WD 2006/ 063585 PCT/ DK2005/ 000757 1 TRI AZOLE SUBSTI TUTED AM NOBENZOPHENONE
COVPOUNDS FIELD OF THE INVENTION 5 The present invention relates to a
novel typsoehodiossaszol e substituted ani nobenzophenones egd/moéd@OTS7USE |iN
t herapy. BACKGROUND OF THE | NVENTI ON 10 Am nobenzophenones are known from
the scientific as well as the patent |ITterature. For exanple, WD 98/ 32730,
WO 01/ 05746, WO 01/05749, WO 01/05751, WO 01/05744 and WD 01/ 05745 al

di scl os i OBER I A IBIN wherein the
phenyl friR?ig chjggg%ﬁ@??%ﬁ“&ﬂby a%oﬁgﬁfggfﬁfi\%%@%wm eover, WD 01/42189
15 and WO 02/ 076447 di scl ose conpounds with a simlar structure, but with
no nitregah sHARE eRNrIdg phenyl ring C. Finally, WO 01/90074 and WO

02/ 083622 di scl ose conpounds where the phenyl rings A and C respectively
are replaced by heterocycles. The conpounds disclosed in these patent

appl Bcatrherprédedt invdhtiah elated tha riovbi bt oF Srid¥ble subsatdteakin I p (1L-10) and
tunmour necrosis factor a éThﬁkﬁx) seﬁﬁetion in vitro, which 20 nakes the
conmpoundS PRRERERRANCPET 88T &7 thelr ¥55dN tP¥aPYent of inflammatory di seases

where the production of cytokines is involved in the pathogenesis.

Al | egedly,, ] Hﬁﬁ% xert their effect by inhibiting the p38 MAP
kinase,ah%Q§¥$ﬁm$§Eﬁeﬁin i@?ﬁ%ﬁthe production of IL-1p and TNF-a. 25 The
preparation of structurally related am nobenzophenones useful as dyes for
textypl ey Spéli-SEh@RAds bR MRS FeXkrentiRdbawti 38 the pahBliterdil s, &
V- Rede HEr PRy FE A e e e BT T T
(1985), exBPlEy WQ58/32739. 9O BBD574GUNOARY 0Br+ 97 0| QNN 1o 891195 HAs

sur pri signglwoRagss 7asuddditdiade EMNRIuntis wWathehe cshbsdr éd+e eehuaiiraobenzophenone
derivatives are_potent inhibitors of interleukin 10 (IL-1p) and tunour
necrosis factorfa (TNF-a) secretion in vitro and in vivo, suggesting their
utility in.the fireatgent and/ o WO 2006/ 063585 PCT/ DK2005/ 000757 2

preventi; 0 ' ases and ot her conditions where the
secretio 0
pat hogenesis-

oif nfl ammatory cytokines is involved in the
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 o (TNF-a) secretion in vitro, which

20 makes the compounds potentially useful in the treatment of inflammatory diseases
where the production of cytokines is involved 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 disclosed 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 INVENTION

30
It has surprisingly been found that novel triazole substituted aminobenzophenone
derivatives are potent inhibitors of interleukin 18 (IL-1p) and tumour necrosis factor a

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



It has been found that triazole substituted am nobenzophenone derivatives
of the present invention exert their anti-inflammatory effect by

i nhi bi ti ngoanosdossssegul ating 5 MAP ki nases, nore speci ccalkgoddoersp38 MAP
ki nase, a stress-activated protein which is an inportant elenent of the
signal transduction pathway | eading tcfthe production of proinflammtory
cytokines. The triazole substituted am nobenzophenone derivatives of the
present _inventigp. furthe . t cancer or
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t hi ourei do, Cl1_5al kyl car bonyl oxi/ Cl_ 6al kyl car b%;xl ,

C1_6al k8RYERPBBMy$!BRGNt ehithe H90ak ransduskn 35 wWarieatid B e8NS for
Cl_6am pesiafdmamptory \MaokiHee/ 063585 PCT/ DK2005/ 000757 3 each of which is
opti ona substi tut. ith gne_or nore, sane or_different. substituents
sel ect el.jr L¥F'B?ﬁoi%%”b@bglﬂﬁgm@%%&sepf?@eb’f’ n%g?%\éagﬁ,es ﬁ@ﬂ}eoe(ﬁ,sengéi"é%{g't°8,may

tri f | uofurbiedrimplre be aigafiudin thantbmxmenCaNtddcemont sphthamig dis&(sep 2NeRnditBinsdal kyl ,
C2 4@' kenyl, C2_4al kynyl, Cl_ 4hydroxyal kyl, Cl1_6hal oal kyl, C1. 4al koxy,

C1 23 koxycarbonyl , ureido, thioureido, Cl
Accordingly, the present invention relates to a compound of general formula Ia or Ib
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15 wherein

R, is methyl, chloro, bromo, or methoxy;

R, is chloro or methyl;

20 Rs represents Cy.galkyl, Cy.calkenyl, Cy.galkynyl, Ci.¢hydroxyalkyl, C; ¢haloalkyl, C,.
galkoxy, Ci.¢alkoxycarbonyl, C,.camino, ureido, thioureido, C,.salkylcarbonyloxy, C,.
calkylcarbonyl, C,.¢alkoxycarbonyloxy, C,.salkoxysulfonyloxy, C;.salkoxycarbamoyl, or

C,-.saminocarbonyl,



5 4al kyl car bonyl oxy, C1. 4al koxycar bonyl oxy, . Cl. 4al koxysul f onyl oxy,

Cl_4al koxycar banmoyl, C1.4am nocarbonyl, Cl1-4al kylthio, C3_6cycl oal kyl,
C3_6cycl ombkeswyls3ssan no, imno, Cl_ 4aninosu|fony|, Cl péamKroasaobzny | oxy,
Cl. 4al kyl sul fonyl am no, Cl 4a|koxy|nlqg 4al kyl car bonyl am no,

Cl. 4al kyl sul fonyl, Cl_5heteroaryl heterocycloalkyl or C2_

6het er ocycl oal kenyl , 10 mhereln sai d Cl.4al kyl, C2 4a|keny| o7) _4al kynyl,

Cl 4hydr§wgﬁd§l¥n H(%fﬁ)mg ltuteg: Af?a ¥re, Sdnidar Wgﬁfmﬂuenkg ei do,
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Cl_4am nosul m nocar bon nyl am no
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ed 0 r
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ger Calp'f(galmmbﬁlhIfdnvqr@ﬁﬁﬁwhjdcarbbyialiﬁgy, Q&Bb@)swfor@@dhiih,o, Qi _talkgxybxioo, Cﬁ( (?) 2NH2,

1 4a y g ydr oxy, or
car boxy? 'Ifii R%ny*?%" (%/g:r Kﬂ tﬁé)n’y c?f’oﬁﬁ)et g%tr eac y(’h(%lﬁcﬁhéﬁ gﬂ: ot esent

hydr ogephethmicpgeakenyWH2,  hydroxy, trifl uor orret hyI met hoxy, et hoxy, cyano,
ace I t pr und i s not
%% ar@%g%ﬁg%ﬂl 1491?(54% Rt @y |kr¥n§?c£ r%raggléyhaél hBBakPMRY!

rret hyl - Balkaxy, 1! @wcarﬂmwbumd@ytmwgdm 1oRIYEEMBANYIoKK €1-2, 3-tri azol - 4-yl ]
- phenyl 151« dBIBARAYRXP C.. alkoxysulfonyloxy, ClerQIkoxycarbamoyl C1 4am|nocarbonyl Cy

4-[ (2- am nophenyl ) am no] - 2-chl oro 1- thyl ) - 1H
[1 Z[g tF?IE‘tIB]RQ4C35ﬁIC§'Q|?aI|‘?€t ﬁw%ﬁ@ﬂk‘fﬁj?i nBH@L’ §O4a(5‘?' @ﬁé?l’f&éﬁ‘?ﬂl cally

accepz algérﬂm%laértbonﬂekw, &alk9l’suE@iyﬂh’mﬁ'\beCﬁﬁlkoxbnnlaﬁpthﬂllkymplﬁﬂ{ylarﬁlhe Ci- i of
i nveption re ar i cal  conposition co conmpound o
f or froil a4d 5y'6‘r"%1"ﬁﬁ 091‘1 saﬂﬁﬁ%f}’#a"?eaﬁtt%@FY%}°a§@e%f J:;13051 ?? oaﬁﬁﬁ gat e, o?p ester

t her eof atoggtidratly frtinerssupb@uneteith icoealor ynae cemba bt élffexemtpubﬂttumtsvehi cle.
35 WO 2Q06/.0 / o rtder the i nvention
rel at es ?lgdéag?f rﬁtdecg E g\gglrsl{mqg qatloéea %Kam&y I{ﬁﬁélﬁ&?l ng inflammtory
di seasegritrorcmrttivi,i ayase, @bentQ@&ll'm gitndi QmsééObNFboﬁmaiHYd)r% Ci- t he net hod
conpr|5|ﬁgjggﬂ;@hsterlng to a patient in need thereof an effective anount
of a cofpound 0

formula la or Ib. 51n a further aspect, the invention
r el 3P es of &s sepresenisl hydrogeeaidiexyoor &A8I10XYr at i ng

R4, Rs, Rg, R7, 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-chlorophenyl]-[2-
methyl-5-[1-[2-[(tetrahydro-2H-pyran-2-yl)oxy]ethyl]-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;

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

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

35



cancer, the nethod conprising admnistering.to a patient in need thereof an
effective anount of a conpound of formula fa or Ib. 10 In a still further
aspect, twe 2nseveBisson rel ates to the use of a conpound etCthx2ms/motsa or |b
for the manufacture of a nedi canent fq{ t he prophyl axis, treatnment or
anelioration of inflammtory di seases’ or conditions, or ophthalmc

di seases or conditions. In a still further aspect, the invention relates to

the use;of fOrRuld ol il QA Audils B o pfetnddof SlevbitindIRRUIAE LI € Of 2

medi canent Tor or anelioration of  cancer. ED
DESCRI Patmehbr@Eing HEflanNwaiaTy disedxslsiaricondikigns, 20 oPhthaieicslisensng orendians, t he

term "akkylietdod domép%%da&rﬂmls%rrgaﬁoea bitgent #thed] trebddtianeddrecie BmBORL
hydrogen atomi1s renoved from a hydrocarbon. Said al kyl conprises 1-6,

pr ef er aBf § campourd,ehfogaut 13 ordlr bon atons. The termincl udes the subcl asses
normgal al kyl (n-alkyl), secondary and tertiary al kyl, such as nethyl,
ethyl, n-propyl, isopropyl, n-butyl, isobutyl, sec.-butyl,  tert.-butyl,
pentyl, I §6b’§%%ry€fs,pe%>§r§ﬁ '“é(ﬁﬁ“‘?%@rﬁ%é%‘? aé%e#ﬁ%of g??ﬁ'“%?/rc‘?%ﬁ'l"?{ﬁ'“g i s intended
t o i ndi egt®raheahethad edmpyising aldkanisteriadite al patiennprieeidrityeredf 6n effedtore at ons,

such as _4-5 carbon ato . g. cl gpropyl, cyclobutyl, cyclopentyl, and
cyclohe?VPPn§6{%ﬁ@“?%ﬁﬁf°%§8ﬂ5§ﬁ en P" is intended to indicate nono-, or

di - unsaturated non-aromatic cyclic hydrocarbonsradicals, conprising 3-6

carpon af grgﬁifl e %@F%%&ﬁbpmﬁfﬁeﬂ‘fﬁs to freSiseDF S QR RRABYr foﬁ%’dﬁé epyt enyl
cycl opentenyl, or cycl ohexenyl. e term "heteroaryl™ is intended to _
i ncl ude I &ditbalnrrofadyenecaf doyeticemanioles the PioPhYaXisaeaivrgitiosiamylioragion

het er oat,p[FafiRdtBAL &idedse0 Bt Condrisitd oNbpRtRdiric @iseasdidt @dhaitnssuch as  1-3
het eroatons and 1-6 carbon atons, such as 1-2 heteroatons and 1-5 carbon WO

2006/ 063585 PCT/ DK2005/ 000757 5 atons, such as 1-2 heteroatons and 2-4
carbon af @il fiMh&eddpeeiitifd inventidn FeldtesbetrRlserdfrgmipdund of dodiell@toat ons or

1-2 heteroatons selected fromO, S and N .e.qg. pyridyl. tetrazolyl,

t hi 330l P for] tﬁ?@éazrt&'lf?ﬁt‘f’ep%fraa%ﬁsﬁ?“ea&&f6*|“§/Fr,ea%(k%{§i°éf8?/%'/'f’fa“[°ﬁi °£6ﬁré%e§/‘| 1,2, 4-
triazolyl, isoxazolyl, pyrrolidinyl, thienyl, pyrazinyl, pyrimdinyl,
[1,2,3]triazolyl, or 5 isothiazokyl. The term "heterocycl oal kyl" is

i nt ende PETAILERHPESERIPAIQN OF JAIEINVENIEPRal as defined above, in particul ar
5- or 6-nenbered rings, including polycyclic radicals, conprising 1-4

het er oatfpitiopg ef erably 1-3 heteroatons, selected fromO, N, or S, e.g. 10
t et rahydropyranyl, norpholine, imdazolidinyl, dioxolanyl or piperidinyl.

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
alkyl (n-alkyl), secondary and tertiary alkyl, such as methyl, ethyl, n-propyl, isopropyl,
n-butyl, isobutyl, sec.-butyl, tert.-butyl, pentyl, isopentyl, hexyl and isohexyl.

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

and cyclohexyl.

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

e.g. 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

radi cal as defined above, including polycyclic radicals, conprising 1-4
het er oat owe,20@wmebssabl y 1-3 heteroatons, sel ected frompQr/D¥20em008757€. g.

1, 6-di hydropyridinyl, 4,5-dihydro-IH [1,2,4]-triazolyl,

4, 5-di hydr o- oxazolyl, 1-H pyrazolyl, 4, 5-di hydro-isoxazolyl. The term
"al kenyl " is intended to indicate a nono-, di-, or triunsaturated

hydr ocagbon suag' ga' Q%ggatm%naz‘;%grb%g%t%g”ﬁ ne fﬁﬁéi&% nzbb4e&arbon

at ons, suc n ato ropeny ut enyl
pent eny Fingewithelx érngkero@onmene - érhetérahﬂoymw$€1eqt@d fra d%énﬂé\lflerﬂjmya@é'ran

hydr OCa'&&ﬁff@@hf\a@hgpqma'zél'yr'%y;az%,)@ &az&lw B&legfmﬂsthl@pl’gmyﬁ 105 43 triple

bonds i atoms, the al'kKane chain uglca é mprising 2-5
car bon &tanely), isexazakvtinyrrolidingl, shigay! hByraginympyrisidinylakl. 5étr@a?'wbﬁr at ons,

e.g. g et kg(,raygzomropynyl butynyl, pentynyl, or hexynyl. 25 The term
"hal ogen" is intended to indicate a substltuent formthe 7th main group of

the periodic table, preferably fluoro, chloro and bronb. The term
" hydr oxyak kyrm “hetetday@osleg” tsaniem-d'eaads mdaatah keytlodkyliradicalas digiheaed above,

30 wh hyd I
0 e ST e ok PSR R PR BT U B
\C/imferel ni- ohetematmsegﬂeydablgema{remmatams, lselpttadélcbnby') INanog?es\g ggglé/ 8233585
i e
; %Kzgét@%g%gnyé #ﬁﬁog}r\?hq%édrnagﬁlc)&ﬁﬁéag%gr‘ th?%é}{drll cate a radical of

the formula -NR2, wherein each R independently represents hydrogen, alkyl,

al kenyl ’ThQr’ceﬁryetlné%?#o‘éwloalﬁéﬁl’nlg'|ﬁt@ﬁ§eda‘apl\‘|@vca€e HeyclodNtdhyl PRI baakitad
dlethylamno lam'no, tert-b I am no, or ethylamno. 5 The term

i m no" apgve, n@@%w ppucyqlfeurwﬁésrapmlsw 1- 6fheat?f@a¥°mwr%fe@tml 3herein R

represemhﬁerbéteﬁggeéle&éd floky b, &S ol' Bdé@ah%idﬁhbﬂktﬁayna]h?l 465 ﬂﬂhy&l’d@INy is
i ntended to indicate al kyl or

al kényl [hs ‘f]nﬁlaéﬁ'f/keé gﬂ gro “@xago yrlre{] R‘ﬁfag‘gi"h&(g% - ﬁ&@p‘éﬁ’?zolyiopr opoxy,
10 but oxy, etc. The term"al kylth| 0" is intended to indicate a radical of
the for

ol kowy dHFBEOT p ereitagee forBlsaléce fons i B SRR e By b
- C( O - Or&jicalwheweisingR-b sadiokydtoms, inrmlirdeutla-dbmvinn atogs, metthasxdSar bonyl ,
et hoxyc%EFb%ﬂsztOmg,'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.g. 2 or 3 triple bonds, and 2-6 carbon atoms, the alkane chain typically
comprising 2-5 carbon atoms, in particular 2-4 carbon atoms, such as 2-3 carbon
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, chloro 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, chloro and/or fluoro.

35



propoxycar bonyl , isopropoxycarbonyl, etc. The term "al kyl car bonyl oxy" is
intended to indicate a radical of the formuta -OC(O-R, 20 wherein Ris
al kyl as wodbeaisesdsabove, e.g. nethyl carbonyl oxy, or etprgirmacbemobmry. The
term "al koxycar bonyl oxy" is intended to indicate a radical of the formula
-0 C0O- OR wherein Ris alkyl as indicated above. 25 The term

“al kyl carbonyl™ is intended to indicate a radical of the fornula "-C(O-R
wher ei n alkyl a : T LeLfR" IS
't endedne TRt Hiapa R nER Y thotapy & radeelcr B totinuiar it RifBLeeBlER | %
i's hydr UgiepenﬁermlwkybreasntsMdmteedalawoa&enﬂndr R/ql@lwloﬁ%géﬁateahoye, e.gl kenyl ,
30 al kyn I e

met hyl ur%'fl ,étgg %ﬂ'u‘%e&%y%ﬁ}'gggy gluty lhérgrg?‘é tergggtyéah@@%%trglg%mo

met hyl t hi our ei do, isopropylureido, or n- propylureido. The term

"t hi our ¢}dee rn4| SIMII% GEGadnd t!orlqm@é‘tte% AdilbCde ofmblBe-N-Q Wkrin R
-NR -C(9) - 35 wherein ydr ogen or al kyl as i ndi cat ed above,

and R |§eﬂ1’9%ﬁ*’6§bhdr°813'k§’l' aIleras 'EQEPY%QIW as i ndi cated above, e.g.
-NH-C(S)-NHz. WO 2006/ 063585 PCT/ DK2005/ 000757 7 The term

"al koxy | fonyl, "Ls int ed t.o.repr sent. ad| f th roul a -0-
S(0) 2- O he teifh kR s g‘t%n@ﬂ%g‘}' qiaPansa Qe o darhoR wh Pe' R

"am nos alldyoanydal'kemy& as i diceted above, rdy. catthoay, reabloxyaln- prbpo*w l$<mfmdxa,

S(%Z merel n each R independently represents hydrogen, or alkyl as

i ndi Cat e Xﬁ‘bve The term "am nocar bonyl oxy" is intended to indicate a
radical of the fornmula -NR - C(0)-0-R wherein R is hydrogen or al kyl as

i ndi cat ?ﬁ wealk BloRs! n$teﬁxhéﬁ’{o |ﬁ§|¢%@ 4 FHBll&@B?%eé\"@%@Ia £5-Q; wherein R is

am nocar bonyl -ter -but oxy. The term "al kyl sul fonyl'am no” is intended to
i ndi cat 8lky! padidiate?bavBe fornula -NR - S(0O)2-R, wherein Ris al kyI as
i ndi cat ed above and R is hydrogen or alkyl as indicated above, e.g.

nethlsufon jno. 15 The ter m_no" i nt dto ipdicate a

raditeal T ?t?ﬁ‘é F'6PMeR °9Kp05 ﬁte%g% '?‘fi(%/?t raﬂ&?ﬁ'r?fgg (??ﬁn@? Rg&s)éé FE)’ndl cat ed
above, euhgrein® iB@XRY &S nmcaTétEalbcﬁ/rerre'baln#thymahmmwIethamtmdepl, bo indicate a
radi cal _of the %9 R, wherein R is hydrogen or al kyl as

i ndi cat é’&‘)pe%%?/aer o@ﬂu'sﬁorog ‘?CQFEP% i ridi cat ed above. The term

"am nocarbonyl” is intended to indicate a radical of the fornula

-0 - Nﬁzhg’t%rﬁmﬁkgké}bgﬁﬁgxyg is |r&e|'1cﬂ-‘]QﬁBQH81i@£'t{el o vyl 99@1@ f?ﬁ‘HﬂX'—o eforkkenyl

as i ndicate am nocarb
et hgP amwieeein t?olﬁﬁlkyl pP Wa&gﬁ gl@gy@v g(ghymethblparbonyloxy, 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 “alkylcarbonyl” is intended to indicate a radical of the formula “-C(O)-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 alkyl as indicated above, and R is hydrogen, alkyl, alkenyl,
30 alkynyl, or cycloalkyl as indicated above, e.g. -NH-C(0)-NH,, methylureido, ethylureido,

tert-butylureido, cyclohexylureido, methylithioureido, 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 alky! as indicated above, and R is hydrogen, alkyl, or
cycloalkyl as indicated above, e.g. -NH-C(S)-NH..



25 butyl am nocar bonyl. The term "al kyl carbonyl am no" is intended to
indicate a radical of the formula -NR - C(0)-R, wherein R is hydrogen or
al kyl as wodbeatgessabove, and R is alkyl as indicated abowwx206/m@0757
acetylam no. 30 The ternl"pharnaceutigglly acceptable salt” is intended to
indicate salts prepared by reacting conpound of fornmula | with a
suitabl e inorganic or organic acid, such as hydrochloric, hydrobromc,
hydroi odi ¢, sulfuric, nitric, phosphoric, formc, acetic, 2,2-

di chl oroaetic, adipic, ascorbic, L-aspartic, L-glutamc, galactaric,

| acti ¢, Thakeait alkoxyallifanyl@§” Ehinteridied to cépresant apladishoefitbe fyamdai-©; gl utari c,
gluconl I salicylic, succinic, malonic,
tartari g( génzwé(r%‘}ehgeﬁgbg{n'isgwwg ane a&émé%q sul fonic, 2-hydroxy WD 2006/ 063585
PCT/ DK2005/ 000757 8 et hanesul foni c acid, toluenesulfonic sul fam c or

fumeg i ctRCkLm Pﬁﬁ.meaﬂ%wqélAtande@%em.eah% @alcbsomeqmunégogfmtzor mul a |
may al so be prepared reaction with a suitable base such as sodi um

hydr oxi M’é‘er%'blea%*bFUWWB?WIYJ@W%&@W@%‘?\QWBF alkybRs Indicated IVRy dr oxi de,
amoni a, or suitable non-toxic anlnes such as | ower al kylam nes, 5 for
exanpl e iet hylam ne, h drox - r aIk nm_ne or,. exanpl e 2-,
hyd?gxygk‘ﬁ ‘Frghy"‘?{@'noﬁ?rgor(“}j d%/ '\é%%/ﬁo)'n%ﬁ?atﬁea, ra?{fé[ 8@%;}?%'%@3 for
exanpl eC(d)-C)yRJ whercid Rk rlmydro(gE:n loeatkyl asrindésted atvovexamgpRes alkyl as

N, N, = di be | enedi | am ne, or L-arginine or

Lo %/gl néncpci% aerﬁ{);cy anl a%'\nbgc%rb%ﬁi terg bla? Y . 9 )

solvate”’is intendéd to indicate a species forned by
interaction between a conpound, e.g. a conpound of fornmula I, and a

sol vent Th@t&w%lﬁﬂm%ny&lﬂﬁﬁrQllnﬁéﬁdé/@EoeF\dlcaWFé’dl&l At RRAGIkeNRAre in a

solid form e solvent, said species is referred to as a
hydr at e S(26- RihehereinR i kylasdedicrted Pbgve @nedt afbh\édfeg?féP“ alkyl 3sqpdiceied t o

i ndi cat gb@@@lé?' rhyﬂ‘g,ghwg,qhgrgmoest ers such as al kanoyl oxyal kyl
aralkanoyloxy , aroyloxyal kyl, e.g. acetoxynethyl, plvaloyloxynethyl

beni%yloxynethyl esters and the correspondlng 1'-oxyethyl derivatives, or
al koxycanbaeyh any@lykminoemteh@ed ©. igdicarth ey bbiheyfbonylaet Mnd-R eeheretn Rand

et hoxycarg J}Xlgé)nxgrr%ﬁ(yl laaégtggﬁgg%tehg @g h[?%?’ ondl ng 1'-oxyet hyl

deri vat i'/% Ay dyl esters, or
di al kyl am noal kyl esters, e.g. dinethylan noethyl esters. Easi |y

nydr ol VSRR S SAIRES b Ly infhntied 9 [hefa0d ¥ S2RLA or 8 Rl B -¢fegngappounds
of for ers nmay be prepare y conventiona ods known to
per 28ns RskiMeraid R is hysisogan or alkydtesardipated ook, seHdsERI a@H‘%‘éﬁt%?bN@ 1

490 852 incor porated hereln by reference.

The term “aminocarbonyl” is intended to indicate a radical of the formula —C(O)-NR’;,
wherein each R’ is independently hydrogen, alkyl, or alkenyl as indicated above, e.g.
carbamoyl, 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 "pharmaceutically 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, hydrobromic, 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, glutaric, 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

la and Ib. "p38 MAP kinase" is a stress-activated protein kinase existing
i n sever avoisefoossss (p38a, p380, p38(32, p38y and p386pcTIREADIIFAP
ki nase is activated by different 30 stjnuli including heat, chem cal,

osnotic, pH and oxidative stress, growth factor wthdrawal, high or |ow
glucose and ultraviolet radiation. p38 is also stinulated by agents that
medi at e i r n and

ey ammkl'lr%ﬁktm;ohﬁ %cup Qﬁﬁ;‘gﬂeﬁﬂf’oﬁﬁ: sul?a?w‘?g'a??ur{@n& Q&l&’oir}anln%%ﬁfc‘f N
FasL, CBddptakie dalfap- qompou_mkie06Eorne1|ulwak|ai$@§&preper8=d|bsv REEPhItYPat ed by
Ki nases g, jfib BP%J‘QJCIM%%OCI% Wxﬁl'@dp%@um%d@oilm GREGMB| AN Hydrk@el ne i n

an activatlion Thr - Xaa- Tyr) cl ose ATP ‘and substrate bi ndi ng
site. | Ralciymh thfssldsh@;@mwraw %%@taamoabﬁqxvaqre@ef hICO\@s Jee AdaBines

PCT/W@&%@W@Fmtﬂylsmeﬂayamxeqawaealpmeﬁ»meg firnxaepIdVAPKAP ki nase- 2,
MAPKAP ki nase- s been establ i shed

t hat acthyﬁ}'é’th%WV@Im B%Sb'? Zg Hyﬂf%‘geww\l KTRE C\fﬁ"%l\@(%?rﬁ'éf?' f}gf <3RS cel | types
ei t her didyelehéyylémnphospémywnahes)goua@chnaﬂé iyt dibenzyletaylscedighinepahdct or s

i nvol ve% in | he. exprism on eogr C t%kl nes or indirectly, e.g. by 5
phospho ﬁe&ZY ﬁ@‘ Wk I IRER, v%é’r? Sctivated, activates the transcri ption
factor CREB. It has al so been shown that certain pyridi nyl im dazoles,

e. SB " i v L JGH ] f and
5D STARR AP, ikl Pl DBk ot BN o febleds) B0
t hat pssomngmd,tmge@cqﬂp@!mf farmylaﬁr and 9 splyest &s9. ﬁ#@hohr@@élerolf%rwattﬁe

devel opipfteiRisafdecicd bl AMBEQIdYfoFRMAGLAWatéCk the Solk&®, 8hid@becied @
| mmunophar macol ogy 47, 2000, pp. 185-201 and references revi ewed therein;

PR Youﬁ%fer"eéﬁééﬁfalrb’dlr?fﬁr bitors of p38 MAP ki nase" in Signaling Networks
and Cell Cycle Control The Mol ecul ar Basis of Cancer and O her D seases,

t ki_nd P o d
R Lt FUN A L R
cyt oki nestarisue ﬁalbahdymxy&&yt;ei—élkgfmw(halam aeydgtyatdys e. & .Ladetaxy tetimo s

Dol e Sk T BEIAPIoR IR Blkek g RAAEIIBGIAI 20l fE VAP ki nase

medi at e® I'Ss "no novvn t hat p38MAP
ki nase cenisativeast ensalaowemnvb)kwkwlagmry, ¢.at meemﬁynqbpavlgetmﬂdjvl ggters

devel opry;g ]t_ﬁ)ctxy@grtb% ge&xgﬁéthw é&érs(a%dwﬂmﬁeeﬁor@kng 1 %begneeﬁvﬁ%ea&ch

21(1A) references cited therein; Denkert et al.
Cané@r L%CttP@f@StP%(el‘.) phxbaiybestersy or diptkvianaingallyrestesedes cited t herein).

