13C NWR (DvsCQdb) 6 8.74 (s, 1H), 8.50
(s,1H), 7.90 (dd,1H), 7.85 (bs,1H), 7.75 (d,1H), 7.50 - 7.33 (m4H, 7.11
(m1lH, 6.83 (m1H), 6.78 (m1H, 5.07 (s,2H), 4.80 (t,1H), 3.40 (d,2H),

2. 33 (s, 3H) WO12006/0638856H) 30 Exanpl e 14: PCT/DK2005/000757
2-(4-{3-12-Chl oro-4-(2. 4-difluoro-Dhenylam no) - benzovl | - 4- et hyl - phenyl }- [1
2.31triazol -1 -vl)-1-pyrrolidin-I|-vl-ethanone (conmpound 114) The reaction was

carried out simlarly as descri bed in the preparation of conpound 112,
u3|ng co 1 I y. (Ll ) e de product
was rrErglgrhd %é]? &ﬂg ?gnrzgu)sj) e{\% ? ?ia%ﬁa reo%‘a{rjlfp5 1?131-9(1%?{ J

MeOH/ Et OAé26111(1@7t10 13605 1244 Nﬂé, éBﬁ@ntlZﬁd (@), oraR. ﬁ,hlel‘t Bt 1132 GddQ)JUdd &s

al nost yegbﬁv& %&u%) \/\%%006/ 063585 PCTI DK2005/ 000757 54 13C NWR (CDCl 3) 6
196.0, 163.71 . ?' , 155.4 (dd), 147.8, 147.1, 139.7, 137.9, 135.2,
133.7, 131.9, 129.3, 128.0, 127.8, 126.6, 124.5 (dd), 124.2 (dd), 121.5,

116.4,¢ 11?3?_&%%5 (dd), 104.9 (dd), 51.9, 46.4, 46.4, 26.1, 24.1, 20.2 5

Exanple 1 3-[ 2- Chloro4(2
4-di f | uor dzithfsmh2iCherard- i Ahanyiann henpply-4-methyl-phenyl}-
fl.2,31trj f\éoj thia 8-z h- ' 30 @q ggonpound 115) The reaction

was carriée stmrar SCT | eparation of conmpound 112,

usi ng cor‘rﬁ@@rﬁ?"&tm Qfoiomqqlﬁdll)llﬁ& mr%ﬁﬁlmme')hly&"’%ﬂ @ mldevascrdoed moi ) . The
10 crude C | S S t aph
T i e R b R e A N
as al B®st (§&ploh? relytpupThqﬁeslNWRs (lemdswltlsam and theFegctiopypixgurervas 3,

%‘;’Z 523 (ég)&'lﬂed %@ﬁ-r%r i§§ a7nd thlrﬁjpoareal%&?o Em&r%ﬁe Qf wé?e7r éZ le)Z@dﬁ(NZfrrft)( dd)
45! 9, 42.8nd EGOQC i@em@ﬁﬁ m—*rwﬁma'jes! @ﬁ @"r&?ﬂl‘; l{"lﬁs'? Marsmaﬁmtﬁﬂlpn ra‘h\'éhvl am
no) - phenvi, lzéc(u% '?‘ﬁé Bbdcreﬁarﬂbnﬁét%él*ﬁmﬂe)j by@ﬁ&%ﬁ&%@a H%Glr ithl4) Conpound
402 (100 , ) di ssolved in dr I oxan ina8nm 20
Sor ew capEaIas/PetolFHTY dtek GHf6AY PO1IdayI09: 46 tHes8 VNt [ Siorhibh PUS Ca2CB (276
g, §s 85c6m%|)nd E& Nﬁﬁe(fc?arm?”CCNIQﬂ:kDm@' aﬁg%nfbw(ﬁ%pé 214933 Mus.9,; Pidgmmol )

wer e added on was hrou e mxture and the screw cap vessel

was cl osea35'ﬁ1é33 ABdr7e 1\5&37151@&3: a% 12606, 350t (48, stﬁézﬂe?a(ﬁq)on m xture

was filtened o hnawoh110e6R)i i €1.8Ndoso@aNtyByesh.6N16ldl hazy gel . The crude
product was purified by continuous

Example 13:

20

[1,2,3]triazof-1-yl}-N-(2-hydroxy-1.1-dimethyl-ethyl)-acetamide (compound 113)
The reaction was carried out similarly as described in the preparation of compound 112,

using compound 111 (0.08 mmol) and 2-amino-2-methyl-i-propancl (0.08 mmol). The
; crude product was purified by continuous gradient flash chromatography using
- 25  EtOAc/petroleum ether (40-60) 50:50 to 100:0 as the eluent to afford the title
compound as almost yellow solid. *C NMR {DMSOd) & 8.74 (s,1H), 8.50 (s,1H), 7.90
(dd,1H), 7.85 (bs,1H), 7.75 (d,1H), 7.50 - 7.33 (m,4H), 7.11 (m,1H), 6.83 (m,1H),
6.78 {m,1H); 5.07 {s,2H), 4.80 (t,1H), 3.40 (d,2H), 2.33 (s,3H), 1.21 (s,6H)

30 Example 14:
2-(4-{3-[2-Chloro-4-({2,4-difluoro-phenviaming)-benzoylil-4-methyl-phenyl}-
[1,2,3]triazol-1-yi)-1-pyrrolidin-1-vi-ethanone (compound 114)

The reaction was carried out similarly as described in the preparation of compound 112,
using compound 111 (0.12 mmol) and pyrolidine (0.12 mmol). The crude product was
35  purified by continuous gradient flash chromatography using MeOH/EtOAc 0:100 to 5:95

as the eluent to afford the title compound as almost yeliow syrup.



25 gradient flash chromat ography using Et QAc/ petrol eum et her (40-60) 0:100
to 25:75 as the eluent to afford the title conpound as yell ow f oam
Preparation 15

(5- Ani no- 2WR2e06358fenyl ) 12-chl oro-4-(4-trifl uoronet hyl - poemuessooe)s7phenvl
| - 30 met hanone (conpound 415) Conpound. 414 (134 ng, 0.31 mml) was
dissolved in McOH (4 nL). Zinc-dust (2 ng, 3.1 mmol) and NH4C (84 ny,
1.57 mmol) were added. The reaction mxture was heated at reflux

t enper at us r T, ey I € r i was hed
wt L heReGC M (i & TR G IS LS () HRESL Al O0E8, PEE D 18 7287 o)
conpound 1352, al§3fbelﬁ>‘|1 A0 220361 RSB . P,OIZGJKZD%EQOQ)ZSYM Sudd)Pa@pé&rati on 16
(5- Azi do- t

2- chl oroliﬁn‘? ]{1 ﬁﬁgr%tred) ! 49(dd %rr?n% 413?1%5‘(/?? 2 nz‘gtjﬁanone (conpound 416)
Conmpound 415 (110 ng, 0.27 rrrml) was di ssolved in acetone (2 ).

Conceatr Cl (37% 0.113 nL, 1.36 mmol) was added and the sol ution
was cgolg‘%lhﬁlcebath NaNOZ (22 ng, 0. 32 nol ) vvas di ssol ved in H20
(0.18 nl : d eheny nonbemaoyhed % il e
t enper at Yy & ¥ :
stirred on ar ' ) ron of NaN3 (27 ng, 0.41
mol) in Thgcbewloaewaﬁ ca)rrleﬁguiaslumgrlm aapﬂs@@edun ithe) pEpacatidneftcompoling 142Xt ur e
was stirr, I P d‘qa.‘)cw and
stirred é’ﬁ‘ﬂ‘ ta"{?"ppoggéceigl\i(grlez @é%é)ﬁ%nt ngth CHOQ gts(}e) lﬁmcc@ﬂ?gnt rat ed

in vaGuo crt&egmr@éuthea&wqrif@dctmmunuouw.r@dmnuaesfpﬁlvmowaahw@udgvmthout any

further yugH %t@ﬁé? 400 t55: Eﬁﬁmfeﬂ:@ ttoa ?rd tne title co%'npound as almost yellow

f 2- Chl or o- 4- trifluoronet env am no

4- ( 2- hydsgsup- SXhYMR (CDCL) 3 196:G,i 16363,- 1449, priche! B b3Ay 135 Ael Bhfone

(compound 311 J8Ls s3nu)-dreh, {4% Liads PITDh), @R, PIROMIEIZA1Er 611 BU.

0.27 mol) wWeére |sso i'n acetone 2) Ih a via resh

pr epar ed(@@) d0hSh(deh, %ﬁpéﬁ(“h PP-9, #5.% A 4hat®2pent ahydrate (7.0 ny, 0 028
%Sa”d sodi um ascorbate (27 ng, 0.14 mmol) in water (0.135 nlL) was added

to the reaction mxture. The vial was closed and stirred for 24 h at RT

under ar@&ﬂi‘_@ﬂ!@uﬁsaction m xture was poured into a mxture of EtQOAc/water.

The organp S@M@ﬁﬂm@ thytiphBny1Bifio)-gHehyA- (2L inktiR/i-&0nigachhenpncent r at ed

in vacuo to give the cru product. e crude product was purified by
methanone {compound 414

Compound 402 (100 mg, 0.28 mmol) was dissolved in dry 1,4-dioxan (2 mL) ina 8 mL

20  screw cap vial. 4-Triflucromethyl-phenylamine {35 uL, 0.28 mmol), Cs,CO; {276 mg,
0.85 mmol), BINAP (7 mg, 0.011 mmol) and Pd(OAc); (3 mg, 0.011 mmol) were added
and argon was blown through the mixture and the screw cap vessel was closed. The
mixture was stirred at 100 °C for 18 h. The reaction mixture was filtered through
Decalite and concentrated on silica gel. The crude product was purified by continuous

25 gradient flash chromatography using EtOAc¢/petroleum ether (40-60) 0:100 to 25:75 as
the eluent to afford the title compound as yellow foam.

Preparation 15

{5-Amino-2-methyl-pheny!)-[2-chlorg-4-{4-triflucromethyl-phenylamino)-phenyl}-

30 methanone {compound 415)
Compound 414 {134 mg, 0.31 mmol) was dissolved in MeOH (4 mL). Zinc-dust (203
mg, 3.1 mmoi) and NH,Ci (84 mg, 1.57 mmol) were added. The reaction mixture was

heated at reflux temperature for 3 h. The mixture was filtered through Decalite and
washed with MeQH. The filtrate was concentrated in vacuo to afford the title compound
35 as foam.



25 continuous gradient flash chromat ography using Et QAc/ petrol eum et her
(40-60) 20:80 to 0:100 as the eluent to afford the title conpound as |i ght
yellow foam 13C NVR (DVMSO-de) 5 194.1, 147.1, 145.8, 144.6, 140.4, 136.5,
134. 6, 134.WO 2008063385132, 6, 127.8, 126.7 (q), 121.7, 120. BCTIDKQOMIOO(![:'iB 2,
117.3, 114.2, 60.2, 29.2, 19.3 30 Prepargtion 17 (2-Ch| or o- 4- o-t ol yl am no-
phenyl) - (2- rret hyl -5-ni t ro-phenyl ) - met hanone (conpound 417 The reaction was
carried out simlarly as described in the preparation of conpound 414,

usi ng corrp@égpiatwléo 28 nmol ) and 2-methyl aniline (0.28 mmol). The crude
35 product_was purt I ed by contlnuous oradlent flash chronatograph

MeOH Et OA athy nyHe(2rg LAzt \ enYk

yel | ow fOﬁi@thé@Qn%QE@r‘n @ 51 CT/ DK2005/ 000757 56 Prepar at i on 18

(-5- Ami no- 2- | or 0- 4- o-t ol yl am no- phenyl ) -nmet hanone
( corrpoundCOE‘PBUBd fhe (Fé‘&ﬂ’tgr gﬂzm‘@hf‘vﬁﬁé’éﬁ%b’@d 47 AFetane {2 H‘é-)d‘é%'&eﬂﬂ'é&?q n the

preparqt i ARy pi79%00RABNAL, 436 thél') %s%ﬂé@lﬂﬂé tﬂé%ohﬁoﬁ%&@‘"&éb%d o_ﬂ"ﬁ-n cr ude
product was used w thout an ther purification. aration

(5- Azi do- Eehthn HeNBadAg M. 3%m'6?'3)3“@5c5"§58!\5?ﬂdﬁﬁa€ (B B a%?ﬂ%’o%the

( conmpoundabdOgoldtich &R & PRInVRS, TR fn't@rdlaptétm;%ré‘ﬂdr@Wak{ kapt @te@em-bzdc' n the
preparatiqgn of conpound 416, using rraound 418 (0. %3 crude
product wAYriR&ERE qH%tTh&rﬁ'l‘sP%ﬂsfq{bWasﬁ red PEéf"l'B?lba f°E} If'@r

I(ZZChI 0{ ﬁsfﬁuﬁ%ﬁ of anm{vﬁn@heml th{dby frﬂHiC?_(d;Sd[FﬁD?)Wﬁél%deﬁ d?&p\ﬂnsébhhh@gm éL yl
-Z- - en e anone e reac arril e ou
o o 1151 iaBasotid iUl en gl ats S tara 5 B s uthceng: GOk g B3R s
corrpoundf 4&%% &dﬂﬁtnf[i‘_ﬁ@bhd Wp!ﬁh;’és @éf&paﬁ’ate&ﬂ TAe olﬁ@mi:() phaseevsy whaemrraéuct
puritie contl nuou adl e as cnr ogr a
B ot et iyt G e GrTsouplamhe arteotug Wb puto Gy fersher ¢ ne
t| t1 e compotifichtiad. | i ght yel | ow foam "3C NWR (CDCI 3) 5 194.7, 149.9, 146. 2,

141.2, 138.0, 137.7, 135.7, 134.7, 134.2, 132.8, 132.5, 131.4, 127.1,
126.9, 125.8, 124.4, 122.1, 120.6, 120.0, 115.7, 112.3,

15 Example 16;

[1,2,3]triazol-1-yi]-2-methyl-phenyl}-methanone (compound 116}
But-3-yn-1-ol (23 ul, 0.30 mmol) and compound 416 (116 mg, 0.27 mmol) were
dissolved in acetone (2.6 mL) in a vial. A freshly prepared solution of copper(II)

20 sulphate pentahydrate (7.0 mg, 0.028 mmol) and sodium ascorbate (27 mg, 0.14
mmol) in water {0.135 mL) was added to the reaction mixture. The vial was closed and
stirred for 24 h at RT under argon. The reaction mixture was poured into a mixture of
EtOAc/water. The organic phase was washed with water, brine, filtered and
concentrated in vacuo to give the crude product. The crude product was purified by

25  continuous gradient fiash chromatography using EtOAc/petroleum ether (40-60) 20:80
to 0:100 as the eluent to afford the title compound as light yellow foam. 3C NMR
(DMSO-dg) 5 194.1, 147.1, 145.8, 144.6, 140.4, 136.5, 134.6, 134.0, 133.8, 132.6,
127.8, 126.7 (q), 121.7, 120.8, 119.4, 118.2, 117.3, 114.2, 60.2, 29.2, 19.3

30 Preparation 17

417)
The reaction was carried out similarly as described in the preparation of compound 414,
using compound 402 (0.28 mmol) and 2-methyl aniline {0.28 mmol). The crude

35  product was purified by continuous gradient flash chromatography using MeOH/EtOAc
0:100 to 25:75 as the eluent to afford the title compound as yeliow foam,



25 61.5, 28.7, 19.9, 17.9 Preparation 20 f

2- Chl or 0- 4- (2- chl oro- 4-f | uor o- phenyl am no) _phenvl | - (2- met hyl - 5-ni tro- phenyl)
- met hanonew(qcorrg)ound 420) 30 The reaction was carried out simlarly

descri bed i &ar ati on of conpound 414, using corrpoﬂﬁﬁ’l’lﬁ'@@“(“@“"ég
mrol ) and 2-chl oro-4-fluoroaniline (0.28gmo I) The crude product was
purified by continuous gradient flash chromat ogr aphy using MeOH Et CAc 0: 100
to 25:75 as the eluent to afford the title conmpound as yell ow foam 35
Preparation 21 WD 2006/ 063585 PCT/ DK2005/ 000757 57

(5- Am no- 2- net hyl - phenyl ) - f
2-chl oro-i@@?léﬂ—&o 4-fl uoro- phenvl am no) - phenvl | - net hanone (conpound
j 5 0 (S

421) The (SGhine D-HRS oftfpRAgat i on
of conpound 415, using conpouno . The crude product was used
wi t hout aﬁ-}ﬁlurther 5 purification. Preparatlon 22

(5- Azi glo- FharédntionRNErdied SutChimMaAly 4s déscibediv tife Melpemromﬁrwmﬂun@)ﬁshenvl

| - met hanone (conpoun eac on was carri ut simla as
Hesori badSeRotRERRBa 1P L3s Bmalt The HferTBRuc Ha e SRR P S they 2

mol ) . TheusficRnpr oduct was used WIthOUt any further purification. Exarrpl e
18: 15

f 2- Chl or 0- 4- (2- chl or 0- 4-f | uor o- phenyl am no) - phenyl | - f 5-f 4- (2- hydr oxy- et hyl ) -
ri. 2. 3]trpmkatiorv13 2- et hyI phenyl } - net hanone (conpound 118) The reaction
was carried our s ta] 1 hno_ efinshe onpound 116,
usi ng-tonpdt A O : same C v TITE

pr oduct ___)purlfl ed by contl nuous gradl ent flash chrorrat ography u5| ng

QAc/ | h 0 ] h
Fier e bonfe Retigh wea&hﬁafv%f %e)'aﬁ\r 59 gt piplePSistio Hsopafiha 936, 1
147. 9, 146Gsiag cbd(podnd 438.(8,3918bhod), Tha4ndie drﬁauﬁ waslBed3viflebut a]:SZuﬁherlZS 8,

127.5 (d) (d), 122.4, 120.9, 120.0, 117.6 (d), 116.9, 114.9 (d),
113. 5, 61”333%§%9 20.0 25 Preparation 23

( 5- Br b%0- 2- met hoxy- phenyl ) - (2- chl or o- 4- ni tr o- phenyl ) - net hanone (conpound
423) A n; §£ME & P4. 1-brono-4- et hoxy-benzene (7.48 g, 40 mmol),

-tenzoyl

2-chl or o-

methyl-phenyl}-methanone {compound 117)

The reaction was carried out similarly as described in the preparation of compound 116,

20  using compound 419 (0.40 mmel) and but-3-yn-1-ol (0.40 mmol}. The crude product
was purified by continuous gradient flash chromatography using EtOAc/petroleum ether
(40-60) 20:80 to 0:100 as the eluent to afford the title compound as light yeliow foam.
13C NMR (CDCls) 5 194.7, 149.9, 146.2, 141.2, 138.0, 137.7, 135.7, 134.7, 134.2,
132.8, 132.5, 131.4, 127.1, 126.9, 125.8, 124.4, 122.1, 120.6, 120.0, 115.7, 112.3,

25 61.5,28.7,19.9, 17,9

Preparation 20

methanone (compound 420)

30 The reaction was carried out similarly as described in the preparation of compound 414,

using compound 402 {0.28 mmol) and 2-chloro-4-fluoroaniline (0.28 mmol). The crude
product was purified by continuous gradient flash chromatography using MeOH/EtOAc
0:100 to 25:75 as the eluent to afford the title compound as yellow foam.

35 Preparation 21



chloride (8.79 g, 40 mmol) and bisnuth triflate (1.31 g, 2.0 mmol ) under an
at nosphere of argon was stirred at RT for 20 mn. The tenperature was raised
to 80 C 30 and stirring was continued for 90 mn. DCM was added to the
reaction m WQRM6HEFPhe organic phase was washed with aq.PCERKIRS/MOTY. 5
m-) and NaHCO3 (aq.). The organic phasg7was dried (MgSH), filtered and
concentrated in vacuo to give the crude product. The crude product was
crystallised froma mxture of DCM and pentane to afford the title conpound
as yel | ow 2 ! )

(4- Ami no- 2=TNt O o'- yI) - 5-brono- NOXV- pnenyl ) - met hanone ( conmpound
424) The methanpoe (sauapeundrd2dd out si ni I arly as described in the preparation
of conpou 4 T s
purified Bf/h ec%%ﬁmnﬁg’hggag%a ﬂnfa@/ i%#%ﬁ%t’%ﬁhgpﬂﬁgpﬁéﬁﬁg% %ﬂg?%net rol’eum
et her (40-@ing Q@newnwzﬁs(oszlamgl)tme enugde produst ames sisgd mithout pne furBi®ound as
yel | owsso paration 25

(5- Bror!r;D Zdbq‘mc gé(‘\? phenyl ) -f 2-chl oro-4-(2, 4-di fl uor o- phenyl am no) henvil -

met hanone (conpound 425) 10 Conmpound 424 (4.39 g, 12.9 mmol) was suspended

in dry tolp}gggr%é,ép)@znt) ina 200 nL screw cap vessel. 1-brono-2,4-difluoro
benzene (1 _ ) .5 mgol )l was add%d and ar Pn Wa?1 bllown ovehr the

di phenyl ph,qgfm,aayé-&, (;ynam | - 9H xant hene (0.22 g, 0.39 mmol) and Pd( OAc) 2

(58 ng were a and argon was bl own through the m xture and
the sd ewThPS'eéatp'P’Q/%%éP"\ﬁﬂsO%ISHﬁ'&i’Y Fdessiied inethgrerarpbionr af semrowndd ¥y 72

I't The reafstnﬁg)eornwaw@zﬂﬁszilrﬂnmsneﬁaé brugl GRodiRE VastiBed MitholEBnE AIMERAL r at ed

on sili cag in vacuo e crude product was purified by continuous

gr adi ent fPHEICaERR-0nmt ography using Et OAc/ petrol eum et her (40-60) 5:95 to

30: 70 as the eluent to afford the title conpound as yellow solid. 20

Preparation 26

| 2- Chl or o-&é{—'{’%@—l—&tfl uor o- phenyl am no) phenvl | -(2 met hoxv 5-tri rret hyl si | anyl

et hynwls- peONbio-AERheHIEHD ¢ it he 2 et

simlarly , 25 usmg

conmpound 4 HIGE0 e A A MEManDE JCQraau & mmol ). The crude
The reactlon was carried out similarly as descrlbed in the preparatlon of compound 116,

using compound 422 {0.21 mmol) and but-3-yn-1-ol (0.21 mmol). The crude product
was purified by continuous gradient flash chromatography using EtOAc/petroleum ether

20 (40-60) 30:70 to 100:0 as the eiuent to afford the title compound as light yellow foam.
13C NMR (CDCl3) 6 154.8, 158.7 (d), 147.9, 146.3, 140.7, 138.4, 135.4, 134.8, 133.8,
133.3 (d), 132.6, 128.8, 127.5 (d), 123.4 (d), 122.4, 120.9, 120.0, 117.6 (d), 116.9,
114.9 (d), 113.5, 61.5, 28.7, 20.0

25  Preparation 23
(5-Bromo-2-methoxy-phenyl)-(2-chloro-4-nitro-phenyl)-methanone {compound 423)
A mixture of 1-bromo-4-methoxy-benzene (7.48 g, 40 mmol), 2-chloro-4-nitro-benzoyi
chloride (8.79 g, 40 mmol) and bismuth triflate (1.31 g, 2.0 mmol) under an
atmosphere of argon was stirred at RT for 20 min. The temperature was raised to 80 °C

30  and stirring was continued for 9SG min. DCM was added to the reaction mixture and the
organic phase was washed with aq. HCI (1 N, 0.5 mL) and NaHCO; (aq.). The organic
phase was dried (MgSQ,), filtered and concentrated in vacuo to give the crude product,
The crude product was crystallised from a mixture of DCM and pentane to afford the
title compound as yellow crystals

35
Preparation 24




product was purified by continuous gradient flash chromatography using

Et CAc/ petrol eum ether (40-60) 0:100 to 10:90 as the eluent to afford the
title compound as |ight orange syrup. 30 Preparation 27

f 2- Chl or o- 4AWQ2WEM3FFuor o- phenyl ami no - henyl | - (5- et hyny| - PCHRIRHNA0PIENYI ) -
met hanone (conpound 427) The reaction wag carried out simlarly as described
In the preparation of conpound 407, using conpound 426 (0.44 mol). The
crude product was used directly in the next 35 reaction w thout any further

puri fi cat iigimin¥0-2060R/- BR3P (LHTdE¥209a{ R0 Iheny R metks jound 424
f2-Chl oro-4-(2 4-di fTuoro-phenyl am no) - ohenvl I -gZ- met hoxv-5- -(2-(tetra
hydro- py Tharfeaczww\*tﬁaﬁar@@fﬁwq simijarly as fegcﬂqepdﬂ e prepafatignafyromassnd 438ne

(conpound u%;h%]comuh@aqsl@e m&&ﬁr*rhb%@aroau& Way piriffe ﬂfsasmir%dsl n the
preparation of conﬁoun usi ng _conpound 427 Q and cog)ound

408 (0. 42 IFRAient flap éh&mﬁegfﬂp@w@tng C{ﬁf—'#ml'#% efe ééﬂt%@&uéoﬁaéﬁé

flash ghr gn@kR@ne ¥fdraithd tillk QOmpRahd 8k gEmMwEhIRy. (40-60) 20:80 to 60:40 as
the eluent to afford the title conpound as |ight orange foam 13C NWR

(CDCI3) 8 193.2, 159.0 (dd), 158.1, 155.4 (dd), 147.3, 146.9, 134.8, 133.3,
130. 2, 12:>[gp_ara¢ g(dd) 123.9 (dd), 123.8, 120.3, 116.2, 113.0, 112.3,

5-11-(2- hyﬁ taago@ @g.{nbggm 4@511 2. 3)tr| azol4 yl 1-2- t hoxy phenyl} met hanone
co n actlo was . carried opt S|m crib in the
Ot chrtHouBE 4584 750 1125 PR s syesriee 15 oy tauene, Do RER I 2 200 e

E r %(2\ u/ct vva;slT wéwfcaﬁdebael gpgt(r)amgguggnfwoa@beeméné (B3h nﬂhrl(ﬁmﬁﬁ@dilam]?faﬂﬂgdlgh

t C etrol,eum et he - 1o uent .arrtor t he
Fier e P BB AT hiokf ea e Tukirg R seors 08 o 183 Smeie 495, %" 1he. 7.
134. 8, 1331p<hen§k$ﬁoéphaﬂ:9|79@ difrizdhya- g(mdanthea@(azz 9 0(39 mMAaBaid PARRAG, (5820. 5,

%]2'6031'| Oa'é%)‘g (4}%Imd'8? gdde}'é a&<9e4d gno( argoh was g'bwn?hro’ugé%hg mnﬁh?ggﬁgszﬁéjgcrg\ﬁ

ohenyll&m wap vpseehwis c(oﬂedréltﬂeyrhrﬁunel Waisjstpmhqu )20t Faritink. THecm@pbomohixdiBy 25
b enct 33 R ol L B RE b T o PR g
nmol ) excepdduchevat ipoefiédby continuous gradient flash chromatography usmg

EtOAc/petroleum ether (40-60) 5:95 to 30:70 as the eluent to afford the title

compound as yellow solid.