Conpoundgmethyfaminbéthyl estérs. Esilyay dryabieSE&tasyYRIBdd incald Myddhsibie ut ed
(chiral) carbon atons and_carbon-car pon doubl € bonds ich My %I ve rise
to the &stess ahthe gpmpounds of formula I. Such esters may be prepared by conventiona

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 Ia and Ib.

“p38 MAP kinase” is a stress-activated protein kinase existing in several isoforms
(p38a, p383, p38B2, p38y and p38d). 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 uitraviolet 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-13, TNF—a, FasL, CD40L
and TGF-B. 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 isomers. The
present 25 invention relates to all such isoners, either in pure formor as
m xt ur es wbeoenfssssfur e stereoi soneric forns of the compoumioendotsie
internedi ates of this invention may be obtained by the application of
procedures known in the art. Di ast er edlrer s may be separated by physical
separation net hods such as selective crystallization and chromatographic

t echni ques chro r Lty N h
Enant i o?r%r"ge ﬁg grﬂ 82&3' aﬂ'%acfe?%%s%égc ?é%%‘ah@as%%c*l ve PhiriskeNases:
cryst al Bj M&IKrband Msﬁ-heltmadlbasm ssf@bhﬁmddhs'amtslavwlﬂ Rf BPR realatgs extekipe aci ds.
Al ter nahio‘é?t\‘me%lgw%h?@@f ﬂaﬂégbthglem?@o?@rb%t ﬁ%sBNor‘}Wtﬁ%%@@cﬂpﬁrfg t echni ques

usi ng C atl ona stereodi soneric fornse my al so be
der i vedtrpsgrintiea f@@p'rsegmjn%n Wgthpmxéfeé’é'éf‘@él%‘@#&eﬁe" indierBY ¢¥-9¢ he

appropr habHrohAstiddMsREL Ghich]! WhePb@Wa&s dchddtet AR freagipadn @&‘EM@RE’E
stereosel ectively or stereospecificall é Pr ef er abl #Pﬁ é g%daﬁc Ko

st er eoi Soasralss %b?r?oé“ﬂ’ thak geréPie HBM imifa70le5e €&y P4y ¢h inhibit

st er eosgbgcltnh\bﬂ thk p$$cﬁfc99§ BEEI-i g andBNROGSroph | VOR8] RGA38onocytes. It

PCT/ DK2005/ 000757 10 preparation. These methods w || advantageously enpl oy
chiral pasthesefare beqn eattchudied|that p3§ tanghitiises @@pt@ngéld)\h’elgh|chtem$‘#é\gstar%} be

obt ai ne%rftﬁe@ezaspﬁ.eﬁf @ﬁmnﬁmagmp&tsﬁy cHRRTRHS (&, néeé@étsauof the appropriate
starti ngmmaterl als. A mxture of geonetric isoners wl ggrtecall exhi bi t

di f 1@r eApRPRIFAI2BI08P &y 2890, Rihd 8Pt %retf?fﬁgcq)"ereye&@ﬂé st andar d

chr omet giiRPvspedif€ HHiItRS oVV@i’,é MARQIWEsEN i Bignawrig. NéswloFksLarmd €elNDyd#y can be
conS|dered a an isoste

t owar ds “RYUPG T)’/’Fl’\éo"éq”éaé'\rﬁfﬁég %&agﬁfrdﬂ?egﬁeﬁy’%gg%ég%“(%ﬂﬂzgaéeﬁt rllntajln?eor nul a

la or | lprea;s;alrtchelroeéwa el\li)elndedfedertces beviemedtheeeiapol i cal |y st abI e than their

10 corr ondi n eri vald P ound
of form&ﬁg SRR %Eﬁer 3 preseﬁg?ynﬁég%erre%nﬂﬁ%}%@ %g{“ﬁe 'Iﬁga%(?gﬁpggunds
of 1®r rmélagtoavtbranummpt:USISRsucrreqmr@mtmoicgra@@hlaph m@asi@aISkEh@Mqh e 6al kynyl ,
Cl_6hydrox ?’h rus ;#é<ﬂﬁ¥?<ﬂ{al§9w4d’latg-eell QﬂJv&er@ IQ@W’s’n&rkﬁbQH; it &

Cl_6am noca of which are optionally substituted one or
nmore, s&gtevsd tbﬁ‘f P%&"Mﬂ kinggeheanstifiiag a P§Eqné'é"t|\éb'9ﬂ“fyo'ﬁf€trﬁ%t"@r@[ﬁft(f%rn@iest i ng of

hal Ogendewgﬁrﬂéb{b ofrH?{tP@a‘?lt:Qr dr%g sis 'I\fakb'@é enat, thaﬁé@%se&r@ﬁ QQ(I/A), CODH2,
nitro, o0xo, éA , Cl1 4al 4al ke t\{
C1. 4hydPBAETrk a"Q:!Lefarﬁ"R‘i&S)tedéfeEf‘é'? E%Pﬁﬁ'é?%&h?ﬁ C‘U}Csr bl% G%H|95£r’r)e2883 clL_
4al lsy! cqrhor- 00y and-lefdinkexyieartaeryn)oxy, Cl_4al koxysul f onyl oxy,
Cl. 4al koxycar banoyl, Cl.4am nocar bonyl, C1.4al kyl thio, C3_6cycl oal kyl,
C3_6cycl oal kenyl, am no, imno, Cl_

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
stereoisomeric 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
stereoisomeric forms may also be derived from the corresponding pure sterecisomeric
forms of the appropriate starting materials, provided that the reaction occurs

35 stereoselectively or stereospecifically. Preferably, if a specific stereoisomer is desired,

said compound will be synthesized by stereoselective or stereospecific methods of



4am nosul fonyl, Cl.4an no' carbonyl oxy, Cl_4al kyl sul fonyl am no,

Cl_4al koxyi m no, d 25 4al kyl car bonyl am no, Cl1_4al kyl sul f onyl

Cl_6het erwanydsos83Bs6het er ocycl oal kyl , or C2 6het er ocycl ealr/mkenydgootshe | ast
27 of which are optionally further substituted with one or nore, sane or
different substituents selected fromthe group consisting of hal ogen,

hydr oxy, -NH2, nercapto, trifluoronethyl, cyano, carboxy, CONH2, nitro,
oxo, -S(0O) 2 r r

o ous Jpﬁ“gg'foox%esgéfﬂnggﬁogs%u a§9an%vlq ﬁ?nggte@%ﬁggf Kifal 5o B P ERe e

[ 4- (2- Amknw+$henlgelmylc E’Oo‘relr%m%’pbh!efmtﬁl]‘leq Zmn‘ethmorsequnqnzg puwet r ahydr o- pyr
an-2- vy t: e or 35
[4-(2- Aﬁ%’ﬁ-&r ' ’l“é'ﬁ]”rf'%&%a?p"%?%?&%“a r?féit{hrlQIF ﬂ%{ﬁ'&t%%ﬂ%&gt&ﬁ'ﬁ) 1+ [ 1,
2,3]tri aspmerawyl YPEBH\é?h'?/'PLtﬂﬁ@fﬁ?ﬂ‘t}ph‘félcﬂbweﬁ@mew%ﬁ@ o35S b
F’CT/WQ@ﬁrQ@G?b@?staﬂéarbr&haorﬁatbgra@h.cné@rﬁﬁquésmareeﬁ@mﬁdtherm@dl ment of the
conmunds of fornula la or Ib, 5, R6, R7, and R8 independently of each
ot her represent hydrogen, halogen hydroxy, trifluoromethyl, nethoxy,

et hoxy Angeiabye mdiéty&iahe. coﬁsbéreﬂﬂﬁtdiﬂlsoﬂébﬁdérfremﬁdeofbut W&hptﬁlﬂﬁﬁmj i nvention,

R5, and R7, .inde e ot.her sent hydr ogen.. hal ogen,

- NH2, h)%l?c&?gﬁ“e tPYPY qug}ygf’:ﬂg\’th%/l‘f'eavr?@?%%& 'dg?ehd %/ 2y cyegngopﬁggté% of acet ani do,
met hyI farmugd by br, Itnave tRérefiord uéﬂeveddaplmtnem metailicalytstattit ghan thepr esent

hyd ge r i fluoronethyl, nethoxy, ethoxy, cyano,

ace @I @orfg?dgggﬁgmrﬁ'&gdgwﬁt' e,s or ethyl. In yet another enbodi ment of the
corrpounds of fornmula la or Ib R4, R5, R6, R7, and R8 i ndependently of
each ot her represent hydrogen, fluoro, or chloro. 15 In yet another

enbodi MpRire@bd bhfdo8RARRY BEltheXtort U IR fdrtn 04 1d Bnd & | east three of R4, RS,
R6, R7, or R8 represent hydrogen. In a further presently preferred

enbodi nent of the conpounds of fornmula la or Ib, R5, R7, and R8 represent
hydr ogedn aZlesently Hreferried renpragdipent of the epmppentsceafifotmuwada oofbt he conpounds
of fer mRI @edr%?éﬁts' b, R5, R6, R7, and R8 represent hydrogen. In a further

presently preferred enbodi nent of the conpounds of fornmula la or Ib, R4,
1-salkyl, Cogalkenyl, Cysalkynyl, C;.¢hydroxyalkyl, C,.¢alkoxycarbonyl, C,

salkylcarbonyl, ureido, or Ci.¢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, CONH;, nitro, oxo, -S(0).NH,, C,.salkyl, C;.salkenyl, C,.
salkynyl, Cy4hydroxyalkyl, C;.salkoxy, C;.salkoxycarbonyl, ureido, thioureido, C;-
salkylcarbonyloxy, C;.salkoxycarbonyloxy, C;.4alkoxysulfonyloxy, C;.,alkoxycarbamoyi,
C,.saminocarbonyl, C;.4alkylthio, Cy.¢cycloalkyl, Ci.¢cycloalkenyl, amino, imino, C;.
saminosulfonyl, C,.;,aminocarbonyloxy, C;.salkylsulfonylamino, C,.;alkoxyimino, C;.

25 Lalkylcarbonylamino, C;.salkylsulfonyl, Cy¢heteroaryl, C,.cheterocycloalkyl, or C,.
gheterocycloalkenyl,
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;.salkyl, or

30 C;.shydroxyalkyl,
or R; represents hydrogen, hydroxy, or carboxy;
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

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



25 R5, R7, and R8 represent hydrogen. In yet another enbodi ment of the
conpounds of formula la or Ib, R4, R7, and R8, or R6, R7, and R3, or R4,
R6, R7, awO02B&/068385R4, R6, and R8, or R4, R6, and R7 repceaarbos/doydrogen.
30 In a further presently preferred en?odrnent of the compounds of fornula
la or Ib, RL is nethyl and R2 is chl 6 In a further presently preferred
enbodi nent of the conpounds of fornmula la or Ib, R3 35 represents
Cl. 4al kyl, C1.4al kenyl, or Cl_4hydroxyal kyl, each of which are optionally
substituted with one or nore, sane or different substituents selected from
t he gr olipaWDthaOBLsB8yaBefeORIBRDTHNeMISe comupensl Brmutp 8forHal Bgdiy,

hydr oxygr el GaRRY indeMERdert R #R5¥h offfaMii@oreBdrtH)drddé; haloSé) Ry,
Cl_2hy drox 7é1 E@ 81nCEHZa ekoslé C1 (Z)a g%/rgar borﬁly{@éci 23;"’%@ d%H Y
?

Cl_2t h| HJfme@BethYCI“@QPk"yIQS ’ﬁ’@r’ﬂﬁtBY('yO" ethybal koxycar bonyl oxy,

Cl_2al koxysul f onyl OXY, Cl 2a| koxycar barmyl Cl1_2am nocar bonyl

Cl_2al kyl thio, Cl 2am am nosul f anyl

CLzal byl L Che2BM 0 Gl Bl 100 Che. €2LIRAL! M bicnopy of cac
2al kyl Cafr{b@myd»raﬁémMydE‘dggBathy)bsml-N@IBydydrMJ_Brhfdilcmomatrwll,,methoxy, ethoxy,
C2_5het eroc

cl oal kyl 5he erq | o h are
opti onafY3f SF‘%{P{LF%%@BE(?%T?@H ﬁyy?ne or’ F({es'}’@e engg*th;éf %fhvg@h%cr
subst i t vepresens dlydictged, hialogert, hwdglxaup‘lfbmmsmvhgneihommtw, cyqud acetsil boxy,
H , provided that the conpound is not
[4 rgncentgé’g ényﬁt% %K%I-I'chl oro- phenyl ]-(2-methyl -5-{1-[2-(tetra
hydro pyran 2- yloxy)-ethyl]-1H][1,2,3]triazol -4-yl}-phenyl) -nmethanone, or

[4-(2- A Der SRR b e shRrBRiaaRYd br Hamlib- tor YRR, RL ) dnd K, 15

[1,2,3]triazol -4-yl]-2-nmethyl -phenyl }-nethanone. In a further preferred
embodi mﬂepsrdemﬁ'é %@ﬁﬁbem r%F?reF‘?ﬂtrﬂXF‘aogleﬁ' fyorppor ?@Prroepr esents Cl_3al kyl,
Cl _3al kenyl or C1 3hydroxyal kyl, each of which are optionall y substituted

with_ one o fferent substitue sel| ect ed f m t group
Conds st ThyebancRoen P aRgrent R e BERsURYE SRR 13 post e P ot
Cl_2hydRrgxBalRkydr, R{CEp2akktoydrogdil 2al koxycar bonyl , CO_2urei do,

Cl_2am nocar bonyl, Cl1_2am no, Cl_2al kyl sul f onyl am no,

C2 5heterocyc| oal kyI "the last 8 of which are optionally further

subst i t it edusthemprenently prefrores, erboriment off thesompourdibet formelatis asdbeRted from

the growp Gongl Rbkd@nPhydisgeexy or  Cl_2alkyl,
20
In a further presently preferred embodiment of the compounds of formula Ia or Ib, Rs,

Rg, Ry, and Rg represent hydrogen.

In a further presently preferred embodiment of the compounds of formula Ia or Ib, Ry,

25 Rs, Ry, and Rg represent hydrogen.

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

30
In a further presently preferred embodiment of the compounds of formula Ia or Ib, Ry

is methyl and R, is chloro.

In a further presently preferred embodiment of the compounds of formula Ia or Ib, R3
35 represents C;.salkyl, Ci.salkenyl, or C;shydroxyalkyl, each of which are optionally

substituted with one or more, same or different substituents selected from the group



25 provided that the conpound is not

[ 4- (2- Am no- phenyl am no) - 2- chl oro- phenyl] -(2-nmethyl- 5-{1-[2-(tetra

hydr o- py rwo-2806/068338y) - et hyl ] - 1H-[ 1, 2, 3] tri azol - 4-yl } - pheoyiDk20etdoarsone, or
[ 4- (2- Ami no- phenyl am no) - 2-chl or o- phenyl ] -{5-[1-(2- hydroxy-ethyl)-1H [ 1,
2,3]triazol-4-yl]-2-nmethyl- phenyl }-m€thanone. 30 In a further preferred
enbodi nent of the conpounds of formula la or Ib, R3 represents nethyl,

t hyl h gd w,Lh t th

or "t oubSElng & HIBEAN hdtbh pelBbGL AT BHHRRY BONRG b oIS, sl ot
of hydr 8%@):NHENHPydroxpalkeli €1-katkexyi ﬁ@;almmw@nﬂio@azlﬂ@ﬁ’yl Ci-sibionyaido,

hydr oxy get %Vylcefrgé{%%y) Q'.'lgéfli(ox rHBRLRRO! & %ikox?ﬂ]lﬁh?loxﬁzﬁqo) NH-,

met hoxyca et hoxycar
met hyl seﬁlk@wa@mmyl Clsem)rmqmonvb@ a@igﬂd%@ 12ANINo, (G 23‘]"1‘64 Gxol anyl, WD
20064 06?&5&510?%n%95ﬁ1@@@3@%ny|%§y et r'&H|k§l§l.|fi@nyl&*nﬁ)l@r @% Qélydxylrhﬁﬁ tatter four

opti ona substituted with on z?kmj or different
subst it e Y'ga@eméeww Fﬂéﬁ%Y'ﬁ‘éfﬁﬁ'b&Q SE‘%fﬁéqaéY'l ﬁgSr@Ferﬁﬁ‘fqlﬁﬁ YorCsethyl. 5 1n a
further slmt@foewe@lk@rmodl ment of the conpounds of forrmula la or Ib, R3 is 2-

(et hy ) T g7 2RI oFB g ey TR BTkl b Bppions of merd, SSEPPYT 2

2 2-di nﬂtffeyént[sl;b@tjlmleobscﬂeaatteufryﬂnrtbe lgydup @nbistihg ahhvdroxpyiNah, arpboky) - et hyl ,
tr o] r 2-yl oxy)-propyl, ethoxycarbonyl nethyl, carboxynethyl,

et hy‘?amﬁ%f%’g&é O?&éfﬁmw (2-hydroxy-1,1 10

di met hylpramided t)‘@hthﬁmmwﬂllﬁﬁphyl 1- pyrrol i di n-1-yl - et hanone,

1- mor ph@lu B=Anib: p@h?@mﬁ@ z%nfam 95&%% meiemhysiqw dbeﬂmm& pyRinby!

acetyl, 1-am no-I-ne nmet hoxycar bonyl, carboxy, hydroxyrret hyl ,

3- hydr OXWW SpwhyEH-[3. %?’dtﬁéz%ﬁh\y'ﬂ Pheph) #yethARRe, ST ror phol i n- 4- yl - et hyl

(4 met hyk.- Ellﬂﬁllhazdrfén}lan'}(rha) E-Tchbblro pRerWIFt{Bé{ha(mlﬁlﬂfroﬁ;I Btflyl)-1H-
(2- hy%rox - et h n%ﬁ@ﬁ m noet hyl, or diethylamne. 15
Spe?:?fl 1@ ot ¢t may be sel ected fromthe group

consi st ng of [2 ChI oro-4-(2,4- d| fI uor o- phenyl am no) - phenyl ]-(2-nethyl -
o-{1-[ 2 ﬁ Iy Fq-eodgérgf}édiment Pf tEe g poHnds P form{.l alaorIb, Rsre resents
2-yl oxy V T ﬁ-e[ 7 riazol - -yof]-p eny S-me anone (c?)m? 101),

20 Ci- 3alkyl C,.;alkenyl or C;. 3hydroxya|kyl each of which are optionally substituted with
[2 Chl or thyl)-1H
2. S & o e PPUCRIRRIbARLERG SOREN o the b cokeear o) )

[ 2- @ﬁl omdmxyz Mﬂzdr:anbmsy,odmfengpblm rRXP, ;M]m @Mnmrﬁwaﬂed{cl 23|k0Xy,

1- [ 3- (t &t L AR/ QMBI ,ureido, C;.,aminocarbonyl, Cy.,amino, Cy.,alkylsulfonylamino,
C,.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;-zalkyl,

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-phenyl]-{5-[1-(2-hydroxy-ethyl)-1H-
[1,2,3]triazoi-4-yl]-2-methyl-phenyl}-methanone.

30
In a further preferred embodiment of the compounds of formula Ia 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 morpholinyl, chloro, H,N-C(O)-NH-, methoxycarbonyl, methoxy, -NH,, ethoxycarbonyl,
ethoxy, methylsulfonylamino, -S(0O),NH;, tetrahydropyranyl, [1,3]-dioxolanyl,



2-yloxy)-propyl]-1H1[1, 2,3]triazol -4-yl}-phenyl)-nmet hanone (conpound 103),

[ 2- Chl oro-4-(2, 4-di fl uor o- phenyl am no) - phenyl ] -{5-[I - (3-hydroxy-propyl)-1H
25 [1, 2, 3yorvezwbssd- yl ] - 2-met hyl - phenyl }-nethanone (ceopoxedosidd)s;

[ 2- Chl oro-4- (2, 4-di fl uor o- phenyl am no) henyl]-{5-[1-(2, 2-dinmethyl-[1,3]dio
xol an-4- ylmethyl)- 1H[ 1, 2,3]tri azo} 4-yl]-2-nmethyl - phenyl }-nmethanone

(compound 105),

[ 2- Ch| 0r&hﬁlaﬁﬂn&-dﬂﬁé‘rbﬂﬁflotr@'“%ﬂﬂ M@Qﬁlﬁr@?@%b;tlt{iﬁed itk %né mohl( ggxb'r pr opyI )

-1H 1F h?: fiP gl&% phe - met hanone nmpound 106)
2-(4-{3-PYuER f%ffnh SF'F%%S%ﬁ%ﬁW@m IrBERAFBYA 1t'%‘?fét‘ﬁ\?b’L?ihenyl }
[1, 2, 3] tethgizol - 1-yl ) - acet am de (conpound 107),

3-(4- {3-[2-Chl oro-4-(2, 4-di fl uoro-phenyl am no) - benzoyl ] - 4- et hyl - phenyl } -
[1,2,3]triazol-1-yl)-propane-I|-sulfonic acid am de (conpound 108),

N- [ 2-5( 4-Ih3s fuzthEnpoeferrdd ehbbdhhdritwdtioe pdrepyu raigiof 6 rngs 20yt ib, &, me2-hyl - phenyl }

25 L2 ot RN RE PR ASOBRN 100) 0

(4- {3 [ 2nw@thypdfony(amino ity usiifonplaeriydraomyio} 2bdimediy (1 Bldekdigh-4heny| } -

1,2, 3]t L Gl h {

E4 {3 ]ZWPJh%FWI ﬂh;(ieéln)ah%\? #ﬁa%rjogoﬂ)nytréﬁ?n@% éenzo If% 3?@%’1’() prc"l’*?’enyl}
[1,2,3] t%h%&?fbfny!n)etat'eﬁr@Oéwath(vb@ﬁlvdmwogqrppnylmethyl (2- hydroxy 1,1-

2- (40{ 3- dl%eﬁﬁ'%-@ﬂ@‘l)%ﬁ:ﬁoé&rﬁhrfyllrbl@ﬂh?r RNEVYIRIA-AO))- e@ﬁ‘é}%w 1-florpRbinL=-yphenyl } -
[1,2,3]tr azol-&- 23 cetamdef oun

2- ( 4- { 3-§1920o oéFI r?%thli (}l tFYCﬁB’f\blp'H%W ﬁmnﬁcﬁceWénlzém ina-A-mRefhpiethyhenyl } -
[1%3)2 3] tmethpoycatbotly),-dert3eyhyigd r@xymathlt, - ARd oy -pes genly), -2ag@irRrétel, (conmpound
2. (4 ¢ 3-TEhAM ey & Torehohingt ¥1 gV h-BrHRRMY SRIPREEB EDasiY L 2 detAmiBReny 1 } 10
[ 1, 2, 3] tathyizat(21hydrgxyiethyanohe)dethy L pydpytdrhimnethg!, (oc agrbylachidel 4) ,
2-(45{3-[2-Chl oro-4 (2, 4-di fl uor o- phenyl am no) - benzoyl ] - 4- net hyl - phenyl } -
1,2,3]triazol-1-yl)-1-norpholin-4-yl - et hanone (conpound 115),

2 Chl orxregific gxpmptels o comppuyds oftferpuladimay) beheagted f{omn Fft&g@uhydr oxy- et hyl)
[ 1, 2,3héistimzed - 1-yl ] - 2- et hyI phenyl} net hanone (corrpound 116), 15

2- Chl or.g- 4- o-t ol yl am no- phenyl| [ 4-(2-hydroxy-ethyl)-[1,2,3]triazol-1-y
]-2- meeyl 'OFﬁh‘érﬁ 44}d'ﬂﬁ?n?a?{wﬂé'awwpahmlh(%wethvl 5-{1-12° (tetrahydro-pyran-

2-

chl orpy%x()zembl]orm{ﬂ2f3]uﬁﬁz@r-nprbh pﬂ%aﬁ&%}él(]:m{néo&rfkri@r)hydr oxy-ethyl)

- [éﬁ 2]%r|raz 1 h% : rse Mgt hangne (conpo uln i18),

[2- &I of ‘Z?‘g(%r f%{ G- fgﬁéﬁ%‘r‘aﬁ? lr’B/ Heﬁ'-i/i TetvdmymibylgH 1-[ 2- (tetra

hydro 2Q12y3knaiwgip)metHyyphedyt {nletBaddrier (ca@pbudd Yb3y, phenyl ) - met hanone

( Corrpourfg-éfﬁgr))*4'-(2,4-difluoro-phenylamino)-phenyl]—(2-methy|—5-{1-[3—(tetrahydro-pyran-
2-yloxy)-propyl]-1H-[1,2,3]triazol-4-yl}-phenyl)-methanone (compound 103),
[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-{5-[1-(3-hydroxy-propyl)-1H-

25  [1,2,3]triazol-4-yl]-2-methyl-phenyl}-methanone (compound 104),
[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-{5-[1-(2,2-dimethyi-[1,3]dioxolan-4-
ylmethyl)-1H-[1,2,3]triazol-4-yl]-2-methyl-phenyl}-methanone (compound 105),
[2-Chloro-4—(2,4-'difluoro-phenylamino)-phenyl]-{S-[1-(2,3-dihydroxy-propyl)-1H-
[1,2,3]triazol-4-yl]-2-methyl-phenyl}-methanone (compound 106),

30 2-(4-{3-[2-Ch|oro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methy|-pheny|}-
[1,2,3]triazol-1-yl)-acetamide (compound 107),
3—(4-{3-[2—Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-pheny|}-
[1,2,3]triazol-1-yl)-propane-1-sulfonic acid amide (compound 108),

[
(
I
[

N-[2-(4-{3-[2-ChIoro-4-(2,4-difluoro—phenylamino)-benzoyl]-4-methyl-phenyl}-
35 [1,2,3]triazol-1-yl)-ethyl]-methanesulfonamide (compound 109),



[ 2-Chl oro-4-(2, 4-difluoro-phenyl am no) - phenyl ] - {5-[ 1- (2- hydr oxy-et hyl ) - 1H
,[1,2,3]triazol -4-yl]-2-nmethoxy-phenyl }-nmet hanone (conpound 120),

[ 2- Chl or ow@-20ek/dsbaser o- phenyl am no) - phenyl ] - (2- net hyl - 5PCTAKRO¢I@OTA

hydr o- pyr an- 2- yIoxy)-ethyl]-1FL[1,2,§ltriazol-4-y|}-pheny|) - met hanone
(conpound 121), 25

[ 2- Chl oro-4-(4-fl uoro-phenyl am no) - phenyl ] -{5-[ 1- (2- hydr oxy-et hyl ) - 1H

[ 2. oh of S P2 R e Bk P b R0 PR UBRBEC) 11, 31 di ovol

n-4- yl beRBjtriazolt Heyfl)-acetiz a@]dt¢thn|zQ§Iter4£9m1POQDdTé1Wyl - phenyl } - net hanone

conpo

EZ ghpl gpég_{iz[ )C ﬁ)o4é:2 4- dlflu?gn%)r}]e(;\ylammo) benzogl] -4- methyél %hlerr]\ylgr oxy- pr opyl ) - 1H

30 [1, 2[1&]2t3r]t"1?29! 1ZVJ)yP‘]€‘—t'2 af%’t(lwmpﬂh%ﬂi/l:rret hanone (compound 124),

]2t§fl% ; 321(@- Ql 9fc<mcf}o(44ng hlt@mraiwawlmrrw)bela@mpmr}meﬂwrrgh&wl}phenyI} [1,2,3

[ 2- chl oFbZ@J{@Z&' a.m Uo%tBY'p?f@EﬁipTgﬁﬂﬁ%j‘P%}H@nﬂﬁ)L{s [1- (2-chl oro-ethyl)-1H

FZL éh I3] nr(wa@t24:hldrbr42(mtd1w0f@*wawwmm)hmmw] @ememupderiyzfr 35 ) 5
0 Qro 1 t

azol - [ 2giiieze AN T AR <t s tRb a0 R S0t bossas

PCT/ U(ZQEXB#UDOZ&ZT\IWQ& (2,4-difluoro- phenylammo) benzoyl]-4-methyl- phenyl}-

| 2- hyd t hyl
f@ of P2t Fr?aférg DEE:Y P%nﬁg?gﬁﬁﬁbn@ﬁﬁﬁ%gﬁﬁlhf ( 2 hydr oxy- et hy )-
[2 ChI oao(44{3( 224:hd;nrp14162,6 ﬁum91paﬁﬂwéi)mrmaémmzosjllﬁ5mﬁmy( Phetoxy- 1- net hyl

-et hyl )[1[2%{1?& ZJI)aZQhorqahﬁll d-n%ﬁ@%ﬁ%m%&ﬂ%&n&@id}anone (Cormound 129), 5
1-(1-{3 - f uoro-p no) - henz XJ t hyl - phenyl } - 1H
- [1,2 é%ﬁhioaw (4g LR L)or%mﬁ%twbﬁaer(v&m*ﬁeﬁﬁaeméb)ﬁ (42 Rydroxy-ethyl)’

{5-[4- (gx ém]ﬂ%zbl'-maﬂj’lllméﬂwbb‘bher{yl} aweBHnatrrdnazeémbom%d]ife);ret hyl phenyl }-[ 2- chl

O 38 o Ehisra e R Py P P e RS SISty 1 - 14 10

1- {55[2
[ 1, 2, 3] tdta grengtiemetanghe ¢comtpatindeltiyl ester (corrpound 132)

1- {g 3]2{$feh?orf,e_g%mé odaffu%% he %lnﬁggﬂgwgg oL pdaBRS vl 1 pheny! } - 1H

i azo carb
Chl 0{D243](1’L’qml-dlrvﬂ] aanethphewya}ﬂm@bamer(wmp?lﬁiq M8ydr oxymet hyl -[ 1, 2, 3]t

1
2-
azol } l -
I2 éhl o:[ Ci' (3%-d| Wﬂﬂ%@gwl‘k WWI](@ : i 54%%2 r@éFa(;‘xij/mgropenyl ) -
1, 20 3] pytaazdiyloxyyiethyll- Métmya 3ﬁﬁé%gh4;rvlarmn¢awc)naet@éamﬁ)(mmpfss

5-

d|[?| (?zﬁma@- ¥l diftdcko hdhyibmadd)l prknyh (2t 1res RylroRhasyij-1H2- chl or o- 4- (2,

[

[

r

[

[

{

4- ,[1 2 ,3]triazol-4-yl]-2-methoxy-phenyl}-methanone (compound 120),

[2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-(2-methyl-5-{1-[2-(tetrahydro-pyran-2-
yloxy)-ethyl]-1H-[1,2,3]triazol-4-yl}-phenyl)-methanone (compound 121),

25 [2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-{5-[1-(2-hydroxy-ethyl)-1H-
[1,2,3]triazol-4-yl]-2-methyl-phenyl}-methanone (compound 122),
[2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-{5-[1-(2,2-dimethyl-[1,3]dioxolan-4-
ylmethyl)-1H-[1,2,3]triazol-4-yl]-2-methyl-phenyl}-methanone (compound 123),
[2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-{5-[1-(2,3-dihydroxy-propyl)-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-methy|—phenyl}-m%thanone (compound 126)

35 [2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-[1,2,3]triazol-1-

yl]-2-methyl-phenyl}-methanone (compound 127),



phenyl am no) - phenyl ] - met hanone (conpound 136),

(1-{3-[2-Chloro-4-(2, 4-di fluoro-phenyl am no) - benzoyl ] - 4- net hyl - phenyl } - 1H
20 [ 1, 2, Avonoezsbssd- yl met hyl ) -urea (conpound 137), PCT/DK2005/000757

[ 2- Chl oro-4- (2, 4-di fl uoro-phenyl am no) -phenyl ] -{2- et hyl - 5-[ 4- ( 2- nor phol i n-
4-yl- ethyl)-[ 1,2, 3]triazol-1-yl]-phéiyl }-nethanone {conpound 138),
[2-Chloro-4-(2,4- d|f| uor o- phenyl am no) - phenyl ] - (2- et hyl - 5-{4-[ 2- (4- net hyl -
D! PCT A2 5:chi0th B3 A ickd-che L 5 iyt - FNERH) drofeytpne ( compound

[ 2- ChI OI[er-{B]@?QMI-'thﬁ] aﬂnethphaimﬂymwrmmer(wr]ﬁpqw 128)2- di et hyl am no- et hyl)
- [ 1, 2 Z0

[2-Chl o 2240 di fc?@llj%)rr% pﬂﬁhﬂghaﬂjno - ?ﬂg??rgg%”?%% oxy et hyl am
no) - et IﬁyI2}3]Erl330213‘]|1-27faﬁt6b’bRhgm’}} et qwl(cwnewmd)l t hanone (conpound
141)s  1- -(1-{3-[2- Chloro 4-(2,4-difluoro-phenylamino)- benzoyl} -4-methyl Iphenyl}-lH- )

[ 2- ChI or o-4- E 4-di f| uoro-phenyl am no).-phenyl ]-{2-nethyl -5-14-(2-propyl am n
0 30 et h¥i)3lfriazs!- 3]%'} pLhagPRe (GPMPYRE AP0 5)' net hanone (conpound 142),

[ 2- Chl 0K §=[4=(14AMinE L Inéhyeéthyl)-[IE B)ttiare ey Zherityi-phenyI%-[0 2hirdroxy - et hyl )

[ 1,2 | t d 143),
[ 2E Ch or(g421d' %ﬁe&'ﬁ&ﬂ?ﬁ%‘@n@rﬂm]n@?pﬁﬁém ﬁoﬁe@uﬁﬁq?"izfﬁ%?‘éiﬂf‘ et hyl 3 [1,2 3]
triazol 1-{3- I/I Ichbrosst (B4 -dithenydphengamin) ren¢ayd g ouetdhy L 4dgny| B3 H-

2 8L 45l iR R PGBl = L1 (2 oy et

2006/ 0635*85[P@lm%ﬂmC?'thBWamW) benzoyl]-4-met Y| phenyl}-1H-

[2-Chl 0r9-z43 azraﬁetbwooab@@yé.@ dmaomemg]
-{5-[4- é 2/ P{ Itriazol -yl ] - hen)éf} msthanone
( conpou a-ijiH 2,4-difluoro- phenylamlno) phenyl]-[5-(4- hydroxymethy [1,2,3]triazol-1-

[ 2- Chl ok an(e%hﬂ ;511 q%&hah@rﬁw c@mdaehdnbﬁnyll {5-[4-(2-ethyl am no-ethyl) -

%4125 I BN AaY s e Yy 14 LV By SRRy o hy ) -

%411 , 3] I[I}Zaijﬁillazﬁ—yl-)]l}-z mambybh@m}}yﬂe}thaminha(nmﬂam(r&bnmpnd 148), )
0- u en et

L S PO e MR SR e R ot e A g

{5 [4 ( heiyndaming) gthlepy()-neth@n@iet (coapolind 1§6)), - 2- rret hyl - phenyl } - ( 2- et hyl -

10 ph ]

1-[p en)qg@ @O%@Gﬁ{)g_ XAJEEIPQFHQ?ETI{Y?%%;B?%Z%@ ﬁtTylzphenlywyf benzoyl} 3-ne

t hyRO plh&y3lamazebi-ymerHwureeHaeopeundcbipound 151),

3-(4-{5 ﬁ‘thﬁca'ohvgi Qkﬁfﬂlﬁrgﬂh)an lamino)- phenyl] 2- methyl 5 [4- fz morpholin-4-yl-

123]tr|azol-1- I'] - 2- met hyl - benzoyl } - 3- hyl - pheny amno)-benzonltrlle

(CorrpouﬁHWi)Sbl) 2,3]triazol-1- yI] phenyl}-methanone (compound 138),

[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]l-(2-methyl-5-{4-[2-(4-methyl-
piperazin-1-yl)-ethyl]-[1,2,3]triazol-1-yl}-phenyl)-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-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-(5-{4-[2-(2-hydroxy-ethylamino)-
ethyl]-[1,2,3]triazol-1-yl}-2-methyl-phenyl)-methanone (compound 141),
[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-{2-methyl-5-[4-(2-propylamino-

30 ethyl)-[1,2,3]triazol-1-yl]-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-Chloro-4-(2-methoxy-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-[1,2,3]triazol-
1-yl]-2-methyl-phenyl}-methanone (compound 144),

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



-[4-(2-Hydroxy-ethyl)-[1,2,3]triazol -1-yl]-2-methyl -phenyl }-[2-methyl - 4-(
i fl wwoanwidsyissphenyl am no) - phenyl ] - net hanone ( conpeumdkb)a00757

4-Di f |l uoro- phenyl am no) - 2- met hyI phenyl ] -{5-[4-(2-hydroxy-ethyl)-
3]

triazol -1-yl]-2-methyl -phenyl }- 1fet hanone (conpound 154), [4-(3,4-D

15
{5
3- tr
[ 4- (3,
[1,

met

[
[
[

phenyl am no) - 2 nmet hyl - phenyl] {5-[4-(2-hydroxy-ethyl)- 20

yl- _

3310}# @ﬁm %Wﬁtmﬂﬁtng 'rﬁ’o”ﬂﬁ héf: ﬁ ?ﬁ'ﬁ g@f@%??*ﬂﬁz@?ﬁ*’m%?y' et hyl)
[ 1, 213)1}- 12rraemlyl-ﬂzhgriy]l}-Znetbamwie-(phlenylhnq 14163)t hanone (conpound 156),

3,4 P‘d‘a'ﬂ!r r4°(z°ﬂ‘%{‘r¥d_o¢5“p'iﬂ8 y@w%t)w ngntjhan (i ?fr[y‘ﬂarﬁ%or& @xy ethyl) -

(
2, 3 fiazo r’r‘Pound
3- (4{{,57211548(2@-%]*67@6@3' 9'P9ﬂYE}I”Ethft°tnieé§@'PPq’U%H} - net hyl - benzoyl} 3-ne

[
t
(
2,
h
2,
(

1,
4-
4-
1

N-[
t hyl | t -

> G DL pRee 2 ﬁﬁi‘n*?ﬁg“@’“’. TSGR St 4. (2- hydr oxy- et
yl)- [11Z 3§}fﬂar2i°hid1'1'i W?Tybﬂ'é?{w}} mEk msﬁeof}'e&fﬂ&oh"r@ 159),

2- Chl Ol P(3= drﬁorﬁlﬂﬂﬁ&opﬁt@hylaarﬁlhﬂpi rﬁélﬁﬂb‘bﬂer{yﬁ ~{ 422 ydeaxyyetayhyl ) -[ 1, 2, 3] t
riazo anone (co

2- Chl or[b% ]%légzeﬁﬂgﬁ)g %ﬁ'i@ Bﬁ‘%/%%”ﬁ Q%"‘ %P{Fﬁdroxy ethyl)-[1,2, 3]t
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[4-(3-Chloro-2-methyl-phenylamino)-2-methyl-phenyl]-{5-[4-(2-hydroxy-ethyl)-

[1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 156),
[4-(3,4-Dichloro-phenylamino)-2-methyl-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]1triazol-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-chloro-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 yl]-2-methyl-phenyl}-methanone (compound 160),
[2-Chloro-4-(3-chloro-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-[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-yl]-2-
methyl-phenyl}-methanone (compound 162),

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



Met hods of preparation 15 The conmpounds of the present invention may be
prepared in a nunber of ways well known to those skilled in the art of

or gani ¢ swot2bemicssssThe conpounds of the present i nventipom/DRRgoIBO7S7

synt hesi sed using the nmethods outlined_bel ow, together with nmethods known
in the art of synthetic organic chem stry, or variations thereof as
appreciated by those skilled in the art. Preferred nethods include, but
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internedi ates in the syntheses, nust be corrpati ble with the reagents and
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sonme of leaSheneret Ih;)dis, BestRshiedot ISdrpgarewhen By isoiidlopr %tdb@ctlona@ﬁf{& R

functi opal , g5 GURSt W&&Be@men@or@aﬁhbl e with the reaction conditions wll
be readily apparent to"one skilled in the art 35 and alternative nethods

can be used. WD 2006/ 063585 PCT/ DK2005/ 000757 18 Conpounds according to

t he premﬁod'sraf é'g}gt,émy be prepared by a process corrpri Si ng coupl i ng of
an termna M rmula Ha with g}ﬁgpzide af,for Ma ive a
coanunahBFo?’BP sfitge Pé%segh&mnﬁ'?f‘ TN AP EPATGH L P RY 3? B“)?y%wﬁ ocess
conpri SkAgwe ol phdsaGkiled am tiazad f ofgahar syakisesis. tlrhwicbdmpamctsecrfrthe\akesahkyne of
formul a. 0 give a.co und of fornula | n 1. where
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The compounds of formula 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.



lla Ela" or la FA la R7R3R2 N\ R6/ R6NR 2R MNI RRS
~NNI\V I\ R6R6 sllbRallIIbHR HRs" R4 Ib or IbFGA |Ib FG:
Funct i onavogoeup3isat er conversion R'1, R2, R 3, R 4, R spcRpx200/@975R 7 and
R 6 stands for Rl, R2, R3, R4, R5, R6,_R7 and R respectively 10 or any
suitable FG (functional group) which Frﬁy be transformed to R, R2, R3, R4,
Rs, R6, R7 and R Schene 1 The above coupling reaction is carried out by
using a.nethod, for the fornati . i S i i es well known
Lo one  SRPRRaS fopliifa, i b gRhe Rivehuln rRuZHEBIbateai) 5 bHRESR 25 07 01675,
Angew. Gireprising colfrling 2@, tedinaNakying, of ¥odnaiedla wih an3aiie ggedmuladta

refer en%?ivg'at&%%ﬁﬁﬁ%f@mu% By SISSHBRA ITBLRGMe 15 of BANRARASIS blockdd al ysed
met hod ch conprises coupling of an azide with an term'nal al kyne at
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Cu(I?Br yb%'J\;(elhf%lc}m:l CU(|)O§\C %F\d Cu(O). A presently pref elr ragzd 53011R?éelsi)s
Cu(l1)sed, Eﬁ%ﬁhi\% draasplefined abo\af; excaptithatbdrey subdtitients agfenttidriak graspdi um
ascorbate. The 2006/ 063585 PCT/ DK2005/ 000757 19 anmpunt of Cu source
used i nWhifhsare pokanyialy repchive isthescouplng egactjon mayrke prafrstedbefotethen 9 by
ol e rekaiding rbsetionas pemEited fantitRe pldt¥@Redroasd fendieadubddiien@pct i on i's
typically performed at | ow tenperatures (e.g. 25 C) in solvents such as

met hanol , ethanol, tert-butanol, 1, 4-dioxane, acetonitrile,

di met hylgsul f oxi deg ( I:MSO) , wacetone, N N dl\li,Nqsg,t hyl f Q3 rraﬂ; de (.li)l7\/F) ,
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FG!: Functional group interconversion
R',, R, R, Ry, R, R, R, Ry and Rg stands for Ry, R, Ry, R,, Ry, Rg, R; and Ry respectively
10 or any suitable FG (functional group) which may be transformed to R, R,, R;, R,, Rs, Rg, 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)Cl, Cu(I)OAc and Cu(0). A presently preferred source is
Cu(II)S0,4-5H,0 in the presence of a suitable reducing agent like sodium ascorbate. The



tetrahydrofuran (THF). Wen Cu(l1)SO4.5H20 in the presence of a reducing
agent is wused as the catalytic system a mnor anmount of water (2-40%
v/iv) is twypiealdeyssadded to the reaction. 10 The above ecwpH206/0wa)s7al SO be
performed non-catal ytically (w thout ) but thermally, sinply by heating.
However, this process may also |ead t0”1, 5-disubstituted triazoles.
Conmpounds according to the present invention of the general formula |Ila may

be 15 ; an i to, Of
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pal | adi udtRands0athesal, @r@but@dal( dba)idxase, crbadnjtile; darrrmmmsumcbxnae comgey,( 1)
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S t P.J.
S0n00aSDbkPas fe KialVoL Ssteriah BhHGE BEACI ONE, Pu8AE) O yFcaliply 7T

depr ot eméda te@ctiéte correspondi ng term nal acetyl ene of general forrmula Ila
by 25 treatnment with e.g. K2COB in nmethanol at RT. The iodide of the
general formula IV may be prepared by a standard diazotation of the amne

wi t KOt héhg@hev%wowpbﬁamaé/ 3Js¢ B? Psmdn%n?rré%tta%'ﬁ?”Yo?w'%*}?é!t 9) RBY di azoni um

salt  WikdinRPl 28 EIpHNDbY REUtHR. HRRRVEN, €N paddesd rayassaleB@ o Il | STtisubgitexanpl e
for general | applicabl e experinmental details).The am ne of the general

f or nul atRA *be formed by 30 a reduction of the nitro conmpound of general
formula VI using standard reducing agents. Exanples of such reducing
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of 35 tri uor a2| resence a catal yt| Cc anount
of coppéadidapfgeneral fowlz@m@wmswlwwtmg%@/t@m%cra CPO'ROEPPHEF (11)

SU! phat geR&Ri F’H?Bh@faaﬁﬁ The c@ﬁﬁﬁ‘rﬁzd QQ:‘;ipltéllyt gbﬁ'fdrh{e@ﬁ@tth’é Bresbfde &@EHQEIZU@Y Li u,
Q; Yitzhak, T.; dg -2572. R 2 R‘?f £ altR‘6I H
| R Re@mp(upbﬁf a palladi um(O) source, e g pdz(dba)3, a catalytic amount of a cupper(I) $
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,CO3 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 details).The amine of the general formula V may be formed 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 chloride 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 trifluoromethansulfonyl azide in the presence of a catalytic amount of copper salt, e.g.



VI R2 R7R2R7 86 Fd@ H2NREi RB RHRes/ R~H\ RsIVRaRa
~ OF@ FG Si Sonogashira coupling O FG XR2 R7 2R R8R6 N3R8RE6
Ri H RwoR®@eds&ssR ~ NN\ R Ra H4 IIb Il X = Si ( ed®)pk20és/d6®@s71 | axX=H
FA : Functional group interconversion R',, R'2 R3, R4, Rs, Rs, R &6,
R 7 and R 8 stands for Rl, R2, R3, R4, 0R5 R6, R7 and R respectively or

any suitable FG (functlonal group) Wmch may be transforned to Rl, R2, R3,

R4, R5, R6 A ept.

i nvent i 5°p%e1r8g)r1sé”qpene aﬁtaﬁ 59'% 9??%8&”}9&&&%%51&36 rye(?(ge ergYEir%'réPh’ods
known t ditztdsd. s@ngl lLed. 2003, e 2551"7'@ 4$720r gani ¢ synthesis. One useful
sequence is shown in Schene 3. 10 The first key step conprises the coupling
of an iodide of the general formJIa I X with an ester (an activated acid)
of the general fornula X to gi ve t hig2 benzphenone of the general formula
VI1, e.g. by using nethofddescrihe Rer eparation of other ketones

in J Am Chem Soc. 1973, g @ The lrie'clﬁ: reaction nay be
X”I nfo &sreacti\e organonet allic
I]

achi eved by transformng the (ot de”|
i nternmedi ate, 15 such as by treatnent witRsiso-propyl{ magnesi um chloride to
afford the corresponding nagnesiumderivative. Mxing of the reactive
magnesi um deri vatQ veRmwi t h Rhe ester of the general R, X gives the
product of Ithexge ' 3 s VI, 2006106358

zinc, by trea ZI'Rg salt, e.g. zi i) Br2 or Znl2
H ) H 1]
and then be coupled R, v R,
| FGl FGI Q
//S'\ Sonogashira coupling FGl
R'7 Rl7
N R’ ' '
HoL 5‘>FGI FGI<, R }r:ll 1 R’
4 4
b
Il : X = Si(CH,),
FGI
llaX=H

FGI: Functional group interconversion
R,, R, R, R, R, R’ R R; and Ry stands for Ry, R,, Ry, Ry, R;, Rg, Ry and Ry respectively
or any suitable FG (functional group) which may be transformed to R,, R,, R;, R,, Rs, Rg, 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 formula 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 j/so-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.



with the acid halide, such as the acid chloride of the acid of the general
formula XI, in the presence of a catal ytic anmunt of Pd(0)/ligand system
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undgg arEris(dibenzylideneacetone)dipaIIadium(O). The preferred phosphine ligands include, but

“are not limited to, racemic or non-racemic 2,2’-bis(diphenylphosphino)-1,1’-binaphthyl
(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-dimethyl-4,6-bis(diphenylphosphino)xanthene
(Xantphos). The amount of palladium 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,CO3) 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)
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X

R,
[
+ X
Br
1X
R, -
R R's Coupling 7
+ Vil ——> R
H,N R '
R'4 R 5
Rl
Vil 4

FGI: Functional group interconversion
R, R, R;, R, R, R, R, R'; and R stands for R,, R,, Ry, Ry, Rg, Rg, R; and Ry respectively

or any suitable FG (functional group) which may be transformed to R,, R, R3, R,, Rg, Rg, R; and Ry

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
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5 "Conprehensive Organic Transformations”, by R C. Larock, VCH 1989 and
refer enges iy %sabﬁ{cmdgsbmr%h] %ﬁ.ﬁ}%%rtsba{yarpge.e%%ﬁte@etrqé ohef &1 sage and

in genera priocedur es eneral protéctive groups in
one or woder @%ﬂmmltwnst @qpsomyofbéf a mstitndpihento BWetaH@%‘?hPﬁé@PH“%ﬁt

COMPOUNGZ ghbéﬁaﬁtrﬁﬁ&%r@ (st9§)n1aha el c%wem RRir8deradBh of SRR tolyid gCt i ve

groups inclu but are not m t ed net hyl, ethyl, tert-butyl or 10
benzyl estuested aydprcattent Noe hgnmug)exeuﬁplasn ohylmhhdxgnsgqrmqblons ete déscdbepir anyl -

or Skl Yheo@pRSLRSIO8 oREM; gﬂarfgﬁoﬁ QuRs, 8] k3t LERXCI9h89 2Rl i déﬁc@é"

al kyhe i nternedi ate conp
t ransf omﬁe@itfwelnawhlfé@larpm@c@ysn%mr@maibeecﬂer&b@ﬁ/énq ) @ﬁr\ﬁéalriev\ﬁe@wﬁ?ounds

with the Bﬁ@é?!ygﬂ@ﬁ ]gr%nfeFHI Mt@ct(\?e Tﬁé] il SPMo Y SMendRYstd8s Papbect ed as

an tert- di met et her) isis onl t0|IIustratethe
f1 exibi |CPweri'¢ntt"héh%%tth%%ﬁ @f coamfulnﬁs Yithehg gepgrd! (e hdremels R FEEN of

processeganéfil BFUté’ct%%rQupsfmaMd@Q‘ﬁﬁlabe ﬂoﬁﬁrfnftéd?grb afiethyl, etihig, syfblgsos of
co oun s of th gresent i nventio e adva\y ageous in

conSChsad estess Peprae et i MihpobiioRs AR SANE “The
descri bcedqe&equ(pnaecti\& groups oC&s Bpdrokg groatp ararenihel @ly@s being [ imting of
t he preparation of conpounds of the present invention of general formula
la or Ib, and alteration of the reaction sequence nmay be an alternative
for thoge shkivhlie@cheme e 2and DHeadhr igtenmedsyn térepound Rende|tyanstcamedislve

i nt erme | r j ri ous
sor o TG aERsSE LR BIC P GEHEN cdrffounE WRAWhEBIR dneld |

synfihesifernafla e andydiexy@sew BN dsaietectadRs@a abutdimetyyhsy GFheirh f or
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01/ 0574eequce9f @5°Fr$gsesv&)°”Ulq'ﬁﬁﬂanwsé@%tﬂfsg'ewrdﬁﬂi‘ SIS\ 01/ 90074,
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intermediates may serve as starting point for the synthesis of various series of
compounds covered by the general formula Ia and Ib.
25

The synthesis of various aminobenzophenones 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
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invention may be in unit dosage formsuch as 5 tablets, pills, capsules,
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agents include, e.g., starch,” methyl cellulose, agar, bentonite, xanthan
gum or FH@PPfF'Fd@n Addi ti onal excipients for capsul es include nmacrogols or

| ipids. 25 For the preparation of solid conpositions such as tablets, the
active compound of fornmula | is mx w th one or re exc |ents such as
t heldnedOHa@ pABRYStEAHAND tgﬁﬁomb?gt;nﬁa%gﬁé%’r?ﬁe%ﬂ?ﬂ‘?:8?m8‘?tl"l?e??tgg el MY wat er
to nmake sautsmwbd PrdiredMitiabh @fal, BEVPDHGE, ttharmsanitiaallyi amgeptabenmageerotueh m xt ur e

of a co @g u];%\];c%;‘ofg?% og-mehlgeer ﬂ%grmgpmlgl?%?(%ngndﬁ oﬂlhﬁ%éﬁttso"d to nean

that thé sper seé even GOt ot h
conposi tdnsmmteg(atmbaigenﬂseﬂamqnmslatgleots amiycqicaadmﬂsynduebs abdhd/tooré\d mixtire, equal |y

effective gah&r‘a?%%‘agt)@rm JGRIRR, L3P BLRsOlgIGERS Uik Fen, TBBHRT &Ll at i on

corrp03| f1o € sub i nt0 unit 0Ssa or m; cont al ni ng from
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of the Jehb¥er B FURANNANS inchel 8YENHRM 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 tablets 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.
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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 a 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 microcrystalline form, for
30 example, in the form of an aqueous microcrystalline suspension. Liposomal formula-

tions or biodegradable polymer 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,



26 oil-in-water or water-in-oil emulsions such as creans, ointnents or
pastes; or solutions or suspensions such as drops. For topical

adm ni st reDIi2006/0683%8 conpound of fornmula | may typical |l pcvoroes®nts7i N an
anount of from0.01 to 20% by wei ght 2& the conposition, such as 0.1%to
about 10 % but may al so be present ifiTan anount of up 5 to about 50% of
t he corrposi tion. Conpositions for ophthal mc treatnent nmay preferabl y
addi tion onta .G tr t

adni ni S?I? ﬁer or v%%g@hnégpg%%%%?@ucggglr agg\,:/glzaﬁé o'in(% n?suéri;?ﬂt%lt{s opcsollutnlg s
powder , osshsfpepslorpeeisutha} dmps.dor agpwairadm'rasnrwm, tb@éma@umfo‘gweladnd

atom ze i I 79 finformula | in an
anmount (F)'%y()ty%@a@J%]p&ggWﬁ %ﬂé}ﬁéu %ﬁngfdlsﬁe c/g 0Si Q&oﬁ théI'he conposi tion
may addFernpemlion, Séé'i*rp? pslé/odﬁ@bgvt lfﬁ)P/fe byt iy 2leq P%@r%ﬁbm@h@@ount of up
convent t@g@ddt)s()t;@gpltﬂencotnlﬁ%s;tr&at ment of various inflammtory di seases and
condi tions. 5 Exanpl es of such additional active conponents may be

sel ect edoﬁb@ﬁhbﬁ'ﬁfo@ro@H&aﬁﬁi&&kéﬁtm@gt ey prerersly bdd0ostaly cshtawman D and

vitam n D apal ogues, antihistam nes, platelet activating factor (PAF)

ant agonF‘é‘tj eXH ‘i chol i ner gi c agents, nethylxanthines, (3- adrenergic
agents, COX- i.nhi hj |, ates,.. . ndo e apr oxen,
9ot o R Zub A Ry RPUNRVATIED  IHOMR IR col LR TRl o
retinoi dgjudei mdezaeﬁmmselan@laeabpr@yIfarzmsaﬂudrespymrdameerosws and atqrhleersaspect :

t helb nvggéﬂ %}nﬁg%ﬁz%rﬁzT%?g@rgPEgéqQQOﬂ%oﬁﬁoe oﬂﬂufa’}f.h%’%w% o‘i"osrﬁla%%, hod

condi ti . eases condi tions, cancer
conpri skegy 2%dm weighkef thg, compositigat i ent i n need thereof an effective
amount of a compound of 25 formula |I. A suitable dosage of the compound of

the invention wll depend, inter alia, on the age and condition of the

pati ent thé BempesiesH Héyca‘ddtttwamy 5@a§.¢set Shddér mb&a@mdr éft‘iileflidﬁﬂj’on%ﬁ@t ors well
known to the B% ctis adm istered either

R R DA e o N R e SR TR

schesiul €sampleg of dacH ayddlvu’onawatﬁiwe/mkdqnentstraayabs-.eletuedg‘ecnertm geoupi ngl e dose

be adm ﬁ‘lfilse%%cﬁffgg gc%rtlfmds V|€am|n I%and w%JﬁgD %RQI?Q?M\%O%HE,NS@W ormound may

us~(1. Ntire ‘'ni stered at

once) oplatéletdadtiveag Gats@swtt\wamragamme bhtiaeoliserd RyageWed, Mﬁmmsﬁs B-
PCT/ DK2005/ 000757 27 _Infl ammat ory di seases or conditions contenlpl ated for
t r eat meAHrERREHC Pwtﬁr%@é@t'"h'@ﬁﬁﬁoﬁﬂlfé"a&?% indormethan of YerRadss BIPIAKET e

modul at tigfegadiney§ @1l isBrs, PepiciimPhing AP cholesterol lowering agents, retinoids, zinc

20 salts 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 1.