20
Preparation 26
[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-(2-methoxy-5-trimethylsilanylethynyl-

phenyl)-methanoné {compound 426)

The reaction was carried out similarly as described in the preparation of compound 406,

25  using compound 425 (0.99 mmol) and ethynyltrimethylsilane {0.99 mmol). The crude
product was purified by continuous gradient flash chromatography using
EtOAc/petroleum ether (40-60) 0:100 to 10:90 as the eluent to afford the title

compound as light orange syrup.

30 Preparation 27

methanone {compound 427)

The reaction was carried out similarly as described in the preparation of compound 407,

using compound 426 (0.44 mmol). The crude product was used directly in the next
35 reaction without any further purificationt.



the reaction was 16 h. The crude product was purified by flash

chromat ography using EtQAc/petroleumether (40-60) 1:5 as the eluent to
afford the t|tIe co ound as yellow solid. 30 Preparation 29

(5- Ami no- 2- NER B? rTEr’ényl) -f 2-chl oro- 4- (4-f1 uor o- pheny| aRCHRBK2H05/000757
henvl | - met hanone (conmpound 429) The reaggion was carried out simlarly as
described in the preparation of conpound 404, 35 using conmpound 428 (19.2
mol ). The crude product was purified by flash WD 2006/ 063585

PCT/ DK200 %y Te'SZg 60 chromat ography usi ng Et QAc/ petrol eum et her (40-60) 1:2

foll owed b asthe eluent to affordthetltle corrpound as solid.
Prepar at i 2.4-difluoro- hen laming)-phenyl]-(2-methoxy-5-{1-[2-(tetrahydro-
12 Chl oro éﬁlzf 16H6) Ot DridBR A} -phényl Ra bmBBeRy hieyret hanon

(conpound 430) The reactlon was carrjed out simlarl s descri bed | n t he
pr epar at i oiedeacinpbmenred out sidildgly asHsstiRedsipghe @"%‘B’%‘f’&ﬂ f comppounp jfd

producg V\@&lr{yﬁdrﬁﬂcﬁﬂdma?f(ba&ilmrﬁdﬂi emt@mbm4o®(@g2&hﬁeg/ wa& emdeturbm&ner
(40-60) 2:8 follo ¥\ J] ent to 8 / | e co ?Iund as
sol i d. Pr“@&aﬁ’%{tfﬁe Vs‘f F'"E°‘€§1$"8F‘t?“& Pﬁ?‘ FhrBBF'(S°9HﬁB Y/I“ﬁ‘HF 'etGac petroleum et

no) - ohenylhoted) mei 8y to 66 140 aEthe)disdrtan afferdsHeitle a&mpaurﬁmdmmge(mnpound

gf’éﬁarlgt fose mgﬂﬁﬂ%a 98, 1950 . (;3 . 40 95957 108 1%7 134%d933.3,

et hynyl t riysethyl 2. 1,a1m6.4 (dd)/ 1081 Odd)TmB 8/ uz®3, predyci3ens1py; itil sdday, fl ash

chro gr.aph Et OAc/ pe t her 1:8 as the eluent to

af f orgb eﬁfd’% @cggrﬁo%]% asg %/e% i‘\/\g@g B@ %g%lbag)p"ar ation 32 f

2- Chl or 0- 4- (4-f1 uor o- phenvl am no) - phenyl | - (5- et hynyl - 2- met hyl - phenyl

) - et hano ogpound 432) The reaction was carried out simlarly as

descri bed EE—REMX eparation of conpound 407, using conpound 431 (5.95

mol ) . Thqzwmdm-mm@mﬂumnhmminb bén #uF Bydrd thivilf-igat i on.

Exanpl e 21 henyl | - (2- et hyl - 5-t

1-[2-(tet
15 The reaction was carried out similarly as described in the preparation of compound 101,

using compound 119 {0.11 mmol). The crude product was purified by continuous

gradient flash chromatography using EtOAc/petroleum ether {(40-60) 20:80 to 100:0 as

the eluent to afford the title compound as yellow foam.

13C NMR (CDCl3) 6§ 193.3, 158.1, 147.4, 146.7, 134.8, 133.4, 130.1, 127.6, 124.6 (dd),
20 123.9(m), 123.7,123.3, 120.5, 116.1, 112.1, 111.5 (dd), 104.9 (dd), 61.3, 56.0, 52.8

Preparation 28

{compound 428)

25  The reaction was carried out similarly as described in the preparation of compound 403,
using compound 402 (22.6 mmol) and 4-fluoroaniline (24.8 mmol) except the time for
the reaction was 16 h. The crude product was purified by flash chromatography using
EtOAc/petroleum ether (40-60) 1:5 as the eluent to afford the title compound as yellow
solid.

30
Preparation_29

{compound 429)

The reaction was carried out similarly as described in the preparation of compound 404,

35 using compound 428 (19.2 mmol). The crude product was purified by flash



yl oxv)-ethyll-1H F1. 2. 3l tri azol -4-yl }-phenyl ) -nmet hanone (conpound 121) 30
The reaction was carried out simlarly as described in the preparation of
conmpound 101 u3|n conmpound 432 (2.06 mol) and conpound 408 (2.06 nmol).
The crude pMSY i%ﬁé purified by continuous gradient flaBRU/PKMFOHY aphy
usi ng EtOAc/petroIeun1ether (40-60) 50:gp0 to 50:50 as the eluent to afford
the title conmpound. 13C NWVR (CDCI3) 8 196.1, 159.6 (d), 148.8, 147.0, 140.0,
137.5, 135.9 (d), 135.4, 35 134.0, 131.8, 128.4, 128.2, 127.8, 126.4, 124.2
(d), 120 BhroHeﬁo ;)ﬁ‘\} usihy EtBAc/bbtrokum &91431(4@-50531 DolidwedBy@:338 tHe 25. 2,

20. 2, WD 2006/ 063585 PCT/ DK2005/ 000757 61 Exanple 22:

12- Chl oroeh'eohtcfﬁfﬁﬂfﬂdhﬁﬁ'éﬁﬁmﬂwas' asgeld| | - {5-f 1-(2-hydroxy-ethyl)-1H
I'1.2.31triazol -4-y1) - 2- et hyl - phenyl } - met hanone (conpound 122) 5 The
reaction was carried out simlarly as described in the preparation of

conpound arat conpound 121 (1.63 mmol). The crude product was
purifigd m-mﬂmbmmaorcgbwaimﬁmm- fén j Ryl -fne et rol eum
et her (40-60) 50:50Q0 to 100:0 as the eluent to afford the title conmpound as
yel | ow syreRst (DVSO-de) 5 194.8, 158.1 (d), 149.1, 145.2, 139.9,

g.g;i 61(2 g) ghé?ﬁ%&'fn]?% drried Butlsidil Srly is'iaeﬁ:nbéaiﬁn g';e irgiafatioﬂ!% lcamgilsxﬁﬂd 8p5122.7
: . a ;

(2) Chl or o SainoMgtPb 43 LRiabmD; Tom s erpdliot as pirkieg HEtash,

1. 31di oxolcamnébtog:‘épw usiaglBtOpe/petrdleush Shier (@-6D) 2:8/ fdllokeddy BV as the

pheny ne nd 123 he reaction was carried out simlarly as

descrﬁ)ed uﬁn %a%érgggggﬁkeﬁwegﬁﬁéﬁﬁ% 101, using conpound 432 (2.75

mol ) and conpound 410 (2.75 mol ). The crude product was purified by

conti nuoug gr :Flokl ené! flash chromat ography using Et QAc/ petrol eum et her
(40-60) 2 35 as the el uent to afford t he t|tIe corrpound as foam

20 13C N Ph3Y)- (4 . e any
(d), 135.5, %34 O % - BorbRBaftazh28. O, 127. 8, 126.4, 124.2 (d), 121.0,
116. 4 (d), : .1, 66.5, 52.4, 26.7, 25.2, 20.2 Exanple

24: 285 The reaction was carried out sumllarly as described in the preparatlon of compound 406,

f2- Chl I h 1H
11, 2. 311 r Fapg corndihd 380177 RRD) s iyl shnd L AHAY TRLARR)
conpound PEBIUCL wes pyrified be fiasiEhromatauEpiiv 0sing EtOAS PetidiedmHehey (49-66) 1:8q. ,
10, IN) agd thgiahbodrfortitfe Bk cbfiolifl adfefbviboifdT. The reaction mixture vas

20 Pre tion 32

(compound 432}

The reaction was carried out similarly as described in the preparation of compound 407,

using compound 431 (5.95 mmo!). The crude product was used without any further
25  purification.

yloxy)-ethyi]-1H-[1,2, 3]triazol-4-yl}-pheny!)-methancone {compound 121)

30 The reaction was carried out similarly as described in the preparation of compound 101,

using compound 432 (2.06 mmol) and compound 408 (2.06 mmol). The crude product
was purified by continuous gradient flash chromatography using EtOA¢/petroleum ether
(40-60) 50:50 to 50:50 as the eluent to afford the title compound.
13C NMR (CDCl,) § 196.1, 159.6 (d), 148.8, 147.0, 140.0, 137.5, 135.9 (d), 135.4,

35 134.0,131.8, 128.4, 128.2, 127.8, 126.4, 124.2 (d), 120.8, 116.4 {(d), 115.8, 112.3,
99.1, 65.8, 62.4, 50.6, 30.4, 25.2, 20.2, 19.4



poured into a m xture of EtOAc/water/NaHCO3. The organi c phase was washed
with 30 water, brine and then dried (MgSO4), filtered and concentrated in
vacuo to gi ude product. The crude product was purified b

cont i nuous éf%é‘@r?ﬁi" #f ash  chromat ogr aphy usi ng MeOH DCM 0%@@’%"%@0@'@ as
the eluent to afford the title conpoundsas white solid. 13C NVMR (DMSO-d5) S
194.8, 158.1 (d), 149.1, 145.1, 139.9, 136.6 (d), 135.7, 134.0, 35 133.9,
131. 6 128.4, 127.0, 126.3, 124.8, 122.7 (d), 122.3, 116.0 (d), 114.9,

111.8, 70.3, 63.2, 53.0, 19.4 WO 2006/ 063585 PCT/ DK2005/ 000757 62 Exarrpl e
25: 2-(4- {E’S 12- £oro 4- (4-f1 uoro-phenvl an no) - benzovl | - 4- net hyl - phenyl } - f
1.2.31ttri I) acet am de (corrpound 125) 5 The reaction was carried
out siml 4@t bhemyibin 3 ] usi ng

conpound .Aﬁ%,&'ﬂttia?ol—fl-vlll)z réghv‘i ”EOP%U'S? 84#-3-8%@1% %ﬁ@%@naﬁiﬁg““de product  was

purified by-Tofrtrt
Et CAc/ B)CI\/IT;hetneacttmmrmasatéreled (oaf)snﬁ(marlo ‘a8 @te2Cribedt ih(0e @repadaticit G0N @mIndhi?2,

Lo 0 sl 1 6, SRR b ek Gy d s ISE ISR 66

133.9, 131radientBash cht@athgraiy. Gingl RO/ petise@n ether. (A0(GD), 50156 16 108)Q as

114. 8,
[ 2- Chl oro%E{ ?E"em(sos?vuortg'egﬁenv r%%ﬁg)alsgzellow ﬁyn{% f1-(2-chloro-ethyl)-1H |
1.2, 3l tri dXONMR (DMSQ-dekd H9R BpHEAY (D) nedhandaB 2( aaeqsoaae 61(26) 13D72184.85k

cont ai,Ri n tdgyr t o} y l,)q and
4.5 dioh oS HIEBA WEpad S PR ERONN PR BT b 1R TR 180, 20
mmol) in %% PCKM 1840 nl), was added tetra- N bytyl ammoni um azi de (56 ng,
0.20 mml) at 20 RT. Conpound 102 (46 ng, 0.10 mml) was then added and the

reaction was stirred for 1 h. The reaction m xture was concentrated in
vacuo and Examipie 83: by conti nuous gr adi ent fl ash chromat ography using

Et OAc/ pet rQL@HHPoeIt arﬂdoil&l

titl elgorrp(l)un oam :
148. 01214 ¥mE chil 25 L2
126. 4, 124 r(eQ&}on \Jea’élcé’rnéé%ht sﬁlr%@r@ 1asjdle§cr:ﬁ3ed .ilmlt%e Brepuéucﬁm &ﬂé&npol% 1%1( dd)

51.8, 42.4, .2. Preparation 3
usmg compound 432 (2.75 mmol) and compound 410 (2.75 mmol). The crude product

was purified by continuous gradient flash chromategraphy using EtOAc/petroleum ether
(40-60) 20:80 to 65:35 as the eluent to afford the title compound as foam.

20 BC NMR (CDCl3) 5 196.1, 159.7 (d), 148.9, 147.1, 140.1, 137.6, 135.9 (d), 135.5,
134.0, 131.8, 128.4, 128.0, 127.8, 126.4, 124.2 (d), 121.0, 116.4 (d), 115.8, 112.3,
110.3, 74.1, 66.5, 52.4, 26.7, 25.2, 20.2

Example 24:
25

[1,2,3riazol-4-vl]-2-methyl-pheny|}-methanone (compound 124)
A solution of compound 123 (1.05 g, 2.02 mmol) in THF (10 mL) was added HCI (10

mL, aq., 10, 1N) and the mixture was stirred for 16 h at RT. The reaction mixture was

pcured into a mixture of EtOAc/water/NaHCO5. The organic phase was washed with
30 water, brine and then dried (MgSQ,), filtered and concentrated in vacuo to give the

crude product. The crude product was purified by continuous gradient flash

chromatography using MeQH/DCM 0:100 to 10:90 as the eluent to afford the title

compound as white solid,

13C NMR (DMSO-de) 6 194.8, 158.1 (d), 149.1, 145.1, 139.9, 136.6 (d), 135.7, 134.0,
35 133.9, 131.6, 128.4, 127.0, 126.3, 124.8, 122.7 (d), 122.3, 116.0 (d), 114.9, 111.8,

70.3, 63.2, 53.0, 19,4



(5- Azi do- 2- net hyl - phenyl ) - (2- chl or 0- 4- (4-f | uor o- phenyl am no) - phenyl | - met hano
ne 30 (conmpound 433) A mxture of NaN3 (3.3 g), H20 (8 nL) and DCM (2.8
m-) was coQled to O C under stirring. Trifluoronethanesul fonic anhydride
(1.34 L, sVA2U6B93%as added slowy, keeping the tenper BET/DE200500H17r ange
-2to 1 C After 2 h the reaction m xturgy separated in a separation funnel.
The aqueous phase was washed with Et OAc. The 35 organi ¢ phases were washed
wi th saturated NaHCO3 and concentrated in vacuo to give crude
trifluoronethansul fonic azide that was used in the follow ng. WO 2006/ 063585
PCT/ DK200%/ 000757 63 To a suspension of conpound 429 (1.00 g, 2.82 mmol) in
DCM (5.0 %i}"lﬂz&iiadded a solution of copper(ll) sul phate pentahydrate

(35. 2 ny, 20(4L434Eadhiodord 42 Aubfo-Phéfyvlamin@ibehkdyI]-4-m8thwl- phénh b 1]3 kriazbite
crude trifluoronet han quoni% %' de was added slowy under stirring to the
reaction %’iﬁ%ﬂ%&%@%@ﬁ%—%m (5 nL). After 18 h at 5 RT the reaction
m xt ur® wdhe peadtiot wak carededront sindlady akldeberibbdHCT8 pepppratibheof@oggpouad 1phase
was washed with water, brine, filtered and c entrated.in vacuo to,give the
crude pr odate OrBugp 38 et B PRy EEAE (LB PR The BRM et 2
chr omat ogmeystpurifisd by dahticdysajradiestiflash ttreomatdhréfl)y Gsidd BtaAx/BEM/petadedne

Fo- Gl or o RS i SRRSO A 84 s S fgounc

1.2. 3l tri asyeHldw sulid.- 2- net hyl - phenyl | - met hanone (conpound 127) The reaction

was cari e Il ary d ri I Nyt r at i oNPO. 101,
15 usthy copnBMRe R 198 BT L 500 Qe VR FET 21398 ReB Bl e e
product W&9.Qu33f9, dd1by, 1282, k270 s A 3,d1 219, 12B8h1ThV ddptidgr &y 1a4i8g

Et OAc/ pet rﬁl_led.lrgleg h_legr4 (40-60) 50:50 to 100:0 as the eluent to afford the
title conpound "as™’'fdam 13C NVR (CDCI3) 5 194.8, 159.8 (d), 149.5, 146.3,
141.1, 138.1, 135.7 (d), 135.6, 134.8, 134.0, 132.5, 127.6, 124.5 (d),

122. 2, 12%@%#%9, 116.5 (d), 115.8, 112.4, 20 61.6, 28.8, 19.9

Pr epar ati ; - Azi do- 2- net hyl - phenyl ) - f

2-chl &% o- 421Chlaroci-{ 2 dedif e DY) P F e = by ke HEAN prethyld-didaound 434) 25
Corpound 494 {5,481-9-vi}3-mef I’»lnheﬁﬁ@ﬁrﬁlétﬁﬁ%ﬁ’ee&ohfbogﬁ@tlg@f (100 ni).
Concentrated HO (37% 6.04 niL, (Z nnol) was ad an he sol uti on was

cool ed on Tare flaskisenkpining a stirred mixture of triphenylphosphine (39 mg, 0.15 mmol) and

4,5-dichloro-3,6-dioxo-cyclohexa-1,4-diene-1,2-dicarbonitrile (44.5 mg, 0.20 mmol} in
dry DCM (3.0 mL), was added tetra-N-bytylammonium azide (56 mg, 0.20 mmol} at

20 RT. Compound 102 (46 mg, 0.10 mmol) was then added and the reaction was stirred
for 1 h. The reaction mixture was concentrated in vacuo and purified by continuous
gradient flash chromatography using EtOAc/petroleum ether (40-60) 0:100 to 50:50 as
the eluent to afford the title compound as foam.
13C NMR (CDCl3) 5 196.1, 159.2 (dd), 155.6 (dd), 148.0, 147.0, 139.9, 137.8, 135.3,

25 133.8, 131.9, 129.0, 127.9, 127.8, 126.4, 124.5 (dd), 124.3 (dd)}, 120.8, 116.3,
112.7, 111.6 (dd), 104.9 (dd), 51.8, 42.4, 20.2.

Preparation 33

30 {compound 433)
A mixture of NaNs (3.3 g), H;0 (8 mL) and DCM (2.8 mL) was cooled to O °C under

stirring. Trifluoromethanesulfonic anhydride (1.34 mL, 8.46 mmol) was added slowly,
keeping the temperature in the range -2 to 1 °C. After 2 h the reaction mixture
separated in a separation funnel. The aqueous phase was washed with EtOAc. The

35 organic phases were washed with saturated NaHCO3 and concentrated in vacuo to give
crude trifluoromethansulfonic azide that was used in the following.



NaNO2 (1.20 g, 17.4 mol) was dissolved in H2O (9 m -) and added to the
above solution during 20 m nutes. The internal tenperature was kept at 0 C
- 2 Cdurin the addition. The suspension was stirred on an ice bath for 1
h, after wh¥P2¥W6863I58Fi on of 30 NaN3 (1.20 g, 17.4 nmol) | RCEIK0IF00GTST) was
added dropwi se during 5 minutes. The mggjure was stirred at 0 C for 2 h.
H20 (50 m-) and EtOAc (100 m -) was added and stirred and the phases were
separated. The organi ¢ phase was concentrated in vacuo to give the title

conpoUnd. THESEHGIORIG LR oS 498 £1lotid, 0B nf) IDERAS B UdieR  The

crude product was purif X cont i Nuous %ra |en t ograp si ng
35 Et OAc/ ﬁ@ltmnéﬁrﬁpewén)eu'@ gie)peptatngratg (86:2m9a8- Hh@m!h@rfﬂzQ@ @nldrd the

tEl(;Lrgl ecggmfaufﬁi\ BS187AWE. 59 hirfbl) Wie2Q06¢ BHrRRPmMBRENRIFIASLAAO #a< adbéy

L2- Chl or o-Skevly undgr sligigede she rrAcHRD MeXtugh &ipwed byshy MePb_(Jvakb\ftestfy ot
L1. 2. 3kt r irezHe feadtidr ArixtaFdWihs leﬂaal.&mraeﬁmﬂ@@f KtOARRGHLD 12P). 'ﬁ\eTJ}@amc

reaction was carried out simlarl described in the preparation
conpound Ph§se Wasiwas GBrYﬁ'ESUWEFeEldH"I% ftﬁ?r%md)coaﬁantga%dﬂwe%m9'(%”*54 mol ) .

The crude gpidsldedduct'\xheRitidd p@duaywss)gmﬁmwc&ftmbeﬂbra‘dnaﬁmaghlr onat ogr aphy
usi ng Et OAc/ petrol eum et her 40- 6 0:50 to 100:0 as the eluent to afford

the title CEHPBIPAEARIY Yaing BW‘%%P{H"'@%ENW (Fer)B: 180 1945175 ashesplyent)to

155.7 (dd)affoicéfﬁhétntlé‘&ém%ouddlgs PelicwSolidn. 135.5, 10 134.8, 133.8, 132.6,
128. 4, 124.8 (dd), 124.1 (dd), 122.3, 120.9, 119.9, 116.2, 112.8, 111.7

(dd), 1905.0 (dd), 61.6, 28.7, 20.0 Exanple 29: [2-Chl oro-4-(2.4-difluoro

r) henyl am m@emyl] {5-f4- (1 hvdr oxy- | - et hyl -et hyl)- 15 f
1231tr|o-l-vll- 2 I h_I} I S [ ]])1 L ctlon

was carri ed-gyarost C 2
usi ng c0rrmwadnﬁﬁﬂlﬁﬁedﬁé;n‘ﬁmhﬂorfm(do&mﬁeﬁm\xIZ?bUt 3- yn 2-ol (0. 125 mml) The

d f h ch h i
e Pt e R T RS FargRace SOMA S st & g wrShatation SECerrarl Yot
g_l4t8| (6313(348mﬂ1}3w1ﬂp0mm (€BEhd) abd :EQIéthne-Jlg& 4. (dehmol L. Shedsruddprodutdd) |
(o & 125 8 nugity by gontistoys grégei 8 shvogitoy ephd g saOReatplUbpether *
30.5, 19. 34R5EcG0Tp0 @0 300:0lag the{8Budnt to afford the title compound as foam.