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.g. daily or
with weekly intervals. In general a single dose will be in the range from 0.01 to 400
mg/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.
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suspenderhoiestd?ﬁl\lbwéﬁﬂ@aggftey\:telnmmadj 2 saltst;khdmtﬁbzdz;alfépy&&rmThECS 2%, at

a conc f S were incu d in 24-well
tissue cu nﬁnﬁrsgﬁﬂoﬁogécémsqggn%% I-'Iel 8%‘?”-5[‘”“@2{’“88%88??&3 e ﬁ?ﬂ"@?EﬂWed in
di net hyIWﬁan@a&Mhenoonqmmlta@ud onseguaitialiy.ed with the nmedi um
Conpounds were added to the cells for 30 35 mnutes, then LPS (1 ng/m
final concentration) was added. The plates were |ncubat ed WO 2006/ 063585
PCT/28K2 JoBthal0vs Hiseagesias condtineseantemplatechtor sepatrmant with o pfesent- 113 and

TNF-a i neonkpduiBslindlidease @ﬁﬁﬂafﬁn@%jseagé/oﬁl?&W%H isTHERAnfIIMROROY bR gidssays.
The nedi an.inhibitory concentrations
conjunctivitis, iritis, keratitis, uveitis, SCleI‘ItIS eplsclerltls sympathetic ophthalmitis,

blepharitis or keratoconjunctivitis sicca.

25 Pharmacological methods

To study the effect of compounds of the present invention in vitro, the inhibition of IL-

18 and TNF-a secretion was determined using the following procedure:

Cytokine production was measured in the media from lipopolysaccharide (LPS)

stimulated peripheral blood 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° cells/ml. The cells were incubated in 24-well tissue culture
plates in 1 ml aliquots. Test compounds were dissolved in dimethylsulfoxide (DMSO, 10
mM) and were diluted with the medium. Compounds were added to the cells for 30

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



of the compounds were cal cul ated. The results are shown in Table 1. 5 Table
1. Inhibition of cytokines production in vitro by conpounds of the present
i nvent i orwo 20éweBsdi an i nhi biti on concentration (1C50, rih/px2003@e0Eound No.
IL-1(3 TNF-a Conpound 102 1.3 0.5 npound 104 0.6 0.5 Compound 105 1.4
Compound 106 0.7 0.5 Conpound 107 O. 80.5 Compound 108 1.3 0.7 Conpound
109 1.9 1.2 Conpound 110 6.3 3.6 Conpound 112 5.0 0.3 Conpound 113 6.3

0.6 Coppoynd 114 0O ' 1.1
Conpoun rll%ghﬂur% ?Tth%e ApouU ra Zogqtsjlé %ﬁ“:o i Bhdgﬁ@gglgg‘p\f%aﬁe%m%gnpound
124 0.8b9 eﬁzyrﬁ‘e-rhpbemdnmﬂﬁosbrﬁ)elﬁ assaxsoﬁp@mmrzmhmntgr»oconcemmr@cge)s 1.0
Compound 129 1.4 Conpound 130 1. npound 133}) 2.5 1.8 WO 2006/ 063585
PCT/ ueebmeommﬂndwewma'ﬁ%aﬁe&nm%FﬁSH!tﬁP%Sm@& I8 fon (1050, nM of
Conpound No. IL-1R TNF-a Conpound 136 1.6 1.3

5 Table 1.

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

The median inhibition concentration
(IC5q, NM) of
Compound No. IL-18 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 A 1.3 0.7
Compound 109 19 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
Corﬁpound 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 1.4
Compound 130 1.3 0.6
Compound 131 2.5 1.8




Compound 137 1.0 0.3 Conmpound 138 3.2 2.0 Conmpound 139 1.6 0.5 Conpound
140 2.0 0.8 Conpound 141 0.6 0.6 Conpound 142 1.0 0.8 Conpound 143 4.0
1.0 Conpwondociéssss. 0 2.0 Ref. conp. a 13 7.1 Ref. compI/pk2605%006753 Ref.
conmp. ¢ 32 6.3 Ref. comp. d 7.9 3.2 ef. conp. e 6.3 3.2 Ref. conp. f 13
4.0 Ref. comp. a: (4-(2-am nophenyl ani'ho)-2-chl oro-2'-nethyl benzophenone,
Conmpound 156 di scl osed in WO 98/ 32730. Ref. conp. b:

-[3- -ot-o—4 (2-|||:: ||y|uc|| ) f I ' TUE, Corrpound 5 102
di scl osed in WO 01/ 0p746. R@Jgh’{c an ‘th%lt!fdfo}{?éry%k\hyl N[ 2-[3-chl oro-4-(2
met hyl benzoyl ) phenyl pmi  no] phenyl ] c(elﬁb@,nw)eof Conpound 109 [di scl osed in WO
01/ 0574 Ref conp |d: . .

1- Et hyl - Soppopnd MR of o- 4- ( 2- Hetbyl benzgyl|) phenyl B¥ifo] - 5- ffl uoro- 10
phenyl Jurea, Conpoung 114 disclosed in 01/05751. Ref. cpnp. e:
2,2, 2-Fifluoro-N-T2¢ rQ chloro-4 (’) ettt b 'no]_5_
f 1 uor o] pfempryad édan| de, Corrpbénd 102 di gcl osed %%V\D 01/ 8‘5745. Ref. conp.
f.: 2-Cm @Bg?guhdsﬁyuaro Z- et gl - phenyl[am no) - 2" -get hyl benfzophenone,
C[)ITpOu 13 disclosed in WD 01/42189 19 These-results—s w t hat Corrpounds
of the|pfeawatnd A38ntion are HiZghly potlent inhibitBrs of fhe production of
I L- 1] 3| FRoduAdd35NPpW a sur pilgsi ngly firdher cytaksne rnhipitory activity
t han t reference cpnpounds thus pmakilng them potentiallyi useful in the
t r eat men€CootPoknd L4fnht ory di se8ses. W0|2406/ 0635858PCT/ DK2DO5/ 000757 30
Furt he ”%ﬁypohﬁ@ 149VET—am nobgigZophenone [deri vat 1y,gS nay have surprisingly
Compound 142 ‘ 1.0 0.8 |
Compound 143 4.0 1.0
Compound 145 5.0 2.0
Ref. comp. a 13 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 disclosed in WO 98/32730.
Ref. comp. b: 2’-[3-Chloro-4-(2-methylbenzoyl)phenylamino]octananilide, Compound
5 102 disclosed in WO 01/05746.
Ref. comp. c: 1-Acetoxymethyl N-[2-[3-chloro-4-(2-
methylbenzoyl)phenylamlno]phenyl]carbamate Compound 109 disclosed in WO
01/05749.
Ref. comp. d: 1-Ethyl-3-[2-[3-chloro-4-(2-methylbenzoyl)phenylamino]-5-fiuoro-
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-phenyl]acetamide, 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-18, 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.



favour abl e phar macoki netic properties such as absorption and netabolic
stability. p38a MAP kinase assay 5 Cell culture COS-1 cells (derived from
Afri can gweenosmesrissy ki dney fibroblast-like cell contai pcogpk2eedmetsype T
antigen under control of the SVv40 proggt or) were obtained from ATCC (ATCC
no. CRL-1650) and grown in growth nedftm (DMEM wi t hout phenolred, 10% FCS,
2 mM L-glutam ne, 1000 penicillin and 100 g streptonycin/ni) at 37C with 5%

trypsi nr g e R e pARREES R ARyl ABOL B ARGNC  Chranged

every séonchbde pmamradotiaytlc pregertigs|such as\ebmatlmgm ardtgbaliestabditi t h t he
Mycopl asma PCR Priner Set (Stratagene) and found to be free of Mycopl asna.
Ti ssue culture nedia, FCS, L-glutam ne and penicilin and streptonycin are
fromBribco BRL, Gaithersburg, MD, USA. 15 Transient expression of COS-1
cel | s OR38ulMABHdNase@ssake| | s were seeded in 143 cnR petridish with a
densgtyC@f/CU@g—gOMel ler/cn2 in growh nedium At day 2 the cells were

co-transfected (total) of experi ressi ng
the FLAES 3%356'%%%139%&?&%} aresh kgirfﬁy?? %@P%t "ﬁ%ﬁ@ﬂpp%t o the
COS-1 celildsypé To@Eigsh Lhéer dopdhiouot thei SVE0 dBGFFﬁFbTD/IV\(eB@ebtraIm“aglefreermUEI m
Mannhei r ) asm d DNA was prepared rified he Q AGEN
EndoTox%T-&Emli%gépqr%%mwp 'n(gl':ﬁ”?'t(%enggl %Dgﬁl% V‘P%OUt ?rl'enovgf]\lgm}
DOTAPTMFGE 2 mi X eglutfaoring X0 genldlliniand 180 1§70 aphort yein/OUR at ﬁZ‘L¢bwttbl‘5% The
transfe r Iy e and

tr abat o6 o e BB b v e b Rl B ol 1 P O
serun) WaBBRkrfwdwers Atk 1:10- Jﬁsfr@@ctwr@nmaﬁ shenged eyesy|seomidl oythaddiayi e to t he
cel | - mogal fyehas Pégtu‘férlfteg@drﬁltlpfhe MPIpRA 0PV e PSRt Magchelaggm ds, the

medi um cont ai ni n | e amount_ of serum was added to the cells Dbringing
the finfunddade qea9f‘lgypogfasg@,. diesHp cylbre dosdiatE- ér9'dtamipe apf @RNiciBubat ed

for 24 BpykEepRhBict KeTash Brdas BROGaitRPsBUFgUMOPUSA| pi tation After 24 hrs
of incubation the reaction was stopped by putting the petri dish on an ice-

bath° The medi um was aspirated, and the cell nonol ayer was washed once in
i ce-col (TrarBB\St(ei,@%sSm blaCbS AcdismM KH2PO4, 2.7 mM KCl, 8.1 n1\/|

O e T I 3L LR b B S MR Bl o 01,051 2
M NaF, 2210fveINagvean 1960Wth TRT O 180G aWIDH RO GBI5 0836 85-tRETEORIDEBH GOQT7 57

(total) of experimental plasmid DNA, expressing the FLAG-p38a and FLAG-MKKG6(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 NaCl, 1.5 mM KH,PO,, 2.7 mM KCI, 8.1 mM Na,HPQO4-2H,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 Na3V0O,,1% Triton-X-100,



31 Pefabloc 500 M Leupeptin 10 g/l, Aprotinin 10 pg/l) was added. The

cel |l - nonol ayer was scraped by a rubber-policeman, and transferred to an
Eppendor fwbube/063588e sol ubilised cells were clarified bpcraxoifogarzi on at
10. 000xg for 10 mn. at 4C. The supernatant was transferred to 50 pl
prewashed Protein G Sepharose beads i HNT 5 buffer (30 mM HEPES, pH 7.5,
30 MM NaCl, 0.1% Triton X-100) and were incubated wth 2 pg/sanple of

| ib = t
ron0c! OBelop AR SRR P16 LRI LSS0 R ok sty fiSeremt Lope,
The ant mdﬁbl@@et\/ﬁ/asmcmpécbhala rahberbwdyemaa, ot tiensferred dmpsiEgrendochiube. no.
F-3165) y &Lg?ﬁsecgg rQE%‘rn@S Qbﬁ{rlfﬁﬁgncﬁlﬂo d()(ﬁﬁtf@r Y& hfinadded. Qe the 10

preadsor ant s on otein G Sepharose beads and
i ncubat edp&roataghwagaitiansfgrred ¢o |5ﬁ vh PEEVERSHICd RFPE® Grﬁﬁefr'am%s pegdstindiNT-

i mopbﬁﬁérpdsfo%mmeﬁ%@r bAd7. 5hgo mpeRBar, @Sﬁ%bﬁﬁgﬁ xmmoq aMaskhad lﬁde‘éﬁad n lysis
buffer and tW ce in a kinase reaction fer mVl HEPES 10 mM

H_ 7.5,
nmagnesi Withat ed/sp@plestvnangsional ant-FLiGs t"’f%ﬂ“tdﬁmf/ﬂéa'%"’éirﬁﬂiﬁ?& r[‘) MF; purified
p38a ki Bpgspel M1, M<p- msiyeda\supnmﬁmw REH-Riv$-aoeH)dot 1 hblAG Rt adsor bed on

e T e e M aS S i e A RERR Sl Sl (0™ P2
aspirat ad. F‘Bhesparﬁpwndm Mﬂﬂrﬁt&im btitiatlfied cellllysdte naese abdéd Entmet t he

TLopP B ST Rad G Car T Fiss P A 56 SeriaRBeats PhL MerBrsl
Sephar osrenbmafd’s: ih @rblagd mmpleaunixeeeﬁlen tlaa vohunepre€ipitdipn perlwethy 10 mn. the
EPPendogbobies RISy LARREACH BuRE Y Jf;.stmﬁergnﬁ REEYS aRithsk REaRAMRIAAS Wer e

n the 'ut1 on I ncubati on ds were spun down and
the supé2hatMHEPERPH 2pilfanMdmagresymBacaipte, KOWMATPReact i on The ki nase
reaction was started by adding 1 g GST ATF-2 substrate (Santa Cruz,
LaJdolla, CA, USA, cat. no. sc-4114) ether with 2 p.G y-32P-ATP in Ix
ki nhBe- Brgubation ﬁéfhesfé’ﬂmoé’”dsl'wghrﬁé’é@ﬁj %89(/éf§’aé1fl owed to proceed for 30 nin.

at 30C, TREGré-WwavRsd ﬁ%ﬁﬁ&ﬂﬁﬁglt&&éd andimacdpsd adﬁort?é(ﬁ&SPﬁﬂéTm@prﬁa‘reie to the

ki nase reactlon The sa Ies ed resolved on a
1506 SDSPPAENaT HaSRG Bicepcsinase Swffer b%?mgﬁﬁ%@%d oygn %ﬂ&@ﬂmaqnﬁaag}
screen ae@tatdjesopudmmpamd/me%&-nhtmm mtretedqtlraéltorﬁ'\pemdxywér’eejllﬁﬂ'e@?I\/BGO

anzghch | mag P#éeercétgtﬁé ap I%%Wage Concerr;ltnXtYoa}'l q’hecC‘Ampobj§dAé) wglse'ann%eh Qg the
20 washed |mmunoprecipitated 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 ng GST-ATF-2 substrate (Santa Cruz,
Lalolla, CA, USA, cat. no. sc-4114) together with 2 pCi 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.



In this assay, Conpound 102 was found to be a potent p38 MAP ki nase

i nhi bitor. WD 2006/ 063585 PCT/ DK2005/ 000757 32 In vivo screening nodel of

LPS i nducw0 20idrsasssesponse in mce To study the effect eCToxzpeaes7of the
present invention in vivo, an in vivo gcr eening nodel of LPS induced TNF-a
response in mce was set up as fol | owd G oups of 6 mce 5 (C3H HeN,

femal e, about 8 weeks (20 g), Bonhol tgaard) were dosed with test conpounds

in suspension vehicle 1 hour prior to LPS adm nistration (LPS fromE. co/i

055: 135, L-4005, Sigma). At time O, the mce were dosed ip with 1.0 ng

LPS/ kg Iﬂ/}v‘S scrg] @;tl r‘HE&él%ﬂbé’:hdﬁ‘c&é‘Tg%&% ﬁl%@;%ﬁﬂ" EJ?” the mce were bled
fro €s arter LPS adm nistration.
The bI oEBG stutypthe ffeetr @f coopoangs etitherPrEssnA inealbiPh irs B0t AbESV Eh BCreemnd i f uged

at 4000 {doq) $ﬂfPS]19dme'auFI\ﬁ5a%s g’se |nTr|?|‘?ceR/ll§"ss§@upeééefbll&fIs Woups ¥es mpal ysed
by ELI SA. Conmpound 156 o was used as reference conpound. The

pl asha (EHHH f‘-’ﬂ\FeaaM 80‘@;‘?%‘15#129@@ %%mh@t%@ar%)a%m dagegitAestv croti ter

pl ates wWehBoGRALiAdu¥pdrBion umrm_ci PBaY pﬁcmtbmp@yamaasﬂat.on (rsseorhME<a4 Washed
and blo ked W th .a casein

st andar 425 & H¥ded a7k ﬁEt'Wi‘l Q stthmnF‘Flé’eﬁ‘? 8?%‘?3?3%%@%%?5% nglﬁfr)]gtnted.

Al st aad@dtd@tumm mnasmﬁﬂwolrm/mdsnrrpl:urﬁatre miklwegpé asam:afrmartpé eanorrmtsl ngl e.

After sanp ingub e a ed and i ncubat ed
with bi 5? Fﬂ?’é“&eg’t?@é'r onhar a& reg]g%agq‘ﬂ/m%naft%ﬂoérﬁe aldr?g rmuweereTNF a and
washed. Sﬁnpyed'ﬂn EOMA sttt sedas bedateticent ifugkd atvdD0G rpsmcﬂon He oivadteslat Sldbst rat e
was added, ?l&@nﬁh@veﬁ%* /oﬁ'%%f’n% heéi% CE‘LtéK‘ A:?o ;i%mﬂﬁ%‘é &fwcggs}ﬁﬁom“ es at

roomtenperature with 1 | our measur ed
at 450 waseosedns RIpSAce comepunthd hpwsmzlegemfrmw@ wigs @ezgrrnw\ed WaKg a

SUbtracg%w@%(@@IrS'AnWrétlt@?rpf‘at@WEFéV&ﬁtéd‘ with& r%ﬁ’éHR:rIa'i ‘é‘ﬁ@u gVHgtahw t he
reference rrFoun showed a si icant 1 nhibition of the TNF-a

res ponsé‘%’éﬁﬁ wd Washed pad Plnsk?‘?é’gf‘é’oca(%'ﬁ‘tmﬁferﬁ%ﬂes vﬁanorié%TNFg of the
tesied eQUEBMIME stRiatdidvEatRidedso B2 RelRLSIBB InaIgR titdH P Mk 1208 if@BRadded to an

LPS treated control group. Conpound re tested at 1 [ K .0.). The
V. vl SEreams Wers 3o lin PRl &l sataics B gy Arter B 8nd b
treated smﬂhfd)lhc@idnhﬁ, (Wa@EMeré’l&esh@SHﬂ\d thcabated Mothnbibtinyladel @oB/.clonbl

2006/ 063585 ,PCT/ DK20Q05/ 000757 Tab viva inhibition S
Inducedseﬁﬁledar nl?K Ylagﬂmf Wou%o Oun ‘ﬁlowas%dq EnzyHHefBEJ gate was aédeld

to all weIIs and mcubated Substrate was added and the enzyme/substrate reaction

20  stopped after 15 minutes at room temperature with 1M H,S0,. 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.o.). 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 Table 3.



Compound 104 90 Conpound 106 98 Conpound 107 91 Conpound 108 78
Conmpound 109 79 Conpound 112 49 Conpound 114 86 Conpound 115 70
Conmpound Wd20&he3Benpound 124 77 Corrpound 125 96 ConpeumodKhais/@d7s7
Conmpound 128 95 Conpound 129 83 nB und 131 80 Ref. conp. a 23 Ref.
conp. a: (4-(2-am nophenyl am no)-2-chPoro-2'-net hyl benzophenone, Conpound
156 disclosed in WO 98/ 32730 (tested at 10 ng/kg i.p.). 5 The results show
that co qu ds of the present invention surprisingly show an inproved

bi ol ogi ig?—;ttlw ty in vivo with respect to inhibition of LPS induced TNF-a
pr oduct forivbrinhibitien ©f bpSireldiced TNFRe prefiestemc@ B@npound, t hus maki ng t hem

pot ent at:bmpou;scENul n the treat rrent of inflammatory di seases. 10 The
i nvent S uea“"'u t——fur-ther—detatt——the fu”uvvillg lon-Iiting
exanpl es QPZ ot _in _any way |nt3nded tolimt the sgope of the
I nvent | omoaraadmlnalmd EXAMPLES 15 Geneloal V\D 2006/ 063585 PCT/ DK2005/ 000757
34 Al Heltn gs—are—thecor+ectet—For—tHnuctear—agneti ¢ resonance
(NWR) $ eccot"? in F é MHz) and 13C NMR (-?§ 6 Miz) chemical shift values (8)
(in ppm Gunspoymatidd, [ unl ess ot herw se gapem fi | ed; for deuteriochloroform
sol ut i prs—~+elative—tp—interpal—tetrarethysiHane—(6—=-06-069) or chloroform
(6 =7 2690"690%8&{0& ochl orof orm (6 = 7§ 81 5 for 13C NWR)|standard. The
val ue ¢f coripdundplost| el ther defined (dgoublet (d), triplet)(t),

Compound 112 ' 49

Compound 114 86

Compound 115 70

Compound 122 : 96

Cdmpound 124 77

Compound 125 96

Compound 127 94

Compound 128 95

‘Compound 129 83

Compound 131 80

Ref. comp. a 23

Ref. comp. a: (4-(2—aminophenylamino)-2-ch|oro-2’-methy|benzophenone,
Compound 156 disclosed in WO 98/32730 (tested at 10 mg/kg i.p.).

5
The results show that compounds of the present invention surprisingly show an
improved biological activity in vivo with respect to inhibition of LPS induced TNF-a
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



quartet (qg)) or not (m at the approximate md point is given unless a
range i s quoted. All organic solvents used were anhydrous. Chromatography
was perf owordosas3ssl i ca gel using the flash techni que. PAPPI2PIS/ @Y7

m xtures of ethyl acetate, dichloronebaane, met hanol , and petrol eum et her
(40-60) were used as eluents unless otherwi se noted. 10 The foll ow ng
abbrevi ati ons have been used: aq. aqueous dba D benzyl i deneacet one 15 DCM

Di chl oromathane DVAP 4- Di net hy Iampo%rldl ne E Ifo mam de
Dl EA Et W|m%ﬁ:lpgaﬁlp5$p9re “HT?Pff@CtEM H haclear magnetlc resonance ?ﬁM }/spec

1- (3- di r@%&;@@% REC pho ﬁgw)c‘cﬂamu Ltk dgaeds paR'p Pm)%ee qadteB Oc Ethyl

acetate Inic acltd pentafl uorop ester Hour (s)
HATU O (Unless athenvisespag ted; ;Lfoyﬁgautgrlp@h{prmfo_rm solutions reIatlve to internal

tetr arrett&)%émmsuaﬁ@ﬁx&fd d}mf&mﬂ%%ﬁh% 25. %) Br Yeauatiesh DForm (5 = 76.81

N- net hyl nor phol'i ne MR Nucl ear nmagnetic resonance rac-Bl NAP Raceni c
2, 2" 5bi ¢t IMNMR) preosptd. Top-va|uE ofai malsipietl eithRT dRioed (dawbtatddLirtepigd (TBAF

Tetra-n | T ic acid
TrE T SOTRER Uty b e B oA GRS 1

chl ori déll qrgam(c awenﬁ@uz@@ew%g rRET CORIOAEL RO Y 3vas F@SfO”'I"ﬁBIOQ silica gel

Exenpl i fusgg thO FRMN BlsinRlic IRMIHAatk Qhiktlras bf ethniudtd, EXABRIRetRhRaiCt Ure

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-Dimethylformamide
DIEA Ethyl diisopropyl amine
EDCI 1-(3-dimethylaminopropyl}-3-ethylcarbodiimide hydrochloride
20 EtOAc Ethyl acetate
FDPP Diphenyl-phosphinic acid pentafluorophenyl ester
h Hour(s)
HATU O-(7-Azabenzotriazol-1-yl)-N,N,N’,N*-
tetramethyluronium-hexafluorophosphate
25 min Minutes
NMP N-methylmorpholine
NMR Nuclear magnetic resonance
rac-BINAP Racemic 2,2’-bis(diphenylphosphino)-1,1’-binaphtyl
RT Room temperature
30 TBAF Tetra-n-butylammonium fluoride
TEA Triethylamine
TFA Trifluoroacetic acid
THF Tetrahydrofuran
THP Tetrahydropyran
35 TIPSCI Triisopropylsilyl chloride

\Y Volume
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Compound | Example Structure
no.
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no.
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no.
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no.
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NV\/ H 166 66 HONNOO i \ NF/ NF H167 67 HO\_\NNOOJ F
N \' \''/ NF HW 2006/ 063585 PCT/ DK2005/ 000757 45 Preparation 1
- Met hyl -wenndam@3iski obenzoi c acid S-pyridin-2-yl ester ecomeurshod(i)
2 Met hyl - 5-ni trobenzoic acid (22.5 g, ,124 mmol ), 2,2'-dithiopyridine (27.5
g, 124 5 mmol) and tri phenyl phosphi ne %32.6 g, 124 mmol) were dissolved in
CH3CN (650 nmL.). The solution was stirred at roomtenperature for 18 h. The
reaction mxture was filtered and the solid was washed with small anounts
of CH3CN. Th|s afforded the title conpound as a colourless solid. 10
Pr epar a r Br ono- 2- chl or o- phenyl ) - (2- met hyl -5-nitro-phen

1) - et Izametmgl-ﬁmmbnbderﬁb&\acudI'EgavrreI&cizwmlsmaiécmumdm)an argon

t h ,| ' 59, 80.9
ol ) nas e BTV R S0t ol - PR (oS gt 24 ° O

| sop$ opytmelyred |tuwhemlnb1|osmn‘€ 23vpign 17HMmMAI) wererdissg@ed imAdigN (&50mt).added
under E[hé bl’&ﬂ Wa%'%ﬂn%g A rBth @8m ;ﬂ%?urg%ucié ﬂnTﬁ% %‘éé&u@n%&ﬁé LWayed to warm

the m xture was s Irre ound 401 (22.2
g, 80 9f"tﬁﬁ¢6I9"dv€é§ sgtidiu@s arghehwithisgralirameunss of CHyEY This afimdesi thrtide h after
whi ch i toMBsundhd §B@utiessgfiigl t 0 room tenperature and stirred for 17 h. A
saturated aqueous solution of NH4ClI (200 m-) was added and the m xture
was stirred for 1 h. The phases 20 were separated and the aqueous phase was
ext f@ct @Eiaﬂéth)nlﬁ 20 (4 x 100 nL). The conbined organic phases were washed
W th brine A : e crude
pr oduct oIf i e 5eéum et her
(40-60) TBe :Beamoh h\asebuelmﬁemm afg‘ooraintolaehetremlsmg(mvrrgdmewaas yeI | ow

crystall '—@r%m Q%R%pgbdobenzene (25.5 g, 80.9 mmol) was dissolved in dry THF (400 mL)
and cooled to -60 °C. Isopropylmagnesium chloride (2 M in THF, 40.4 mL, 80.9 mmol)

15 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 (22.2 g, 80.9
mmol) was added and the mixture was stirred at -40 °C for 3 h after which it was
allowed to warm to room temperature and stirred for 17 h. A saturated aqueous
solution of NH4Cl (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,), filtered 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:

[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-(2-methyl-5-nitro-phenyl)-methanone

(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,CO3 (14.9 g, 45.7 mmol), BINAP (0.38 g, 0.6 mmol)

and Pd(OAc); (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 EtOAc (200 mL). The water
35 phase was extracted with EtOAc (x 3) and the combined organic phases were washed

with brine, dried (MgS0,), filtered and concentrated /n vacuo. The crude product was



25 Preparation 3: L2-Chloro-4-(2,4-difluoro-phenyl am no)-phenyl]-(2-nethyl-
5-nitro-phenyl) -nethanone (conpound 403) Conpound 402 (5.4 g, 15.2 mmol)
was di ssovoedodmsssdsy 1, 4-di oxan (150 m-) in a 200 30 wcToxzes/@ap7vessel .
2,4-Difluoroaniline (1.7 nL, 16.7 mml) was added and argon was bl own over
the m xture. Cs2CO3 (14.9 g, 45.7 mmf'% BI NAP (0.38 g, 0.6 mmol) and
Pd(QAc)2 (0.14 g, 0.6 nml) were added and argon was bl own through the

m xture_and t r e tirnred at 100

C or seoesn il SYo AR AP e 9B E e R 10 8 5 LIG°E, B

(200 mi):0 fﬁhewwaberEt%c phtheeeluers te>atff|oattr@dtlm ccrmmumclca%w@)owamsttaﬂ@e

conbi ned, QLY ¢ phases were washed with brine, dried (MJSO4), filtered

and concen rat ed in vacuo. The crude product was WD 2006/ 063585

PCT/ DK2005/ 000757 46 purified by flash chromatography using

CH2G 2/ plob o et her (40-60) 2:3 -> 1:1 -> 1:0 followed by EtOAc as the

el uent to afford the title con'rg])ound s a.yell ow cre}/sta | ne conpound. 5
hyl-phenyl loro-4-(2,4-diffuoro-phe mino)- I

(5-Am nmea-.armhbytorﬁb@_nw 304)2- chl oro-4- (2, 4-di fl uoro- phenyl am no) - phenyl | -

Voo ( 2bempeyna Sihee fie 14T BvRY) Ve CeVetisPyiea SREA piREy LR T

vver e add,eﬁ94 FHmeol) ead NHe@I (5.5G gr H)Wmmol)l@ehe&ttc@d abe resfctianx mllettmp@was ure for 1

C O n C(gﬁt IH‘%.%& anégﬁ% teHtheFth% %p q(ﬁll\ﬁ‘}g%'é I‘E mvagbfggred-r%g%%ﬂ%ﬁ S at ur at ed

aqueousTINaﬂme weeGontontraferband ther o avas dA@@'V@ﬁt'F éé@/éfd(l/ﬁot 'ﬁLE@@C and the
conbi negatgrﬂé@bgum@%?aacw(ﬁ)diﬁ]ms%drr{e'\daa‘i@ﬂbhasfel Wi LERbRMIWRRAREEAL baGed i n

vacuo. The cru roduct “was puri | ash chromat ogr aphy usi ng
Et OAc/ pmer@ﬂn@tunecb@mﬂ'q@ae%wem driedz("éséicy hefiltaredand F%“Céf‘? gk ‘frvacys- t l e

fg”pcﬁimﬂh@&u@leﬁirbcﬂf& MasGRIFGEE &Y fIREY Shdindtegraphp 0BIAY EOATpepakain &heb:
oro

4-dH71 ué‘}Q)thér?y?Samerﬁda'e'}:MBﬁnyfd ths- HHERBRHACRA 2 BliAOHY P loHE heNERE 220
(conmpoubsmgélind. Conpound 404 (0.62g, 1.66 nmml) was dissolved in acetone (14
m.). Concentrated HC (37% 0.69 nL, 8.3 nmol) was added and the sol ution
was cool ed on an icebath. NaNO2 (0.14 g, 1.99 mmol) was dissolved in H20
(1 n) arpaedided:to the above

[2-Chloro-4-(2,4-difluoro-phenylamino)-pheny!]-(5-iodo-2-methyl-phenyl)-methanone
20 (compound 405)
Compound 404 (0.62g, 1.66 mmol) was dissolved in acetone (14 mL). 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 solution
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,O (20 mL) and EtOAc
(20 mL) was added and stirred and the phases were separated. The organic phase was
washed with aqueous NaHSO3, then with aqueous Na,COs;, 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 [2-Chloro-4-(2,4-difluoro-phenylamino)-phenyli]-(2-methyl-5-trimethylsilanylethynyl-

phenyl)-methanone (compound 406)




solution during 15 mnutes. The internal tenperature was kept at 0 C- 2 C
during 25 the addition. The suspension was stirred on an ice bath for 0.5
h, after wbiods/m3msl ution of KI (0.41 g, 2.45 mmol) anecIDr2003bos; 1. 22
mml) in HO (4 n.) was added drop w.se during 5 mnutes. The m xture was
stirred at 0 Cfor 2 h. H20 (20 nl) aﬁz EtOAc (20 nlL) was added and
stirred and the phases vvere separated. The organi c phase was washed with

oo RS L0 A MEET I IR Iy g 0

chr omat egreagikgolvesi mgiegﬁssadcthptttyia:ohlearﬁbtrmer T(giengPhogptine 62137 fmg, P.0% title

. 35
S onent ofhaf. hetlAedy (26 5 @%éﬁ"mgﬁ%@%’% ;’Z)F%E% AT LN L
et hyny| thephasieeH to ftee belnbere T(h@d buveg csey, dw@sﬁwam therstiked05/ 000757
47 Gonpeyhd 40 hHH: FBctidh BdtIFENas m@&ee&hmghtdecén&braxﬁus;bh@émra&édm L, 0.83

nmmol ), were dissolved in degassed triethylam ne %}

Tr i phenya{Rodpaicrsie(preduct yps RB"'@S@ by Bt 5‘“0‘1!5(92?@855 fi'sas(“l rorgatograplyY ol )
and copp&ahg ExdAghERoledmEtheO(4d180 ) mRbLY t¥2I5€75 e @detdotatfotdithesttialt i on.
The flask was closed, filled wth argon and then stirred at 5 90 C for 18
h. The FUBRPYUHAS$%HBre was filtered through Decalite and concentrated in
vacuo. The crude product was purified by continuous gradient flash

chrg(gatg%ragt}y #si ng Et OAc/ petrol eum ether (40-60) 0:100 to 25:75 as the

elu he t|tIe conpound as syrup 10 Preparatlon 7:
i : y : - phenyl ) -

rret hano gflg,] 4067 soI ut| on of corrpound 406 (426 ng, 0.94 nmol) and
K2CO3 (%%_%'FBE in methanol (4.0 m-) were stirred at RT for 5

Ny
h. The Asabit oomfﬁpmtpew@d #e& (pAuFed 0iHMt mme!) aml kaGQAs (285 519, Er-HeT MRl & . The
or gani CrRRsRI (@d meshed Jtirtdd a/efc"mefror shy.i lme rafdidnhaiteeividt (MG e af i | tered

and concentrated in vacug to give the crude title cogLP B . The product
was! s e I hBUFtOAVILSF tTr’i‘érorBiﬁ'FPf‘%%?c‘f"%Wé‘%‘ VRGN e PHBR §94 tR&TY a

hyt(llr Obpwlé‘@(ﬂlﬁmpﬂm&eé%h cBAcehtrdted W eacab to give the crudeI t)ltle compou(nd The

2-(2-brono- et hox ef yd ran (1.00 m., 6.62 Mo NaN3 (4.34 g, 66

nmol ) aHE?dtuéwv%ﬁ %ﬁ‘ﬁﬁh‘bﬂ C%P%Frd%“r}ffﬁgo?rg 0.66 mmol) in DVF (7.0 nl-)

was stirred at RT for 18 h. The reaction m xture was poured into a m xture

of Et O% ég%igg .eth'lét}e] ?ét%ﬂ!d?o-ﬁ@u%ﬁ?(c%ﬁo%@@ with water, brine and then
dri ed (

A mixture of 2-(2-bromo-ethoxy)-tetrahydro-pyran (1.00 mL, 6.62 mmol), NaN; (4.34
g, 66 mmol) and tetrabutylammonium iodide (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 (MgS0,),
filtered and concentrated in vacuo to give the crude product. The crude product was

25 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 oil.

Example 1:

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

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

dissolved in ethanol (6.0 mL). A freshly prepared solution of copper(Il) 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



filtered and concentrated in vacuo to give the crude product. The crude
product was 25 purified by continuous gradient flash chromatography using
Et OAc/ petwol2essmestsser (40-60) 0: 100 to 20: 80 as the el rempr2005f007d t he
title conpound as colourless oil. Exagple 1. f

2- Chl oro-4-(2, 4-di fl uor o- phenyl am no)4 henyl 1-(2-nmethyl- 5-{

1- F2- (tetrahydro- pyran- 30 2-yl oxy) -ethyl

(300 moeStsPhbseleaR ot ir i a*ﬂg’&tﬁ%ﬁ%e(%ﬁ?%%% FoRaL PPN e
et hanol cqréindont yradient flesinkclyropratpgnapbly vsihatEt@hc/pétrelepmestien 94056@)p‘hé0@
pent ahy?aét?goga% nﬁeféﬂjenwg RE kiR iR B A0 RANS L. M. 0. 16 mmol )

wat er ctron mxture. The flask was cl osed
and stit ICeMiV”RcﬁiEDQB) 4896 1at15?ﬂ1 (dﬂhe155eéé@¢)®ﬂ47nsxt16§@ "d8-8pddr &d 13atd a
m xtgir e18% 7E&§Jﬁ@/\ﬂ@§ar 1z§he1z¢r994@s% aha& 1512405 hedh, wobls wabey,, brine and
then dried ng [tered and O 006/0 85 P /DK2005/000757 48
concentﬂ?ﬁ?@d k6 Eholoc“og é‘i'q)e9?ﬁesér8u&§ ‘brs@dirc'i 4eletde 1 Boduct was
purified by continuous gradient flash chromatography using Et OAc/ petrol eum
et her (40- 60|) 0:100 to 50:50 as the eluent to afford the title conpound as
| i ght b%ﬁ%ﬂﬂé&up 13C NWR (CDCI3) 6 196.1, 159.1 (dd), 155.5 (dd), 147.8,
146. 9, B@h&ro-%(h 4-diflidpo Ibhenﬁa:ﬂaﬂ&)?ﬂheﬂl@ll-{% [11@0hvdrokp-@ttdl)-187. 9, 126. 5,
124_4 , i i , . 104.9 (dd), 99.1,
65. & 6. i C 2. Chl or 0- 4- ( 2
4-difl uersolqbimerqflcalmpnm)d pnb@sq m@501611 mdeIGirmﬁb}ﬂatel‘(ﬂl() miHwas@dded
[1, 2,31 0 ) ution of
ompound ¢ S 2 B Mg e B P L Re Mg Ry e R
t ol ueneThe seﬂc}tlemnvxwe Wag GouFRy, intp @wmﬁtffﬂ ?f %ﬁ%%%em e reania®haty waed for
7 h at E&’éshedT\h@h rN%@meaan mmtwst%rvmrﬁqepﬁaﬁm@nld%e (RigBoYYL, lﬂ.lrtere(afar{a OAc/ wat er .
The organl C g)r ase was shed with Na ne and then

dri ¥y ated; 'PtVéF‘éth‘)ande fhe eyde é’ﬁ?‘?’-&%& eﬁ‘% 95“%%[?8”%‘”@? fen gﬂ??eb%r ude

pr oduct ﬂaérrhawramaelﬁgrwrﬁ,dmmg BECAPpetrdle@d diver (Mbaa) 25hy D amtiegelaphtytousi ng
EtOAc/pe r ol t her 5‘}{‘9 6(32 25f75 as the eluent to afford the title
conpound f%rsd "\E& UG GorERNd P3N RR DI 3) 6 196.2, 159.2 (dd), 155.6 (dd),
148. 1, POANMR (€BAI;95 1982, 859 3GdY, 155183d®), 1481, 84612839,9, 137.68,13525. 2,
124.6 ( 3 1 0 ), (dd) ,
o1 1. 55%h 18R p80l 1ot B 126,219 (e i, 5018080 1Bl

( coroufad)4004.9 (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), NaN5 (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,0/water. The
organic phase was washed with water, brine and then dried (MgSO0,), 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-difluoro-phenylamino)-phenyl]-(2-methyl-5-{1-[3-(tetrahydro-pyran-

2-yloxy)-propyl]-1H-[1,2,3]triazol-4-yl}-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



A m xture of 2-(3-chloro-propoxy)-tetrahydro-pyran (6.28 g, 35.2 mmol),
NaN3 (11.4 25 g, 176 mmol) and potassiumiodide (584 ng, 3.52 mmol) in DW
(50 m-) weoetdesssed at RT for 18 h. The reaction m xt ece/psasoypmorsed i nto
a mxture of Et20/water. The organic4 hase was washed with water, brine
and then dried (MgSH), filtered and oncentrated in vacuo to give the
crude product The crude product was purified by continuous gradient flash
chromat 9 Et QAc/ her as the
el uent {N ﬁfl $<§J§ gntfm,iolug gcoatrlr%ngd‘ﬁ mcﬁ;o&eitgééghgggmglElBR@gtrE)f% eret‘ﬁgr

f 2- Chl of45-80) 20:40dpfI0uB0 es pieelykatntiorafiord bientitle Forfpourst ¢r=y¢0|0l5'le{53f<163n (tetra
hydr o-p gﬁ%%%cggpﬁ)w@ﬁoﬁﬁws 31'&'6391’139%“13'7362‘1'3543 >i'313 7p'1%'iyd d129r39t hanone

(conpoun e'reactioh was'carrie escrib

t he prepadat ﬂéﬁ9oﬂ2@drrééﬂ:ﬁddﬂ0)1124 U$ddhg12erRpddngd: 4@?8((}11145 (gD 304a?1d
Coﬁpﬁungdcé()? 940644, W00 )a7.9 e g1 vl6, p5.aduglr 1652006/ 063585

PCT/ DK2005/ 000757 49 was puri fied by conti nuous gradient flash

chromat ogr aphy usi ng Et OAc/ petrol eum ether (40-60) 10:90 to 50:50 as the
el uent Qmﬁ§@01d the title conpound as colourless foam 13C NWR (CDCI3) 8
196.1, 147 D4 . : : : lgsl 9, 125?.4H 128. 2,
127.9, i%é 4 3m € ; PrepPYLr4d- 6 (dd),

104 9 5[1d ga)];naael 4L,y|§3—@th@l2p& yﬁ?nﬁ;ha’iﬂné,(ccﬂﬁp@n@ﬂ)ﬂ 20. 2, 19.9 Exanple

(2 Bhi of B B3 P (P U RN Y585 REhiN e rsenaration AL SR BRI Sy 1 ) - 1h
1 1, 2, 31usingzompduryd 103 0. ﬁEml’Wl)- Thérerwle qrocmnt measonisified birsoatriouol84) 10 The
reactio ra‘ﬁge%t%éﬁ kﬁu%rr?alﬂ{:%%bﬁ} hé\FaéMé @ﬁc{ﬂ@é&l@hRe&héﬁ(aid?(?moﬁ@@értétlb@rb o5

conpoun , using conpound he,crud egfro uct

puri f i ethessluensripiafigsdishe b eerameund %W'%Peéﬁfﬂ%@r A6 MNMREEREE % Lpet r ol eum

ether (49960kapOSa 410989 ase.of heosl wenl hasal hand, the d ibba, compound as
colour ess foa 148. 0,

d
1461, 1330 91271§71%6 41334% (d%s%%”i%dﬁ $20 3?291§3 gszﬁzéléf’ @2’; 198 4.926. 4,
124.5 (g4), 58.3443.0, dd)e, 2029. 3, 116.3, 112.8, 111.6 (dd), 104.9 (dd), 58.8,
47.0, 32.6, 20. 2 Preparation 10 4- Azi donet hyl - 2, 2-di net hyl -[ 1, 3] di oxol ane
(conpound 410) 20 The reaction was carried out simlarly as described in
t he pr epapatation 1§ conpound 408, using toluene-4-sulfonic acid
2, 2~ gLk 3 S50481800 41 M ELNLe ESbSloubd %y ol ) The crude product
was pur graphy using
Et Gt/ pébe odastion aak eprriedoow G)midary0es describeBl the preéraratieeaf canopafiidd, t he

title 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)-phenyl]-{5-[1-(2,2-dimethyl-[1,3]dioxolan-4-
ylmethyl)-1H-[1,2,3]triazol-4-yl]-2-methyl-phenyl}-methanone (compound 105)

The reaction was carried out similarly 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. 13C

NMR (DMSO-d¢) 86 194.9, 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



conpound as col ourl ess foam 25 Exanple 5:

] 2-Chl oro-4- (2, 4-di fl uoro- phenyl am no) - phenyl ] -{5-[1-(2,2-dinethyl-[1,3]dio
xol an- 4- wbredenebyss1H-[ 1, 2, 31tri azol - 4-yl 1- 2- et hyl - pheryirjprmeésmmosie
(conpound 105) The reaction was carri 8 out simlarly as described in the
preparation of conpound 101, 30 using conpound 407 (1.37 mml) and
conpound 410 (1.62 mol ). The crude product was purified by continuous
gradlenE flégg .chromat ogr aphy usi ng Et QAc/ petrol eum ether (40-60) 20:80 to
35:65 a uent to afford the title conpoundB%F yeIIom1foan1 13C NWR

}.:23:23 g 11- ?3 E’lazale’; -2 188 h G- phenfiy melttfrone (dZh o"_hn@dfbﬁ 125 0 6%23 25(2d8)
26. 4, 28 .selutipg of CVDW%I-S%S%“"QCT/MU@@/ i0JdiFs$-0 5i) VB?&?HP% agueous
iledCB?: OHet (‘erg]QB mlL)) and the mixture was stlrred for %43 ar:: RT. The reaction mlxture was

I fl uoro-phenyl am | 0 ro
3]tri azBP“r&dWwf '?“’?%'Eerﬁfl EtOﬁ%)é%gHra &?ﬁ'@ioﬁ@e¥ ‘dﬁ%% ﬁaﬁée% WRS ut| on of

conpoundithGhoreFE3SA80Thelcollectdti@rdarit\pAddes Werd wakhedvath added baige@adsherd HC

1M 6 h i %t d f The
it ur e VR 093800 cfitcFed g Eal BBty ltedpBieaiitierneds’ TR B cous
phase wasdwaiseas punifiddhbyoareinib @GAgradiené flest tlaohedogyallanusn@WMDmre washed

Wit} wab edq toblr({ 26 a@rme Hﬂl%ﬂt t éffcﬁ'g_f&é\/gﬁ%émpg%é%gg g&hﬁﬁ%ﬁ?”ﬁfﬂh&at ed in

vacuo to qutt e crude t was I ed by
cont i nu@@sgr%dﬁéﬁﬂ 9f,I1§§W (Qﬁ’r)ohift O@edp YO Esilds. %@VW@ 13398 138- 710 90 as
the elu t f t it W m O d6)
Lhe o 9??%8892@“‘4 95l 11226% 1b6, sc(fagggiﬁ%dg iﬁzgygkéd%ééb@% 114@11%3@65)'\/?33 2
131.6, 1bBB84105 #@ 792%.663 0p194d). 124.9, 124.2 (dd), 122.3, 114.8,
112 0 (dd), 111.8, 105.0 (dd) 70.3, 63.2, 53.0, 19.4 15 Preparation 11
Aﬁgdo acet am de1 (conpound 411) A m xture of 2-chloro-acetan de (2.00 g,
meieparalonallis 95 g 107 mmol) and tetrabutyl anmoni um i odi de (790 g,
2 14 mpiAzidonaddm{d@QcOmpbiandvasistirred at 50 C for 48 h. The reaction
m xture AVas d,into a m.xt of 2 r anc hase was
washed vmr?lzl(u&/at érﬁ Chtl)orrlon‘—:‘ece%‘{"rrln%j Kﬁ%o z'f-d;PA wa'\bi( g%e(;'r’qd)c}arﬁd corﬁjcentrat ed
in vacutﬁttacbugwwrentomemmmﬂﬁ pr98dugt 2. 1F memol) ud ®MiT GAL MLpaasisiggdwit SAout  any

furt her o igBl 1 bl GBactibem Ak Gyl RAVEE int@AtAikARE of BRSAGRGER! TiTOUNt of  DVF

20 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 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]-4-methyl-pheny!}-
[1,2,3]triazol-1-yi)-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. *3C NMR (DMSO-d¢) 5 194.9, 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:




(aprox. 6 eq.). 25 Exanple 7:

2-(4-{3-f2-Chl oro-4-(2, 4-di fl uoro-phenyl am no) - benzoyl ] - 4- net hyl - phenyl } -

11, 2, 3] t rwe20d6/0b3385) - acet ami de (conmpound 107) The react ipom/peasoszmorsyed out

simlarly as described in the preparagion of conmpound 101, wusing conpound

407 (0.44 mmol) and conpound 411. The~Crude product was purified 30 by

conti nuous gradi ent flash chr omat ography using MeOH DCM 0:100 to 10:90 as
. yeld ow solid. 13C NI\/R(DI\/BOdG)

d 3, 145.2, 139.8, 135.9, 133.
133. 7, I@arezactlmalas carrn.@mmm snmmﬁl»ﬁas q_@snuec( ui'dj'\e DI%@UOTEQ&LCOZHRQMF 41123, 0,
114. 9, ) 5 RE B PR 12: WO
2006/ 06%%%@?’@@“ %J&' e nQ 1 @E‘I@ch gé'd %%&%%feb 6- suBI?onl%éHgglgd am de
(corrpouﬁ@dl!itZ‘)’asl'ﬁ\é“fﬁ@alé\t FQJ’H'"\H/QES @@ldfqné(ﬁ'aéhuﬁh@mﬁt?%{PP@/V 48ingescri bed in the
prepar atstom/gétr&@urm@em (4#@160) ISE5 8 69T W e 16k 86 affprdoanarel- sul fonic
acid amde (1 i he crude product was purified by continuous

gr adi en'FO'T‘P‘?;\‘g‘Hj %?%?H%@Pﬁphy usi ng 5 Et OAc/ petrol eum et her (40-60) 35:65
to 65:35 as the eluent to afford the title conpound as colourless oil.
Exanpl e_8: 3 (4-{3-[2-Chloro-4-(2

4-difl ug%‘%n%ﬁeq‘tyl ani no) - benzoyl] 4-met hy| - phenyl} 10 11,2 3ltriazol-1- |

- pr opang e ( 2)4 aifi b BmITY B

Si nld( ar , using conpound
407 3 product was

purifi eﬂihtby‘eéts‘tjntl M@QGQS’IG@r%lSénHa"M %@%ﬁb%ﬂm@gr%ﬁ?ﬁaw AGcrrMEdpiéYls ol eum
ether  (dilo S0hg63Pa0) €1 89 rlon s anploURge159205/ BRI e chidegrpamound as
al most white 15 S0l d VR’ ( DVBO- 46) 0 8,y dee 7 (dd).
149. 4, was pyrifigsby gontf&sw@gradig@ fiash ghromatogeaphy usingd-toAc/ps O?uml%'es

%(ng 4 (551435 60118%:33, to18%41 9 af @b eludrtltotafford te Btle EdrhpSur(deh aimbbl white 105. O

s porlt SyPR Blsre e hRE 00 A8 oA 99 P55 10935 Pask vas
pI aced 23817 @B®E} hgt aniins.2hydv achbers, dee (d5(dd) g1248,. 1241wdd), 1amdb,

di chi or PR3N o 38), Hor.s, foek § GaciSRENS, Y 486, Afffled N-met hyl mor phol i ne (10

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 chloride (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 vacuo. The crude solfonamide (3.1
g) was redissolved in DMF (8.0 mL). NaI (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 (MgSQ,), 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-diflucro-phenylamino)-benzoyl]-4-methyl-phenyl}-

35 [1,2,3]triazol-1-y)-éthyl]-methanesulfonamide (compound 109)




m., 91 mol) while maintaining the tenperature between -3 and 5 C. Met hane-
sul fonyl chloride (4.0 nL, 51.7 mol) was added slowy to the reaction

m xt ure. wbtess/033585 h the reaction m xture was washed wptCh/psabesgoozs7N HC |
and water. The organic |ayer was dri S%I over Na2SO4, filtered and
concentrated in vacuo. The crude solfohamde (3.1 g) was redissolved in
DVF (8.0 nmL). Nal (327 ng, 1.97 mmol) and NaN3 (1.92 g, 29.5 mol) was
added to_t he ut i 0 50 C
and ¢ holrbOea Pab el SRR B e predariih oflortuBo o>l Shea
W t h 30usiag eompbunch¢0Z (87 memold end gonvgSat 13 {1 3tremed) - Ahe ceusigowadycit ed in

vacuo tWaQPVﬁﬁMGY c&ﬁt%%u?bpaf&l&& flalﬁ%huf;‘gﬁbQ?gerﬁx"’Uglhg‘@@éA%@@ol‘%W&HEr any

further ficat
3-[ 2- Chf éon6§§54ocﬁ5fl%e$mepﬁew|tarﬁfﬁ MRS G PRI MOshWAfe ) - 35 f

1, 2,33] t gdiRz oic ﬂmul(bwgdlag)]s-m@afsfsswl(a@nqsscte(d@9,ormmnph51@9i39/@ 246/ 063585
PCT/ DK2005/ 00075 i ed ou rqy(@(bl %?rs?ngescrl bed

in the pPegatdd: |70|113bf7 &Bﬂ'ﬁodﬁd 116_2L6 L3 dgﬁﬁ débn];%" 1) and

conpoung1 4.831{i.93danol.8, THsS.® (dije49Bpdack, 3ovpopauri fied by continuous

gradi ent flash chromatogr aphy usi ng Et CAc/ petrol eum ether (40-60) 65:35 to
85:15 as the eluent to afford the title corrpound as alnost white 5 solid.
13C NNREX&ME@MJG) 8 194.9, 158. 7 (dd), 155. (dd) 149. 4, 145.3, 139.8,
1359, (4 . L3dind . . . dheh@d), 124.9, 124.1

(d 2 ‘ 5, 1T * .2, 39.5, 19.4
Exarrpl e[1,0;3]trfazol-1- vl) acetic acnd ethvl ester (compound 11@

(4- {3 1&;@%9&@467(243%@ B'é&%%o@hﬁm’é asLaen obsaa&xkdt.éacr@e | agtbeqy)! 1 -

i
11,2 31ltriazol-1-yl)-acétic acid ethyl ester (conpound 110) npound 407
( 243 ngO-70memwl hikdPlueas 40-£04BI LV erSHitsolvedi i gogtone (2 S4B Aresly BeaPared o,
]9 7 mmkc)lutléh B%dﬂ)@@ﬁ(ll()@uﬁﬁafé péntd\@fc@a@ S(Dln\geﬁ .02% rﬂﬁﬁ)}[lpﬂfd io’ﬂ;lﬁnm—) A
reshly ared tion er ahydrate

O Abor bR 425 5t o Sk 5 B (¢ Syhhg ebadsse s T it 8 s i -
was addenie flask Wes tleﬁe:damStn‘redtmlre4ha'ﬁ1mhhdekargam closed and stirred for 24
h at RT_under_.ar Th he react.i.on mxture d t r f
it one/ whvereacyih HPurs s RAEH GRS Mo EPARRMIEE Tl o filRIR fad o, e
(MgSO4) washdd witke avaterd bdoeleedlttlncat dried @Mg&bwlltemed gndeomdaetrctasﬂde vecaeltet . The

crude ogr aph
ot ng EoERe ot Mbdd fi SiqBORIAURLAYE olfiAey, B bord RBl)s cihdichiaish 00T BPEY
t he2Q i t Fhrogwmtparapiy Bsing EFPAC/ petireleymieshaen (4P3EDINVRS (te6814) agtheoduent tege. 3,

igg % éﬁl@d  thé ReZohfdlind B4 Tight yekbh- Raml 3% AMRYEHCH) 54980316633 159.1131. 9,
(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)-benzoyl]-4-methyl-pheny|}-

AN
@
.‘
C
-

[1,2,3]triazol-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 EtOAc/saturated NacCl.
Aq. HCI (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 (MgSQ,),
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-d¢) § 194.9,



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 Exanple 11: (4-f

3- 12- Chl owo-2466(6d3s8sdi f | uor o- phenyl am no) - benzoyl | - 4- net irgirxressop7s7
f1,2,31triazol-1-yl)-acetic acid (corrgg;nd 111) A solution of conpound 110
(236 ng, 0.46 mmol) in MeOH (3.0 nl-) s added LiOH 30 (55 ng, 2.31 nmol)
and water (0.3 nL). The reaction m xture was stirred for 2 h under refl ux.
The rea n. g xt ur r i,n u f ted NaCl .
r. 1o TR T R R e 1R 2 S8R d2 R R T th ot e
Et OAc. 1me t27.let2ed, Mg&rﬂdd),pr?és@,ﬁma wmsaé@ WiL¢i8, \Lé?é)r(ddb,rlﬂe&and t hen
dried %Q‘u:ld §(§j.étﬁi$d and concentrated in vacuo to give the crude
product }u e product was 35 purified by flash chromatography using
am xture of MeOH/ DCM acetic acid 400:2:1 as the eluent to afford the title
corrpg:)ungxéq.,?1 %8l ow foam 13C NWR (DIVBO d6) 8 194.9, WO 2006/ 063585

PCT/ DK2 7/ 53 168 4, 158. (dd) ,.,149. 3, 145.3, 139. 8,
136. 0, Ghloyo-41 64 4-glifluororphe vy 125.0, 124.2

(dd) 121228.&1tr;blzélr&L)lﬂl%tﬂvl(é’:@iaml-aélcc&npoulﬁa1@)(dd) 50.9, 19.4 5 Exanple

(4 {3 120 @riebition £f compound L ib {32 Fie MM IMg2NE 6310 Th) Was AfYebhenyl ) -
[1, 2, 3] éuhyaazmhe hygiochidrigé 1020 rag &t @8rimaheol |, FDPPAYBang, 1R} 1 Tomal) sadduDIE#M  of

ﬁ;d Och %%nrrgl ﬂ&oﬁ%emWaQSIushﬁ%h(a}{ggn %21 6H€§ea%ggr?&lxt%§'@¥1§1&nelo (68

L, 0.4 atmrmec) at R éorf 12k lenddkerf pmemwamnwrgmf vepier (heal) eCit @Bn2mit ur e was
stirredagh efgad 3*‘%?%3&5%%; BraRQirRd dr§irfc ﬁhégé(\fvég Eorf%tené’r‘@f.te@ron(ﬁl icgk), HA

(4N, 2 ases wer e Separ at ed afnl c phase was
concent ﬂa\r@er%ﬁh%muﬂe@roqwtwaélp@r'ﬂqmévéhm@tw@ah&@'%sVﬁ ified by

chromat ewﬁywr&éwewembtso@o%@/w@b@@Im@&m tééﬁoﬁpeheime% to 100:0
as the eluent to affo foam_ 13C NWR

rd t
d69m80‘1f§14aS9Wh'i‘62958“ hl%”"ta“ <DM%O~21 )ngéé“é’ 16‘1@5169 31348>72, 1834, 7 131.7,
128 2, 135.9]1133.26183. 7;LZ§14’ (dd), 1227, @262428. 4((did),, 12518314.2 1d4), 8, 111. 9

(9, St 8,443,080 Sheas ot @Mym 3G S IGEA T - 4- et hyl - phenyl }-
11, 2, 3]triazol -1-yl)-N(2-hydroxy-1, 1-di net hyl - et hyl ) - acet am de (conpound
113) Example 13:
20 2-(4-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-
[1,2,3]triazol-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-1-propanol (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 (DMSOQds) & 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-phenylamino)-benzoyl]-4-methyl-phenyl}-

[1,2,3]triazol-1-yl)-1-pyrrolidin-1-yl-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 yellow syrup.