2- Cnl or o- 4k ik (OGNS 5288 0¥8 BTLDONaPENZAYS! a1 i MBS ! 1906 HisKE,
134.8, 134.0, 132.5, 127.6, 124.5 (d), 122.2, 120.8, 119.9, 116.5 (d), 115.8, 112.4,
20 61.6, 28.8, 19.9

Preparation 34:

; {(compound 434)
25 Compound 404 {5.40 g, 14.5 mmol)} was dissolved in acetone {100 mL). Concentrated

HCI (37%, 6.04 mL, 72 mmol) was added and the solution was cooled on an icebath,
NaNQ, (1.20 g, 17.4 mmol) was dissolved in H,0 (9 mL) and added to the above
solution during 20 minutes. The internal temperature was kept at 0 °C - 2 °C during
the addition. The suspension was stirred on an ice bath for 1 h, after which a solution of

30 NaN:(1.204g, 17.4 mmol}in H,0 (12 mL) was added dropwise during 5 minutes. The
mixture was stirred at 0 °C for 2 h. H,0 (50 mL) and EtOAc (100 mL) was added and
stirred and the phases were separated, The organic phase was concentrated in vacuo to
give the title compound. The crude product was used without any further purification.
The crude product was purified by continuous gradient flash chromatography using

35 EtOAc/petroieum ether (40-60) 0:100 to 50:50 as the eluent to afford the titie

compound as brown solid.



f 1,2.31triazol -4-yl)-ethanone (conpound 130) The reaction was carried out
simlarly as described in the preparation of conpound 116, using conpound
434 (0.125 rrg)g?r?b and but-3-yn-2-one (0.125 mml ). The crude 30 product was
purified by ¢¥ds gradi ent flash chromat ography usi ngPCHPEAWSIRRTFH| eum
ether (40-60) 0:100 to 50:50 as the eluegy to afford the title conpound.
13C NWVR (DVMSO-d6) 5 193.6, 191.2, 159.0 (dd), 155.8 (dd), 149.9, 147.6,
140.9, 137.3, 134.3, 134.2, 133.8, 132.5, 126.7 (dd), 125.6, 125.5, 124.0
(dd), 122.0, 35 119.8, 115.0, 112.0 (dd), 111.8, 105.1 (dd), 27.3, 19.1 WO

2006/ 0635%&%005/ 000757 65 Exanple 31:

{554- (1- ATEAERERR hyl -ethyl )-rl 2

3l triazol {12-GHidro24-02 hu tdndin hé 5-[4-(2-hydroxy-eth

L2, 4-difl - D 131) The reaction was

carried ou 1T C ' tr o or> conmpound 116, 5
usi ng Eorrﬂ‘dmrrdaetm vﬁah daﬁ‘Eedrm)t gn milady Jashedcrimhylth@ pogpabatiomydfasmpaund 1125

chr omat g 3% ‘*9%@% i 0 Py 8 T W AR R rieliPatne
title COWMSMrlfIbB(ByMURhOﬁID@I Q})adﬁniiﬂdsmchrﬂ:ﬁﬁtdgrépim usih® Et@AG/ dekroledhStber
1905 158 oct 35 b it st oy W30 g0k ol T, (1)
20. 0 Exanp ?@NBII{(CDCI3)51948 159.4 (dd), 1557(dd), 148.4, 146.3, 140.8, 138.3, 135.5,
112, 3 i aa S A A LA TR TR R 1 BV e iy )
reaction Jddeg. &)alrlrlbktﬂd)uﬂos;prfﬂﬂhrﬁly&aés aezeﬁu bed in the preparation of
conpound 116, using conpound 434 (0.50 mmol ) and propynoic acid nethyl

ester (0.50 nmol). The crude product was purified by continuous gradient
fl ash chr damplg ébhy using FEt OAc/ petrol eum et her (40- 60) 0: 100 to 50:50 as

the el uentr>1@,3 f4), L&A 5,11 VRO BRenytR ¢ 33% AMR dr§ h;ﬂ, ;L A, 161. 0,
159.5 (dd) s L ‘,m” tenyldiHo Bhenyi i o-tec AlLhethy &' 3.9,
132.815128 3 ioiazod 1-vp-2-methyvibpheng i -methgaone_{icpg puUNd 2 9, 116 1 112.9,

111.7 (dd (
113 (o @fﬁ?%‘%ﬁ”@“afﬁg‘r b, ARPETLETE 0 o popration,f g 95,

[ 1. 2. 31t r iughsl @mwaﬂﬂéwpr@%m'xmmmwﬂ vn -2-0l {0.125 mmot). The

crude product was purified by continuous gradient flash chromatography using
EtOAc/petroleum ether (40-60) 30:70 to 70:30 as the eluent to afford the title

20 compound.
13C NMR (CDCl3) 5 194.9, 159.4 (dd), 156.4, 155.8 (dd), 148.6, 140.8, 138.2, 135.5,
134.8, 133.8, 132.6, 128.2, 125.0 (dd), 124.1 (dd), 122.4, 120.9, 117.6, 116.1,
112.7, 111.7 (dd), 105.0 {dd), 68.7, 30.5, 19.9

25

[1,2,3]triazol-4-yl)-ethanone (compound 13Q)

The reaction was carried out similarly as described in the preparation of compound 116,

using compound 434 (0.125 mmol)} and but-3-yn-2-one (0.125 mmol). The crude
30 product was purified by continuous gradient flash chromatography using

EtOAc/petroleum ether (40-60) 0:100 to 50:50 as the eluent to afford the title

compound.

13C NMR (DMSO-d;) 6 193.6, 191.2, 159.0 (dd), 155.8 (dd), 149.9, 147.6, 140.9,

137.3, 134.3, 134.2, 133.8, 132.5, 126.7 (dd), 125.6, 125.5, 124.0 (dd), 122.0,
35 119.8, 115.0, 112.0 (dd), 111.8, 105.1 (dd), 27.3, 19.1



A suspension of conmpound 132 (100 ng, 0.21 nmol) in MeOH (5.0 nL) was added
HZO (0.6 nm.) and LiCOH (25 ng, 1.0 mmol) and the resulting reaction m xture
was refluxed for 1 h. EtOQAc was added to the reaction and pH adjuste to 1-2
wi t h concerWPRePBRIS30 (37% 6 drops). The organi ¢ phase MEEDE2@aOat76d and
t he aqueous | ayer was extracted wth e Et OAc. The organi c phases were
coll ected and washed with water, brine, “dried (MpgSO4), filtered and
concentrated in vacuo to give the title conmpound as white solid. 13C NWR
(DI\/lSOde)E,gia 34. 161.3, 159.0 (dd), 155.7 (dd), 149.8, 140.8, 140.7, 35
137.1, 1 1, 133 8, 132 4, 127 0, 126.7 (ddg 125.5, 124.0 (dd)
121.9, 14% methgl-gthyh)-[1;2,3)t5azal 2 |- 4pd )

PCT/ DK200, QQ&?@ZO_
L.2- Chl or o- 4~ - ydroxynet hyl -r1. 2. 31tr
i azol -1- (e reaztl%wmamwtlﬂrnﬁ@mﬂ%ﬁescg @sﬁﬁbm@rfea')at*snm«'éom@aund bkbwas
carried Oﬁglné l:Sanaur'\d’ 484 é§|Q§§rn'n1%g and 1, 'l‘f‘duPn"eﬁ{W-rp%d Qg/r?farﬁnﬁmw‘i@@ rf{'J"%!

USIng conmpoun I’O- - ecrue

pr oduct HGPFfo@&J%W%&WEﬂﬁGMsCOQF a@nt&ﬂrafiqeas ﬂa%!h‘F'HHﬁlaWamwuﬂgg ng

Et OAc/ pet mebﬂmﬁtmeoo @61@ @a_«, &é@@eﬁﬂo@ﬂfaﬁ‘@ u@éuﬂ@eorﬁbu@rm to afford the
title gEound 10 194.8, 159.4 155. %dhgﬁ 9148 5,

148. 4, 14 S“M&é‘éDﬁ'a) §3§4§: (5%44( ) 1535388“&312375 1 f2138112:413§ 124. 0

(Eild) | 1213 %3, 8%292 5, 1386, 12451345, 124113(515), 1%d14, 42006))11 71051 . { )2 g 5Fr167 20. 0
anpl e

f2- Oﬂcbro?dﬁ)(éoﬁodfjfjpuﬂr%-(hﬂeﬁ%oam no) phenyl | - {5-r4-(3-hydroxv-oropenyl) -

[1.2,31triazol -1-yl | -2-methyl - phenvl | - met hanone (conpound 135) The reaction
was carried out simlarly as described in the preparation of conpound 116,
usi ng co = (0.15 mmol ) and pent- 2- en 4 yn-1 - ol (0 30 mmol). The
crude 2 SRR { £, 426k tmbt |gn|4-ogr aphy

usi ng 20 g : 50 as the eluent to
afford t -DVSO- d6) 6 193. 7,

158. 9.5 15‘5h48rea1't’58n &lasilcéﬁnéﬂ odltllsﬁknﬂarlyl%déscnbéd erthel;ﬁépQratloﬁS}? c@mpddad 416 126.6
g-(]j-;j-) 8, 1%315369 %:%%Pgué:ggéll (t}:é‘;?)in%il)lagnd%ro%\}r?o:g’aC| etﬁyl es% er (% (}mmol) ‘F
crude product was purified by continuous gradient flash chromatography using
EtOAc/petroleum ether (40-60) 0:100 to 50:50 as the eluent to afford the title
compound.
20 C NMR (CDCI3) 8 194.4, 161.0, 159.5 (dd), 155.8 (dd), 148.6, 141.1, 140.6, 139.3,
135.5, 134.0, 133.9, 132.8, 128.1, 125.6, 124.9 (dd), 124.0 (dd), 122.6, 121.0,
116.1,112.9, 111.7 (dd), 105.0 (dd), 52.4, 20.0

Example 33:
25

[1,2 3]triazole-4-carboxylic acid {(compound 133)
A suspension of compound 132 (100 mg, 0.21 mmo!) in MeOH (5.0 mL) was added H,0

{0.6 mL) and LiOH (25 mg, 1.0 mmol) and the resulting reaction mixture was refluxed
for 1 h. EtOAc was added to the reaction and pH adjuste to 1-2 with concentrated HCl
30 (37%, 6 drops). The organic phase was separated and the aqueous layer was extracted
with more EtOAc. The organic phases were collected and washed with water, brine,
dried (MgS0Q,), fitered and concentrated /n vacuo to give the title compound as white
solid.
13C NMR (DMSO-dg) 8 193.6, 161.3, 159.0 (dd), 155.7 (dd), 149.8, 140.8, 140.7,
35 137.1, 134.3, 134.1, 133.8, 132.4, 127.0, 126.7 (dd), 125.5, 124.0 (dd), 121.9,
119.7, 114.9, 112.0 (dd), 111.8, 105.0 (dd), 15.1



Preparation 35: Tol uene-4-sulfonic acid

2-(1-{3-r2-chloro-4-(2.4-difl uoro-ohenvl am no) - benzovl | - 4-

met hvl -phegwi) 1H11.2 3)triazol-4-vll-ethyl ester (conmpound 435) A solution
of conpound¥93¥6(06E85 g, " 0.53 nmmol ) in dry pyridine (2.0 ACTPKHAESH0GEhed
30 with argon and cooled to O C. 4- Met hgk- benzenesul fonyl chloride (102 nyg,
0.53 mol ) was added and the reaction was allowed to cone to RT overni ght
under stirring. The reactionm xture was poured into a m xture of Et QAc/

wat er. The organi c phase was washed with water, brine, filtered and
concentrated in_vacuo to give the crude product. The crude product was
purifi eda%!‘ya—r%@-ﬁ#ﬁuous gr adi ent flash chromat ography usi ng 35

Et OAc/ pet [t Rwio-at (204-d(fid

title co und 20(1/0'31 (
{5- (4 (2- 1 anone comoo

3ltri &zol THe ;dalctué’n was hy&rrqdh&msirﬁﬂa(r& ahllescabdd (thé-gheparation of pcbmpound 116,

ol ) NG DRGSR s ey S ater ik 3PR Sie e 68 ol i

DMF (5 mi p:)oduasmm purifeedt Byt cddinGodgrati@enit ﬂaulmdbn’onwtgguraphir Iuemgeact ion m xture

bri ne. - or R R e, @b-ap a0 B Bhiacrana Y B AR el "The cr e

product. &mepaurgde product was purified by continuous gradient 10 flash

chr ongt ogys j r,ol ) t Sc t he

el uewto gf ongé?ﬁg) ﬁl?l%g’ ggérgo(&ﬁg QZ?‘F qgeﬂo 14%(41(19,0 éDSI%% 55013%

{5-F4- (2-4.Ap123.8y132.71128.23124.85dd),- 124—&I(¢|d)2-1@ét0m|20;1hdr1ﬁ11} 11P.8,

2-chloro z dif IO h | gRiNo) - phenyl )-met hanone (conpound 136)
A sol uti oﬁlfog g%ﬂzéhéﬂg 13’?6&?5@ 555, 3612(8 mmol) in THE (2.5 m-) was added 3
drops of water and tri phenyl phosphl ne (102 ng, 0.39 mmol and then stirred
for 18 h le 350€ reaction nmixture was poured into a mxture of EtQOAc/
wat er . Th%nicl phase was vvashed vvlth vvat er, br| ne, fil tered and
concelrlt r lono-pheny ) ' 2 Jiexy P

pur 11 €0y, Hhashoci TS AgE ARG AL a@t%&eqeo g%@d y%t to afford the
title conpound. C'3) 8 19 dd), 148. 4,
146. 8, 140h=reactign was camiey out savilagly qs:adaesgancaw eplrgsarntloqg c@gnpeiid 1154, 1

(ng)7 %gz%soing J:grqp&mdur& @.1&%&) anajp%ng-’z-éﬁ'-l Jn-ﬁdcq)((}ﬁﬁ%rrgl)( @Hé cn.ﬂ:ﬂa- 6,

&oher 1-hydroR D2 #rpizei-the
209%900757 67 Preparatlon 36:

product was purified by continuous gradient flash chromatography using

20 EtOAc/petroleum ether (40-60) 30:70 to 50:50 as the eluent to afford the title
compound as yellow solid.
13C NMR (DMSO-dg) 5 193.7, 158.9, 155.8, 149.8, 145.9, 140.8, 136.3, 134.3, 134.0,
133.2, 132.4, 126.6 (dd), 125.6, 124.0 (dd), 121.3, 119.3, 119.0, 116.8, 114.9, 112.0
(dd), 111.8, 105.0 (dd), 60.9, 19.1

25

Preparation 35:

methyl-phenyl}-1H-[1,2,3]triazol-4-yl)-ethyl ester (compound 435)
A solution of compound 128 (250 mg, 0.53 mmol) in dry pyridine (2.0 mL) was flushed

30  with argon and cooled to 0 °C. 4-Methyl-benzenesuifonyl chloride (102 mg, 0.53 mmol)
was added and the reaction was allowed to come to RT overnight under stirring.
The reactionmixture was poured into a mixture of EtOAc/ water. The organic phase was
washed with water, brine, filtered and concentrated in vacuo to give the crude product.
The crude product was purified by continuous gradient flash chromategraphy using

35 EtOAc/petroleum ether (40-60) 25:75 to 50:50 as the eluent to afford the title
compound.



25 Exanple 37: (1-{3-(2-Chloro-4-(2.4-difluoro

ohenvl am no) - benzoyl | - 4- et hyl - phenyl }- 1H 11. 2. 3)triazol -4-vl nethvl)-urea
(conpound ]‘%é) The reaction was carried out simlarly as described in the
preparatio 200933 3nd 116, 30 using compound 434 (0. 15 R&APK2¢5400757
prop-2-ynyl -urea (0.30 nmol ). The crudegzproduct was purified by flash
chromat ography using Et OAc as the eluent to afford a solid. Trituration in
MeOH gave the title conpound as white solid. 13C NVR (DVSO d6) 8 193. 7,
158.9 (dd), 158.3, 155.8 (dd), 149.7, 147.2, 140.7, 136.3, 134.3, 134.2,
134.0, 132.4, 126.6 (dd) 125.6, 124.0 (dd), 121.4, 120.7, 35 119.2, 114.9,

112.0 (ddg’ﬁ%@lt'#’@i}o 0 (dd), 34.7, 19.1 WO 2006/ 063585 PCT/ DK2005/ 000757
68 Exanpks-[a§2- Aﬂd@btmgfﬁ (RAtriazol- _ 2,4-difluoro-

4- dlfluorohDhgnﬁ no?_I phen I1-{2- thyI 5-r14-(2-norpholin-4-vl-

et hhyl)-r Y met hanone (conpound 138) Conpound 435

(150 My, A.mkturERf omisdGhB486Q16Tmd) 0387 mvdl), M(aernmconoenrﬁel)?andS m -)

I d dded dt
T 2 ke iptloe b g0 G5 F € I % KRBT,
added HCI ‘ﬁ(\derrﬂrgmﬁl THY) reattish @0reewhs ﬂﬁ\ht@d mm: smnmwo&t@mdt/\gaemvhte The
organi ¢ phases was concentr agte S ie ont i nuous
gr g.dl ent pf’Tgfgf'F %\%SSrﬁsoﬁ?si'ﬁﬁf ﬂ%gﬂ@e l\#é (%@%% baf%%&r 3183'5:6" ethB el uent
to aff o(rj gvam tioi gliretmdfrpd gigdz)cﬂ&t Whet&uﬂ@ﬂm;iut?wéﬁ@um bﬁaﬁita)uzﬂg b%]_hé?tg
159. 4 , . 35
132. 6 612@!‘*"5{‘ alrﬁﬂ'a 9(%6‘5“’ usiag E&f}ﬁa?fm' % %‘T‘eig‘g?'é‘,’) @3’9&? 51”%502 sthe 1. g,
111. 7 (OdpluedOfo Sfgrdcthe tibe.cBmpornd as¥8li&y o23. 0, 20.0 Exanple 39: 15
12, Chl or0-4- (2. 4-di f| uor o- phenyl am no) - phenyl ] - (2-met hyl -5-{4-f 2-(4-nmethyl -

Q perazin-1-yl)-ethyl)-r1.2 3ltriazol-1-vl}-phenyl)-nmethanone (conpound 139)
The react Examplesiécarried out simlarly as described in the preparation of

ﬁg;rpo%g 1384 ughﬁ:& 8&@% “f' 3t z&%-@@- r J,ltP\¥I[a]]§- %n&iﬁﬁ-ﬁ%%@o‘?% ]E(‘irgﬁ-éfﬂﬁgr (0.5

chr ontk$ ogpheiny a 13685 as the eluent to afford the

Y EthER
1381, 13 %mfgiofé%f% @%%&3’% %@P&Bﬁ 135 Ly 938 gdged U o2 ©
120. 9, 11%akgr antigriphenyiph@&phinkl(192 (nigl)Q-330mme! arfdithen wirred fob38 G, at5ax.. The45. 8,
23. 4, 20. peaction mixture was poured into a mixture of EtOAc/ water. The organic phase was

L-.

washed with water, brine, filtered and concentrated in vacuo to give the crude product.
20 The crude product was purified by flash chromatography using MeOH as the eluent to
afford the title compound.
13C NMR (CDCl3) 6 194.8, 159.4 (dd), 155.8 (dd), 148.4, 146.8, 140.8, 138.1, 135,5,
134.9, 133.8, 132.6, 128.4, 124.8 (dd), 124.1 (dd), 122.3, 120.8, 119.6, 116.2,
112.8, 111.7 (dd), 105.0 (dd), 41.6, 29.7, 20.0
25

Example 37:

[1,2,3]triazol-4-yImethyl)-urea (compound 137)

The reaction was carried out similarly as described in the preparation of compound 116,

30 using compound 434 (0.15 mmol) and prop-2-ynyl-urea {0.30 mmol). The crude
product was purified by flash chromatography using EtOAc as the eluent to afford a
solid, Trituration in MeOH gave the title compound as white solid.
13C NMR (DMSO-d¢) 6 193.7, 158.9 (dd), 158.3, 155.8 (dd), 149.7, 147.2, 140.7,
136.3, 134.3, 134.2, 134.0, 132.4, 126.6 (dd), 125.6, 124.0 (dd), 121.4, 120.7,

35 119.2, 114.9, 112.0 {(dd), 111.8, 105.0 {dd), 34.7, 19.1



25 Exanpl e 40:

L2- Chl oro-4-(2, 4-di fl uoro- Dhenyl am no) - phenyl | - {5- F4- (2- di et hyl am no- et hyl ) -
rl.2.3)trigzol-l-vll-2-methyl-phenyl}-nmethanone (conpound 140) The reaction
was carried"8aPlodex85ar1y as described in the preparati on RFT/RSHOE000I57 38,
usi ng conpound 435 (0.24 mmol) and di etgglamne (0.5 nmL). The crude product
was 30 purified by continuous gradient flash chromatography usi ng MeOH DCM
0:100 to 15:85 as the eluent to afford the title conpound as yell ow f oam
13C NVR (Eloh @); 194 9, 159.4 (dd), 155.8 (dd) 148.5, 147.0, 140.8, 138.0,
135.4, 134 38, 2r51a§1 29 2 ) ,

35 Exanpl ethdi:[ 113 PG z | | .
o S L s o St ARG,
The r eSagt mbhwaa placadrin adia 8 mtz)erMErdo)/S aw.) dmca"ddeddmdrthe hesmmm;:)aeraatudnmn of
The’ or udeMit M5 BAEQIPRN Y ot m R PR R PR SRt B iy

usi ng Nec}ﬁm\dn@ﬂﬁﬁtadotwsbwﬂs&mw@ane) t]’enetorgmaafphasat waecdricehizatedrgmound as

154.7." 159Rp def gpOefiinkifs Zonindils drpgihiCosi chimpsostitly’siig Bspyogtl "y

116 1, 110:180 th1D:80 pslthe elLBAL B affaid the BOe GomPound ag@hite fadm3, 19.9 10

I 42
2 ChI ooreo 4(:(!\&\151(%093 (ﬁjrlg‘-‘-sbﬁ %ﬁ‘ dd?ﬁ 5) [S%%)h 1I4fs d214r?e7t h14I0-5 ]f3z? ](21 pr'%’pyl am n
o- ethyl)134.9, 2338t ﬁB&ﬁollZ&‘lylllZﬂ@H@dyl J}M?E(ﬁ@hdﬁé I d@ﬁrﬂ)drid 8.426.Zhe

reaction o [ t ot he preparation of
conpound %?’ fﬁ%bg l&“@on@dd Eh&? ﬁ‘)ignd propylamne (0.5 ni).
The crude product was purified by contl nuous gradi ent flash chromat ography
usi ng MGl gl00 to 15:85 as the eluent to afford the title conpound as
yeIIowfoa I\/R(CDCI3) 5 194. 8, 1594(dd) 1558 (dd) 1485 146. 3,
140. 85 1 Wwrd phedamincd 114 R[2-dd met 1 (dd),
122.3, 12 §,, 1, 48.3,
25.2, 22.

The reaction was carried out snmlla?rly as descrlbed in the preparation of compound 138,
using compound 435 {0.24 mmoi) and 1-methyl-piperazine (0.5 mL). The crude
product was purified by continuous gradient flash chromatography using MeOH/DCM
20 0:100 to 15:85 as the eluent to afford the title compound as yellow foam.

13C NMR (CDCl3) 5 194.8, 148.4, 146.9, 140.8, 138.1, 135.5, 134.9, 133.8, 132.6,
128.4, 124.8 (dd), 124.1 (dd), 122.3, 120.9, 119.5, 116.2, 112.8, 111.7 (dd), 105.0
(dd), 57.5, 55.0, 52.7, 45.8, 23.4, 20.0

25 Example 40:

[1,2,3]triazol-1-yl]1-2-methyl-phenyl}-methanone (compound 140)

The reaction was carried out similarly as described in the preparation of compound 138,

using compound 435 (0.24 mmol) and diethylamine (0.5 mL). The crude product was
30 purified by continuous gradient flash chromatography using MeOH/DCM 0:100 to 15:85
as the eluent to afford the title compound as yellow foam.
13C NMR (CDCl3) 5 194.9, 159.4 (dd), 155.8 (dd), 148.5, 147.0, 140.8, 138.0, 135.4,
134.9, 133.8, 132.5, 128.3, 124.9 (dd), 124.1 (dd), 122.3, 120.8, 119.6, 116.2,
112.8, 111.7 (dd), 105.0 (dd), 52.2, 46.9, 23.4, 20.0, 11.5
35
Example 41:



f 2- Chl or 0- 4- (4-fl uoro-2-net hyl - phenvl am no) - phenyl ] -(2-nmethyl - 5-nitro-
phenyl |- nethanone (conpound 437) 25 The reaction was carried out simlarly
as described in the preparation of conmpound 414, using conpound 402 (0.56
mol ) and AYPRIY3B3 net hyl - phenyl anine (0.56 mol ).  The RGUBK2095881I81 was
purified by continuous gradient flash clyggomat ography using EtOAcf petrol eum
et her (40-60) 0:100 to 25:75 as the eluent to afford the title conpound as
yel |l ow foam 30 Preparation 38:

(5- Ani no- p2-maidiy4- @@Mom{:&h@htl@hﬂn&r - pHeThA1HG- ‘P4~32{[g tpdroahemladihgp) - phenyl
| - nethanone o -ound 438 e re c | on was carrle out |n1larly as

descri bedSt IR ETIV ¥ HHEEME h g und 437 (0. 41
mol ). Thghe uud:eio@mdltatnewsuttﬁmdam rabaaécrmau ith uﬁé h@baramwhldﬂceaipband 190

2006/ 063585 PCT/ DK20 aration 3 met hyl - Dhen
R Aot T e e e e b
439) % Theas paftiedBy m:mﬁfusige@hnem flﬁhmrir@mhwga@ptﬂ&msg RedH/DCMITR 100 to

prepar at i nmp (0 29 mmol ). The crude
pr oduct vvgg q?’s%‘"tiﬁ’\ﬁn ‘I'Fdl.'itt°§%§7r“‘f ﬁﬂ%@? nB msa\f% W foBTu i e 43: 10
12 Chl or 03¢ MR f(EDar;Ps 2948, k-6 esyi amm@)r:wmnyjd 4 D34 #; {23.bvdzme)t - - et hyl

- [1,2.3 I.a - |.-phen fI (

oL 2 A8l A A S TR, w%"% Hedddhabi
conpound {df, 60MSi50F, AP RHE, 189 (0. 29 nnnl) and but-3-yn-1-ol (0.40 mol).
The cyude product was purified by continuous gradient flash chromatography
usmg{ OH/DCM 0: 100 to 15 5:95 as the eluent to afford the title conpound.
13C NWR (MS 193.5, 159.5 (d), 151.2, 145.7, 141.1, 136.3 (d), 135.9,
134.6, 134. ‘ 127 1(d .08, .118.8,

117. 4 (d) : - ethy L ROBaIRING

40: ethyl)- [ 1, 2 31tnazol 1-yl]- imenvl}_methanone (compound 142)

r2- Chloro4% t hoxv-phe 0 th nitro- hen t han
one (c on’z)-‘a CHEB)WE'S ca rleJI Xut snmr| r)ly as %eé/cnbeé Eme pl%paratlon of co pouXd )13E”3
15  using compound 435 (0.24 mmol) and propylamine (0.5 mL). The crude product was

purified by continuous gradient flash chromatography using MeOH/DCM 0:100 to 15:85
as the eluent to afford the title compound as yellow foam.
13C NMR (CDCI;) 6 194.8, 159.4 (dd), 155.8 (dd), 148.5, 146.3, 140.8, 138.2, 135.4,
134.8, 133.8, 132.6, 128.3, 124.8 (dd}, 124.1 (dd), 122.3, 120.8, 119.8, 116.2,

20 112.8,111.7 (dd), 105.0 (dd), 51.1, 48.3, 25.2, 22.2, 20.0, 11.6

Preparation 37.
[2-Chiloro-4-(4-fluoro-2-methyl-phenylamino)}-phenylli-(2-methyl-5-nitro-phenyl}-
methanone {compound 437)

25 The reaction was carried out similarly as described in the preparation of compound 414,
using compound 402 (0.56 mmol) and 4-fluoro-2-methyl-phenylamine (0.56 mmol).
The crude product was purified by continuous gradient flash chromatography using
EtOAc/ petroleum ether (40-60} 0:100 to 25:75 as the eluent to afford the title
compound as yellow foam.

30
Preparation 38:

{5-Amino-2-methvil-phenyl)-[2-chloro-4-{4-fluorg-2-methyl-phenylamino)}-phenyl]-

methanone {compound 438)

The reaction was carried out similarly as described in the preparation of compound 415,
35 using compound 437 (0.41 mmol). The crude product was used without any further

purification.



The reaction was carried out simlarly as described in the preparation of
conpound 414, wusing conpound 402 (0.56 nmmol) and 2- net hoxy- phenyl am ne
(0.56 Mol ). The 25 crude product was purified by continuous gradient flash
chr onat ogr AYMPV0GLPIES Et OAc/ petrol eum et her (40-60) 0: 108CTPKBOHYOEI t he
eluent to afford the title conpound as gell ow foam Preparation 41: 30

(5- Ami no- 2- net hyl

- Dhenvl) - (2-chl or 0- 4- ( 2- met hoxv- Dhenvl am no) =phenyl | - met hanone (conpound
441) The reaction was carried out simlarly as described in the preparation
of corrpoquI i ng conmpound 440 (0.28 mml ). The crude product was used
W t hout arry‘qgu?i!%ﬁ‘ purification. 35 Preparation 42: WO 2006/ 063585

PCT/ DK200 Z-m | - éhioret 4r¢#-flRlbent methyl-phenylamino)-phenyl]-

-(2-chl or%i % Eira(t hgxg-’@g#I am no) - phenyl 1-nethanone (conpound 442) The
reaction 1 arly as described in the preparation of
conpound Fhé readtionwpscanmexliodt sidhiiaryal desanibkd in Becprepaditiopraf dusipowad 4 L&,ed

1 0, SOhog SR R s AR S e o e

2. 31t ri azpbrifidatipinl - 2- met hyl - phenyl ?- met hanone (conpound 144) 10 The reaction
was carried out simlarly as described in the preparation of conpound 116,
usi ng conpound 442 (0.27 mmol) and but-3-yn-I-ol (0.30 mmol). The crude

pr oduct Eﬂg_p.lﬂiij ed by continuous gradl ent fl ash chromat ography usi ng

Et OAc{ pet s QlreiiRl. (40- { 0 0 af ford the
titl e conpour

e 2 % A35. 123.4. 121.0,
%2?:hl60rélih§4 %t%r;églwoas;c% ?ﬂ ‘]}tjs:}wg?\\)fs gsma%% %e énng gp%galja%oﬂc{? §R‘ﬁ{5lt?¢do?p enyl)

- 20 net haﬁlooerovmrrp@&aa (Ma)mrma ar@la!mtrbmnvoagl a4 @ nmudolputhesenuide aradpchs
descri bevaEQ LphFﬁﬁeHrb tﬁ]dcfm gﬁéd,sm% éfﬂaétgg rﬁ]%'y)rlgsuﬁi;oﬁ@@l#?gcﬁ%z.lé@to%

mol ) and or o- I'am ne
15  5:95 as the eluent to afford the tutle compound
3C NMR (DMSO0-dg) 8 193.5, 159.5 (d), 151.2, 145.7, 141.1, 136.3 (d), 135.9, 134.6,

134.4, 134.2 (d), 132.3, 127.1 (d), 124.3, 121.0, 120.6, 118.8, 117.4 (d), 114.2,

113.5 (d), 111.1, 60.1, 29.1, 19.0, 17.6

20 Preparation 40:

(compound 440)

The reaction was carried out similarly as described in the preparation of compound 414,

using compound 402 (0.56 mmol) and 2-methoxy-phenylamine (0.56 mmol). The
25 crude product was purified by continuous gradient flash chromatography using EtOAc/
petroleum ether (40-60) 0:100 to 25:75 as the eluent to afford the title compound as

yellow foam.

Preparation 41:

30
{compound 441)
The reaction was carried out similarly as described in the preparation of cornpound 415,
using compound 440 (0.28 mmaol). The crude product was used without any further
purification,

35

Preparation 42:



The crude product was purified by continuous gradient flash chromatography
using EtQAc/ petrol eumether (40-60) 0:100 to 25:75 as the eluent to afford
the title 25 conpound as yell ow foam Preparation 44:

(5- Ani no- 2- WX 24BNy | ) - (2- chl or o- 4- (4- chl or o- 2- net hyl - oPEHPKAMSHEY7SBhenv |
| - met hanone (conpound 444) 30 The reac? 10N was carried out simlarly as
described in the preparation of conpound 415, using conpound 443 (0. 24
mol ). The crude product was used without any further purification.

Prepar at | pgL o Aetyl:
(5- Azi do- 2-ret al- pheny -Cchlor o- - chlioro-2Z2-nmet hyl'-phenylam no) - phenyl |
- et hanoﬁ@'@&&ﬂﬁcﬁﬂﬁd 445) WO 2006/ 063585 PCT/ DK20051000757 72 The reaction
was carri gfle %Ect.sh maisacralrafe@ausieménpsg dbékribed Mﬁ@@#@%mmn%‘f cﬁﬁi&QHB‘%élG |
usi ng conpound 444 (0 ). The crude product was used w thout any

furt her glpgfcpg@pp% 445 (Q,ggn@rrpmghe crude product was used without any further
12-Chlmro f},-,ﬁégﬂgh! or o- 2- met hyl - ohenyl am no) - phenyl

|'1-{5-f4- FZ-hydroxy-ethyI) -

f1.2.31triazol -1-yl | 1-2- net hyl - phenyl | - met hanone (conpound 145) The reaction
was carri g qa,ggtezﬁq mlarly as described in the preparation of conpound 116,

usi ng conpound > (0.03 mml) and but 3 yn | -ol (0.06 muol ). The crude
pr Oduct Af o A0 7DRe{ g nanit-¥4- Yo, e g g |ng
Et OAc/ petltg].quma@mgﬁeﬁﬁg -rhéthapéhe/ o I;@oihﬂ@ 1448s the eluent to afford t he

tltle compound. 13C NWR CDCI 3@8 194.7, 149.5, 146.2, 141.1, 138.2, 136 4,
135. 710 134he ’eafﬁ'&" yaseaprigd oytsjmilarly egéew-bfgw he E?Paéat'%ﬁ CB"'PPEQdil

120. 7, 1205& c&ﬂr@oﬁnd 432 (4, 276r3arrﬁ>l) s But-39n%1-ol (6. 90 rﬂﬁaof)’r ﬁﬁh’ih@'ﬂé PRodtfet

f2 ChI or o- éehoxv- henyl am no Eﬁxl | (2-meth

phenvl 1) PP?F éEHHﬁ oy ceghi @radight Gheemataghe s”%’é‘i FF%F/ FELOEUR | arly as
descri bedetHer{(#8-60) @pR0@td 20: 80f asCBETRIEM td Afford thel e eipsunad3¢MK 0. 56

mmol ) and , 4- et hoxy-phenyl.am ne (0, 5 1)..T 20repro ct S
purified lggmg‘éh‘?‘sﬁﬁdggs&gﬁfd?' ﬂﬁo'é'l b%ﬁsfmjolm}%ggab%ﬂu ‘ﬁ& E?%léc/lﬁ\%et rol eum
et her1%404160)2, 12530 109.632:28%, a1t d)e1 20l 6)ene8. 8,01 ¥5.1 o1 1R.2he11.7} b@.1c6FROUNd as
yel | ow foag‘nl F_{rgeooar ation 47:

Preparation 43:

20 methanone (compound 443)

The reaction was carried out similarly as described in the preparation of compound 414,
using compound 402 (0.56 mmo!) and 4-chloro-2-methyl-phenylamine (0.56 mmol).
The crude product was purified by continuous gradient flash chromatography using
EtOAc/ petroleum ether (40-60) 0:100 to 25:75 as the eluent to afford the titlte

25 compound as yellow foam.

Preparation 44:

methanone (compound 444)

30 The reaction was carried out similarly as described in the preparation of compound 415,
using compound 443 {0.24 mmoi}. The crude prodﬁct was used without any further

purification.

Preparation 45;

35  (5-Azido-2-methyl-phenyl}-[2-chloro-4-(4-chloro-2-methyl-phenylamino)-phenyl]-
methanone (compound 445)




25 (5- Am no- 2- net hyl - phenyl)

-f2-chl oro- 4- (4- met hoxyphenyl am no) - phenyl | - met hanone (conpound 447) The

reaction was carried out simlarly as described in the preparation of

conpound 40 200806385 conpound 446 (0.31 nmol ). The crude BTN THsed

Wi thout any further purification. 30 Preparation 48:

(5- Azi do- 2- net hyl - phenyl ) _f2-chl or o- 4- (4- nmet hoxy- phenyl am no) _phenyl | - net han

one (conpound 448) The reaction was carried out simlarly as described in

t he preparhé reaetion waetaaisdoutldmilarBbadi8édtaibed IMPEHEsHeSdration o Bompblind 41be

E,rC#?%ngﬁgéﬁé\%%ogpfgg4&é%ﬂtgmﬁgyT el:J rc;urf}l%rprog ucrtlvc:a:sct?steh C\mtho\l/.l\%)arzle u6r/t|'(l)e6r3585

2- Chl or o- gufifficati®hhoxy- phenyl am no) - ohenyl | -f 5-(4-(2-hydroxy-ethyl)-f

1.2.31triazol - 1-yl)-2-nethyl-phenyll|-nmethanone (conpound 14661 5 The

reaction was carried out simlarly as described in the preparation of

conpousd Eddimpleutsi:ng conpound 448 (0 03 mmol ) and but - 3- yn | -oi (0.06 mol).
fi b d

The crude .| Ry mat ogr aphy
usi ng Et CAcT=pE et to afford

141. 4,

10,1 ﬁ?h%reaﬁé‘*%ﬂ ﬁa”%’ %%ﬁa@}é”%d@szg%%d i‘*ﬁéﬂegpfeéégt@?g*ﬁ%m%oumlé
f 2- Chl or ouging 2oshpdirid 465 ¢0§BenyoBrEnddiutFremyil-bl- (0506 mm@} Sirteydrade prodechy| ) -

12,81 g Blahed bl e8I AN TRIRNA0R LTI IOAL ﬁ; byt

reaction was OIS H ot
conmpound e@er (4%Dh90&ﬂmm0¢35hq elugnt tmaffgrdahe t@bmpmne REdMR Kl ori de

(0.55 rrg) d u i~e t adient,. fd-as
chr omat og a ‘F@ bﬁg%? k/gé% %2"‘%&18 ’ibﬁ z 335%‘ gggtjﬁglégﬁé%qaftjoﬁgf? oﬂrﬂ'?’he
title conﬂ;@@;ﬁdlZ'»iSClKWR 12ba®, 325, 189. 78,1201159.15 §,ddy;4, ¥355,82§.6d}9.9148.%,
144.7, 140.8, 138.3, 135.4, 134.6, 133.9, 132.6, 20 128.2, 124.9 (dd), 124.1
(dd), 122.2, 120.8, 120.4, 116.1, 112.7, 111.7 (dd), 105.0 (dd), 46.5,

42. 8,193, brepamtion 462 1 Prepar ation 49: (4-Brono-2-nethyl -phenyl)-(2-nethyl
- 5-Nni t10- (NeRWrY-4- AR HRANIR R GHIMIHEA pA&RA 1-(2-methyi-5-nitro-phenyl)-methanone

{compound 446)

The reaction was carried out similarly as described in the preparation of compound 414,
using compound 402 (0.56 mmol) and 4-methoxy-phenylamine (0.56 mmol). The

20 crude product was purified by continuous gradient flash chromatography using EtOAc/
petroleum ether {(40-60) 0:100 to 35:65 as the eluent to afford the title compound as

yellow foam.

Preparation 47:

25
(compound 447)
The reaction was carried out similarly as described in the preparation of compound 415,
using compound 446 {0.31 mmol). The crude product was used without any further
purification.

30

Preparation 48:

(compound 448)

The reaction was carried out similarly as described in the preparation of compound 416,

35 using compound 447 (0.08 mmol). The crude product was used without any further

purification.



25 The reaction was run under an argon atnosphere using dry gl assware.

4- Brono- 2- net hyl iodo benzene (2.40 ni, 16.8 mml) was dissolved in dry THE
(15 nl) and cooled to -60 C. |sopropyl magnesi um chloride 2 M.in Iq

m., 16.8 wolope/e@s8Sadded under stirring during 30 m nut e&¢T Hé‘m@g%q?on
mxture was allowed to warmup to -40 C&and the mixture was stirred at -40C
for 4 h. Conpound 401 30 (4.62 g, 16.8 mmol) was added and the m xture was
stirred at -40 Cfor 3 h after which it was allowed to warmto room
tenperature and stirred for 17 h. A saturated aqueous solution of NH4C
(100 M -) pasnpsldgd and the m xture was stirred for 1 h. The phases were
separated an e aueous phase was extract ed wth Et OAC (2 X 100 rrL) The
conbi ned d#ge gthex ¢IBE e (442

35 concenty. tegi,ﬂergh » Tﬁ.@t@n ﬁ ,95 » pur| f| edby flash e
chromatograp usi ng trol eum et her 0-60) 1:6, 1:4, 1:2 as the
el uent 5t o avef @Pﬁthwas Farried &Hgﬁwlﬂaw asdesaribesdindhaFseRtaatiorbeusP O BYsHES,

PCT/ DK2003iiPdoripoutd 44y @RS alrh@N aR® but-3 Yn -1-0l (0 06 mmol). The crude product
(5- Am no- 2- net hy I- phen 4- br oo net h phenyl ) - net hanone (conmoound 450)

| )
Coroung 4435 puriisd ) Contibusis,Bradiath Soah CHarARaS AN EERS (IORHLpetrSIPD. dust
(3.62 g, drheb(4b-60P50:781d 10046 hs ﬂi'e &ifet tolaffofd 'm@hﬂe\éeﬂh oaﬁlaie'éc NMre

reaction mxture was_heated at _reflux tenperatur xture vvas

filtered tiRSdR 1¥chl 1173 amP Snktheédi - f‘hl%é}-l”ﬁ'ﬁel?‘f' ot Féﬂ@ \Aég 5

concenprategb 9N 2.5 £2.9ei20.8he2@.1 Hdes Dl edsI@l 198B, 6B, isbiEhdy, pPIt i nuous
gr adi ent f1ash chromat ography usi ng Et QAc/ petrol eum et her (40 60) 0:100 to

30: 70 as the eluept to afford the title conmpound as yell ow syrup. 10
Preparatlo@]@@p—gg—AZMO 2-net hyl -phenyl) - (4-brono- 2- net hyl

phenyl ) - meRhemens4{(e mmacb- larﬁlih BAly! -4129ét lanfingd &t ) was
di ssol ved | 61 nL, 31 nmol) was

added and ‘&H N2 (520 ng, 7.54
mmol ) 16as 'U'ieS&@tMﬁﬂwafchZ@d(oﬂit EInMa)lymCHe%dﬂl@éﬂ trahbfpee;&bwm of@dripsund B8, ng

20 t Th t t k th

Sadi 1 on. s Corupre Bis (LR R0 B STusi MedMiopotTorite (65 Mt The Shiec,

\é\hl ch a Sm-bq:ltutt(l%sqiur_lmt y(cﬁﬂ:ﬁnnms_ Sradi2nbfiash cl?n&rﬂd?g@réﬂﬁy Uhthkd@d:@’deo (50
ropw se Il n es,. e X e .\Was S 3

oS ana” e A0 s 15 areS ettt G allord Hissed§ Romening ¢k el Sashes,

separ at ed. 158h¢ (6d)gasEE @) se4818514mZhedD. s\l BB.3D11BRE, aBd.6cassemtizateed in

vacuo ho of ye they b bhe 159 PRH %7881 56 49828%09YEY Y85 7, 111.7 (ad), 105.0

(dd), 46.5, 42.8, 23.2, 19.9, 12.1

Preparation 49:

(4-Bromo-2-methyl-phenyl)-{2-methyl-5-nitro-phenyl)-methanone {compound 449)

25  The reaction was run under an argon atmosphere using dry glassware.
4-Bromo-2-methyliodobenzene (2.40 mL, 16.8 mmol) was dissolved in dry THF (15
mL.}) and cooled to -60 °C. Isopropylmagnesium chloride (2 M in THF, 8.4 mL, 16.8
mmol) was added under stirring during 30 minutes. The reaction mixture was allowed
to warm up to -40 °C and the mixture was stirred at -40°C for 4 h. Compound 401

30 (4.62 g, 16.8 mmol) was added and the mixture was stirred at -40 °C for 3 h after
which it was allowed to warm to roam temperature and stirred for 17 h. A saturated
aqueous solution of NH,C! (100 mL) was added and the mixture was stirred for 1 h. The
phases were separated and the aqueous phase was extracted with EtOAc (2 x 100 mL).
The combined organic phases were washed with brine, dried (MgSQ,), filtered and

35 concentrated in vacuo. The crude product was purified by flash chromatography using
CH,Cly/petroleum ether (40-60) 1:6, 1:4, 1:2 as the eluent to afford the title compound

as yellow compound.



used without any further purification. Preparation 52: 25

(4- Brono- 2- net hyl - phenyl ) -{5-f4-(2-hvdroxy-ethyl)-f1l.2,31triazol-1-yll-2-net
hyl - phenvl | - net hanone (conpound 452) To a sol ution of conpound 451 (170 ny,
0.51 nmol ) WA2eR6W6#8F (2 nl) was added but- 3-yn-1-ol (39 ACT/IKB0S000H7) . A
freshly prepared sol ution of copper(11) ,gul phate pentahydrate (5.0 ng,

0. 020 mmol ) and sodi um ascorbate (20 ng, 0.10 nmmol) in 30 water (0.5 nL) was
added to the reaction mxture. The flask was closed and stirred for 24 h at
RT under argon. The reaction mxture was poured into a m xture of

Et OAc/watsr. The g{gani c phase was washed with water, brine and then dried
(MgSH™4) , nd concentrated in vacuo to g| ve the crude product The
crude pr off p

usi ng Et 60) 40: 6 as t
a7t ord t hEomPBY 36%3{?&5 325%@9&?&&50“&3%%%@‘3 FER Ny
[PCTé DIGZOOS? l@Qﬁ?rﬁ:T’) arZBNIl-L;CI (1.48 g, 27.7 mrlnol)r\]rvere lai:!dt_zd The reactlrc]an mixture wa;]s '
4-(2. 4 u - phe ani no) - 2- net - n - (B 2- hvdr oxv- et -
T e o TR rRErAISe for iy The RO oes Ridira birmHoR S IE B unt 452
(78 ng, Owhehedwith Medi . dihe Filratedvasicahicgnttatéd dinosilica g(el. THe) crude prdiugt wascr ew
cap vessel 4-Di fl uoroanilijn 2 0.19 r nd ar on was 5
bl own ovePu't'I&léed ?Hﬁqrﬁwgoutg?é&&(f%gg ch&mﬁpg@p IIH%TV\B%PM;D%%& ?f08 nmol )
and Pd( Ox0-80) 2: 100, toBODS astind luent ® ﬁdﬂddhandeaogmmmﬁaslyletlwnswmbough t he
m xtu and the screw cap vessel was closed. The m xture was stirred at 90

Cfor 18 h. The reaction mxture was filtered through Decalite and the
filtrate Rreparationddir at ed in vacuo on silica gel. The crude product was

purified pyasoBtd- %Fé*ﬁ%né‘i# &Qg%fn%l:)_

pet rol eum et her e title
conpound &8MppPY 4%“-@\;\/9‘:&&% mfGQD WRd(@E‘JEﬁQ)" BCEIQWE 45 mi 3. Concgatratedss, 4
(dd), 147, ;3]74/3\ 5‘_361]14@ # mW) %as %aaedland mo’ﬁun&%agcoolé?og’an%aaw 124.7

(dd). 124.0 121, dd) 12, 104.8
(dd) , 1%1. BaNog(520 mg, 7, 541rgnpl)1\5agg§ﬁ?jygd mgHZO (4 5 mL) and a ded to the above

ra_(3- Chl ggi@ridh EbNﬁq QoPﬁ\ﬁﬁlﬁékaméﬁm)cer%aﬂﬁh’ﬁbé'ram@%&keﬁﬁatfdlﬂtz-?vdegﬁﬁ ethvl) -

11. 2. 31tri azoI 2- met hyl - phenyl } - met'hanone oun % The react i on
was carri E&f Qﬂft‘t'@ HihPéPPBF"&sO"d@%%?‘i"b%‘)'i‘ ﬁ"t"f‘?eb?fhefﬁra f"l'%‘l‘lteéifa Yrigfieha 148,

solution of NaN; (618 mg, 9.42 mmol) in H,0 (13 mL) was added dropwise during 30
minutes. The mixture was stirred at 0 °C for 2 h. H;0 {50 mL) and EtQAc (2x75 mL)

20 was added and stirred and the phases were separated. The organic phase was washed
with brine and concentrated in vacuo to give the title compound. The crude product was

used withou.t any further purification.