The reaction was carried out simlarly as described in the preparation of
conpound 112, using conpound 111 (0.08 mvol) and

2- am no- 2voebéwylesdsspr opanol (0.08 mmol ). The crude produciprress/urs7fi ed by
continuous gradient flash chromatography using 25 Et OAc/ petrol eum et her
(40-60) 50:50 to 100:0 as the el uent ? afford the title conpound as

al nost yellow solid. 13C NWVR (DMSQd6) 6 8.74 (s,1H), 8.50 (s, 1H) 7.90

(dd, 1H), ( , 3 7. 6. 83
(m 1h) s CREuTy o by deal 3857 hyoftsa [ogh? 4P Thr DS AT . 2

1.21 (s18%p, 383.ExadbPe129.3, 128.0, 127.8, 126.6, 1245 (dd), 1242(dd), 121.5,

2-(4-{3 0 I n m enz I nmet hyl - phenyl } -
L1, 2, 3]%%&%}‘ '?i %#%gi(déﬁfrdgl?g{&r? Bb% ﬁéa‘hg%?}leﬁ(go%guzn%%l@ The reaction
was carried out simlarly as descrl bed in the preparation of conpound 112,
usi ng cgggqﬁ Rds111 (0.12 nmmol) and pyrolidine (0.12 mml). The crude
product _wa 35 uréfl ed b cont |hnuous gra%| ent flash chr omat ogr aphy usi ng
I\/EC]—I/Et" G050 T QO RNRNYIBIINOY DERL V-8 -Ptre~€onmpound as

al nost  yeb|3wiasyi- tHy)- m&@aalraaaﬁ&shd?ﬁmewﬁ rﬁl0ﬂ7557 54 13C NWR (CDCl 3) 8
135, 7. TR igcugayas chifsy et Spfary S gpstithedin ¢ é%(%%sralfo"%zif 1"?’%"&5%” 13y 5.
116 4, m@agagmmandsundc) 12 Thod apddnorpbdlirts, hytiochlorid® @0.1261mM9ol).2vhel, 20. 25
4 a :58r:t1§e %ocgué}: #%{ﬁg B%%oﬁ’ﬁlr(tgfun&r%dl?nt fhash cmom?tfgr'zaphy using

3ltri azUlIeOtl/WO)AFIl h@@ phél%nasﬁlthplelmﬁﬁén@fferf{)'&@rfﬁtﬁmﬂ%ﬁ apmpgtaallPyn was
carriedg ;%E Bgfmh@r(gdcﬁgaqgédh@@g ua7bh@4ﬁrae@9§@t 8B, oof13§cym@y?d 112|)

using co phol | né rochl ori
The 10 é?b@elé?@délé %§7ﬁur1|2§15edzﬂ)y‘ @éhtl%%lﬁl%al)grlaéh“eﬁtlsﬁ 34R-8, 111.6

chr omat pgaphy. oUahN k6. k63 b E668C 490100 ¢, @0 95 as the eluent to afford the
t|tIe conpound as al nost yeI |l ow syrup. 13C NMR (CDClI 3) 8 196.0, 163.5,
1471®, 147.3, 139.8, 138.0, 135.3, 133.7, 131.9, 129.2, 128.0, 127.7,
126.5, pbpafatiofd)s 124.2 (dd) 121. 4, 116 3, 112.8, 111.6 (dd), 104.9
(dd), 66 ) . . . o
12- Chl oto=#% P arPAt st RREAMLS it r o-
phenyl)mm_cﬁm@gmmdd 414) Corrpound 402 (100 rrg, 0 28 mmol ) was
di ssol v S
A-Trifl ggr ngiXPﬂ‘éﬁOdjh‘\%g%ran( r%{r%)) wbgggiﬁv&}ml %9 1 &éﬁ%ﬁe{gfguﬁh ‘a8 mL

20  screw cap vial. 4-Trifluoromethyl- phenylamlne (35 pL, 0.28 mmol), CSZCO3 (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-phenyl)-[2-chloro-4-(4-trifluoromethyl-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 mmol) 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 MeOH. The filtrate was concentrated in vacuo to afford the title compound

35 as foam.,



0.85 mmol ), BINAP (7 ng, 0.011 mmol) and Pd(OAc)2 (3 ng, 0.011 mmol) were
added and argon was bl own through the m xture and the screw cap vessel was
cl osed. TWe 2006/068385€ was stirred at 100 C for 18 h. Thepceax20emoniset ur e
was filtered through Decalite and cop entrated on silica gel. The crude
product was purified by continuous 25 gr adi ent flash chromat ography using
Et QAc/ petrol eum ether (40-60) 0:100 to 25:75 as the eluent to afford the

title cp, H‘ﬂl% yel |l ow foam Preparation 15
(5- Am no@:—nﬂﬂ%— henyl 12- chI or o- 4 (4 trlfl uororret hyI phenyl a}m no) - phenyl

di ssol v chop{g n(, mmd) i nc- dust (203 ny, 3 1 mml) and NH4CI (84 ny,
1.57 mMmo Wer e reaction m xture was heated at refl ux

t enper afemeoRRst 435 K\lloﬂ’ﬁ@ ﬁ]%?t'”m'@')\/\)dés fissqlegdei aBEVEJR el SoPEeNtEried washed

wi ths Meghy (3 (35'%‘ 6.1k 8 MAL 8 YEPrEANGABLHAEEENd the/afttor Wasiédoddloh B title
conpound 5 as foam WO 2006/ 0?3585 PCT/ 00% ?00%?“7'-) a‘%‘?l addege Eatl on 16

(5- AzZi dtge@atﬁE{\lﬁypz &%W" 3':2 mmol) was dissolved in H,
2-chlor debe(wdtrdnfdmmosrﬁﬁrlﬂ;tbs pfheriyteans nempafaemel was kapt haoRte- geanpound

416) Co oun di ssalv cet m) .
Concent PREhecodiyton JpgtugperSigriiies spnflPorlad REMER e B aR@ b ath i o
was cookcddtmnoamaNg @&bag h0.4NahidR!)(ie M6y 0. 5B. ®2) mhﬁdmsrmwwcﬂwm 3n H20

(0. 48 gtnu%utégdrk%qq&guge%%st%irre%b&é?0§%r% hoﬂ t%h—@g and '@t@b&'%?ﬁ) mlY&aknt er nal

t enper re was ke during tion € suspensi on was
sti rr edaddedaand %ter@h@rm therphBsps wafe eerpawmeé hT'?f orggnigtrhase wes ﬁawn(rzvechg
0.41 mMp| )ad,B tb‘%@e(tﬂeﬁﬁler‘@on')poﬂ’ﬁé 'ﬁ@@r@dé‘r Pcfdi\_"cé;@/agUEéd"'(éhtﬁoﬂtoargI fiphes. The

m xture was stirred 0 mM-) and EtOAc (10 m-) was
added aRdrifigtipped and t he phases mere separated The organi ¢ phase was
concentrated in vacuo to give the title conpound. The crude product was
used_ wi t hout y further purification. 15 Exanple 16:

12-£hl oF¥2mel =ri fl uoronet hyI - phenyl am no) - phenyl ] - f
5-[ 4- (ZFIWIerDd-\APGI-WU orﬁeth Bertyiaraino)-phemt!]-{2- hwdrghenthy)} - net hanone
(compou ound 416 (116 ny,

0. 27 ial. Afreshly
pr epar efusdtynt-i1-@h (23 picdppemirhol) anQ@ombplhraﬂe6 }6131& eigy @2t en(ol) @erey, 0. 028

mol) aHEsa%’d m&%&%r&% ?nL() %Ya%l. /er:leéhly prepared solution of copper(1I)

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 flash 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) 6 194.1, 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

(2-Chloro-4-o-tolylamino-pheny!)-(2-methyl-5-nitro-phenyl)-methanone (compound

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 yellow foam.



mml) in water (0.135 nL) was added to the reaction m xture. The vial was
closed and stirred for 24 h at RT under argon. The reaction m xture was
pour ed i nwo 2a0amd633sar e of Et OAc/water. The organi ¢ phasecrasx20eszioes7w t h
water, brine, filtered and concentraégd in vacuo to give the crude
product. The crude product was purifi by 25 continuous gradient flash
chromat ogr aphy using Et OAc/ petrol eum ether (40-60) 20:80 to 0:100 as the
eluent to afford the title conpound as light yellow foam 13C NWR
(DVBO-d6) 8 194.1, 147.1, 145.8, 144.6, 140.4, 136.5, 134.6, 134.0, 133.8,
132. 6, _&mzﬁﬁ@nﬂZB 7 (q), 121.7, 120.8, 119.4, 118.2, 117.3, 114.2, 60. 2,

29.2, 18 -ur,'qgt hyl -
5-nitro-p -met hanone (compoun € reaction was carried out
S|nllarﬂyJas described in the preparation of conpound 414, using conpound

402 4 0. 28 pamtidn dd cfa)rrm?itcmflswﬁmrly' NeddRriB mh)preﬂg?gtl&{ Md@)n%%ulhﬂaﬂls(;t was
purified by continuous (?ra ient flash chromato é%gg%ﬁ(&?] IVEO—VEtOAc

0: 100 t BSIDS CmPaY AL 6P.darRmPD: e SiUde PRRALCH P4 Ay YEebw f oam
WO 2006pQ6adion PCT/ DK2005/ 000757 56 Preparation 18 (5- Anlno 2- met hyl -
phenyl ) - (2-chl oro-4-o-tol yl am no- phenyl ) - met hanone (conmpound 418 5 The
reaction was carried out simlarly as described in the preparation of
conpounHrepafationuss ng conpound 417 (0.39 nmol). The crude product was used
W EROUT (A% - f;mhb%ﬂﬁé;ﬁg Hchidie! dododiy Y|
- phenyl The
reacti oAl®as carried out simlarly as described in the preparation of

conpoung, 4 ;&ctloHWagQaﬁ%ﬁp&H@%M e(sode%%ngéﬂ)in)thep?@pﬁémopéd?%dwﬁ% used
w t hout any f Wéﬁgurlflcatlon 15 EX

( 2- Chl Op@nq.cgmpgp (@3B Hemgl)) The crude prgg)uct was used without any further

S-[4- (2physlagsi- et hyl )-[ 1,2, 3] triazol -1-yl]-2- nethyl -phenyl }-methahone
(conpound 117) The reaction was carried out simlarly as described in the
preggratlon of conmpound 116, 20 using conmpound 419 (0.40 mml) and

but - 3- yaxdmple (0. 40 nmol ). The crude product

(2-Chloro-4-o-tolylamino-phenyl)-{5-[4-(2-hydroxy-ethyl)-[1,2,3]triazol-1-yl]-2-
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 mmol) 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 yellow foam.

13C NMR (CDCI3) 8 194.7, 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

[2-Chloro-4-(2-chloro-4-fluoro-phenylamino)-phenyl]-(2-methyl-5-nitro-phenyl)-

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




was purified by continuous gradient flash chromatography using

Et CAc/ petrol eum ether (40-60) 20:80 to 0:100 as the eluent to afford the
title compounas/mssssi ght yell ow foam 13C NVR (CDCl 3) 6 prt9/hK200s1069759,
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, 12876, 120.0, 115.7, 112.3, 25 61.5,
28.7, 19.9, 17.9 Preparatlon 20

L2- Ch|0§) |5 nitro-
phenvl ) > f ' e 0 simlarly
as descm_e_mgm_(tﬂmmymp@_latl on of conpound 414, u5| ng corrpound 402 (0. 28
mol ) - apg ?ea(t\‘:m)ﬁ)(/v%s%ameldocf Athidr 3 (ﬁes%ﬁbmlt)ne Qﬁar%&l’p@f co‘?ﬁ%%?\ﬁtﬂ‘ﬁas
purified % cont i nuous | ent romat ogr

usin

0: 100 tbSIQQCWBpa@nd ﬁ@é@@émmpb ’éh‘er gude treduct tNIaé Ué@fvﬂﬂ ﬁ@FQfS)’fy’étlhlebw f oam
35 Pgepaqudaggnﬂ WO 2006/ 063585 PCT/ DK2005/ 000757 57
(5- Am no- 2- et hyl - phenyl ) - 12- chl or 0- 4- (2- chl or o- 4- f | uor o- phenyl am no) - pheny
| I - met hanone (conpound 421) The reaction was carried out simlarly as
descri begphpatioRepr epar ati on of corrpound 415, using conpound 420 (0.21
g?[e)lp;.r a&gmdeg’ld e?h\ﬂd envl\f\qi c'T'Im oro- 4W'(£ Qrﬁ’lg}'o sflr%o]:—ou-rDFlcglr(layrlam|nE)ﬁ”DIh]:elnv ?t ' on.
(5 Azi dmeZhamhby terppamd 42202- chl or 0- 4- ( 2- chl or 0- 4- f | uor o- phenyl am no) - pheny

none,.(conpound 422) h Ily as
e e e e R T Y
mol ). Wsieg comgeumd 62Li€A. Zm/asmgéeahwwhgmormw wes wtserémthpwtrarfyi festheon.
Exanpl e &ﬁﬁca}wé
12=Chl o chl or o- 4-f | uor o- phenyl anmi no) - phenyl | - {5- 14- ( 2- hydr oxy- et hyl )
- j1,2,31triazol -1-y1-2-net hyl - phenyl ) - met hanone (conpound 118) The

reactiogxm@gmqggrled out simlarly as described in the preparation of
confoun 11 (0.21

A S .
chr Omat Dgamh%zumn@_girﬁdkﬁ(/lpﬁﬁdrﬂl}ewﬁd@aé (8&n16c5lﬁ1d6ﬂ1)8)30 70 to 100:0 as the

el uent afford the title conmp | ow foam . 13C N CDC13)
6 194. str'(’)‘i g°’(‘8ﬁas SQpiedgpUt SipNagy ‘154%5?”!’%@ %e PIRarguon gfy C%“p%ﬁ‘g%é% 133.3
(d), 13iasi6g cdzlz’ﬁ@oﬁind 427 (G20 dymol 2Bdbut Bryn-124.(0,211P6ncd). Th2@r@e drodud@ (d),

116. 9,

was purified by continuous gradient flash chromatography using EtOAc/petroleum ether
20  (40-60) 30:70 to 100:0 as the eluent to afford the title compound as light yellow foam.
13C NMR (CDCls) 6 194.8, 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-benzoyl
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 90 min. DCM was added to the reaction mixture and the
organic phase was washed with ag. HCI (1 N, 0.5 mL) and NaHCO3; (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




114.9 (d), 113.5, 61.5, 28.7, 20.0 25 Preparation 23
(5- Bronp- 2- et hoxy- phenyl) -(2-chloro-4-nitro-phenyl) -nethanone (conpound
423) A mwDun@/®858%- br onp- 4- met hoxy- benzene (7.48 g, 40PpawWmKR2005/000757
2-chl oro-4-nitro-benzoyl chloride (8.79 g, 40 mol) and bisnuth triflate
(1.31 g, 2.0 mml) under an atrmspheF of argon was stirred at RT for 20
mn. The tenperature was raised to 80 C 30 and stlrrlng was continued for
_ RhduaNBss wes

: aqg. gani ¢ phase was
dried (m,sm)cpom Nas @aerdedamd SUDﬂﬁIb’nQSf@ﬂSédbﬁ?dvn\ﬁéé moenaﬂamn/@f @Wwdd@“
product , ﬁwg&'g%%ﬁ @ﬂy@tm.wes ﬁﬁé/érhale Ip'réﬁﬁt Wa8BuARSd i ¢p&iRlou®CM and

pentane to a npound | ow crystals 35 Preparation 24

WO 20069@@%\85Iaﬂmr9mwaebmsvg ES@A‘{/HEtAW?W@ Shem{49r 8Qp#ERY Ity 45:55 as

- (5-r offr dusRtb ¥ssr BRI combhaaoneydie@mgeaynd 424)  The reaction was
carried out simlarly as described in the preparation of conpound 404,
usi ng conpound 423 (16.1 mmol ). The crude product was purified by
continup @arﬂroacﬁsent fI ash chromat ogr aphy usi ng Et OAc/ petrol eum et her

3(/3?[ g\?v) 80 22 4 ngltl i_elnvL).-[E orget{'t(za uor rp(?\enag r'10t)| Dq'lenvﬂpound as

(5 Browmﬁmmm@_)m chl or o- 4- (2, 4-di f1 uor o- phenyl am no) - phenyl | -
424 (4 9 spended
FoOBSPEEARPOLRS 23 1 ERIRRURC, Ly R chd (BB Vi 0
1 br ONDIE, Erely mmmesssbrizbwewq 2,47¢iflpprobenzene rﬁn?l5) Mvats.adaead!) veasdieddegon was

bl own oyg4 aFd&‘ﬁ VUESXEIWvﬁ ovgsm )&%8%52%033(?1 813 i mn‘ﬂol? ‘bISSbIS-
di phenyl phosphany 9-di - 9H xant hene %\ and

Pd( QAc) Q'Pbs'gvlp'wphenm? Wf'ﬁ%?é ’Qd‘é‘&'l‘ea(r‘?dzzag g‘bﬁg\KHE‘OBIa@\ﬂ/rPdl(‘ﬂ Qadh8 t he
m xt ur em@n@ ztdﬁﬁhrr&ﬂr Rdte ddieaahdR§er avdfond] ®sashh theenixturewnd tMéScr%'wi rred at
120, C for OLth decalit.e and then

t d
contEnt PR WepsBva siptest ghe Thutlid st Seiad of neh et oahed Pesehap e Rl by
cont i nuaas figesdi tardughl deglliteanditaeo goraqgehyratesli argsilida §aAdh peducoTearreteher

gg?l 30) Q%’d%?t %g‘? glt(?tilf(?)e% %con}%ﬁ\uguggr etn? flggl't elqr%malgc?grgblrﬁy Ssmgormound as yell ow

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

[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-(5-ethynyl-2-methoxy-phenyl)-

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.



f

2- Chl oro-4- (2, 4-di fl uor o- phenyl am no) - phenyl | - ( 2- net hoxy-5-tri nmet hyl si | anyl
et hynyl - wbenylgs3s¥et hanone (conmpound 426) The reaction wes/p@0es/@o7s0ut
simlarly as described in the preparatjon of conpound 406, 25 using
conmpound 425 (0.99 mmol) and et hynylt ?nethyIS|Iane (0.99 Mol ). The crude
product was purified by continuous gradient flash chromatography using

Et OAc/ p trole et her (40-60) 0:100 to 10:90 as the eluent to afford the
title gﬁ%B%ﬁ#glas | i ght orange syrup 30 Preparatlon 27

] 2- Chl of2>xCh 44¢ X4 fdlifi, & ‘ :

- et haﬂ%ﬁ-i-%&@%%lﬂ?@r19‘?1;!.%?%' 5. s@@ﬁm%émsﬁor&uacomp%mw as
described Tnt preparation of compou usi ng conmpound 426 (0. 44
mol ) . Th@retacua@ wassdriad eusimibasty ¢%€§t'b<§d Imthter%ew?éitlory,gf easaRaungdrl Odi t hout

any Ef Ur Lg\ﬁlj cQHbeur'\d:aﬁi’ @@hz Wog%@/cg%ﬁﬁd B%/(MQQE{oQOﬁ*Eézruofé%romrml e

19: | Or o- | uor o- phenyl am no) -
| - (2- met"’ﬁéﬁyf'ﬁeq vfent(rtt@vﬁ&rqﬂ}%r}tcf'asbyhaormazog'raalwsw@PAf/Pﬂ@ﬁmzethef
3ltriaz (J?o-éloylzbmharad 130 BB tRsI086t t(ocaifaa@lumluaé,e?mwhmd £angHt@navgsfoanar.r i ed
out si ar e e si ng
conpountCausk (B85S R8s A5 b S ot abe - 05 aror JabHhd i dadt oduc
vvas pur 180.2¢d1by. 7coamsn(udm,s1z;armddcem123 IsBashochnofe, agBaphy21Bsilng.5 (dd),

6 2 the eluent to afford the
tlt ?%géﬁgwfé?, it é?éhgé L g%%() 350%%%@@&13) 6 193.2, 159.0 (dd),
158.1, 155.4 (dd), 147.3, 146.9, 134.8, 133.3, 130.2, 127.7, 124.8 (dd),
123.9 ( Qm 123.8, 120.3, 116.2, 113.0, 112.3, 111.5 (dd), 10 104.9 (dd),

99.2, 6 .,56.1 506 305 253 19.4 Exarrple 20: 12 Chloro-4-(2
4d|flu @ Vele 27 ha

11, 2, 31 §1 banthaAr- wn zznémbmweMWétham%m@eu&d:@ﬁr@pund 120) 15 The

reaction was carried out, sim./l arbly ag deaﬁ{) ef\]d in the?{g arati on of
compoundhq fEECtiop HasGAESHJIRMAY F0deE eI theRigPPH g%awdva&sl

puL ifi eds.hg campbuﬁw@mg (0gnadinent Thé amlaecﬁmsmrmmﬁa.nhgd bﬁ |cagtuEtoOé\c/ petr o:jeum

et her 80 to.10 eluent to it ound as

yel | ow \g r?tfé Wa&ﬁaﬁgy gs'ng@Ad pgigolpum,! ?28{019,@. 20%? %Qsodlrg

130. 1, ﬂlﬂa?elﬁentltbébfﬁ)rcﬂdﬁbtltleEﬁnﬂuﬁﬁhcﬂas(mllowlfbam?, 123.3, 120.5, 116.1, 112 1,

111.5 (e ymAQfol:, 99bs. £ls8:1,9%7%, 138: 2 138'EN35H, 1130.2827.6, 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

A

Preparation 28

[2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-(2-methyl-5-nitro-phenyl}-methanone

(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

(5-Amino-2-methyl-phenyl)-[2-chloro-4-(4-fluoro-phenylamino)-phenyl]-methanone

(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



f,2-Chl oro-4-(4-fluoro-phenyl am no) - phenyl]-(2-nmethyl -5-nitro-

phenyl ) - met hanone (conpound 428) 25 The reaction was carried out simlarly
as descriwedoiemessss preparati on of conpound 403, usi ngpPcomMK20eRHdB2 (22. 6
mmol ) and 4-fluoroaniline (24.8 mmol)_except the tine for the reaction was
16 h. The crude product was purified %@ fl ash chromat ography usi ng

Et CAc/ petrol eum ether (40-60) 1:5 as the eluent to afford the title

conmpoun Wi (5= Bt |..-.Phenyl)

“12- ch|%}r§§‘2¥?dﬂgﬁ1y “5’3‘5‘5 2&&’&8 %éeoﬂr‘}Pzﬁ%) 132 IR (cg%ott?ﬁd 429) The
r eact i oeluentstocdiord dhk t)t!@ C@'nnwwili%/sc&lg described in the preparation of
conmpound 404, 35 using conpound 428 (19.2 mml ). The crude product was
purified by flash WD 2006/ 063585 PCT/ DK2005/ 000757 60 chr omat ogr aphy usi ng
Et OAc/ pBiepalasigm3st her (40-60) 1:2 followed by 2:3 as the eluent to afford
the g i t {2 crRPRALAd| @toSfPehPlamitid) AsHeAl 1198 -i880-2-methyl-phenyl)-methanone

[ 2- Chl or o- 4- (4-Tl uor o- phenyl am no) _phenyl

] - (5-i o¥8MRokRE #J0) nhenyl ) - met hanone  (conpound 430) The reaction was

carri edTilteastion Wag kyrrrg dﬂﬁ?%&ﬁlid@ﬁr(hsi desthisedoihapa ipadpaaticot ofomrrnmmd 4985,

usi ng conpound 429 é,? he cr ude duct S fied by flash
chronnt%ng%ﬁwp%‘é'?% gE%&ng o -ﬁb%?nu df RSy “6@83%851“@“89’? Towed by 3:7 as
the 10 eiroeatodraphaf tﬁgmngtOR/petrdleumcmmmund & Balfolthwedﬁnebé?rﬁttlhen 31 f
or ' - nyl]-(2-methyl-5-trinethylsilanylethyn
qH &uF?t(t% E{fﬁg@%ﬁee ?%g%gg%@oéﬁ%ﬁw The reaction was carried out
SI m I arI y as described in the preparation of conpound 406, wusing conpound

430 (7. 3{epdMRish :and ethynyltrimethylsilane (7.17 nmol). The crude product
was puri TII eld 5y Tlfzilsh chr orrlat ogr aphy u5| ng Et OAC/ petroll_eum et heq (40-60)

Pr egar a@mmn?»%etr%na% d?mﬁbdnﬂ 4‘311t;|0r0 phenyl am nO) phenyl | t
- C ion was
oo1% St feacfiod Mot Lorricd L SihiasN s Ghogrised B a PRI B O HRESYTA 206y

using compound 430 (7.17 mmol) and ethynyltrimethylsilane (7.17 mmol). The crude
product was purified by flash chromatography using EtOAc/petroleum ether (40-60) 1:8

as the eluent to afford the title compound as yellow solid.

20 Preparation 32

[2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-(5-ethynyl-2-methyl-phenyl)-methanone

(compound 432)

The reaction was carried out similarly as described in the preparation of compound 407,
using compound 431 (5.95 mmol). The crude product was used without any further

25  purification.

Example 21:
[2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-(2-methyl-5-{1-[2-(tetrahydro-pyran-2-

yloxy)-ethyl]-1H-[1,2, 3]triazol-4-yl}-phenyl)-methanone (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 EtOAc/petroleum ether
(40-60) 50:50 to 50:50 as the eluent to afford the title compound.
13C NMR (CDCl5) 6 196.1, 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



usi ng conpound 431 (5.95 nmmol ). The crude product was used w thout any
further 25 purification. Exanple 21: L2-Chloro-4-(4-fluoro-phenylam no)-
phenyl ] - (\Rormadnsbsss-{ 1-[2-(tetra hydro-pyran-2- PCT/DK2005/000757
yloxy)-ethyl]-1H[1,2,3ltriazol-4-yl}; henyl ) -net hanone (conpound 121) 30
The reaction was carried out S|mlarl§/ as described in the preparation of
conpound 101, using conpound 432 (2.06 mvol) and conpound 408 (2.06 mol).
The crude product was purified by continuous gradi ent flash chronat ography
usi ng Et QAc/ petrol eum ether (40-60) 50:50 to 50:50 as the eluent to afford
t he tltf_mmniamiund 13C NWR (CDC13) 6 196.1, 159.6 (d), 148.8, 147.0,

) o) §_'|=, y-1428. 2, 127. 8,

.1, 65.8, 62.4, 50.6,
87 61 Exanple 22:

12- Ghl ofge f‘e.ra%orﬁ wgksrrléh%dlsﬁman@/)aéﬁ&ambédﬁw&hébrép%fétyaf @Mbnﬂidnmh)mm-lr 11 2
3ltriazol -4-yl1-2-ne il hené }-neth oneu§i rr? qug he reaction
was car Y$B® CB'E?PO%'?drTH]a lRsThs HH € Proquirk War BHHS }3ﬁ°'6tfn”(98ﬁpound 102,
usi ng cgmmmmdlaar?&hubanaﬁé?grarpw usind r&eomar/pdxeolpumohmer (#as6 U060 ed 109:0 as
cont i nuqus radi ent flash chronmatogra Et OAc/ petrol eum et her
(40-60) .I%%’ttatS a%gfﬁ EW%%HQ tHEPR 6’e%’t F{?l a%%orpg the ti ltOI e conpound as

yel | ow BZrNpR (DBSONMR §(IONSD-158) 1 §4)19498, 1458, 130 @) 13640(d), 13%3, 234.039. 9,
136 ( 1 2 7

126 (Eoring 1398 Popgytaadige e fiag @fle, gyt 4 %ﬂ*zﬁf‘e 23:
12- Chl 05@-745@437fl|9l.ﬁ)l’0 phenyl am no) -phen rill-f5-[1-(2 2-di nethyl -

3l di oxol an-4- 15 ylnethyl)-1H11 2

3ltriazol -4-yll-2-nethyl-phenyl }-nmet hanone (conpound 123) The reaction was
carri edE¥amP€i23:| ar|y as described in the preparation of conpound 101,

usi ng Cg!rnﬂwast44&2flﬁ8ro?&emmm@_§hmmpwm(med.fr%tr?ﬁ [mEHbxoldhet-cr ude
product was purl -o cot nuou rdle t ash chromatogr1 y using

I pt : 56! e nef ) Afford the
t | tle CWh@ﬁ&H&doﬂSvafs@afﬁedZd]Jt]sBﬁld‘dM%s(m%d 5) ﬂn@ﬁzrdpar&ﬁ@’l @f ¢apoubdsL0d,

1264, 1990 5orlpind 32 1271 uhhn b todpeuid 2 Simily! SRe st Bipdos 1205,
26. 7, 2%a2 pufife@b¥xampiuoug gradient flash chromatography using EtOAc/petroIeum ether
(40-60) 20:80 to 65:35 as the eluent to afford the title compound as foam.
20 13C NMR (CDCls) 6 196.1, 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 [2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-{5-[1-(2,3-dihydroxy-propyl)-1H-
[1,2,3]triazol-4-yl]-2-methyl-phenyl}-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

poured into a mixture of EtOAc/water/NaHCO;. The organic phase was washed with
30 water, brine and then dried (MgSO0,), filtered and concentrated in vacuo to give the

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

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

compound as white solid.