Preparation 52:

25

phenyl}-methanone {compound 452)

To a solution of compound 451 (170 mg, 0.51 mmol) in ethanot (2 mL) was added but-

3-yn-1-ol (39 uL, 0.51 mmol). A freshly prepared solution of copper(II) sulphate
pentahydrate (5.0 mg, 0.020 mmol) and sodium ascorbate (20 mg, 0.10 mmol) in

30 water (0.5 mlL) was added to the reaction mixture. The flask was closed and stirred for
24 h at RT under argon. The reaction mixture was poured into a mixture of
EtOAc/water. The organic phase was washed with water, brine and then dried (MgSQ,),
filtered and concentrated irt vacuo to give the crude product. The crude product was
purified by continuous gradient flash chromatography using EtOAc/ petroleum ether

35 (40-60) 40:60 to 95:5 as the eluent to afford the title compound as white syrup.

Example 48:



20 usi ng conpound 452 (0,13 mol) and 3-chl oro-4-fl uoro-phenyl am ne (0.13
nmol ). The crude product was purified by continuous gradient flash

chromat ography using MeOH DCM petrol eum et her (40-60) 0:50:50, 0:100:0 and
5:95:0 as WR2M6#6HBSto afford the title conpound as yel PERIGPF000ITC NVR
(DMSO-d5) S 196.4, 152.6 (d), 147.6, 145.8, 142.3, 142.3, 138.6 (d), 135.3
(d), 134.4, 132.2, 126.9, 121.1, 120.7, 25 120.5, 120.0 (d), 119.9 (d),
118.4, 117.7, 117.5 (d), 111 3, 60.2, 29.2, 22.0, 18.9 Exanple 50:

-4-

usi ng conpound

452 (0. 13cd5m9bandar4@za(oalm@,eo (19 rﬂﬁoﬁws)a.smd%w%ﬁ-amgﬁ (Y@SL) iRWd fed by
conti nuous gradient flash chromato r%g usin etrol eum et her
(40-60) 0So5ewsap vEssEh(2.6-Cildonyaniting (24 v -h‘élglrﬁ’é‘ﬁﬂ Mo ?ﬂdﬁéra&dtaﬁ@mi Wefe

conpownd bl@ﬁm)ﬁﬁh* QW Rltlurk, C%?f@”é@s( PCh 3y rﬁmla 7Bﬂ\lAiig57m% oot t%m01)4§1d4
142.5, 140.4 A 137.0, 35 135 "132. 123. 5, 121
121.0. 1189(QAck1(@ ma, 9 LPBMmmE) were asiged angzar%on was lawn Yerghodgspisture
PCT/ DK200&t D EHe/sefew E8p vEXRIMAGS chded. Ifife dindtdrel was étfirdattyEiPOXor 68 RyThe 1

1.2.31triazol-1-yll-2-nmethyl -benzoy

|
phenvl ani W‘%WF E’Pﬁé‘ﬁ%’f?ﬁl t{'%o&ﬁf@”ﬁ%ﬁ')dy@eﬂ@a%‘é@i FUITeRkRteddPr i ed out
simlarl W&%odﬁﬁsﬁlﬁdat{ﬁﬂ THe ¢dd@e Pr&RRE %B%nﬂfed ﬁprfa@umu%%amemnm corrpound

|
D2 L T EORaHo Py e SRR RS R S8t A A1) HOZ00 BAO g a5 e QAT gD

MeOH' DCM gredrdahe tifle &oRfioutd @s Gight Qel@% f23m.0: 100 0 and 5:95:0 as the el uent
to afforg the title co Oungs%ﬁéﬁ”‘ ow sal | 13C NVR ( CDCI 3 197. 8,

197. 1, 147SNMR (CR4l) §1 A3 1 -31551ﬂid§)r 1f§85 546177443, 73 133 7,
132. 3, 129383, 12487513224 188.2, 123.7%dd} 21240 (44)).101.51 120D, 118P,6.1814,8:14.4

111.8, 61 7 9.6 52 3-(4-f 5-
4-(2- Hvdr(ﬂ%() i%’né{} Bl(dégéﬂtf’u %‘3184 24_5)15%3 met hyl (benzovl} 3-nethyl - 15

phenvisani no) - benzonitrile (conpound 152) The reaction was carried out
siml arly as d]es ribed in the preparation of conpound 148, using conpound
452 (0. 13—’FH¥BE—F——§-ﬁd 3-ani no-benzonitrile (0.13 rrm)l) The crude product was

purified py(T-Ohldreidcfigodr Ehbinglaimihd RS imelhybd - (@shyaigioxy-et
- : : : : 1 :95: 0 as the el uent

The reaction was carried out similarly as described in the preparation of compound 148,
20  using compound 452 {0.13 mmol) and 3-chloro-4-fluoro-phenylamine (0.13 mmol).

The crude product was purified by continuous gradient flash chromatography using

MeOH/DCM/petroleum ether (40-60) 0:50:50, 0:100:0 and 5:95:0 as the eluent to

afford the title compound as yellow solid. **C NMR (DMSO-dg) 6 196.4, 152.6 (d),

147.6, 145.8, 142.3, 142.3, 138.6 (d), 135.3 (d), 134.4, 132.2, 126.9, 121.1, 120.7,
25  120.5, 120.0 (d), 119.9 (d), 118.4, 117.7, 117.5 (d), 111.3, 60.2, 29.2, 22.0, 18.9

Example 50:
{5-14-(2-Hydroxy-ethyl)-[1,2,3]triazol-1-yi]-2-methyl-phenyl}-(2-methyi-4-
phenylamino-phenyl)-methanone {compound 150)

30 The reaction was carried out similarly as described in the preparation of compound 148,
using compound 452 (0.13 mmol) and aniline (0.13 mmol). The crude product was
purified by continuous gradient flash chromatography using MeOH/DCM/petroleum
ether {40-60) 0:50:50, 0:100:0 and 5:95:0 as the eluent to afford the title compound
as yellow solid. >C NMR (CDCls} § 197.0, 147.9, 146.3, 143.4, 142.5, 140.4, 137.0,

35 135.5,134.6, 132.2, 129.5, 127.6, 123.5, 121.4, 121.0, 119.9, 118.1, 111.4, 61.6,
28.7, 22.3, 19.5



20 afford the title conmpound as yellow solid. 13C NVR (DVBO-d6) 6 196.5,

146.5, 145.7, 142.4, 142.1, 142.1, 135.4, 135.0, 134.5, 132.2, 130.7,

127.7, 124.9, 123.3, 121.1, 120.7, 120.6, 118.8, 118.6, 118.5, 112.2, 60.2,

29.2, 21.9,WOReE3388n| e 53: 25 PCT/DK2005/000757

f5- f 4- (2-Hvdroxv-ethyl)-f1.2. 3l triazol-lxyll-2-nethyl-phenyl}-f2-nmethyl-4-(3

- trifluoronethvl-phenyl am no) - phenyl ] - met hanone (conpound 153) The reaction

was carried out simlarly as described in the preparation of conpound 148,

usi ng conpound 452 (0.13 mml) and 3-trifl uoronethyl - phenyl am ne (0. 13

mol ). The crude product was purified by continuous gradient flash

chr omat ogE¥gmpleiing 30 MeOH DCM petrol eum et her (40-60) 0:50:50, 0:100:0

and 5:95: Q_@s(4- & bi-} d Lﬁ_%tﬁ Lid. 13C

NVR ( DVB 196. : . . :

134. 4, 13phenylamn £0Y ( '122.0, 120.7, 120.5,

118. 5,5 11¥pd réeﬂ:)clon% c%nﬁéﬁ outls]ru%ulgﬁly Qngscr%%dzn tr%lpr%paﬂa@m% of o amiﬂ Q4§4 WO

2006/ 063585 PCT/ DK2005/ 000757 uor o envl am no '

henyl | - { 54$IR9 (COMPPHRS F92 dPH mmﬂi)lqndzlﬂtafm'aetﬂhﬂmvlgﬂth@%t(ﬁ Tmmvéhﬁ;

}- et hanoae..d(acm@w Nﬂasl&ﬂ?ﬂeifﬂﬁ cbﬁﬁﬁ&é&rbl’é@@nﬁﬂéiﬁ &%ﬁiélog?rhﬁw adih

described in the preparation usin rr(gound 45 0 13
r

nmol ) andMgOk/ BFW%FQ!E‘HHQHW%{#PT@)(Q)59?%1%190 by 95 E%”’r?r‘ﬂﬂ%tmwas
purified bﬁommltnm&nw@dla@g;eu&has%hd CIhtcwmt gg:ls@pﬁwwﬁ en§197 1, 147.1,

etrol eumeth and as_the el uent

I\/E .

to alfor 549% 14843 é43cﬂr&d&r?d 1§§ @é@?o&m ls3<§| 3 d1341éd-ﬂvﬂ2 %ﬁ&&d%ﬁs? B2486. 4,
149.6 (dd)23.21421%, 126D, 1.1904419.4,ddB.7, 1143.8, 611 2287, 389, 42(xddp.e 135. 3,
135.2, 134.4, 132.1, 127.0, 120.7, 120.5, 118.4, 117.9 (d) , 117.7, 116.0
(dd), 111.4, 108.5 (d), 60.2, 29.2, 10 22.0, 18.9 Exanple 55:

[4-(3, 4- Dgxghgﬁ_s_gghenyl am no) 2- rret h I'l -phenvl | -{5 f4-(2-hvdroxv-ethyl)-
L1. 2, 31trj h h 5

reaction k f H
conpoyusd lam&io 11;3 rrrml) and 3, 4- d| rret hyI phenyl am ne
(0.13 Mo crude ur,i fied conti nu radi ent  fl

Chi onrat ool BB FEALTED fiFS qeé"c’fsf d&vvraﬁ'aﬁvb%aﬁﬁ%@ﬁ%f HiRoBEBT R T SaMPEIL S and
5:95:0 aSutnhg ceh'tpeﬂhd 462 (afiBanchol)rend 3-Hahens-oenmnidila 0. Y8 Imaw) sthd ¢hudd 3C NVR
( DVBO- d6) 137.1, 135.5,

7, 20 142
135. 1, 13aro uc&g«gs Bun%g%bg co%b!ogs giazge% flafé fﬁgm’\atography using
MeOH/DCM/petroleumn ether (40-60) 0:50:50, 0:100:0 and 5:95:0 as the eluent to

20  afford the title compound as yellow solid. >*C NMR (DMSO-dg) 5 196.5, 146.5, 145.7,
142.4, 142.1, 142.1, 135.4, 135.0, 134.5, 132.2, 130.7, 127.7, 1249, 123.3, 121.1,
120.7, 120.6, 118.8, 118.6, 118.5, 112.2, 60.2, 29.2, 21.9, 18.9

25

trifluoromethyl-phenylamine)-pheny!]-methanone {compound 153

The reaction was carried out similarly as described in the preparation of compound 148,
using compound 452 (0.13 mmof) and 3-trifluoromethyl-phenylamine (0.13 mmol). The
crude product was purified by continuous gradient flash chromatography using

30 MeOH/DCM/petroleum ether {40-60) 0:50:50, 0:100:0 and 5:95:0 as the eluent to
afford the title compaund as yellow solid. 3C NMR (DMSO-d¢) § 196.5, 146.8, 145.7,
142.3, 142.2, 142.1, 135.3, 135.1, 134.4, 132.2, 130.6, 130.2 (q), 127.6, 124.1 (q),
122.0, 120.7, 120.5, 118.5, 117.7 {(q), 114.9 (q), 112.0, 60.2, 29.2, 21.9, 18.9

35 Example 54;



120.7, 120.2, 118.2, 118.0, 117.0, 110.4, 60.2, 29.2, 22.2, 19. 5 18.8, 18.7
Exanpl e 56: 14-(3-Chl oro-2-net hyl - phenyl am no) - 2- net hyl - phenyl
5-[4-(2-hvdroxv-ethyl)- 25 [J2,3ltriazol-1-yll-2-nethyl-phen

(conpound WEB300GM@S8eacti on was carried out simlarly as HEE@B@E}O&% the
preparation of conpound 148, wusing conpddnd 452 (0.13 nmol) and

3-chl oro- 2- net hyl - phenyl am ne (0.13 mml). The crude product was purified
by conti nuous gradl ent flash chromat ography u5| ng MeOH DCM pet rol eum et her
(40 60) 0: Bu(3.4-Difflugmaplenyviamingo p2-methyl-phenyd -t 2ghedroxy-ethy dl-the titl e
conpound ag yehirfok lyida- rh harrkYofoold816e) 146.3, 143.5,
142.5, 139, 7.5, 127.1, 126.0,
122. 4, 121! 'TBe repgtjon Waffg”'!f-‘d ‘1%75"8“3"1\&25 !‘Lescﬁ'i’e@'“ﬁg‘ l?rePQ'?t'S” 0190"3?P0'~:UESi 48,
Exanpl e 57usidg compound 452 (0.13 mmol) and 3,4-difluoro- phen lamine (0 13 mmol), The

[ 4- (3. 4- Di chl or o- phenyl am no) - 2- net ydros et hyl') -

2-
f1.2. 3% ri SR Product Nasaurifie ﬁMéﬁW?“?iﬁtﬂﬁﬁ‘&ﬂéfii%?ﬁj'ﬁéﬁﬁ@giwr)y ViPP0061063585

PCT/ DK2005M@@Q7§EM/Je$roTé1ﬁn reeraé‘rt(uersooaﬁ scesror oetbmbtandi mbméytrfésendéﬁ%l bed in
t he preparati on of npound 148, usin

e B el Do L etion 2ong SO TR AS 2 a8 mol)e and

conti nuousigy gdn&aty ﬁhasvr(dablrprm Oﬂilﬁﬂhﬂalﬁl(ﬂﬂ), 1&@4/1@@\4 p@w' £y et her
(40-60) 0:50;50,_0: and 5 as the el u 51 ford the tit

conpound ad2{-& P%W’s&??é l-lgé I‘lll%’?%g(ﬁﬂ\)/sblz}@) 186 99(@‘1 111146 108.5 48), §0.2 9@22'0
141. 9,1014126,0, 18 3, 134.9, 134.3, 132.1, 131.5, 131 0, 127.6, 122.5, 120.6,
120.5, 119.7, 118.6, 118.4, 112.2, 60.1, 29.1, 21.8, 18.8 Exanple 58 10

N-f 3-(4-{5-f4-(2-Hydroxv- et hvf

[1.2.3ItrE b}eISQgII-Z net hyl - benzoyl | -3-nmeth |-

pHenyi ani npY 7 Rheay, gs,carried out
simlarly &as+8 L AR -EHY Ag compound
452 (0.13 m&umdl NyﬁBzmmm—phmwl }naha‘ic&m(den_wbﬁudﬁlﬁm)l) The crude

d dDb d fl h
RLoC acts /et Ssckipf e taf et 0 S ey B uSRhin ¥ e bR i BoirpPind Badound
as  yel | owsiogicdmpbaa NER(0 DSGRMGR)arkl 1,96dihetiyb@h2nyladind(0. 12 Srbol) 112, 4,
142. 0, 141_2 40. 135. 134. 3, ,131..9 0, .120. 6,
136 5 11acHide praduct wapplisied by Fodtingai qradiipnskn dfdyatogiamhy using > 55 |
18.7 20 Pr MeaHADCHpdifaleum ether (40-60) O: 5_0 50, 0:100:0 and 5:95:0 as the gluent to
(4- Br om- 2, 61 04 0 ARSI doulhd S e <31 BE WRPEIMED-dIS5NRRYIS 46GPTARUNd 453)

20 142.7, 142.3, 138.4, 137.1, 135.5, 135.1, 134.4, 132.0, 130.5, 130.2, 125.4, 121.9,
120.7, 120.2, 118.2, 118.0, 117.0, 110.4, 60.2, 29.2, 22.2, 19.5, 18.8, 18.7

Example 56:
{4-{3-Chloro-2-methyl-phenylamino)}-2-methyl-phenvij-{5-[4-(2-hydroxy-ethyi)-
25  [1,2. 3]1triazol-1-yl]-2-methyl-pheny!}-methanone {compound 156}

The reaction was carried out similarly as described in the preparation of compound 148,
using compound 452 (0.13 mmol) and 3-chloro-2-methyl-phenylamine (0.13 mmol).
The crude product was purified by continuous gradient flash chromatography using
MeOH/DCM/petroleum ether (40-60) 0:50:50, 0:100:0 and 5:95:0 as the eluent to

30 afford the title compound as yellow solid. 3C NMR (CDCl;) 6 197.0, 148.6, 146.3,
143.5, 142.5, 139.9, 137.0, 135.7, 135.5, 134.6, 132.2, 130.9, 127.5, 127.1, 126.0,
122.4,121.3, 119.9, 119.9, 117.8, 111.1, 61.6, 28.7, 22.3, 19,5, 15.0

Example 57:
35 [4-(3,4-Dichloro-phenylamino)-2-methyl-phenyll-{5-{4-(2-hydroxy-ethyl}-
{1.2,3triazol-1-yl]-2-methyl-pheny!}-methanone (compound 157}




The reaction was run under an argon atnosphere using dry gl assware.

4- Br onp- 2- chl or o-i odobenzene (5.00 g, 15.8 mmol) was dissolved in dry THE
(25 m-) and cooled to -35 C. Isopropyl magnesiumchloride (2 Min THF, 8.27
mL, 16.5 mWfP 008M63a8S added under stirring during 90 mi nuP€S/DKROGHNTS7on of
ZnCl2 (2.17 g, 15.9 nmol) in dry THF (3§ m-) was slowy added to the
reaction mxture at -35 C. The reaction mxture was allowed to cone to RT
after 1 h and a solution of 2-chloro-5-nitro-benzoyl <chloride (3.64 g, 16.5

mmol ) in fﬂéﬁe@ét‘?ormva% ciRiedard etinily &%ch&ﬂ&t@é@répd‘r@ﬁoﬁ @Bcorﬁﬁourﬁj R,

mol ). The resulting reaction mxture was stirred

reacti on WHNGFomeeuwddr? Hbi3 symphad 3. Hidichiare- Rﬁﬁenﬂ?@%‘? &%ﬂémrﬂd) ThﬂN) The
organic Ri?@é@{)l‘&ﬁ:ct was laadf.au by cwrﬁrous @"rédi@hﬂ)ﬂhtch%}n oﬁ%h@mﬁ%) filtered

and concentrated in va duct. e crude product was

ouri 11 ed MSORDEWPEkPIRvR s‘ej&eaﬁ‘ﬁ@ 519§i0n§° SW%QBP%@%@W&WF&@J@G@}M 6 1:4

and 152 gt eebmpBudd bOyelddSaid. tiennn dgps Y86 kovasal, hds.6, 35
Preparati on(;rgml‘?“?m;l brng C 3%8%6 ﬂd @Nﬂ W gﬁ& ¥46.4, 145.6,

(5- Ami no- #ZR b%‘i’:ph"ehw }3-’( A B%ﬁ‘nlé‘?r é‘hllé?é aﬁéﬁyll)ﬂrPetlﬁarﬁ;ri@I!(%d@&oﬁmd 454)
Compound fii3s(#idl7, £18.6; 7887701 2.2086.1598pgndegl ig1sMeOH (50 nl). Snd 2. 2H20
(5.49 g, 28. o mml) was added. The reaction m xture was heated at refl ux
tenperature for 1 h. The reaction mxture was poured into a m xture of

Et OAC/ vvat@{am'[@ggor ganic 5 phase was washed with water, brine and then dried
ter d al concent rha ed ) o |\ée It hezcr de roolluct. The

crud 0>pr
usi ng W@Wfﬂt%ﬁér’(@ﬁﬁh@)(é&@@ﬁ ngpo 0 as the el uent to afford

the titl d D
(0% pol o TIREIEY WAS R e Gt BTl ASeGbR, Rte ProRareHem 8HE TRHAS Y 455)

%rmou?d uls'.Hgd éc:’lﬂmﬁ'&:r@i 4/5% gdzmha ;‘nl)\fﬁ;a é\d(%ﬁiw@dhémﬁ%eét@ﬂgdeg ﬁfélﬂh?mtt)l)

ncentr e . . o S an e SO | ON was
oo et oot il ad epn e by DU ghadiBit foa Ch S BaO TR s D0 (o
m.) asd adidgdq.hMe0rey a0 D:160 SDioub0 a8 tiskusluatt &()affdramheatT!ﬁEhmpbnm@é@al

te er at UI’ (S e n e on was
SCiTred orihous BE i BoMsp-do 8. e 4 S s T A1 00 ERRaRG (S48

my, 5.31 ml)1391,H235.07154.8) 131.8p3298¢e06.0; apoi6s a 2d1p,i11g. BQA 1708, nMukexs. H20
(50 m-) r stirring and the phases were
separ at eaﬂﬁﬁq% %}2‘%6 ﬁ‘?&e)"&gaiﬁ%?gl \L/Jﬁrh(dﬁ brine and concentrated in vacuo

20 Preparation 53:
4-Bromo-2-chloro-phenyl}-( 2-chloro-5-nitro-phenyl}-methanone (compound 453

The reaction was run under an argon atmosphere using dry glassware.
4-Bromo-2-chloro-iodobenzene (5.00 g, 15.8 mmol} was dissolved in dry THF (25 mL)
and cooled to -35 °C. Isopropylmagnesium chloride (2 M in THF, 8.27 mL, 16.5 mmol)

25 was added under stirring during 90 minutes, A solution of ZnCl; (2.17 g, 15.9 mmol) in
dry THF {35 mL) was slowly added to the reaction mixture at -35 °C. The reaction
mixture was allowed to come to RT after 1 h and a solution of 2-chloro-5-nitro-benzoyl
chloride (3.64 g, 16.5 mmol) in THF {45 mL) was added followed by Cu(OAc);H,0 (63
mg, 0.32 mmol). The resulting reaction mixture was stirred at RT for 18 h. The reaction

30 mixture was poured into a mixture of EtOAc/water/HCI (1N). The organic phase was
washed with water, brine and then dried (MgS0,), filtered and concentrated in vacuo to
give the crude product. The crude product was purified by flash chromatography using
DCM/petroleum ether (40-60) 1:6; 1:4 and 1:2 as the eluent to afford the title
compound as yellow solid.

35
Preparation 54:




20 to give the title conpound. The crude product was used w t hout any
further purification. Preparation 56:

(4- Brono- 2- chl or o- phenyl ) - {2- chl or 0- 5- (4- ( 2- hvdr oxy- et hylg tr| azol -

yl | - 25 phamzobs/essstsanone (conpound 456) To a sol ution of PEBRBSWANOUEE (1. 32
g, 3.56 mmol) in ethanol (20 m-) was ad#ed but- 3-yn-1-ol (0 3 m_ 3.91
nmmol ). A freshly prepared solution of copper(ll) sul phate pent ahydrate (36
ng, 0.14 rrm)l) and SOdI um ascorbate (141 ng, 0 71 rrm)l) in water (3 2 m-)

24 h at _ nto. : i

Et OA\C;E1 m'go%dgf gani 1;%32?%5 %5%]&55 Eﬁ?%@\ﬁ'va'?g(?ﬁ r| n 8m2ﬁéélnr§rloed
(MySO™8), (Fi49 @r 2819 aprobovascattdedt e repctiar mrixtuse gqaeé\eaml @trneﬂex peropkrature The
crud f

Crde Dr OQUEL 1R BB RO RARUE R I AHLGRLr ORIBREOTRL AR
t he ti bl e Phoapv@svasbedmithevater,upinesBdabensiredIMNgSAE), zom@¢d)3@t58®1centrated
PCT/ MOO'JJ?QQJOSFQ %139 the gruggﬁ‘?f?.lcﬂ frfe gfgﬁé Ep!r azo ﬁ?%ﬁ?‘h@ﬁ‘bﬁ‘ﬁ% f tuﬁl ) -t

2- chl or o- dr oxy- et &% anone
(conpound m&@pnm@sw‘éﬁemﬁmrm ¢Sing D@&ﬂlmﬁrolgmmqtmn (y10a§0)d :&Pitpd@0ithag he
preparati QRe @f e‘ﬁ? aHod thadit éb?ﬁﬁ@ <a o <4R8. (0. 91 mmol ) and

2,4-difl uor% puhen amane ) ' he 5 cruge product was purified by
continuous gradient flash chromat ography using MeOH DCM 0: 100, 10:90 as the

el uenygt o ppbb£Hadl ,t,lgg title conpound as yellow solid. 13C NWR (CDO 3) 5
191.1, 15 5. 9 (dd) |%49 1, %46 7h 141 1th136 1, 135. 7d4 134. 5,

131.7, 1315

112 8, 113(:0;56@1]:1 45]40@1 il §d§)51 rﬁﬂno@ wgt*»gdi?.sc:'}@edD fnean%E@Hé g%n':ﬁ) fcancentrated
2-iChl or o- 4q(43f|uoro ﬁamno- tro-

phenyl ) - métH4AdMe 1 1%611196 PR Mo ww.éda@he'ﬂ Bﬁ:‘ Wi%“‘&h?”?‘? gecledion ginreebath-y as
descri bed Namdmg@rrﬁga& Q&Irﬁmogfwa“sod\mm .414’50 (21§nﬂ.§ iang .—ﬁfa@HQw@e 4 Re( 2. 82

mol ) and 3-f| uoro- phenyl am ne_ (2. | ). The crude product was purified
by coAPi n&@ﬂ%’%rd&ﬂlr@rﬁo inas. cTﬁﬁdﬂﬁrﬁﬂﬁﬁﬁ‘ﬁ9’%§fenﬁas 'E%RB@(’E/Ope@ Fd EufYdiher
(40-60) O:theQdHRICADTHE s@spehbisn hdsetirrddorpdd Rlethat ®ort3d hfnutes, after which a

solution of NaN; (348 mg, 5.31 mmol} in H,0 (7.5 mL) was added dropwise during 30

minutes. H,0 (50 mL) and EtOAc (2x75 mL) was added under stirrimg and the phases
were separated. The organic phase was washed with brine and concentrated in vacuo

20 to give the title compound. The crude product was used without any further
purification.

Preparation 56:
(4-Bromo-2-chloro-phenyl}-{2-chloro-5-[4-(2-hydroxy-ethyl)-[1,2,3]}triazol-1-yl]-
25 phenyl}-methanone {compound 456)

To a solution of compound 455 (1.32 g, 3.56 mmol) in ethanol (20 mL) was added but-
3-yn-1-0! (0.3 mL, 3.91 mmol). A freshly prepared solution of copper(li) sulphate
pentahydrate {36 mg, 0.14 mmot) and sodium ascorbate (141 mg, 0.71 mmol) in
water (3.2 mL) was added to the reaction mixture. The flask was closed and stirred for

30 24 h at RT under argon. The reaction mixture was poured into a mixture of
EtOAc/water. The organic phase was washed with water, brine and then dried (MgSQ,),
filtered and concentrated in vacuo to give the crude product. The crude product was
purified by continuous gradient flash chromatography using EtOAc/petroleum ether
(40-60) 40:60 to 95:5 as the eluent to afford the title compound as white syrup.

35

Example 59:



conpound as yellow foam 20 Preparation 58

(5- Ami no- 2- net hyl - phenyl ) -f 2-chl or o- 4- (3-fl uor o- phenvl am no) - phenvl | - met hano
ne (conpound 458) The reaction was carried out siml arlé as described in
the prepa® P¥66¥8tonpound 415, using conpound 457 (2. 36T MR crude
product was purified by flash 25 chromaBography usi ng Et OAc/ petrol eum et her
(40-60) 1:2 as the eluent to afford the title conpound as yellow foam
Preparation 59 (5 A2| do 2- rret hyI phenyl) f

2-chl or 0-12 g ke 2 ) )3 % phifh
reaction [\n the preparatlon of
conpound C 3 e crude product was
purified The lfdaastbn weh cmm’dcnyrc apm;erlysasr@e@mmpmrmemwm hEcorfid@+rei0)48]L: 9

2 L © SRR SRR 140 8L A b RO TR b1 RS2 o5

[ 2- ChiSor c=rydé¢ pradugbwes phefied byrcontjnysive gyadiedtinsh (chromatographetusylg 11, 2. 31tri
| -1 -
arti ed ourORIERNORIRYS o2 B RBANE SRRERAY IMe Halibolilf of YBRM SIET
usi ng corﬂ!)'tﬂBI{@Dib%(l@lZlG 150 d@néﬁb&t(dg). lr'fl9| 1 0146 0. P9 hnb30.1, T¥w7cr ude
product 513’@§ Pyj;]bf i?fsbi’zé ba§’2‘ gffﬂ% ylﬂﬁ'BnQZE?%(iér)f 1&%'19‘““ et her
as

(40-60) 6:1 uent trtl'e conpoun t yel | ow

f oam 13(:11\Mz Loz dy), 50§914(¢91), 616328 A(d), 147.6, 146.3, 141. 8 (d), 140.7,
138. 3,9 135.4, 134.8, 133.8, 132.6, 130.9 (d), 128.7, 122.4, 120.9, 120.0,
117.1, 116.1 (d), 113.7, 110.5 (d), 107.6 (d), 61.6, 28.7, 20.0 10
Preparatiﬁﬁﬂﬂﬂﬁﬂpgé@hloro 4-( 3-chl oro- phenylan1no) phenvII-(2 met hyl
-5-nitro-ry ; i SR VABD) mE L\

simlarly as 0 e prepara |on of conpound using
conmpound MQ@M¥¥L£§Lﬁ&DI) and 3-chl or o- phenyl ami ne (3.10 mml). The crude
product whfe Ridctibh Gds BYrre@ut BHEEHyHAGERAbed INAhB fiBEREBSOBF adthyodl 413,

15 using compound 402 (2.82 mmol) and 3-fluoro-phenylamine (2.82 mmol). The crude

product was purified by continuous gradient flash chromatography using
EtOAc/petroleum ether (40-60) 0:100 to 30:70 as the eluent to afford the title
compound as yellow foam.

20 Preparation 58

(5-Amino-2-methyl-phenyl)-[2-chioro-4-{ 3-fluoro-phenylamino)-phenyi]-methanone

{(compaund 458)

The reaction was carried out similarly as described in the preparation of compound 415,
using compound 457 (2.25 mmol). The crude product was purified by flash
25 chromatography using EtOAc/petroleum ether (40-60) 1:2 as the eluent to afford the

title compound as yellow foam.

Preparation 59

{5-Azido-2-methyi-phenyl}-[2-chloro-4-(3-fluore-phenylamino)-phenyl]-methanone
30 {(compound 459)
The reaction was carried out similarly as described in the preparation of compound 416,

using compound 458 (1.83 mmol). The crude product was purified by flash
chromatography using EtOAc/petroleum ether (40-60) 1:9 and 1:6 as the eluent to
afford the title compound as yellow foam.

35
Example 60:



Et OAc/ petrol eum et her (40-60) 0:100 to 30:70 as the eluent to afford the
title conpound as yeIIow foam 20 Preparation 61 (5-Am no-2-nethyl

ohenyl ) _12-chl or o- 4- ( 3- chl or o- phenvl am no) - ohenvl | - net hanone (conpound 461)
The reacti oWORIBERYS ed out sinmilarly as described in thePET®KIPUHI0HT of
conpound 415, wusing conpound 460 (2.13 gyol). The crude product was
purified by flash 25 chromat ography usi ng Et OAc/ petrol eum ether (40-60) 1:2
as the eluent to afford the t|tIe corrpound as yellow foam Preparation 62
(5- Azi do- 2rEhib)d-k-(Bbe@ p : ] Ri- &y N1 ; DB RAXEAI-1vet han
one 30 (c oun rrired out simlarly as described
in the pr B4 LOmE 188pound 461 (1.40 nmol). The
crude prodrmt re\aaﬁorpwas Ea:&lidbs)(xtfshﬁﬁd”ﬂy M@ﬁﬁb@grn&mb)pruﬁarﬂgoﬁ:b%ﬁp@]ﬁd)i Bjm

e, 39 %rsp@iné% B8 s Bl i o BT S e HuE
j 2- Chl GI’ o-waq Bmaﬂmdouspﬂamewbmmmhprrmemw Etd Ay pebrdlButmyethox i4oebtnyé )1- 4slthe, 31t r

carri ed odtugtiatirg B Lamphuil oo o SaIPa s | GVOR (CORoANT Sl

usi ng conpmmd (4524005, 2360301 1. 8.0d), 140-73-188:3,-135.4, 3288, mB1.3,. 1 3the, r30ude

Prodict 2 USRS Do) 3906 TS AT BB, LSng BCH! R ROUP T €1 e

foam 13C MR 2@DCI 3) 8 194.9, 147.7, 146.3, 141.4, 140.7, 138.3, 135. 4,
135. 3,10134 8, 133.8, 132.6, 130.7, 128. 7, 123.8, 122. 4, 120. 9, 120.7,
120.0,/7118.8, 117.1, 113.6, 61.6, 28.7, 20.0 10 Preparatlon 63
(2- Chl oro- &gmkﬂﬁm no- phenyl ) - (2- et hyI 5-nitro-ohenvl) - net hanone
(conpound Aby € ] | bed in the
preparati ‘ ahone
3- et hyl - pﬂlemplgﬂni&éﬂl3 10 mml) The crude 15 product was purlfled by
conti nuou ' 60)
COnL I ThoLeglAdkag vek a@he:a%%@%ﬁ»ﬁ%ﬂﬂ»{hﬂﬁ%ﬁ%w% B e 410

15 using compound 402 (2.82 mmol)} and 3-chloro-phenylamine (3.10 mmol). The crude

product was purified by continuous gradient flash chromatography using
EtQAc/petroleum ether (40-60) 0:100 to 30:70 as the eluent to afford the title

compound as yellow foam.

20 Preparation 61

{5-Amino-2-methyl-phenvyl)-[2-chloro-4-(3-chloro-phenvlamino}-phenyl]-methanone

{compound 461)

The reaction was carried out similarly as described in the preparation of compound 415,
using compound 460 (2.13 mmol). The crude product was purified by flash
25 chromatography using EtOAc/petroleum ether (40-60) 1:2 as the eluent to afford the

title compound as yellow foam.

Preparation 62
(5-Azido-2-methvl-phenyl)-[2-chloro-4-(3-chloro-phenylamino)-phenyl]-methangne

30 (compound 462)

The reaction was carried out similarly as described in the preparation of compound 416,

using compound 461 (1.40 mmol). The crude product was purified by flash
chromatography using EtOAc/petroleum ether (40-60) 1:6 as the eluent to afford the
title compound as yellow syrup.

35
Example 61:



conpound. Preparation 64 20 (5- Am no- 2- et hyl

- phenyl ) - (2-chl oro-4-mtol yl anino- phenyl ) -nmeth anone (conpound 464 The
reaction was carried out simlarly as described in the preparation

conpound ¥X52006/06%fg conpound 463 (1.78 mmol). The cr udepﬁfc?dﬁ?rg‘{s"%?"
purified by flash chromatography usi ng8Et OAc/ petrol eum et her (40-60) 1:2 as
the eluent to afford the 25 title conpound as yellow syrup. Preparation 65
(5- Azi do- 2 nmet hyl -phenyl) (2 chI oro-4-mtol vl am no- phenyl )-rret hanone

( compoundl2-Ghierad-(Brehierss langine)-phenyilk {544t (2shydr {2

pr epar atlﬂﬁl:zo;ne_&?iﬁ %ﬂ}‘]ﬂ&han&%r gq@q 464 (1. 17 rrrml) The crude
product was puri hr omat ogra usi ng Et OAc/ petrol eum et her
(40- 60) 1The Egagtion U%Sa%ﬂ?—é‘ Qit gERiartyes %SFBEQJ t’h’é"etﬁ"PP@'aEB'PrﬁBG?mp%té’Wbﬁfow
syr up. 3Sudm@ B&hﬁo\ﬁ%4m0299%|95§%%§m%095(/mmol Sl?rue crude roduct

(2-Chl oro-4-mtol vl am no- ¥I) {5-14- hydr oxy- et hyl i riazol -1-vl
| - Z- rPet hYPS BHdRRA BY. ﬂﬁ'h%@'ﬁ'é 6?&3’0%'&9 EEAc/ '?‘Flté°'PB5fb‘%tf"6rn ‘Waéob‘éflr?seﬂ‘eout

si m | ar | yeigsntd@siford ek tifhe tHRPOLRPI nt%u@& fsﬂﬂp@@ﬂméj(éocw%u@g gcormound
465 (0.25 nmol ude _produ

oo L ea HP R MBS b et a0 ap 83 iP5 0, 230 138 oo I 30D 8 6 1 as

the eluent3.Bo12f.40120.0he20.71 h20.00MPRBNd 12, l1h8H, o168, | @7 R 13C NWR
(CDCI 3) 5 194.8, 1489 146.3, 141.1, 139 7, 139.6, 138.1, 135.6, 134.8,

134.0, 132.5, 129.5, 127.5, 125.2, 122.3, 122.2, 120.7, 119.9, 118.7,

116. 3,0 11§ g&gra%n@g 28.7, 21.5, 19.9 10 Pr epar atlon 66

12- Chl or o7 4- , | , ' phenyl - met hano
ne (conpetgd&sEy L QN0 ' o : FHANQUE LMD din

t he prepas )l on of corrpound 414 usi ng corrpound 402 (2 82 mml) and

3- et hoxy am ne The roduct .was, puri

conti nuou TR e as Fégﬁ%’c%rtéﬂa%aaar%p%‘ifcu@?# R R0 a1 EbfhpateiEs 2

(40-60) Ousiﬁ@ corop@d/NaL2.8henrebil@ntl 3 medtiyil grhénylaenite {3.¢0 nooal) oTimedcrude

Pr epalrsat | 8roduct was purified by continuous gradient flash chromatography using
EtOAc/petroleum ether (40-60) 5:95 to 30:70 as the eluent to afford the title

compound,

Preparation 64

20  (5-Amino-2-methyl-phenyl}-(2-chioro-4-m-tolvlamino-phenyl)-methanone (compound

464)

The reaction was carried out similarly as described in the preparation of compound 415,

using compound 463 (1,78 mmol). The crude product was purified by flash
chromatography using EtOAc/petroleum ether (40-60) 1:2 as the eluent to afford the

25 title compound as yellow syrup.

Preparation 65
(5-Azido-2-methyl-phenvl)-{ 2-chloro-4-m-tolylamino-pheny!)-methanone {compound

465)

30 The reaction was carried out similarly as described in the preparation of compound 416,

using compound 464 (1.17 mmol). The crude product was purified by flash
chromatography using EtOAc/petroleum ether (40-60) 1:9 and 1:6 as the eluent to
afford the title compound as yellow syrup.

35 Example 62;



20 (5- Ami no- 2- net hyl - phenyl ) - 12- chl or o- 4- ( 3- net hoxy- ghenyl am no)

phenyl | - met hanone (conpound 467) The reaction was carried out simlarly as
described in the preparation of conpound 415, wusing conmpound 466 (2.32
mmol ). The Wﬂﬁ%ﬁ/&?i’féuct was purified by flash chronmat ogr BEHPKASAsHG0757

Et OAc/ petrol eum ether (40-60) 1:2 as theggluent to afford the 25 title
conpound as yell ow foam Preparation 68

(5- Azi do- 2- et hyl - phenyl - f 2- chl or o- 4- ( 3- met hoxy- phenvl am no) - ohenyl |
met hanone z(éﬂé‘ﬂéoﬂmt& i
descri bed 'R usSi ng compoun
nmol ) . d h athg : chr omat ogr aphy usi ng

Et OAc/ pet t title
compound. “%%%g%?,?r?s é"f“"e@%aé‘gﬁ's‘é‘g‘é%éde%%#& GPE PHTDRYch gffdblrtAg,

L2- Chl or o MFING3CamANGAAGTHERS Bt bpog Rehgtynct-ql A0 38- Mo re tudgl prodyct

3ltriagol wak ;Mﬂnfﬂed%y@ésh%hr&h%é%ﬁﬁsﬂ%nﬂmcfﬁé%?&%Qtﬂ@?{hoj-é’tﬂ d; Qaa%tthém Was
carried out siml ar{&tw‘ descri d 116,

repar atj,on o oun
usi ng comSHaNd taglo Heeanyraung Wt%l’?‘?PW f%m({icimwﬁ;‘s) Fh84.8 ude

product S 19aso, F&U}rs'i ied, by1dd. ﬂsz*iC@r Pﬁ@iogjﬁﬁhh#'%' @94@ %ﬁ/sp‘i%@ enzmset her
(40- 60) 6:1 as the eluent to afford the title conpound

foam "C N¥R-% d@ér%)l%? -402%7, 1%, 1318 1481653, 143.8; 1P41?807 Zﬂsg 1B é5135 5,
134.8, 133.9, 132.6, 130.4, 127.8, 122.2, 120.7, 119 9, 116.6, 113.6,
113.2, 109.4, 107.3, 61.6, 55.4, 28.7, 19.9 10 Preparation 69

(5- AmtfRo- ﬁr-ﬁ%éﬁﬁgl-?—r—‘—gﬁenyl ) - (4- br ono- 2- chl or o- phenyl ) - met hanone (conpound 469)

Conpound Q2CI(I5|=00$-(gﬂméﬁoﬁgﬁﬁﬁhﬁlam‘ﬁ))%h‘éﬁﬂgﬂ@dmiefhﬂmtr()g%%nﬂi)meﬂaﬂﬁnéj_USt
(9 38 g, 144 mmo ! nd NHACl (3.84 g, mol ) were adde The reaction
mi Xt ure wdS9mReYAd: reflux tenperature for 2 h. The mixture was filtered

through Degvl feaa.oandasléambadsw.tahyl‘&%scﬁm i tht IpRéfardEién 60EHHUNAtAd, on
silica gel The crude &;JC'[ was Eﬁlfn?' &D conti nuog 8rad| nt flash

chr omat ogr&pPI/~© BYRY} 8t erR XV'(PA@%'@}"I@E DAY oMe0: 8 as t he
el uent15t00amde3pfbdh&a~§s bbneneaommwrtmuaﬁs yﬁidh@wmwﬁromabgmhwsm 70 20 (5

Corpound TBAFPeI sty (D) S & SLBP R AEne PR ARS R ™ ™)

Concent r ate@¢hpound.

Preparation 67

20 {5-Amino-2-methyl-phenyl}-[ 2-chloro-4-(3-methoxy-phenylamino}-phenyl]-methanone

{compound 467)

The reaction was carried out similarly as described in the preparation of compound 415,

using compound 466 (2.32 mmol). The crude product was purified by flash

chromatography using EtOAc/petroleum ether (40-60) 1:2 as the eluent to afford the
25  title compound as yeilow foam.

Preparation 68

(5-Azido-2-methyl-phenvi)-[2-chioro-4-(3-methoxy-phenvlamino)-phenyl]-methanone

{compound 468)

30 The reaction was carried out similarty as described in the preparation of compound 416,
using compound 467 (1.77 mmol). The crude product was purified by flash
chromatography using EtOAc/petroleum ether (40-60) 1:9 and 1:6 as the eluent to
afford the title compound.

35 Example 63:



HCl (37% 1.30 nmL, 15 mmol) was added and the solution was cool ed on an
icebath. NaNQ2 (255 ng, 3.70 mmol) was dissolved in HO (2.3 nL) and added
to the above solution during 20 m nutes. The internal tenperature was kept
at 0 C - WORUWHN6BWY 25 the addition. The suspension was PSVPKMWSBNTEh i ce
bath for 30 m nutes, after which a sola#tion of NaN3 (303 ng, 4.60 mmol) in
H20 (7 nmL.) was added dropwi se during 30 mnutes. The m xture was stirred at
0 Cfor 1 h. H20(50 m.) and EtOAc (2x50 nm.) was added and stlrred and t he

phases = () hi-orethhvephd )1 v 2w vl §- s
(MyS04) , 1tlHt§e ,@g %Bg %&%&E qqg E a # g g| ve the t|tIe 30 corrpound
The crude l ﬁﬁg‘ fe ‘fed H‘ pidfe des t ography usi ng Et OAc/

pet r ol eui‘?hetremrrtloomse@)'nqd ot sigilere as dasanibed ¢n tie pregatatientdftiompoongdldd as
yel | ow | 7

(4-Br Omﬁzu'hgréorrrﬁgﬁﬂﬁggé (9?52 '?‘Z%?’za%d %"} et hy % gwgole rT%%SﬁUdF prﬂuc& met hyI

| - ph%nymasr@yrlﬁaﬁé‘mélam@hwmggwny umgmoemees@gnmhﬁomm» mnasvhe 85 To

I 3 dded
a so gt;gmlegi t&mfattne tmzftoaﬂpo%?gs n.gm% b, n@ﬂgtﬁg%d@gsh@dr% " gaf 2 rrg,

opper
0.12 moh$§0. aaﬁdgeﬁr §6l1dtf|16|1 Q3f13§o¥j|%%§c3dr%a¥)@ 914 %913%46127?@1 $22.8: wat er
(3.0 n) 12dhe 1f1baask11sv@~°nglsnslq@ za%g%urmeﬂ 6106 §s44hz@t7 iR$ qinder argon.

After 18 h was added but-3-yn-i-ol 225 pL, 2. ol §, “copper (11)

sul phate pentahydrate (30 ng, 0.12 mml) and a soI ution of sodium ascorbate
(119100, pofaraigi go i n water (3.0 nL). After 2h the reaction mxture was
pour ed |nto a mxture of Et QAc/ wat er The orgam c phase vvas washed with

wat er, bfLid ine2-methyl-phepy t./.!.'.\umll' lprqsph ethanopai{compeund46H-uo0 t o
gi ve t hecemwan@mgdtestog gT hﬂ ¢wﬂa) Wa@dﬁ.fsbw\émn Mémez@d rhy) fméaust (9,38

chr omat ogr a usj n QAc/ petrol eum et her 1 as the eluent to

S ora CReIRe raoh 3 BiG! 154 af 718 PEODNE addedrPhatepstion mixture wes

[ i ghl g { aeétee%tl?remffmnw@aml@w:]zam THY mplteryivas ﬁﬁerb&tm%ugmd:sawt%ﬁédayl ) - t 15
r|a ol-1-V en none CcO un e reaction

R T P e o S R 2 L I e s S oy

usi ng cormﬁﬁéuibﬁant(rmoba gi@dibnt feise cBronstogFdphy spacatpiha/begoledmlahenol ) . The

The - of ubht-opy EFodoAd:n asitle a2 Ef)oo#ﬁ%rgat g%ﬂ%ﬁs&*@%‘% Velqusvei. 126, 3.

140.4, 139.1, 20 138.5, 135.1, 134.8, 134.0, 133.5, 132.7, 130.0, 127.6,

1243 1332 J225 1210

20  (5-Azido-2-methyi-phenyl)-(4-bromo-2-chloro-pheny!)-methanone {compound 470}

Compound 469 (1.00 g, 3.08 mmol) was dissolved in acetone (23 mL). Concentrated
HCI (37%, 1.30 mL, 15 mmol} was added and the solution was cooled on an icebath.
NaNQ, (255 mg, 3.70 mmol) was dissolved in H,0 (2.3 mL) and added to the above
solution during 20 minutes. The internal temperature was kept at 0 °C ~ 2 °C during

25 the addition. The suspension was stirred on an ice bath for 30 minutes, after which a
solution of NaNs; (303 mg, 4.60 mmol) in H,0 (7 mL) was added dropwise during 30
minutes. The mixture was stirred at 0 °C for 1 h, H;0 (50 mL) and EtOAc (2x50 mL)
was added and stirred and the phases were separated. The organic phase was washed
with brine, dried (MgSQ,), filtered and concentrated in vacuo to give the title

30 compound. The crude product was purified by flash chromatography using EtOAc/
petroleum ether (40-60) 1:20 as the eluent to afford the titie compound as yellow

syrup.