13C NMR (DMSO-dg) 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



25 f2-Chl oro-4-(4-fl uoro-phenyl am no)_phenyl | -f5-[1-(2

3-di hydroxy-propyl)-1H 1 2 3ltriazol-4-yl-2-nethyl-phenyl}-nmethanone
(conpoundwd24je/083msl uti on of conpound 123 (1.05 g, 2.02pommKr2003000HE ( 10
m-) was added HCl (10 ni, aq., 10, %2!) and the m xture was stirred for 16
h at RT. The reaction m xture was poured into a m xture of

Et QAc/ wat er/ NaHCO3. The organi ¢ phase was washed with 30 water, brine and
then dried (MgSO4), filtered and concentrated in vacuo to give the crude
product. The crude product was purified by continuous gradient flash
chrlcmatﬁgal_rap.lg;éﬁ.m ng MeOH DCM 0: 100 to 10: 90 as the el uent to afford the
title ; ! Q

149. 1, .
127.0, 122. 3 116 0 (d), 114. 9 111. 8 70. 3,

63. 25 5$h@rea7e%on4 v&é@c&ﬂ%ﬂ &ﬁ?sﬁﬁﬁarRGd E¥c2A&d mzfpkpéﬁtloﬁ&ﬁm)h;ﬁnﬁﬂ 101

2-(4-{3-[2-Chl oro-4 or o- ylamno 1,2,3
Jtri azoFL'"i C?V‘P"%%f‘é"rn(gg (B &owné #ﬁg%&y@g{o%ﬁﬁﬁlﬁ }oBt
si m | ar Wwas parifles by lcbmhuOustgln@mmteﬂmhahramatogratpbvrpelmchtCDed/DCM!$>EUgleuunrrpound

432 (1.Q C 411 I r

purifi eﬁWéﬁp?ﬁﬂe gmgjga I en?n?ﬁ Eﬁj gﬁ?éﬁ% I-(‘I);Qrﬁta&)h‘J’.{E‘dO‘%d Qﬁé’ﬂHSEom\Q’@End

E][ OAc/ Deslypidw edlelum et her (40 60) 0: 80: 20, O: 100 0 and 10 90: 0 as the

el uept t td 0 [ O d6

8 1 Q N %l@gﬁclibﬁfg)gﬁﬁ 8 %‘%468 b 49 ; 45‘(‘2) Yﬁg 1 VY4§OJ 1@9 9(181)3%3§§di3£@|\/5 )

133.9, 134.0513339813]. 612?802, 1276, 3261324299 123 %122272@? 1460 (4161 18-8.d) ,

114.8, 111% 83.9%9% 19.4 Exanple 26: 15 12-Chloro-4-(2

4-di f | uor o- phenyl'am no) - phenyl ] -{5-11- (2-chloro-ethyl )-1H 11 2

3ltriazol-4_yl 1-2- et hyl - phenyl } - met hanone (conpound 126) To a flask

cont ai nig ngm@ rred m xture of triphenyl phosphine (39 ng, 0.15 mol) and
cIohelxall - di rhlie (44.5 ny,

< pni um azi de (56

nﬁ, 0. 2(Dlﬂmlﬁazﬂt 42\01 meﬁB@h‘D) was t hen added and
t {
€ feafra' R A.m_!, %dst.nfeafm&tﬂe oTl?ﬁpﬁe%?fb?\Fgﬁmﬁg [, BarS ﬁaﬁm)emd ated in

vacuo an purlf e continuous rad ogra usi ng
Et OAc/ pétwlcelmmétmmx@zt@clebgzxaal:ﬂeglen@15Z}d5©rtas"trlteh@4e$ & ©0- Q)rfﬁﬂ'qlbrnd t he

title C%WB%W(?@ n‘fL?,"J‘\mas 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) 6 196.1, 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
(5-Azido-2-methyl-phenyl)-[2-chloro-4-(4-fluoro-phenylamino)-phenyi]-methanone

30 (compound 433)
A mixture of NaN3 (3.3 g), H,O (8 mL) and DCM (2.8 mL) was cooled to 0 °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.



13C NWR (CDC13) 8 196.1, 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 (ddwo 20@le8585116. 3, 112.7, 111.6 (dd), 104.9 (ddpcThK2805/002754, 20. 2.
Preparation 33 (5-Azido-2-nethyl -
phenyl)-12-chloro-4-(4-f|uoro-phenylaﬁ%no)-phenyl ] - met hanone 30 (conpound
433) A m xture of NaN3 (3.3 g) H20 (8 nm.) and DCM (2.8 nL) was cooled to O
C under_stirri e sul 6 mmol )
wes adabaSa RN FeenimEhREORERERy 2 8 uin T ECHIS. 8 Pufhopale 40 TR

h the redatioroof mpmec(ﬂé Sumpaﬂrmrédh\idﬁaf& (Sepamat P M in H2Pn- G@qeous phase
vas Washedrih .16l 43 hmdl. MOHA0LE MRSl IS ML :8gdqr at ed

NaHCO3 and co centrate cuo give crude trifluoronethansul fonic

azi de t PlaviywrdeaisErinmtotthe rﬁ@ﬂtloavm'ﬁeﬂe\mozmdm@s%%#@mﬁ(fé@SFédb%? 63

To a5 SURPERS &Hetioh rﬁm@%g @r%d(lﬁtooé)rrﬂxtur?e &ZEthQ}'I\)aH(ID&XEVb (ﬁefbrgﬁmk was
added a solution of co

pe ent ahydr 14 mol)
in H2O Paas@ WS washgdjvi aEeI, annl_%ill.% 4gn C)en% 'Eré go gngé the
trifl uoreretprensl Trentradaprstichass addmﬂ by towinuous desdiattiftashng t o t he

reaction m xture fo

react i of™ ?ﬁfepmégs'ﬁﬁﬁg%g& Pﬁttyr%le‘émrﬁt&?r {E:eo) %Q)Atglg&c? %a&%s( é}eq é#%

or gani c affprdlatbe tikescovgsined asiyelowadlt., brine, filtered and concentrated in
VaCﬁQ to give the crude product. The crude product was purified by
continuous gradient flash chromatography usi ng Et OAc/ petrol eum et her
(40- 60) ERarple 370 25: 75 as the eluent to afford the title conpound as
yell ow i?'dh%row(ﬁﬁamal&ne%ar& RmCBﬂ\é?m fs M‘(’le@?&vp&ﬁwlr@rﬂ smiagrany! | -
5-[4-(2- nydro 3]tr|azo -T- TTT-2-methyl - phen 11} - nethanone
(conpoukMd- ang d 124 simlarly as described in the

prepar atrh@rﬂe&fcnoﬁwaawﬁ%dl&lt sumﬂérlyuss ﬂl@cﬁbé@ﬁum p4=3|3ar€aﬂxor16f @mpJunandi,
roduct cont L huous

o o L Bsin ZomrBHAG #1841 R oL A BRRRE bt (o PE Rt i r e BREMEE LS (o
1.82 g aSvathberlﬁb(;ﬂevltczh@mafuf@’rab|ér|iteﬂatshtcha)mm9fﬂlmd LEmngI@ﬁt/pﬁbﬂﬁldNNRingCl 3) 5
134. 0, B@-;s@; gq &f{z)ﬁa %gdf"”e%ﬁé’ a}mrﬁg ét'eﬁg’pé ’(cﬁ%f%%?d) 115. 8,
112. 4, 132DNBR.(GDC2;8 88.943& 159R aPailéd.5oh483; 141.1, 138.1, 135.7 (d), 135. 6,

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:

(5-Azido-2-methyl-phenyl)-[2-chloro-4-(2,4-difluoro-phenylamino)-phenyl]-methanone

(compound 434)
25 Compound 404 (5.40 g, 14.5 mmol) was dissolved in acetone (100 mL). Concentrated

HCl (37%, 6.04 mL, 72 mmol) was added and the solution was cooled on an icebath.
NaNO, (1.20 g, 17.4 mmol) was dissolved in H,O (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; (1.20 g, 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,0O (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/petroleum ether (40-60) 0:100 to 50:50 as the eluent to afford the title

compound as brown solid.



(5- Azi do- 2- net hyl - phenyl) -f

2-chl oro-4-(2, 4-di fl uoro- phenyl am no) - phenvl | - net hanone (conpound 434) 25
Conmpound wW02o¢s70643859, 14.5 mmol) was di ssol ved i n acet oreT(nk2003m0)757
Concentrated HC (37% 6.04 nL, 72 mg%I) was added and the sol ution was
cooled on an icebath. NaNO2 (1.20 g, I7.4 mmol) was dissolved in HO (9
m-) and added to the above solution during 20 m nutes. The internal
tenperature was kept at 0 C- 2 Cduring the addition. The suspension was
stirred on an ice bath for 1 h, after which a solution of 30 NaN3 (1.20 g,
17. 4 nmekample 280 (12 m -) was added dropw se during 5 mnutes. The

m Xt ure yasgbid-{£4- &ﬁu&o%hfeﬂi}la% fib)- gty (1285 -4 13- h@T@xE—I&mL( 100 m -) was

added and_ sti1 rred and the phases were separ ated he organi c phase was
concent taitcedFEOrane i -phenyvhimathanonedcamoay /et crude product was
usedsw trheuéa@ms vf/dé.réah@éd Md.ﬁqil@rﬂx; h9Bescribbe IrCfHéq&epﬁerU@bf mpwd Ime;d by

conti nuous gradi ent fl chr omat og etr her
( 40- 60) Y§NIGEMPSY 6@6?3&7,[%@05& %%BX’ f8%?ﬁ@’?ﬁ9ﬁq s brown
sol i d. W@sifﬂu@ﬁé@@@&SBﬂRﬁD’s@ﬁ&]@ﬁu’ﬂﬁh?&?om%grdﬁh&rqslrtg a8>Ac/Lp2>t|6ha|Lm ethfér( 2

S1tri az o O PR LIRS EE ehiet A sHE P8 BR Bob MR cact o
was car r‘?CeNMal(K:DﬂIjMSIML& 159. 4680y 1 52d (dd), t148.prieidad, alt40ch 15¥8. bolrﬁﬁo%nd 110,
gs' 18 C%H%“l%ds?dn(zgs 8960k i) 31 2415 Y08y 17013 (15024 1190 116 %e crude

fie cdnti nu i en ash chr'omat ograpfy usi ng
Et OAc/ pdfl2d, édm7e(d¢ér 103 A[ddRn)6159:2807,t40-200: 0 as the eluent to afford the
title conpound as yellow foam 13C NWMR (CDCI3) 6 194.8, 159.4 (dd), 155.7
(dd), 148.4, 146.3, 140.8, 138.3, 135.5, 10 134.8, 133.8, 132.6, 128. 4,
124. 8 (&Agmb29: (dd), 122.3, 120.9, 119.9, 116.2, 112.8, 111.7 (dd),
105. 0 (qg)chu% cﬁ(z 38d|ﬁuor3Q3rQn aiipd Yep iy | 1 £5-CiH( 0y d oxfy 21 -methyl-ethyl)-
4- di é)en -f§-14- 1- hydr oxy-| - | -ethyl)- 15 11 2
3l t|1 137 = = 129) The reaction
was car mhedemtonsmam daruécyoaissndﬂaﬂy Bbddsdribed lire ther peaa@ticof odmpowpblhel 116,
usmg conpaound. 43 YL e PR S Z2ReMol ) .
The gﬁ’m comapoufid(‘g‘;](%url i Mgl)%%c%r??éﬁh o%usttgu& Xlnqoﬁ%%l %r omat ogr aphy
usi ng Er@f&:[brpdwtod/awmrefteldéw c(omonao})s @edipot ﬂ@swmrgmamr@nm/ wdingent to afford
the ti tLF‘goKP/p%ngHP&he#g& %@3& G8%b3: $o 29 thIeludnSodbrofdithe d®E- 4, 155.8

(dd), 138
20 compound

13C NMR (CDCl5) § 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 Example 30:
1-(1-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-1H-

[1.2,3]triazol-4-yl)-ethanone (compound 130)

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-dg) 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



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 Exanpl e 30: 1-
{3-] 2- Chlwoaeds/62584- di f | uor o- phenyl am no) - benzoyl 1- 4- mrerbypibesmpb}s7 1H-

I 1,2,31triazol -4-yl)-ethanone (conpou 130) The reaction was carried out
simlarly as described in the prepara?'on of conpound 116, wusing conpound
434 (0.125 nmol ) and but-3-yn-2-one (0.125 mol ). The crude 30 product was
purified by cantinuous gradient flash chronmat ography using EtOAc/ petrol eum
et her (g§¥%@%gg—1oo to 50 50 as the eIuent to afford t he t|tIe conmpound.
13C N 5 J: g8 20l BY e blogo-4147. 6,

: 125 6, 125 5, 124.0
(dd), _ 1 (dd), 27.3, 19.1 WO
2006/ 0635BEaRLIN PR GBSIYCNPSIMilFly asdessfiped mithe prepagatian M%Oqunﬁeltlﬁw eth

11) -4 1, dsiRd hinp8@hd 434(0d.125 rﬁ%b?{ |anﬂheﬂkﬂ|r?net|h2r-§r|’(b|p01-ﬁ)n¢|an‘ﬁr?e (0.125 mmol).

4- dlfluoro phenyl am no) - n. rill-methanon é H he reaction was
Carti cd BRERE PG o HOAEEL by e TP R AR B S A 116 5
usi ln)g cmepeypdm4340@ o 55 aemie)elderd td affort thetttld eqmmqund: ynyl anmi ne (0 125
nmo t d| Ty fI
chronatogqﬁﬁﬁ§eggb éqgﬁécﬁ$§fmﬁ@ 1%%F€6&§ gggg q?ﬁgﬁ ?éghﬂ o a fofd t he
title corpeund2.61328.RVR24.COGHR)128.19dd)9,12289120.84d)7.113568, (1dd)8, 1148 5,

140 1 : 33.8, 132.6, 128.3, 124.9 (dd), 124.1 (dd),
1221‘53 it éosﬁgdﬁ 311%@?5?: 9% 8, 111.7 10 (dd), 105.0((d21I), 31. 2 Ebsi,
20.0 Exanple 32: 1-{3-12-Chloro-4-(2
4-dif|ug§9ﬁ§@eﬁylanino) benzoyl | - 4- met hyl - phenyl }-1H 11 2
3]triazole- -carboxyllc aC|d nethyl ester (conpound 132 15 The reaction
was car i loy f ! Hz onpound 116,

usi ng Cpmw%zé%(ggrb“wwm.a nasﬁﬁlylrémrayaﬂngomn nlmet hyl ester (0.50 nmmol).

The _crude oduct was . puri h ch t h
Lot ERRAEChan o SaT G Shr S iRy SOCHBE Tt geraton RbSr eI T o1 £ or o
the tit Lsingconpeound 43200.58CnMNbR (nGREbRYnol d8d mkthyl @%ted,(01BOMBol)ddhe 155. 8

125 6, S9HSpTEdHEy e SAgR plindueig Badgniyiin thraridhodraphy usthg 125 %

EtOAc/petroleum ether (40-60) 0:100 to 50:50 as the eluent to afford the title

compound.

20 13C NMR (CDCl5) 6 194.4, 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-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-1H-

[1,2,3]triazole-4-carboxylic acid (compound 133)

A suspension of compound 132 (100 mg, 0.21 mmol) 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 HCI
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 (MgS0,), filtered and concentrated in vacuo to give the title compound as white
solid.
13C NMR (DMSO-dg) 6 193.6, 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), 19.1



116.1, 112.9, 111.7 (dd), 105.0 (dd), 52.4, 20.0 Exanple 33: 25
1-13-r2-Chloro-4-(2 4-difluoro-phenyl am no) - benzoyl | - 4- net hyl - phenyl } - 1H
ri 2 31t rvez20éemedsssar boxyl i ¢ acid (conmpound 133) A suspegsipKroexoosETpound
132 (100 ng, 0.21 mml) in MeOH (5.0 ) was added H2O (0.6 nmL) and Li OH
(25 nmg, 1.0 mml) and the resulting reaction mxture was refluxed for 1 h.
Et OAc was added to the reaction and pH adjuste to 1-2 with concentrated HCl
30 (37% 6 drops). The organi c phase was separated and the aqueous | ayer
was extracted wth nore Et OAc. The organi c phases were coll ected and
washed Ekamplgaider, brine, dried (MSO4), filtered and concentrated in
Vacuo t pa Giso e kid S HRIANEAY hi -1 55aL Aol e ADEL ( PNECLAG) 1.5

193. 6, . . , , 37.1
134. 3, -met nyljgbethan mpoupd #34}d) . 125 5, 124.0 (dd), 121.9,

119.3, %
Pmlazoég;'cgaocg%égva@g%%d OLJt]slmﬁarly]-Qéd@scﬁdéa in the. pkep¥PatlON 6f EHBBEMd 116,

4-difl uaﬁlagﬁﬁgwwa?n“ﬁ%foﬁﬁéﬁg}mPsf@d(ﬂP%anzsiﬂé@ﬁ;?F RPoh- 3¢ FiUSol -1 -
yi ) - 2- mptdidct Pl pulifieteby asvaniio(s graanentdiaiB hronathgrapbyasingn was carri ed out

334 (0. ERATRRRS S p oo, S1168 7 B! Aha e IR e 0 O3 C0 has

purifi edodnpomnmu nuous gradi ent flash chromat ography using Et OAc/ petrol eum

et h fifqQr tiidgl £ ound.

G R RERER 8 B gt £y f%%“ﬁ%gt“é TadTe G0 g S0
138 5 135.75 133:83432,7, 128,23 1 2¢3p(ap 0%ddp121¢, (1@9)1 1s4,d12ed), 121.0,
%52301% C%%gr%’llibz(d%)' 10518 (8d4), Bbls, 2o(6ld) , 105.0 (dd), 56.6, 20.0 Exanple 35:
4-di fl uoro- phenyl am no) - phenyl | - {5- 14- ( 3- hydr oxy- propenyl)- 11 2
3l tri az@karhpld 35:2- met hyl - phenyl } - met hanone (corrpound 135) The reaction was
carried out simlarly described .in the tlon of ~compound 116,
usi i:'--‘ 4r b2 H DOE lami 10)-p. < } prapenyl) - -
crude nm;zdxm:rt:ama \numrhe&dl byemmmhmmedtamm_uﬂsh chr omat ogr aphy

gfs:c S?dzq-ﬂgt ?O?A‘\i {oRev:[larsocla?HéH §5J1§Frillgﬁ§?a§9éscfgag% Eh% a'gpg%tlgﬁ o“ Q@ms&&lﬁinhé 0

using compound 434 (0.15 mmol) and pent-2-en-4-yn-1-ol (0.30 mmol). The crude
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) 6 193.7, 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:
Toluene-4-sulfonic acid 2-(1-{3-[2-chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-
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-benzenesulfonyl 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 chromatography using

35 EtOAc/petroleum ether (40-60) 25:75 to 50:50 as the eluent to afford the title

compound.



13C NWVR (DVMSO-d6) 8 193.7, 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, 11wW02p06lob3ss® (dd), 111.8, 105.0 (dd), 60.9, 19. bcZhK2oepmozari on 35:
Tol uene-4-sul fonic acid

2-(1-13-[2-chloro-4-(2, 4-difl uoro- pheﬁZ/I am no) - benzoyl 1- 4-

net hyl - phenyl }-1H 11 2 3ltriazol-4-yl)-ethyl ester (conpound 435) A

sol ution of conpound 128 (250 ng, 0.53 mml) in dry pyridine (2.0 m-) was
flushed 30 with argon and cooled to 0 C. 4-Methyl -benzenesul fonyl chloride
(102 ngma_ﬁa}_omﬁﬂ_) was added and the reaction was allowed to come to RT
18- 4.1 Q- Gifidbret ur € of
- ant ¢ phase was rine, filtered and
concent RRe®y noy-pegeyit(gombound 4 rude product. The crude product was

purigiegd rhbkt&@rbtf'cBM‘BH%cgﬁ@ﬂB%\ﬁ migl 8947 ERTOPNaRG (2R, D$4m@lm?o'5) and
Et QAc/ petrol eum et her

25:75 to 50:50 gsthe ed gsééﬁg {%rdthe
title BBWﬁ%HﬁHOd%(QdO'@BOB genpeh; iHitoe Hbo¥aY stiged a At
5-14- (2uﬁdé|d#gerﬁ hM'{e)reé&tlon mlxture was poured into a mixture of EtOAc/water. The

2,31triazol - enyl | (2 |f|

pheny!| aff9758]c ‘Hﬁéﬁ)ﬂas(‘%ﬁﬁgdﬁ dB %?ﬂpgétc}rﬁlt ?eu %)Gn%Ptﬁgd M67 my,
0. 27 mmhouoﬂﬁag\iﬁetlﬁ&rnge pEad4iot. mmalc)umprodpcttmﬂ)uriﬁaddm aatifdous grgdiedt 027
no [ - St r he
reatdi ofloth drametigrietPBeiih EloR e aroliparh e cabihdl o/ # 00 sBIGRE il o
phase wablenhttheffordithe tideicampodnd esl yellysoi) . filtered and concentrated in
vacuo to give the crude product. The crude product was purified by
continuous gradient 10 flash chromat ography usi ng Et OAc/ petrol eum et her
(40-60) Egampl® 3& 50: 50 as the eluent to afford the title conmpound as

yel | ow Q51r4 (@‘ﬂmcﬁe@@l) [1¢D3{tfatdl- ﬁmlrpn@tmip)weﬁvll [2-chloro-4-(2,4-difluoro-
3ltriazol - g/ll |-£1en%e} 12- chlé):r1 (2,4-difluoro- 15

phehy #ﬂﬁ%—’&ﬁ@ﬁ%—@ HerReianenecgmoguag, L%)6) A sol ution of compound 436
(96 Aosoﬂﬁldﬂimif|c)an1pltbuﬁ'&i'1536295 mnj o)zwmcawdeme(zisms) wds adueded dopd of

tri phen hosphi ne t The
reactio ﬁ?rﬁ'ﬁjhté'pmﬁé’%B%?frtE’gi &l 1? 2 "'m Hﬁg&(r)gf%%é?‘ g& fila fcwwl&ﬁg Rgr 5'51% c
phase wasactinashigtlreivtas peatest lptcba mmt;uré of B ed waber &bﬁ@&ﬂmm@el\/\f%vacuo to
grve th%va%ﬁé’cﬂﬁntﬂrvpﬂglcbél %Oflﬂ-&@ﬂ%?\l:‘qgn@n‘?l%% in\RRuB Y giveafle RYudel AeBuct.
chromat ography usin

e el uent
20  The crude product was purified by flash chromatography using MeOH as the eluent to

afford the title compound.
13C NMR (CDCIs) & 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-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-1H-

[1,2,3]triazol-4-ylmethyl)-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-dg) 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



afford the title conpound. 13C NWR (CDClI3) 8 194.8, 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 (dowo 20M63585120. 8, 119.6, 116.2, 112.8, 111.7 (@dx/pKO&/d@ofsdd),
41.6, 29.7, 20.0 25 Exanple 37: (1-13; 2 Chl oro-4-(2

4-di f | uor o- phenyl am no) - benzoyl 1- 4- rre? -phenyl }-1H f 1

2,31triazol -4-yl nethyl)-urea (conmpound 137) The reaction was carried out

simlar %’Ya géle#crl bed in the preparation of conmpound 116, 30 using

conmpoun 15 mml) and prop 2-ynyl -urea (0. 30 mol ) . The cr ude
pr oduct [2v&blosondi-§4.4ifHipreiphen BNV I RyMetNvig-IBr GnglosR {-uent to
afford gihypof i L | Jnldt1|3@ corrpound as V\/m te

sol i d. 155, 8 q‘%i %
147.2, $ampeund $35 (550 g9y 0§4 TglP')z KzE@n( ) mig3s. 34? mﬂ’@ q W&§‘P ipg (@ 124 0
(dd)S 173L) 4vaslAbbed.in a3Bal k8D, DMIA09S ml) vds daddd and the Bssultii. @aétdﬂh) 34.7,

19.1 WO 2006/ 063585 PCT/ 00 I
4- di 1 uBPEUFhERY PHIPA S S%gﬁﬂ {thaa}%reﬁfz‘i'%mf’%‘qp("zwﬁ%g% édz” Or? 615{“ﬁy| )-11
2 3l tri agdkhéeh gpitdacpdtetvidel wittmEtdren@aL). Civepwgartc ]:B@es@mspamnmtdaisd eh50 ng,

0.24 | d

" e i 91 g Pt O Rt E R adicAb RadPRe RO RaldiPaldl dumguBbrockas Pl ace

m Xt ur e Owedd ®t 1G:Pe@dsdbe Siedt tq;affors the titth sompaend éﬁwﬁitﬁthﬁfé was added HCl (4
m., 1§ SN Nﬁﬂ%g&%%%hrsa%gdt {d\‘j‘) S?SS"Bt(deEtl%Qi (1%6@—)140131613@1961@'504 phases

was concentrate [T ca uri uous gir adi ent fl ash

chr onat 38 Sphy3$silRg-onvaepy BO(dI’@O 3%1 iédbézés?’ tlﬁg 9eI1&8n€t 18-Zafford the
i1 e Catpands o £05.5 eauy, BB, T30 MU (0812008 104. 8, 159.4 (dd), 155.8
(dd), 148.4, 146 140 138. 1, 135.°4 134.9, 133.8, 132.6, 128.4, 124.8
(dd). 124.1 (dd), 122.3, 120.9, 119.6, 116.2, 112.8, 111.7 (dd), 105.0
(dd), 6GxfmpleZsd) 53.5, 23.0, 20.0 Exanpie 39: 15 {2-Chloro-4-(2

conpound
g preparation

of COW?HQ%J&%n wdaléséaprgec?&ﬁms(?l'ﬁQ'Iﬁg’?d%&rléé%me)pr@ Q‘a%oﬁ"%\“ &yﬂwpn@efﬁz' ne

(0.5 nl) roduct was purl )y continuous gradi ent flash
chr omat ggmamqywmgnﬁgBIS/éQﬂZlmol) 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 (CDCls) 6 194.8, 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:
[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)

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 (CDCls) 8 194.9, 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:



20 0:100 to 15:85 as the eluent to afford the title conpound as yell ow
foam 13C NWR (CDC13) 5 194.8, 148.4, 146.9, 140.8, 138.1, 135.5, 134.9,
133. 8, 13R06p06/062854, 124.8 (dd), 124.1 (dd), 122.3, 12@c9pkhdé/dp75116. 2,
112.8, 111.7 (dd), 105.0 (dd), 57.5, 5.0, 52.7, 45.8, 23.4, 20.0 25
Exanpl e 40: f2-Chloro-4 (2

4-di f | uor o- phenyl am no) - phenyl | - {5- 14- ( 2- di et hyl am no- et hyI )- L1 2

31 tri azeb-yrd-2 SR G-BRAANL b IR NARADA- (cCQPayad, dA0) - fhaaGaRL i on vas
carried out srm rarl as Uescrr oea |n rhe preparati on of ~“conpound 138,
using cet B3 Aing Ot methanone (qamopupdl4ithe crude product

was 30 7Rur éafdt.%ﬁ Wi cfaprr@d 6\5{%.@@9& Qégcrllaéﬁhth‘érﬁr@ﬂ&'éﬂgﬁ epba'my&r{agljwm DCM

0:100 to 15 85 as the eluent to aff he tit npound | ow f oam
13C NVRUgiopepBEposnd 425 §0. Zfsgm@l)(cmsi)Z a'm@ sth(aaab(O izrsL>5Themrrde Prq%ts

]1-23 g ﬁgp‘&rlﬁeé—%1 c8nt|rit%3|s%,rad|§r% f;hshjcagorﬁaitgé?a%h9 u@d@)l‘gezd%/‘b%()dﬂmztgliz 3,
20.0, 11583%% Hefluey tﬁf 6%@%%‘5‘ %@36%7'000757 69

j 2- Chl otz KMRZCDCI3) 6 194.8, 14&5,1464,1408,1382 135.4, 134.7, 133.9, 132.6,

4-diflu - | am np) - lLL= (5~ §4-.12- ro L, agm yl]-f1 2
3ltri azgﬁgf?g??)éz&’%tﬁ%ﬁPgﬁ%;}kf%%ﬁﬁélé%(gégmoéﬁ 12%)16#\‘1@ é%% i on was
carri ed (ddi, 68iMiS0at, 148. Bs2d@st9.Pbed i n t he preparation of conpound 138,

usi pg conpound 435 (0.24 mmol) and 2-am no-ethanol (0.5 nL). The crude

product 5 was purified by continuous gradient flash chromatography using
MeOH DCizxampeid:o 15:85 as the eluent to afford the title conpound as

yel I ow fr9aord3C i\lM% fisd
134. 7 X | ‘ .