Preparation 71

35

phenyi}-methanone {compound 471)




119.9, 118.6, 117.4, 115.2, 61.5, 28.7, 20.1 Exanple 65:

[ 2- Chl or 0-4- (3. 5-di net hyl - phenyl am no) - phenyl ] -{5-f4-(2-hvdroxy-ethyl) 25
[1.2,31triazol -1-vll-2-nmethyl -phenyi }-net hanone (conpound 165i(éTh_e reaction
was carri ewoolne/ea3m8 arly as described in the preparati onPeT/DESMSIINGT 148,
usi ng conpound 471 (0.13 mml) and 3, 5- d8%ret hyl - phenyl am ne (0. 13 mmol ). The
crude product was purified by flash chromatography using MeOH DCM 1: 20 as
the eluent to afford the title conpound. 13C NVMR (CDClI 3) 6 194.8, 149.2,
146. 3, 141iloa sgotiarzof eompaHdK7013709 g, 235, Bmd Bi. éthan@4 18 mi)3fassaddedcnd;

19,3 Exanl £"d60 35081 e 0P £9oper i Puphat genudbimlate 10 tog (had midn™

[ 4- (2- hydrasde salutjon) of gwliym agc@bate (dA81my - §leimmobeniwatepidyhl)- Tbe laslone

(conpound Fg.gp géﬁé 5 r Lon was .cgrried
out siml av&%?%éség escri bed ??4?}%{%@%%2%8%' %?efgng%ﬁc?%%é,b%p%\ﬁé &
conpoufd 4725 @b, 297nmn10)), aerper(1h) sliiphate rentatwdrate 136 eng, @. 13 mmol) jand Bhe
crude pro ; I | f r K [ : 20 as
The el uentHusHaT SRl p&orate (L8 ek o 6 PR ORI TRy i A oy At S5 2
(d), 150. repgtion mixtu waq ppured quo £ mixteredof EXQAC/watarR Thg oralHc Phase3ay,
129.9, 12 bbb )i )
(d). 61 GKNa;bge%%tzrgw%@E,xggrﬁrﬁ aergdét%r:eﬂ drﬂeliG(h@S(Cﬂ‘}], filtetdd*ard c&l@c%ng'agébd)v vatdd td
j 2- Chl or o-9ivg thexride prrsiust: Aivereredmpiesycionan prritigeby Aaghpchrpmadoarapnhysing 10 f
1 2 3hpri agehe/) pttdiedm&heY(40PE@M:h | asTRE ARG R0 GROAPGINSL &M pdlie d£act i on
was carried out simlarly as described in the preparation of conpound 148,
usi ng conpifrfitesplid( 0. 13" mol ) and 3, 5-di f | uor o- phenyl ami ne (0.13 mmol ). The
crude product was purified by flash chromat ography usi ng MeOH DCM 1: 20 as
tHe eluent to afford the title conpound. 13C NMR (CDCI3) 3 195.0, 163.8
(dd), 146.5xempleb4: 15 143.1 (t), 140.5, 138.4, 135.2, 134.8, 133.6, 132.7,
132. 6, 13223chide 3Ldidhro-ph i -flg- (m, 98.2
4.23ch 4&20, g7h ro-p i&ni hkn L hddroxy Ry

(t), 61.5, 28.8, 20. . /A conpound of general fornmula la or Ib
NON R25Rr [1.3Mriazol-1-yl}-2-methyl-phenyl}-methanone (compound 164)

The reaction was carried out similarly as described in the preparation of compound 148,
using compound 471 (0.13 mmol) and 2,3-dichloro-phenylamine (0.13 mmol). The
crude product was purified by flash chromatography using MeOH/DCM 1:20 as the
eluent to afford the title compound. *C NMR (CDCly) & 194.9, 146.4, 140.4, 139.1,

20 138.5, 135.1, 134.8, 134.0, 133.5, 132.7, 130.0, 127.6, 124.3, 123.2, 122.5, 121.0,
119.9, 118.6, 117.4, 115.2, 61.5, 28.7, 20.1

Example 65:
[2-Chloro-4-(3,5-dimethyl-phenylamino)-phenyl]-£5-[4-(2-hydroxy-ethyi{}-
25  [1,2,3)triazol-1-yI]-2-methyl-pheny!}-methanone (compound 165}

The reaction was carried out similarly as described in the preparation of compound 148,
using compound 471 (0.13 mmol) and 3,5-dimethyl-phenylamine (0.13 mmol). The
crude product was purified by flash chromatography using MeOH/DCM 1:20 as the
eluent to afford the title compound. '3C NMR (CDCl;) 5 194.8, 149.2, 146.3, 141.2,

30 139.6,139.4, 137.9, 135.6, 134.7, 134.1, 132.5, 126.9, 126.0, 122.1, 120.5, 120.0,
119.3, 116.3, 112.7, 67.1, 61.5, 28.8, 21.3, 19.8

Example 66:
[2-Chioro-4-{2.5-difluoro-phenylamino)-phenyil-{5-[4-{2-hydroxy-ethyl}-
35  [1,2,3Mtriazol-1-yl]-2-methyl-phenyl}-methanone {compound 166}




6/ R Rl/ HRR R4 laR NR R ~-N~NRe/ R6&R 11 H I R R Ib
wherein R, is nmethyl, chloro, brono, or nethoxy;, R2 is chloro or nethyl; R3
represents Cl. 6al kg/l , C2.6al kenyl, C2.6al kynyl, C, _6hydroxyai kyl,

Cl. 6hal oal W 200¢9635856 5| koxy, C1_5al koxycarbonyl, CIL.6ani RET/RK2003600757

t hi ourei do, C1. 6al kyl carbonyl oxy, Cl. ggl kyl carbonyl, Cl1. 6al koxycar bonyl oxy,
Cl. 6al koxysul fonyl oxy, Cl. 6al koxycarbanoyl, or Cl.6am nocarbonyl, each of
which is optionally substituted with one or nore, sane or different

subst i t UFRE SedctioR WartkarFiedblh il Ay Bs GeSibat il heObrepalratBArbf BMPoONY 148
mercapto,  trifl uorogrret h cyano, carb nitro, _oxo, -S(0 2NH2,

B Xy, CONH2, n
Cl. 4al kyMSinggompayp éﬁ;}@-lézmm'mﬂf%,s-%ézwﬁmmw|(9-1é1m6w9+ 588 kyl

C, _, al ko¥pude@raduct avaecop iR Wash chrsrh&@grdphiy Usirky MeorEicMal: ky be asdoonyl oxy,
Cl_4al kox%/_%ar bonyl 4 car bamoyl

C1. 4ani nBtsPbih I?rg)&?igi%%?ﬁ%ﬁl‘(‘géy %l'{'\?‘g&@é%)a‘? %fg?l(l:ggg@éi 63?'%4?1% , am no, i
lcrln 25 kgi4¢md)pmcd.upmzs.4, 6;?5.2, 4am:is|mg_arsbqazl7922;9.9¢|hzﬁa§,(Iiixnehfml f190g,l am no,
o1 ohet o Sy 6 Eenc{ B8 6F5IAY T Coo St sgRt LB ol ok keny1 88

wherein said Cl.4al kyl, C2.4al kenyl, C2.4al kynyl, C1.4hydroxyal kyl,

Cl. 6hal oal kyl L. 4al koxy, Cl-4al koxycarbonyl, ureido, thioureido,

Cl. 4al kygé%&'—g-@ﬁégoxy, Cl. 4al koxycarbonyl oxy, C1. 4al koxysul fonyl oxy,

Cl. 4al kogy-cmidranm3, 5-difluoro4idniia nyl RyHyidRdxy-ethigt)6cydoal kyl ,
enyl . am ng, inmino C 40 r'mns i fonyl 4am nocar bonyl oxy,

C3. 6gycl oal
Cl. 4g(%(ky 4bny! ani no,

Cl. 4al kyrheréavtiph waSlcabhed sutaimyithrly G4 debweibed o Yo paiplisdtionaf cofpobineeocycl o
a l

COMpR Cl

ke n}ﬂlsi’ng compound 471 (0.13 mmol) and 3,5-difluoro-phenylamine (0.13 mmol). The
crude product was purified by flash chromatography using MeOH/DCM 1:20 as the
eluent to afford the title compound. **C NMR (CDCl;) 8 195.0, 163.8 (dd), 146.6, 146.4,

15 143.1 (t), 140.5, 138.4, 135.2, 134.8, 133.6, 132.7, 132.6, 132.3, 129.4, 122.5,
121.0, 120.1, 118.1, 114.5, 102.2 (m), 98.2 (t), 61.5, 28.8, 20.0



are optionally further substituted with one or nore, same or different
substituents selected fromthe group consisting of hal ogen, hydroxy, -NH2,
mercapto, trifluoronethyl, cyano, car boxy, CONH2, nitro, oxo, -S(O 2NH2,
Cl. 4al kyl, or Cl. 4hydroxyal kyl, or represents hydr ogen, hydroxy, or
car boxy; R4 R5, R6, R7, and Re |ndepen8ently of each ot her represent
hydr ogen, haI ogen, - N -12, hydroxy, trifluoronethyl, nethoxy, ethoxy,
cyano, acetGUAIM&cetam do, nethyl, or ethyl; provi ded that the conmpound i s
not [4-(2-am nophenyl)am no)-2-chlorophenyl]- [2-nethyl-5-[3-[2-]
(tetrahydro-2H pyra n-2-yl)oxy]ethyl]-1 H1,2,3-triazol-4-yl]-
phenyl | - met h@nearapaund] of-geperal fonudinén ot Jani noj - 2- chl or ophenyl ]1-[5-[1- (2- hyd
roxyethyi)-1H1,2, 3-triazol-4-yl]-2-m ethyl phenyl]-nmethanone; or a
pharmaceutically acceptable salt or solvate thereof. 2. A conpound according
to claim1l, V\/nep'%kn R3 reprg serﬁs Cl. 6o kyI C2. 6al kenyl , C2_6al kynyl ,
Cl. 6hydr oxyRkky ‘ ai’ al kyl carbonyl, ureido, or
Cl. 6am nocar bon S Noakly substituted with one or
nore, same or dlffer cted fromthe group consisting of
hal ogen, hydroxy, ner R T ,ﬁ, cyano, carboxy, CONH2, nitro,
oxo0, -S(0O 2NH2, C1.4al kyI 2 yl, C2%4al kynyl, CLl.4hydroxyal kyl,
Cl. 4al koxy, Cl. 4al koxycar bonyI ur ei do,R«t hi our ei do, Cl. 4al kyl car bonyl oxy,
Cl. 4al koxycar bonyl oxy, Cl1. 4al kox;gsw fonyl oxy, Cl1_ 4al koxycar banoyl ,
Cl. 4am nocar bonyl, Cl.4al kylthio, C3.6cycloal kyl, C3. 6cycloal kenyl, am no,
i mno, Cl.4am ngsul fonyl, C1.4am nocarbonyt oxy, Cl_ 4at kyl sul f onyl am no,
C, . 4al koxyi m no, €l. 4al kyl car bonyl am no, C1, al kyl sul fonyl, ClL_ 6heteroaryl,
Cl. 6het erocycl oal or C2.@hetBr,ocycl o® kenyl, the |last 27 of which are
optionally furth’ék bst .t ut gd V\nthRone dr e, sane or different
substituents sel e®te heygrdyp tCeAsiyti My of hal ogen, hydroxy, 89
NH2r mercapto, trifluo ] Joxy, CONH2, nitro, oxo,
-S(0O 2NH2, C1. 4al kyl, 0of : R, R3 represents hydr ogen
hydr oxy, or carboxy. 3 A conpound af€cor g ng to claiml1l or 2, wherein R4,
R5, R6, R7, and R8 independently of each %ther represent hydrogen hal ogen,
hydr oxy, trifluoromet hyl , net hoxywp et hoxy, methyl, or ethyl. 4. A conpound
according to claim1 or 2, wherein R5, Re, and R7, independently

wherein

O,
A

R, is methyl, chloro, bromo, or methoxy;
R; is chloro or methyl;

Ry represents Cy.galkyl, Ci.galkenyl, C,.¢alkynyl, C,.chydroxyalky!l, C,.shaloalkyl, C,.
¢dlkoxy, C,salkoxycarbonyl, C,.camino, ureido, thioureido, C;.salkylcarbonyloxy,
Ci-¢8lkylcarbonyt, C,.salkoxycarbonyloxy, C;.calkoxysulfonyloxy, C,.
galkoxycarbamoyl, or C,.saminocarbonyl,

each of which is optionally substituted with one or more, same or different
substituents selected from the group consisting of halogen, hydroxy, mercapto,
triffluoromethyi, cyano, carboxy, CONH;, nitro, oxo, -S(0).NH;, C,..alkyl, C,-
salkenyl, C,.qalkynyl, Cy.shydroxyalkyl, Ci.ghaloalkyl, C,.,alkoxy, C,.
salkoxycarbonyl, ureido, thioureido, C,..alkylcarbonyloxy, C,.,alkoxycarbonyloxy,
C,-s3lkoxysulfonyloxy, C,.salkoxycarbamoyl, C;..aminocarbonyl, C,..alkylthio, Cs.
ecycloalkyl, Cs.scycloalkenyl, amino, imino, C,.;aminosulfonyl, C;.
sdminocarbonyloxy, C.salkyisulfonylamino, Ci.,alkoxyimino, C,.
salkylcarbonylamino, C,.4alkyisulfonyl, C;.¢heteroaryl, C,sheterocycioalkyl, or C,.
sheterocycloalkenyl,



of each other represent hydrogen, hal ogen, -NH2, hydroxy, trifluoronethyl,
nmet hoxy, ethoxy, cyano, acetyl, acetam do, nethyl, or ethyl, and wherein R4
and R8 independently of each other represent hydrogen, hal ogen, hydroxy,
trifluoromethyl, methoxy, ethoxy, cyano, gacetyl, acetamido, nethyl, or
ethyl. 5. A conpound according to claimI or 2, wherein R4, R5, R6, R7, and
R8 independently of each other represent hydrogen, fluoro, or chloro. 6. A
conmpound according to any one of clainms 1-5, wherein at |east three of R4,
R5, R6, R7, or R8 represent hydrogen. 7. A conpound according to any one of
claims 1-6, wherein R5, R7, and R8 represent hydrogen, or, wherein R5, R6,

R7, and R8 wepreassid cmuim.gmam@ﬁvl, mmﬂl@h?l, B4 myﬁﬁ:xyaiw @gwa%j‘mm esgzt -
ereln

hydr ogen. nd ace ne. o a

a%d Rg or F?ékpé g‘pﬂa 5”% ? 'd°Rr(§" °'a91da]§§'ca%f’“¥@x ‘&, and RS, or R4,
R6, and R7 ﬁailpﬂweﬂa'hwnvlwolc@gpﬂmxysulfoﬁybﬂmihultkomachamqvg @¢,0 any one of clains
1-8, wherei @EQI é‘ah,é;p rding to an
one of clai %ﬁngéﬁbﬁg:ﬁe{fa ?g%? ggd nt é%'sqj%alné ?IO @ 435“@ h;elf o? Y
Cl. 4hydr oxysRippsul Sﬁﬂhcbfa%?‘@ﬁ"%@x}ﬁvp@ﬂ-@FFMISPWOWM%'FN‘Ent«'éHFOxWWWrone or
nore, sane G.aliyidaeiopptanang st,lbukerlifonyE R chdarobroNt{Aeredi@UBalkppbsi Sti ng of

hal ogen, hydr -NH2, carboxy, CONI-12, nitro, oxo, - S(O 2NHZ2,
Cl. 2hydroxy§ %@m%fm@ﬁ]@b@ky Cl . 2al koxycar bonyl, C1.2ureido, d

2t hi our ei doafwtwaﬁlwpﬁéﬁbwbﬁﬁww With opg ok Doy RmerAyIdiffigrent substituents
C1- 2al koxys piéceay froiythe g%uﬂaink@nug:arwl hy%x@aNHE‘,Qﬁéfcgf&

Cl. 2al kyl t h 2a | fon

Cl. 2ani noca %ﬂgﬂ"&%ﬁw 8?"2afi'{ f"%lr&m1 'é'Fﬁoth Cga(g&[ﬁ'ﬁ Yoor Cr-

Cl. 2al kyl cashydrapyalityino, C1. 2al kyl sul fonyi, C2.5het eroar yI

C2. 5heterocgpko,@bkéggms%drL?'%peﬁ’edrg,gv:)bglcmowenyl the last 22 of which are

optionally furt hér substit d wth'one or nore, same or different
substituents selected fromthe group consisting of hydroxy, -NH2, carboxy,
CONH2, o0xo0, RQIRs(Rs, Ba) &l Ry ihdle pehdeatipoiaadh aﬂm@rr@tirasarimymgemnml@‘enpl ai s

cach of i M ardrRi FRB eyl miBlet o, Mo Bty ol 0T

di fferent sO®EMteitg; sel ected fromthe group consi stl ng of hydroxy, -NH2,
car boxy, chloro, CONH2, oxo, -S(O)2NH2 C1. 2hydr oxyal kyl , Cl1. 2al koxy,

Cl. 2al koxycgl[ol%)(o eg tﬁat?ﬁer%grrngog}% is not Ff ni_g%%%rp en )aming) -2-chlorophenyl]-

[2-methy!-5-[1-[2-[{tetrahydro~-2H-pyran-2-yl)oxyjethyl]-1H-1,2,3-triazol-4-yl]-
phenyl]-methanone or [4-[{2~aminophenyl)amino)-2-chlorophenyl]-[5-[1-(2-
hydroxyethyl)-1H-1,2,3-triazol-4-yl]-2-methylphenyl]-methanone;

or a pharmaceutically acceptable salt or solvate thereof.

2. A compound according to c¢laim 1, wherein Ry represents

Crsalkyl, Cogalkenyl, Csgalkynyl, Cighydroxyalkyl, Cy.calkoxycarbonyl, C..
salkylearbonyl, ureido, or Ci.saminacarbonyl,

each of which are optionally substituted with pne or more, same or different
substituents selected from the group consisting of halogen, hydroxy, mercapto,
trifluoromethyl, eyano, carboxy, CONH;, nitro, oxo, -S{0);NH;, Cy..alkyl, Cp-
qdlkenyl, Co.salkynyl, Cy.chydroxyalkyl, Ci.salkexy, Ci.qalkoxycarbonyl, ureido,
thioureido, Cisalkylcarbonyloxy, Cihalkoxycarbonyloxy, Ci.salkoxysulfonyloxy, Co.
«alkoxycarbamoyl, Cr.saminocarbonyl, Ciualkylthio, Cs.ecycloalkyl, Cs.
scycloalkenyl, amino, imino, C,.saminosulfonyl, Ci.,aminecarbonyloxy, Ci.
salkylsulfonylamine, C,.4alkoxyiming, Cy-salkylcarbonylamino, Cysalkylsulfonyl, C,.
sheteroaryl, Ci.gheterocycloalkyl, or Ci.gheterocycloalkenyl,

the last 27 of which are optionally further substituted with one or more, same ar
different substituents selected from the group consisting of halogen, hydroxy, -



2am no, Cl. 2al kyl sui fonyl am no, C2.5heterocycloal kyl, the last 8 of which
are optionally further substituted with one or nore, sane or different
substituents selected fromthe group consisting of hydroxy or CL.2al kyl.
12. A compound according to any one of gé\ﬁi ms 1-11, wherein R3 represents
met hyl , ethyl, propyl, propenyl, all of ich are substituted with one, two,
three, or four sane or dlfferent substituents selected fromthe group
consi sti ng N, rrhydtrpeog)tnﬂﬁﬂiibiﬂathvﬂxwamﬁ, ehibphkp,NCONH,, dithy,| i, RSN Y| |

met hyl, hy di nyl, norpholinyl, chloro, H2N- C(O) - NH,
met hoxycar(l?){ %/(l?(ﬁe %fhbr%qu aﬂ[ﬁ& et hoxycar bonyl , et hoxy,

met hyl sul f onyRs sepresents Syd))oghhizhydrezy,aiWrmyr anyl, (1, 3]-dioxol anyl,

et hyl am no, piperazinyl, the latter four optionally substituted wth one,
two, three, or four, sane or different substituents selected fromthe group
consi sti ng A emaepnd@ccerdingl to cladm Noc dnpbarein Bedhr Bé, Ry, 8od &ay one of cl ai ns
1-12, wher I anoyl met hyl ,

2, 3- di hydrgll;(& ﬁ%ﬁ/‘fﬂﬁof lofHior thyI SE?%SEHISTI% &ggtg{? PX h!ﬁﬁ?ggyl am nopropyl

2, 2-di met h)FT' °I°G‘FH?Y(B-XFG xmetypmtrny hyl,or @@l ahydr o- pyr an- 2- yl oxy) - et hyl ,
3- (tetrahydro-pyran-2-yloxy)- propyl, ethoxycarbonylmethyl, carboxymethyl,

et hyl am nocar bonyl net hy

hydr oxy- 1, WP“@FFR’F’&"&W&%% bonygt wheran Rs: Repdnd BriBH¢REPIGNEt hanone,
i mor phollldneécwbmt P@?@ﬁﬁtthﬁdﬂiyeﬂr gabbyd,, N%,BWP@Wtﬂ(ljﬂumbﬂﬁ)éthy@,t hyl , haget yl,
am no- - net hoxycar bo carbox ro ydr oxy-

propenyl , i“néh'?%'o S‘E‘?&I ?ﬂﬂ'ﬁ)??l&feaé aZXHB'r'Bﬁ Y rf;'l'fti'/‘?i 6’ efrylkhﬁ?%

pi per azi n- Rgyridependeritly Q’f-edclebmdraapmemﬂ’mdrogﬁx— halobwlrmdye)qx, hyl am no) - et hyl ,
propyl am n a , 14 d r 0 any one
of clains %ﬁﬁgl}fbpe%ey ' gring rﬂ»}ﬁg é@hﬁﬁy,l %.%m’l%c.ewi %%rqr%g'gﬁﬂm%glgo’r%}my{o any one
of clains 1-13 of general formula I'b. 16. A corrpound according to any one

of clains
(2-Chl oro- Alf"_;}ﬁ:o%:iJ PF%%?%@%@&%éﬁ{ﬁgpz G,ﬂg,%h& r]q Q{ R7f apd Ri [ 2-(tetrahydro

- pyran-2- 4 ?d%!ltWy?f]e-aEH"E*le"Z’eB')ecsPi‘ QYﬂ'DQﬁ'ylﬂ}mfﬂné’ﬁ(jh'Pf‘het hanone (conpound
101), (2-Chloro-4-(2,4-difluoro- phenyl am no) - phenyl] {5 [

%éé%gﬁﬁ&og et rerc?ungJ acconjdi%gztosgny one c()) cla|m¥yI )5 w reunyat Igas%rlxrée-(p‘;e&ranone

[ 2- Chl or o- Rsf RG,AR-,pIorf Ry@pezsehehydragemo) - phenyl ) - (2-nmet hyl -5-{1-[ 3-(tetrahydro
- pyran-2-yloxy)-propyl]-1H[1, 2, 3]triazol -4-yl)-phenyl)-nmet hanone (conpound
7. A compound according to any one of claims 1-6, wherein Rg, Rz, and Rg
represent hydrogen, or, wherein Rs, Rg, Ry, and Ry represent hydrogen, or
wherein R4, Rs, Ry, and Rg represent hydrogen.

8. A compound according tc any one of claims 1-6, wherein Rq, R, and Rg, or Rg,
Rz, and Rg, or R4, Rg, Ry, and Rg, or Rs, Rg, and Rg, or Ry, Rg, and R; represent
hydrogen,

9. A compound according to any one of claims 1-8, wherein R, is methyl and R; is
chloro.

10. A compound according to any one of claims 1-9, wherein R; represents C,.
sdlkyl, Cyqalkenyl, or C, shydroxyalkyl, each of which are optionally substituted
with one or more, same or different substituents setected from the group
consisting of halogen, hydroxy, mercapto, -NH,, carboxy, CONH,, nitro, oxo, -
S(O):NH,, C,.;hydroxyalkyl, Ci.alkoxy, Ci..alkoxycarbenyl, Cy sureido, C;.
zthioureido, C,.;alkylcarbonyloxy, C;.,alkoxycarbonyloxy, C;.;alkoxysuifonyloxy,
Ci-28lkoxycarbamoy!, C,.,aminocarbonyl, C,.;alkylthio, C;.,amineo, C,.;imino, C;.



103),

(2-Chloro-4-(2, 4-di fluoro-phenyl am no) - phenyl ]-{5-[ 1- ( 3- hydr oxy-propyl)-1H

[ 1, 2,3]triazol-4-yl]-2-methyl- phenyl) -nethanone (conpound 104),

[ 2- Chl oro-4- (2, 4-difl uoro-phenyl am no) -Qpenyl ]1-{5-[1-(2, 2-d(net hyl -

(1, 3]di oxol an-4-ylnethyl )-1H[1, 2, 3] triazol -4-yl]-2-net hyl - phenyl } - net hanone
(compound 105), (2-Chloro-4-(2,4-difluoro-phenyl am no)-phenyl]-{

i| [11[ (1223312%8?{%§an\9 ?{?z\é?qmortaﬁbcrnqu%cghcr }ail%?t.hfon Iarnl %OC a!ko:ay Ta-g:y
2-(4-(3-[2- Q;hatkvlsazboozlamim.fcmeikulspw.l @ﬂ’-ﬂhﬂtﬁ)'omhg).yhgtezpcmgﬁyw Bhenyl } -

[1, 2, 3] tri asﬁg{ gcygol"k@ﬁﬁt am de (conpound 107),
3-(4-{3-[2-Ch 4-(2 di f I uor o- phenyl am no) - benzoyl ] - 4- net hyl - phenyl } -
[1,2,3]tri atﬂeﬂasp;mf Vﬁv@b@rﬁeomwaa'm fymiher sebsdituted yeth emmm@oTIAGE, FOBYE, OF
N-[2-(4-{3- c[lﬁer@m Qiﬁ%tiﬂleﬁ'@s éel@ﬁtfeé! #WRHPtHR GroUp Ronsisting of hydroxy, -NH,, -
m no) - benzo ll - net hyl - n %

2,3]tri az%( 20)Y yF?NE‘P h‘g??‘} °ﬁé h%{’ﬁ sui f onanmi de (conpound 109),

3-[2-Chl oro 4- (2, 4-difluoro-phenyl am no) - benzoyl ] -4-nethyl -phenyl) -

3 d
L R PSS AR A o IR Rt oy ) -
ebalklyl rqyal)cemd@u'lmgbwrdn(adimlmemh@f Whigh, are optionally substituted

8hor fm e bR SN I ROL 2 B8R i ek el ! - Pheny! ) -

ri
(2-
riazo ace
[ 2-
ri

( “onsisting rqxxd|-Nﬁu.o¢ambtwenplommﬂmenm(p)whmﬁhy| phenyl ) -

[ 2-
It
3-
]t
3-
It %%mky.-mwa, &, {erdRyIED olkohyéaboRRt BY JursidBy £) sAaRb&Mb&HyL (EomPound

3
{
.3
{
, 3

{3 [ 2-@Ain Sraeikpisulfenvanyip oCptier PEXA ARy bR 4355 18 af avhigh ARA - pheny| } -

G{ﬂ tri 3<ﬁﬁion3ﬂ\b’fu}th%r BubstRbted ivittH one oﬁﬁubaé\csa&e(&cum@ﬁt 3 Pﬂs%b%ﬁhien}@)@ 2-(4-{3-
or o- oro en enzo - en -

11 sepistcber trpmthe ol sﬁrféﬁ?agy??*&?fﬁéhaﬁgl bfoound 115

Chl oro-4-(4-trifluoronethyl -phenyl am no) - phenyl ) - {

4-(2- hyd%w co‘?ﬁ,Sanh ac[:c}rd?nggt) Jr{y%%l of cléfnlnL 1< 1@&@1’%&&@@3}51&59“@ hanone

conmpound 1
2- Chl or o- methleymsd.nmmovlphemehyL {8 -of avhich-are substitutadnyith) ohg, tvo3three.azol - 1- yl

2- net hyl
2- Chlrrgroy4 E?Q@P)é%}greo"a_? - ugﬁ)@ﬁﬂ Fg;%lg‘g%% f’°3’n§5‘e grf%p fonsesﬁmﬁydrox?/ et hyl) -
1, 2, 3]t rivaseny, FONH., meﬁyv'ammwf,wl ﬂv&w@ﬁeu mnetmdupydrengpethy
2- Chl or 0- dgylcroiii, irhdBRENINEINGra/THINC(ORPY, tnetrbxYEdrBen; Pethoky| 2-

NH;, ethoxycarbonyl, ethoxy, methyisulfonylamino, -S(0);NH,, tetrahydropyranyl,

4- 1
1
4-
1,
1
1
1
1,

{

2,
{

2
(4-
2
4-
2
)

4-
2
2

1
(
[
(
[
2
(
2
[1,
113
2-(
[
[ 2
[1,

(_
5-[
(co
(

]-

[

[

[

[1,3]-dioxolanyl, ethylamino, piperazinyl, the latter four optionally substituted
with one, two, three, or four, same or different substituents selected from the
group consisting of methyl or ethyl.

13. A compound according to any one of claims 1-12, wherein R;is 2-
hydroxyethyl, 3-hydroxypropy!, carbamoylmethyl, 2,3-dihydroxypropyl, 2-
(methylsulfonylamino)ethyl, sulfonylamtnopropyl, 2,2-dimethyl-[1,3]dioxolan-4-
yimethyl, 2-(tetrahydro-pyran-2-yloxy)-ethyl, 3-(tetrahydro-pyran-2-yloxy}-
propyl, ethoxycarbonyimethyl, carboxymethyl, ethylaminocarbonylmethyl, (2-
hydroxy-1,1-dimethyl-ethyl}aminocarbonylmethyl, 1-pyrrolidin-1-yl-ethanone, 1-
morpholin-4-yl-ethanone, 2-chloroethyl, 1-hydroxy-1-methyl-ethyl, acetyl, 1-
amino-1-methyl-ethyl, methoxycarbonyl, carboxy, hydroxymethy!, 3-hydroxy-
propenyl, 2-amino-ethyl, methylurea, 2-morpholin-4-yi-ethyi, (4-methyl-
piperazin-1-yl)-ethyl, 2-diethylamino-ethyl, 2-(2-hydroxy-ethylamino)-ethyi,
propytaminoethyl, or diethylamine,



(tetrahydro-pyran-2-yloxy)-ethyl]-1H[1, 2,3]triazol -4-yl}-phenyl)-net hanone
(compound 119), [2-Chloro-4-(2,4-difluoro-phenyl am no)-phenyl)-{5-(
1- (2-hydroxy-ethyl)-1H ,(1,2,3]triazol-4-yl)-2-nethoxy-phenyl}-nethanone
(compound 120), [2-Chloro-4-(4-fluoro- 8heny| am no) - phenyl ] - (2- met hyl - 5-{
1-[2-(tetrahydro- 1
pyran-2-yloxy)-ethyl]-1H[1,2,3]triazor-4-yl}-phenyl)-nethanone (conpound
121), [ 2- Cldordcdmpdurid acooedipg ¢mghpohe of ciplmeny! 13- 4f deneral formula Ia.
1- (2- hydroxy-ethyl)-1H [1,2,3]triazol -4-yl]-2-nethyl-phenyl}-nmethanone
(conpound 122),
[ 2- Chl or o- 4% 4A Lompounddaordiagitmepy phe ol tlhindH1{18- ¢fedeck! foinylg 1%.1, 3] di oxol an
- 4-ylmethyl)-LH[1,2,3]triazol -4-yl]-2-methyl -phenyl } - met hanone (conpound
123),
[ 2- Chl or o- 46 A-gompsouad @isegrdingriorasty-qnecofydigims5-1 3 s¢lecteddrdry dhegrougr opyl ) - 1H
[1,2,3]tri %H]L, ﬁnd’bﬂ 2- et hyl - phenyl } - met hanone (conpound 124),

(4-{3-[2-Cnl oro- 54 f | uor o- phenyl am no) - benzoyi ] - 4- et hyl - phenyl ) -

, 2, 3] t ri dZdthiaregd-(2 4cdfiuprogehenymipohahanyl)-(2- met yi-5-{1-[2-(tetrahydro-
chl Or 0- 4yyean-4+ ,ﬂw)Leeﬁmahﬁmh,@nrwbr-myhlny{nﬁn{&nér?onef&%?o&#dﬁyI )-1H

2,3]triazal -4-yl]-2-nethyl | } - met hanone (conpound
Chl or o- 41-0(1 f I uor o- phenyl am no) - phenyl ] -{5-[ 4- ( 2- hydroxy et hyI ) -
3] tri g2athidroyd-|2, A~ TR plRIHG mmhihoyrphw'{m—[&qe%

2

S0 3 s '%ﬁﬁf&-&v&%wiﬁw?)mém%g&méJﬁ%53)” sty

Chl or 0- 42{Chldrocd-{( 2 dedibuoephdnytanmiod }-pheny]-12-mdihft4s-(1- [hy(déwwdroﬂet hyl -
y

5t (o RSt o Sl aﬁba”%%n% B TReHBuheny ) - 11

Jtrl aliBDr4 yl) - et hanone (conpound 130),

- Chi
hyl)
gy
i gioﬁmla%i?rg?ﬂf |4—<Flﬁh'% '-’}"Y%Eﬂlﬂﬂ ghenyl] {5 [1-(3-hydroxy-propyi)-1H-
4
[
3
[
3

1-
, 2,
4-
]

d.flléuc?r Jtripoiy- ‘Aﬂnzn@)eﬂmmhyn?l}rmeuham(qomﬁpoqri@4l,31) 93
2- Ch|[Qf&l&o(é’-(ﬁadd|ﬁbé@tﬂ1§v§%’ﬁ%héﬁ}ahé}ﬂl}}-?§ﬂ§%|i-uﬂnéfﬁglhw phenyl }-1 H

L 8 ik et 3 e S R SERERY et e asng 114
] tri geempovhd 20Xy i c acid (conpound 133)

S A R B
1H-(1,2,3]triazol-4-yl])- 2 -methyl-phenyl}-methanone (compound 106),
2-(4-{3-{2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-pheny!} -
[1,2,3]triazol-1-yl)-acetamide (compound 107),
3-(4-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-
[1,2,3]triazol-1-yi)-propane-1-sulfonic acid amide (compound 108),
N-[2-(4-{3-[2-Chlora-4-(2,4-difluoro-phenylaminc)-benzoyl}-4-methyl-phenyl}-
{1,2,3]trlazol-1-yl)-ethyl}-methanesulfonamide (compound 109),
{4-{3~[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-
[1,2,3]triazol-1-yl)-acetic acid ethyl ester (compound 110),
(4-{3-[2-Chloro-4-(2,4-difluocro-phenylamino)-benzoyl}-4-methyl-phenyl}-
{1,2,3]triazol-1-yl)-acetic acid (compound 111),
2-(4-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-
{1,2,3]triazol-1-yi)-N-ethyl-acetamide (compound 112),
2-(4-{3-[2-Chioro-4-(2,4-difluoro-phenylaminec)-benzoyl]-4-methyl-phenyl}-
[1,2,3]triazol-1-y])-N-(2-hydroxy-1,1-dimethyl-ethy!)-acetamide (compound
113),
2-(4-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyi-phenyi}-
[1,2,3]triazol-1-yl}-1-pyrrolidin-1-yl-ethanone (compound 114),
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[1,2,
[ 2- Ch
(1,2,



(2-Chl oro-4-(2, 4-difluoro-phenyl am no) - phenyl 3-{ 5-[4-(3-hydroxy-propenyl)-
(1,2,3]triazol -1-yl]-2-nethyl -phenyl) - nmet hanone (conpound 135),

{5-(4-(2-Am no-ethyl)-[1,2,3]triazol-1-yl]-2-nethyl-phenyl}-[2-chloro-4-(2,4
- di fl uoro-phenyl am no) - phenyl ] - net hano (conpound 136), (1-{

3-(2-Chl oro-4-(2, 4-di fluoro-phenyl am noj=benzoyl ] - 4- net hyl - phenyl } - 1H
[1,2,3)triazol-4-yl nmethyl)-urea (conpound 137)
[2
[
2-
(

qull ?LOI 3- {ﬁTﬂiéﬂléi'Qfﬂlt;?Q_eﬁflT Eg ﬁw)"ﬂ'er{zgvlwméthﬁ Jhénélg) mor phol i n- 4

2- Chl or o- 111 ziladitmf Rodl-d- 'EH@H‘)? 'famv'rﬂsyawr{ypwomé mhw 5-{4-[
(4- et hyl F cmdaeraay “rifludtboretiyhphenfidmio}pheh)Id4GHral 2t hydidRgeyiyi)y-met hanone

d
52T T or o- KRR iazorodl-3- BRI PAETYRSSRRRE (ComopUd 316k ot hyl arr no- et hyl ) -
[ 2 Chi bro- 42 aor ”"3“"**‘“%’2%“@“2'51”5}“““ T T it
et hyl am nof"eégﬂy‘?r)e"[”b mﬂo"ﬂ}%’}ﬁ%h\et hyl - phenyl ) - met hanone (conpound
141), [2-Ch|oro-4 (2 chloro 4 ﬂuoro -phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-

2- Chl I 5- (4-(2- I
ety - gl -3 BB AR b compBRA a2y | < ProPY Am e
(2- ChI or o- 42-(Wtffb1ﬁ3f2)4'zﬂiﬂmrhynheph|6nw®ﬂwmyl]pﬂ2emthox{/§-K&-—[@Q hydr oxy- et hyl ) -
3 & i R R A R i
1,2,3]tri é%ﬂp%‘f'?llll-%ﬂ met hyI phenyl ) - rret hanone (conpound 144),

2- Chl or o- ‘ffz-(dﬂdi'bl P4?diﬂ@6rBYdheﬂ9ﬁﬂﬁrl\®%ﬂEh)/r]P{B%[W-l(i‘hﬂ/ﬁrdﬁ étﬂgl'?-yl@f oxy-ethyi) -

& fq%ﬁ gl 4L i{‘é‘% fzfﬁ%ni(ﬂta 8‘3/ '{!Pe h‘?an"{%%g ‘?I’ijf-ﬁf y-et hyl ) -
2,3)tri azmmo}eyi {4-Auomei- hlyénypﬂrelny)-bhmlhwmmhiles}@quwde&aﬂl@dm—

2 st aagi S LA AR - EB el Tempaoft e = V)

2, 4- Di iR} or o- phenyl am no) 2 met hyl - phenyl ] -{5-[ 4- (2- hydr oxy- et hyl ) -
33]CF1IrI ﬁQllm‘%?t?or%ﬁuﬁﬂbﬁ){énm%gbhwj]%QEQZ(WEQ‘V?)Z hydr oxy-et hyl) -

3] tri &k 3ltriazp) ]4-521 Re@ﬁwl -Phe)} }n%@mwdﬁemeewbé #d 149), 94

4- m(9 t2;] | r_!rc_hmai-twhho{o éher&larﬁl&bf—bﬁé@i}-hé{'ﬂ(ZQZ-BRMM{/I' phe¥dxolan-

(4- {é‘:[g;"@%wi)é@?ﬁ RGP S pehADeRE (SR PB oy - -
[2-Chloro-4-(4-fluoro-phenylamino)-phenyl}-{5-[1-(2,3-dihydroxy-propyl)-1H-
[1,2,3]triazol-4-yl]-2-methyi-phenyl}-methanone (compound 124),
2-(4-{3-[2-Chloro-4-(4-flucro-phenylamino)-benzoyl]-4-methyl-pheny!}-
[1,2,3]triazol-1-yl)-acetamide (compound 125),
{2-chloro-4-(2,4-difluocro-phenylamino)-phenyl)-{5-{1-(2-chloro-ethyl)-1H-
[1,2,3]triazol-4-yl]-2-methyl-phenyl}-methanone {compound 126)
[2-Chloro-4-{4-fluoro-phenylamino)-phenyl}-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazot-1-yl]-2-methyl-phenyl}-methanone (compound 127),
[2-Chloro-4-{2,4-difluorc-phenylamino)-phenyl}-{5-[4-(2-hydroxy-ethyl)-
{1,2,3]triazol-1-yl}-2-methyl-phenyl}-methanone (compound 128),
[2-Chloro-4-(2,4-diflucro-phenylamino)-phenyl}-{5-{4-(1-hydroxy-1-methyi-
ethyl)-[1,2,31trlazol-1-yl]-2-methyl-phenyl}-methanone (compound 129),
1-(1-{3-{2-Chloro-4-(2,4-diflucro-phenylamino)-benzoyl]-4-methyl-phenyl}-1H-
[1,2,3]triazol-4-yl)~ethanone (compound 130),
{5-{4-(1-Amino-1-methyl-ethyl)-[1,2,3]triazol-1-yl]-2-methyl-phenyl}-[ 2-chlore-
4-(2,4-difluoro-phenylamino)-phenyl]-methanone (compound 131),
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har rraceutlldz;D, conposition conprising a conpound according to any one
{2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-{2-methyl-5-[4-(2-propylamino-
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ethyl)-[1,2,3]triazol-1-ylj-phenyl}-methanone (compound 142),
[2-Chloro-4-{4-fluoro-2-methyl-phenylamino)-phenyl]-{ 5-[4-(2-hydroxy-ethyl)-
[1,2,3)triazol-1-yl]-2-methyl-phenyl}-methanone (compound 143),
[2-Chioro-4-(2-methoxy-phenylamino)-phenyl}-{5-{4-(2-hydroxy-~ethyl)-
[1,2,3]triazoI-1—yl]-z-methyl*phenyl}-niethanone (compound 144),
[2-Chloro-4-(4-chloro~-2-methyl-phenylamino)-phenyli]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 145),
[2-Chloro-4-(4-methoxy-phenylamino)-phenyl]-{5-[4-{2-hydroxy-ethyt)-
[1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 146), .
{2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-{5-[4-(2-ethylamino-ethyl)}-
(1,2,3)triazol-1-y1}-2-methyl-phenyl}-methanone {compound 147),
[4-(2,4-Difiuoro-phenylamino)-2-methyl-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol-1-yI]-2-methyi-phenyl}-methanone (compound 148},
[4-(3-Chloro-4-fluoro-phenylamino)-2-methyl-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol- 1-yl]- 2-methyl-phenyl}-methanone (compound 149),
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of clainms 1-16 or a pharmaceutically acceptable salt thereof together with a
phar maceutical ly acceptable vehicle or excipient. 18. A conposition
according to claim 17 further conprising another active conponent sel ected
fromthe group consisting of giucocorticoids, vitamn D anal ogues,
anti-histam nes, platelet activating fa® or (PAF) antagonists,

anticol ergenic agents, nethyl xanthines, p-adregenic agents, COX-2

i nhi bitors, sal | c | ates, indonethacin, flufenamate, naproxen, tinegadine,

gol d salts,* gHveronretby dd 2 Atz sy driomethybnpbemy Y {demethvi-fet i noi ds,
zinc salts ﬁmyla&aﬂ.@ue@ﬂmtﬁw\el(@omaouﬁkﬂ;soﬁ conpound according to any one
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21. ]EJset of meﬂ@ﬁpb&rﬂﬂhrﬂme?Eﬁ\g]iemmyieanﬁﬁurﬂl Binp 1t 16 for the | t
manuf act ure nen nmen ioration
of inflamat 5?;5%”@2&@95;%@;& ‘?e%]ﬁ g?f-yg%hfrnaq%mege%og agé%qge t-
condi tions. pfﬁﬁtylatﬂﬂm)@ﬁer&oommp@udpamnm)ng to any one of clains 1- 16 for
th f I
cancer 23, CrE G Ry RV et R v i E RS onin P R8Pl 33: 1 o
admi ni st rathr@norontﬁgmlmenwatmn@homrml] methanenemqymwnd 1§é|).ect ed fromthe
Bl ot ol ot 2k U CMuord pERVENG RS Weeny oy -8 PR AIERY M- " Gent s,
met hyl xantH:hé#f’aiﬂ*a?dvﬂg?emeéh‘i"alj@ﬁﬂ& mekhanone ﬂwmnouad d454%al i cyl at es,
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serum chol esterol reduci n . zinc
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arthritis, sp oar at heroscl erosi s nic inflammatory
bowel di sea@1 ?9%}/‘ *Pﬂ kY 'é 2ts '@ﬂ plgﬁgﬁ'l}o"‘S aeaﬁ‘ef Bﬁ i nf | anmat ory
eye di seasept-(H4-dlicHierngitienglaawido)-2rféthylyphanyy]- ﬁkmﬁ(mmrdqpahylpsori asi s,
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25. IOThe use #%lt ;azoef-ﬁz-il’] %&#‘y‘ rF heﬁgﬁ *'Em?"ﬁﬁé)@o&ps%é'ggg 5? acut epmacul ar
degener at i dM-[BT(“atFe!‘?“éZ-éttYdmwa@bV@f[16%§Bnel<&*tlrtiilrZ’Qlethvkbsonqyd)hﬁd accor di ng

to any of c,lngm*yrﬁpp,e,;ﬁ;arf,g,b)%gng,ma;:&g,ﬁ,a@@gomhndgggyent ion, or anelioration

of Infl amEZO{‘.Xlorol 2 e(g%egiﬂgtrnrocggenylan?lgzj pﬁg,?ﬁ]eh cLIoro 5-[4-(2-hydroxy-
ethyl)-{1,2,3)triazol-1-yl]-phenyl}-methanone (compound 159),
[2-Chloro-4-(3-fluoro-phenylamino}-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol-1-yl}-2-methyl-phenyl}-methanone (compound 160),
[2-Chloro-4-(3-chloro-phenyiamlno)-phenyl]-{s-[4-(2-hydroxy-ethy|)-
[1,2,3]triazol-1-yl]-2-methy|-phenyl}~mefhanone {compound 161),
(2-Chloro-4-m-tolylamino-phenyl)-{5-[4-(2-hydroxy-ethyl)-[1,2,3]trlazol-1-yi}-2-
methyl-phenyl}-methanone {compound 162),
[2-Chloro-4-(3-methoxy-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazo|-1-yl]-2-methyl-pher;yl}-methanone (compound 163),
[2-Chioro-4-(2,3~dichloro-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl}-
[1,2,3]triazol-1-y{]-2-methyl-phenyl}-methanone (compound 164),
[2-Chloro-4-(3,5-dimethyl-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 165),
{2-Chloro-4-(2,5-difluoro-phenylamino)-phenyi]-{5-{4-(2-hydroxy-ethyl)-
{1,2,3])triazol-1-yl]-2-methyl-phenyl}-methanane (compound 166), and
[2-Chlorp-4-(3,5-difluoro-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazo!-1-yl]-2—methyl-phenyl}-me(hanone {compound 167).
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17. A pharmaceutical composition comprising a compound according to any one
of claims 1-16 or a pharmaceutically acceptable salt thereof together with a
pharmaceutically acceptable vehicle or exciptent.

18. A composition according to claim 17 further comprising another active
component selected from the group consisting of glucocorticoids, vitamin D
analogues, anti-histamines, platelet activating factor (PAF) antagonists,
anticolargenic agents, methyl xanthines, g-adregenic agents, COX-2 inhibitors,
salicylates, indomethacin, flufenamate, naproxen, timegadine, gold salts,
peniciliamine, serum cholesterol reducing agents, retinoids, zinc safts and
salicylazosulfapyridin.

19. A compound according to any one of claims 1-16 for use as @ medicament,

20, A compound according to any one of claims 1-16 for use as an anti-
inflammatory agent or anticancer agant.

21. Use of a compound according to any ona of claims 1-16 for the manufacture
of a medicament for the prophylaxis, treatment or amelioration of inflammatory
diseases or conditions, or ophthaimic diseases or conditions.

22. Use of a compound according to any one of claims 1-16 for the manufacture
of a medicament for the treatment or amelioration of cancer.

23. The use of claim 21, wherein the medicament is intended for administration
together with another active component selected from the group consisting of
glucocorticoids, vitamin D analogues, anti-histamines, platelet activating facter
(PAF) antagonists, anticholinergenic agents, methyl xanthines, f-adregenic
agents, COX-2 inhibitors, salicylates, indomethacin, flufenamate, naproxen,
timegadine, gold salts, peniciliamine, serum cholesterol reducing agents,
retinoids, zing salts and salicylazosulfapyridin,

24. The use of claim 21 or 23, wherein the inflammatory disease or condition is
asthma, allergy, arthritis, rheumatoid arthritis, spondyloarthritis, gout,
athergscierosis, chronic inflammatory bowel disease, Crohn’s disease,
neurclogical inflammations, inflammatory eye diseases, proliferative and
inflammatory skin disorders, psoriasis, atopic dermatitis, acne, uveitis, sepsis,
septic shock or osteoporosis.
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25. The use of claim 21, wherein the ophthalmic disease is acute macular
degeneration or age-related macular degeneration.

26. A compound according to any of claims 1-16 for use in the treatment
prevention, or amelioration of inflammatory diseases or conditions, cancer or
ophthaimic diseases or conditions.