116. l ) H ath
EX&WP' e The reéchoWé@J’chﬁec( aut snmllarly as descnbed in the preparatlon of compound 138,

3 ?‘a%LE@%‘%@"“qu%anaﬁ%}w%@?rﬁéwbn%% FEAi o PRaPERP A sl 1 2,
out si mplafiey basosktraous lyeatient ftadse chrapatpatapbn usingbePdingiM 03RO to1l:85i ng

Cor'rpoundséb’%e e(u% éth %h)thgggegp%ﬁghﬁtﬂlagﬁel S foalff) - The crude product was

purifi ed by EGRTT MUBUS Ien ronmat ography usi ng MeOH DCM 0: 100
to 15: 83°C HMIRI(GOCH) Gelrde. & 0l 59f4 (dd), L h% 8t(idd), el AoWpdentl 149.-8/e1 38R ¥atn

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-Chloro-4-(4-fluoro-2-methyl-phenylamino)-phenyl]-(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-methyl-phenyl)-[2-chloro-4-(4-fluoro-2-methyl-phenylaming)-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.



13C NMR (CDC13) 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, 11W0&poclbess?, 20 112.8, 111.7 (dd), 105.0 (dd), PtThK246/007525. 2,
22.2, 20.0, 11.6 Preparation 37: 70

| 2- Chl or 0- 4- (4-fl uor o- 2- et hyl - phenyl am no) - phenyl | - (2- et hyl - 5-ni t r o- pheny
| )- met hanone (conpound 437) 25 The reaction was carried out simlarly as
described in the preparation of conpound 414, using conpound 402 (0.56
mol ) angd 4-f] uorQ-2-net hyl - phenyl am ne (0.56 mmol ). The crude product was
purifie TERAT Fuous gradient flash chromatography using EtQAc/

pet r ol eummdirez-LﬁéﬁhvBBPnerﬁ/l)lDBclthr&&(EIL&SO-theBivueﬁén\H@m&foﬁCﬁhdni‘llrlle title

conpoun e I Preparation 38:
| 5- Ami qn %ax %3%48 hl or 0- 4- (4-f | uor o- 2- net hyl - phenyl am no) - phenvl |

- rreﬁhaerﬁne'eéctmpmm@rne@))ufl'hmllaéaes idescrivad i drer predamntonsifmfbmabhw as6,
describ t i 37 (0.41
o) H O B AR @ P, TRRA ot wel B ERERT IO Vo
2006/0635@®C¢%WVDK2005/000757 70 Preparation 39

(5- Azi do- 2- net hyl - phenyl ) - 12- chl or 0- 4- (4-f | uor o- 2- net hyl - phenyl am no) - pheny
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describ ! preparation of conpound 416, using conpound 438 (0.29
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113.5 (d), 111.1, 60.1, 29.1, 19.0, 17.6

20 Preparation 40:

[2-Chloro-4-(2-methoxy-phenylamino)-phenyl]-(2-methyl-5-nitro-phenyl)-methanone

(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 (5-Amino-2-methyl-phenyi)-[2-chloro-4-(2-methoxy-phenylamino)-phenvl]-methanone

{compound 441)

The reaction was carried out similarly as described in the preparation of compound 415,
using compound 440 (0.28 mmol). The crude product was used without any further
purification.
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Preparation 43:
[2-Chloro-4-(4-chloro-2-methyl-phenylamino)-phenyl]-(2-methyl-5-nitro-phenyl)-

20 methanone (compound 443)

The reaction was carried out similarly as described in the preparation of compound 414,
using compound 402 (0.56 mmol) 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 title

25 compound as yellow foam.

Preparation 44:

(5-Amino-2-methyl-phenyl)-[2-chloro-4-(4-chloro-2-methyl-phenylamino)-phenyl]-

methanone (compound 444)

30 The reaction was carried out similarly as described in the preparation of compound 415,
using compound 443 (0.24 mmol). The crude product was used without any further

purification.

Preparation 45:

35 (5-Azido-2-methyl-pheny)-[2-chloro-4-(4-chloro-2-methyl-phenylamino)-phenyi]-

methanone (compound 445)
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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 (5-Amino-2-methyl-phenyl)-[2-chloro-4-(4-methoxy-phenylamino)-phenyl]-methanone

(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:

(5-Azido-2-methyl-phenyl}-[2-chloro-4-{4-methoxy-phenylamino)-phenyl]-methanone

(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.
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20 crude product was purified by continuous gradient flash chromatograp
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0:100 to 15:85 as the eluent to afford the title compound. 3C NMR (CDCl3) 5 194.8,

159.4 (dd), 155.8 (dd), 148.6, 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, 23.2, 19.9, 12.1

Preparation 49:

(4-Bromo-2-methv|-phenvl)-(2-methvl-5-nitro-phenvl)-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 room temperature and stirred for 17 h. A saturated
aqueous solution of NH,4CI (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 (MgS0,), 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.



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, 23.2, 19.9, 12.1 Preparation 49:
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with brine and concentrated in vacuo to give the title compound. The crude product was

used without any further purification.

Preparation 52:
25 (4-Bromo-2-methyl-phenyl}-{5-[4-(2-hydroxy-ethyl)-[1,2,31triazol-1-yl]-2-methyl-

phenvyl}-methanone (compound 452)

To a solution of compound 451 (170 mg, 0.51 mmol) in ethano! (2 mL) was added but-
3-yn-1-ol (39 pl, 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 mL) 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 (MgSOy,),
filtered and concentrated in 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:



solution of NaN3 (618 ng, 9.42 mmol) in H20 (13 nL) was added dropw se
during 30 mnutes. The m xture was stirred at 0 C for 2 h. H20 (50 nL) and
Et OAc (2xwb 20bs)062B5was added and stirred and the phasesrogmxzsepmoared. The
organi ¢ phase was washed wth brine :;Qd concentrated in vacuo to give the
title conpound. The crude product was “used w thout any further
purification. Prepar ation 52: 25
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stirred at 90 C for 18 h. The reaction mixture was filtered t hr ough
Decafite and the filtrate was concentrated in vacuo on silica gel. The
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%(’) usmg compound 452 (0 13 mmoI) and 3- chloro 4- ﬂuoro phenylamlne (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) § 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-[4-(2-Hydroxy-ethyl)-[1,2,3]triazol-1-yl]-2-methyl-phenyl}-(2-methyl-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) 8 197.0, 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
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pheny| aﬁ%e%m%nmas d&?ﬁ.&ﬁ&ﬂr@m{@m@ué&n%@)n a@ ﬂFBBarl‘daaﬁbf @cﬂnmdﬁ?ﬁﬁrg i ed
out simlarly as described in th aration of g % ﬁ #P%a
conpounHSWSE°UW°EBdﬁﬁBK?lédH"QHﬁVWﬁb('@”1§°ﬁWﬁPv)e E? td3grEalic s
pur i fiedrye &ﬁﬂﬁdtm&l&lr@feadiyﬁtﬁbhtlﬁthc&l&f'grﬁhlnéﬁl’mésmgd‘rﬁ@hytdg%m using

NeCH DO ek ol sum L 1ct, (40,00 95000, 105 100, 80 & 88 9,45 hhe el uent

147.9, bf6rBthelttle dompoliddmas yilOwselid.37C IMRBECOGEDH. H1971841%9/.11847.2, 129. 5,

%ggé$06§é§§5ﬁé%&%ﬁ%&%g}#%%w&%%r é]‘léjct #1513 6129 . £8; 8.5, 2243, 19-5 VO

1- 13- ( 4-1@58.7, 420 5, BRrQG X196’ Hylo-§, 111877, 111 8, 61.6, 28.7, 26.7, 22.2, 19.6

3]triazol -1-yll-2-methyl -benzoyl }- 3-net hyl - phenyl am no) - phenyl - et hanone
(conpound 151) 5 The reaction was carried out simlarly as described in the
pr epar atExampig sEonpound 148, using conpound 452 (0.13 mmol) and

1- ( 3- amizney-phgay2) nRirbARenty| O, 3 311HE861) 1 -yifhE methyudenpb@its mewms- puri fied by
cont i nuous gradi ent Tlash hronato-r.chy using MOH DCM pet rol eum et her
(40480) Phepygac gonikile BPUNARISEd the el uent to afford the title
corrpouncrhasemlolnwmmdd oﬁB@ﬂNIMR/ 6E0EEBiped il e Brepd@Tion of tdmpdyundl 048,46. 3,

Toa g Uiy comipppdas i Remmpidng 33y obidplie 33 prig]-the e o
22.2, 1Q1r6ducEx~alspJIue|f|5Qby&oéﬂnqmmqiénﬂ-ﬂmhmwmﬂqwa)phyllS'ng
3ltriazg) d'rgy)ch/ae%w%' stRENZAYEdy B 5EBIIIY: 100-D MRENYE RO hedHkapi trile

(conpoun
20 afford the title compound as yellow solid. 13C NMR (DMSO-dg) 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, 18.9

Example 53:
25 {5-[4-(2-Hydroxy-ethyl)-[1,2,3]triazol-1-yi]-2-methyl-phenyl}-[2-methyl-4-(3-

trifluoromethyl-phenylamino)-phenyil-methanone (compound 153)

The reaction was carried out similarly as described in the preparation of compound 148,
using compound 452 (0.13 mmol) 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 compound as yellow solid. **C NMR (DMSO-d) 8 196.5, 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:



The reaction was carried out simlarly as described in the preparation of
conpound 148, using conpound 452 (0.13 nmmol) and 3-am no-benzonitrile

(0. 13 nmmoWp.20ddme3sssude product was purified by conti nuegs/pyraesmnts7f| ash
chromat ography using MeOH DCM petrol ewn et her (40-60) 0:50:50, 0:100:0 and
5:95:0 as the eluent to 20 afford the title conpound as yellow solid. 13C
NVR (DMSO- d6) 5 196.5, 146.5, 145.7, 142.4, 142.1, 142.1, 135.4, 135.0,

134.5, 134:(3.4- ofo- IFmi -hetth?phdnyl1-L - [b-(2-AvdroXy-eldF)-6, 118. 8,
].:Lé8[ 2, %_ 3. 25? Ct)n)](rél-z_%ézl n?éth |§one coa”gund ??4 25
2. 3] tri azT(B'Ie rgacmop vzasr@trﬁgq omﬁwypgly B9 dasarivet 1Ml tH{e3preparation of compound 148,

L 71 uor Qe sk iyREMS2ToNG) mAbeYdls el ﬁwﬁgﬁbegggmﬁyglg53%8@%eact i on

was cgrrled out .simlarly as describe par a nd 148,
usi ng> cofpElfRIo9%3 Y35 &‘g'fwﬁrﬂv)coaﬁauwgraﬁ'ﬁnbflaﬁfeqhwmameamyam.mga (0.13
mol ) . TmEOWDadﬂpétf@dMﬁtetM@fSMDUGO)fd :60: 50y 0C£IY: b AR US 9 §rpsl &Etel%ﬁg 100: 0

chronato Leum et her (40-60)
a5 o SRR R MG Va4 s MR (oNSsLindoRe J@Piecdbol i . 13C
NVR ( DVBA4@6) 18519848,7 (4, 842.345472, 13812.(3d), 148. 3, 133422 1134 43323, 135. 1,

134.4, 1 ( 2 120.77,'120. 5,
118. 5. 11879 (éﬁg’ %Eﬂjs?’q(lq)‘1 q)ﬂflé’g 267% 1%%"2(3 &11193 4 e &), BRem3P2,54:
WO 2006/ B83%598.9CT/ DK2005/ 000757 77

f4-(3,4-D fluoro-phenyl am no) - 2- et hyl - phenyl ] -{5-f4-(2-hydroxv ethyl) L1
2,31triazol -1-yl ! -2-net hyl - phenyl }-nethanone (conpound 1541 The reaction
was carr linmlarly as described in the preparation of conpound 148,

usi ng CO[@fea.ngMhﬁQghﬂe%ymha) e tRy 1Rk | 1. 2 SERUIBILAR N O- 13 Mol )
The 5 crude p pur | |e Dy cont 1 nuous
g #Bl-é&a@%el@_mm_dﬁxgi)o 50: 50, 0:100:0 and

5: 9519 aghé haacebmmts c'afr dadeft@[rﬁ Iat d ddskcfb&P 3C NWR
oo de ie ildrfyead ddd me?# 7;?a$a6{<% bf% &Adr@ 4;,3%

147. 5. 145.7
138. 4 (déﬁ';ﬁg }fgrg‘.p%‘f”%ggz. g?'(icijé‘}f?‘ﬁ') ai‘é.?‘id'rﬁl%tf'ybphq_fydﬁmlneiﬁd%n"@mThe 117. 9
(d), |117cmdep1@mt (/\I@id))prlﬂl&db%,codjﬁ)&oﬁs(gﬁédlelﬁfﬂaghﬁ%brﬁato ﬂa@ha%sﬁﬂl?;h g
Exa e I oxv
cihy") . PeoHiDck bl bl 1 ROSRY b26R .86, 020070 g SRIER et Blkpblsa 2o5)
15 The r@fé‘ﬁ'ﬁltbﬁ t'\F\lﬁ§°6@PF‘F@éS aalﬂovsscmd 410 NMBS DS: 1) e1b6. 0, 1489 prenar at i on
of caypouwnslz 148, 3, &'§8 agﬁﬁ”ﬂ’?b@@ ff?fﬂ?ﬁi% 19%%) 1389, 130.2, 125.4, 121.9,

34d|matha/-£)e anm ne
7,120.2;118.2, 11 011701 4, 60.2, 29.2, 22.2, 19.5, 18.8, 18.7

Example 56:
f413-Chloro—2-methvl-Dhenvlamino)-2-methvl—phenvl1-{5-[4-(2-hvdroxv—ethvl)-
25 [1,2,3]triazol-1-yl]-2-methyl-phenyl}-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 (CDCl5) § 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

7

Example 57:
35 [ﬂ3,4-DichIoro-ohenvlamino)-2-methyl-phenvll-{5-[4-(2—hvdroxv—ethvl)-

[1.2,3]triazol-1-yI]-2-methyl-pheny!}-methanone (compound 157)




crude product was purified by continuous gradient flash chromatography
using MOH DCM petrol eum et her (40-60) 0:50:50, 0:100:0 and 5:95:0 as the
el uent towoabdenrssssshe title compound as yell ow solid. 13@r[ﬂiﬁ0«islmbf$@7d6) 6
196.0, 148.9, 145.7, 20 142.7, 142.3, 38 4, 137.1, 135.5, 135.1, 134.4
132.0, 130.5, 130.2, 125.4, 121.9, 128. 7, 120. 2, 118. 2, 118.0, 117. 0,
110.4, 60.2, 29.2, 22.2, 19 5, 18.8, 18.7 Exanple 56:

f4-(3 Y, et hyl
|2 (3, COhgTeschaAS e PN BRI s<p LB rPENLD ko &r o <1 1
react i ONSNALOTWOHNE A5 (- 1§|fﬁi“IOqur5¢ 8- @@%@Prﬂf@@yiaﬁ“f’%é‘) é?é‘wpﬁt Tf of
Corrpoun@rujd‘é%rodd’c‘i'm ﬁ@l‘?@@%‘?@oﬂé@u&g &gdlﬂﬁpﬂlashadh%matograp &/ using

3-chloro nmet hyl - p am ne crude product was purified

by cont M‘?@(’ih/gcﬁ'f%ﬁif‘é?ﬂmﬁlﬂé%’merﬁodrPaF%g';rOaéhSPOug|aﬁﬁ S RBGHSOORISHANE &9 eum et her
(40-%0) a&oﬁDthEQutleOcoL%uadaa@d/eﬁowioﬁd a3c NvR @MBoMd Y ®180.4afiheud14be, titl e

SO dadhHiL 0 YT % b 0 AR 1Y % M deedd O

126. 0, 128%,41912118.6, ]11949112]29691 Por1,81.8118.8, 61.6, 28.7, 22.3, 19.5,
15.0 Exanple 57: 35 f4-(3,4-Di chl oro- phenvl am no) - 2- met hyl - phenyl ]-f5-14-(2
hydroxy eth | f 1,2,31triazol-1-yll-2-nethyl- phenyl }-nmethanone (conpound
157) WOER@0DE/(FR585 PCT/ DK2005/ 000757 78 The reaction was carried out

Si ml&zar Y[ R84 ;glrr;l Sf1- f%ﬂ%nﬁjen]zégl’} 3-HRkAg. Compound

452 The  crude
pr oduct Pharylam flash chronatography usi ng

MeOH/ DC%QG&:S&lbﬁWBs%h%d6&%&93:—1%&%&%@&9@ [Qe@:ﬂ@t@n gﬁcﬁné&ﬁdhﬁlgﬂ uent
to 5 afford the titl e_conmpound r@ny-igOWSOl'd d6) 5 196. 4,

146. 4, Ya§ggomppynd §52 {Q 3gnmpl)4a Hmino-phgny)- ai%taf%de &%é3 mnmalyq 5
131.0, ¥BZ chudel#dd ot Wb Bified b Qobtindd. gradikABeldsh chtémdtogtdphydsii). 1, 29. 1,

18 8, Ex : .

5 (2 by PRORYA 8Bty 159:P9 25 thg pluent 9 2orgthe YR SPRPPUBEAS oyl § - 3- e
thyl - plyelow aolidad)G PHRMPIMSCGrdetandale, (&Dapdang, 14685, Thz4r 24ZDj dAL.2AS
carried t 14 i it I rat fy
el ng cangduid As3 oty 1 Han) AN (3 R aas L B e P 15
mol ). 1TRe,ddlde 1pPSd GOt 1,éPsl A0 28d, b8-7cont i nuous gradi ent fl ash
chr omat ogr aphy using 15 NH3(aq.)/ MeOH/ DCM 0: 0: 100, 1:9:90 as the eluent to
afford the title conpound as vyellow solid. 13C NMR (DVSO-d6) 6 196. 1,
16829, Prepagatiom$3:5  142.4, 142.0, 141.2,

(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 (MgSQ,), 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:




140.1, 135.1, 135.0, 134.3, 131.9, 129.3, 126.0, 120.6, 120.2, 118. 2,
117.6, 114.2, 112.7, 111.1, 110.0, 60.1, 29.1, 24.0, 22.1, 18.7 20

Pr epar at iwo0 26&7/063585 PCT/DK2005/000757

(4- Bronp- 2- chl or o- phenyl ) - (2- chl or 0- 5- iigt r 0- phenyl ) - met hanone (conpound
453) 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 mml) was dissolved in dry THE
(25 nl -) (SeAmdingebtiedrd-pherds)-@-bics yora

8.2 I t i ut es.

sol Zt |mc_)n %fnp% gglas%é%wss ?ggﬁﬂnﬁovfa%rl %pé :ﬁ’%lgn'%mcéks(g@%n@}) vﬁé‘é:'zsqkbw y added

to the réadOinhi28a Riroely was ad8sd.heThactiopambxtare was meane@ammlualrﬂamwgtmr(@scgze
f oride

;? gg trfrfjrrollgll Jf'h@ﬂéi\cﬁ ﬁ% ﬁ??@a?éogﬁghgﬁgagrﬁxtm 5"3&6&/’7‘&85 fo\gd)r%%gc ng.

0.32 ﬁnmp)"aserWés Wééfaﬁqwg “faéfa'@tbr'Oﬁaﬁﬂth@rl%@’lﬁm),r@derad aRT cbotent@tdd The

react i oniB0adtioXtbWive Mﬁﬁc Q@él f ' (IN). The
or ganl C I p Lg‘ . b&ﬂUt t-rﬂe%rmrel)ﬁrgagcﬁﬁtaSﬁ; Y@ %@%}

% wat er

filtered Eﬁfﬁe &%&@ﬁpﬁﬁ?ﬁag"aﬁh%}éﬁé QCBV'/P@VQ@Uffh%théF (ﬂ.ﬂssﬁ} 5@Itﬁ@tt0 17960 s ude
product Weselpent tfoi AFtbriyhd tiae RomBo@rPaOGEIRMS6IMSI Ng  DCM pet r ol eum et her
(40-60) 1:6; 1:4 and 1:2 as the eluent to afford the title conpound as
yell ow solid. 35 Preparation 54: WD 2006/ 063585 PCT/ DK2005/ 000757 79
L5- Ak noPeepahdtiond5Phenyl ) - (4- br ono- 2- chl or o- phenyl ) - met hanone (.conpound
454)  Coupg ¢ r ).
SnCl12. 2 ' ‘ v

at refl uﬁoﬂ’é’ﬁh@fﬁ éﬁ‘&u(é 21f€br3 il mmqfhe/as e&solwwlmoeltmee(mmmuneéhtrétb@ a

m xture gt E{?@A\Ci W@trﬁ[ 17T9¢nr95lg‘wys e@@ﬁ&‘?hé/‘@@ué“@mgg cx\élgho\é\%%el{zﬁpg i ne

and then dried éih I teréd concen I'n-vacuo
crude prdalile (2 @gcf‘tfﬂ‘emm%‘ﬂéft d*ﬁé@iv%'r"l H20e@- Hynld andiadded o tl@;ﬁ'@bhvent fI ash

chr onmt Ogdslaﬂdffydwﬁrhg”llo BOMiRee! Tied mt@mslttlaﬁrpe(é’@reﬁ%s R f} otQ: 1005 04 @%, ng ‘ége

el uent t e. conpound as ow soli1d. 10 Prep aratlo

(5- Azi do* #%"r”ot'%ﬁéHW%”St% WeoTHSTes %’h%{'bffﬁ bkl ign 30 mﬂmttﬁ‘arﬂﬁwé whishnound
455) Canmdeommx (B48Img, 5.31 AMBIYOA H,O43. e S Wby Qddéd1dRpRILRMurgSdTL) -

Concentr 79 1 nmol ) ded and the sol ution was
cool ed oﬁﬁﬁﬁe? ‘céfba 5@ h\é’f\%gt%f Z(Bm"l ar‘?:aga)””aﬁr SRR RMaRED (2. 5
nl -) andwatkisatraied hEheatrgaeic hasoives washetlwith ®rid@ amd ioheshtratéein wiceb nal
tenmpgy at i §vdase Kﬁ@EoﬂEOlQnogThe?cr&ledH!olﬂH& was used without any further

purification.

Preparation 56:

(4-Bromo—2-ch|oro-phenv|)-{2-chloro-5-[4-(2-hvdroxv-ethvl)-f1,2.3]triazo|-1-v|]-
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-ol (0.3 mL, 3.91 mmol). A freshly prepared solution of copper(II) sulphate
pentahydrate (36 mg, 0.14 mmol) 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 (MgSo0.,),
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:



the addition. The suspension was stirred on an ice bath for 30 m nutes,
after which a solution of NaN3 (348 ng, 5.31 mmol) in H2O (7.5 nml-) was
added dr opoizee/m@ssssng 30 ninutes. H20 (50 m-) and Et OkcT(oked&s/mwb7sy was
added under stirring and the phases wgpe separated. The organic phase was
washed with brine and concentrated in vacuo 20 to give the title conpound.
The crude product was used w thout any further purification. Preparation
56: (4- Bf2iThicPe-cth{ 4 afi mmwh)emﬂammwmnﬁﬁ{&&raoﬁay@lrr@xy Ry ) sthiy -
2,3Jtriazpl-she IZI-1 hn - et hanone (conpound 456) To a solufTon of
conpound -2 Fe35° g, 3 584 anoheg HD n -) was added but -

3-yn-1- olfh¢ Oea@tum_was cennerdrmJt)stmarfyrassdnés,znbécemamecbrspﬁrumroaf @a‘m,mm@elrc;@l 1)

d bate (141 ,
o rE arralisiRE Sb AR e (091 Mo} hd R ROBRE SRR, Pl THeT et 1 ask
was ol osérd'darﬁ?docﬁict waé@Uflﬁﬁd B coatirvoas gFa'dlemtd‘ash&hgunatog’iwhye@m@ on mxture

r ed
Wi th vat 290“@?.@@ TR 90 95 ek Q@g rd o BB A o o2
vacuo t oNYRUEDGR 8cSidl 1H0RI(AD, 1 Al de9p¥, Ol lwasl lriiﬁrlf135d7 by

cont i nuous4.gy asti. enh3i bait\sgh&@mt@am@% NP2 ERORs1 Beh 1 9loeym, gt her

(40-60) 4PJE§ f g 1&% eI uent t7o afford the titl e compound’ as white

syrup. 3% ah{) £ (8¢), 1 ©5:3588-7PCT/ DK2005/ 000757 80

r2- Gt oro-4- (2, 4-di fl uor o- phenvi am no) - phenyl 142-chl org ?55)4 gl'ﬁ hydroi(v
zol -1-yl | - phenyl } - met hanone (conpoun e reaction

\i/;gyl:; b gra%'owéﬁ Ioarl yyas 8esc¥| {)ed in the pSengr)atl on of conpound 148,

using c pb-456-fWbré-phe iray) ebHangH dRf iy SphgoydhanyinendtBaddnamol ) .

The 5 crygdgBLREY g, was pur| fied by continuous gradient flash

chromto&%%) MeOH DCM 0: 100, 10:90 as the eluent to afford the

title coﬂ%met'%wyémr@wdwr penilatiy@s deeRi{edDE1BY péepb@dtich, of ibthpouhddi 4, igg 519
dd 1 :

Edd)LS 13125|§ céfﬂ Jang(fblszl%ZZirﬁﬁolg-an&?SSﬁJoro éﬂwéﬁylgTi%esé gz&ﬁ%) 6%)%%5

(dd), 61P™8Au Lglfﬁpé)‘yaqogflpﬁquadlent flash chromatography using

r2- Chl orﬂ%c(p%ﬂfdlemm ethah ¢agleaiono RENYb aktheeMRhOW affordthi tifle

phenyl ) Jgen'%pho%rrl] le yegloo%)ound 457)

20 Preparation 58

(5-Amino-2-methyl-phenyl)-[2-chloro-4-(3-fluoro-phenylamino)-phenyll-methanone

{(compound 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/petfoleum ether (40-60) 1:2 as the eluent to afford the
title compound as yellow foam.

Preparation 59

(5-Azido-2-methvl-Dhenvl)-[2-chloro-4-(3-fluoro-Dhenvlamino)-DhenvI]-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:



The reaction was carried out simlarly as described in the preparation of

conpound 414, 15 using conpound 402 (2.82 mmol) and 3-fl uoro-phenyl am ne

(2. 82 mmoWp.2oddme3sssude product was purified by conti nuegs/pyeaesmnts7f| ash

chromat ography using Et QAc/ petrol eumgether (40-60) 0:100 to 30:70 as the

eluent to afford the title conpound as yellow foam 20 Preparation 58

(5- Am no- 2- et hyl - phenyl ) -r 2- chl or 0- 4- (3-f | uor o- phenyl am no) - phenyl ] - met han
RNl

one (Cqmtm Aﬁkmmegﬁ&a A3 gsqri-bed in
the preparation o corrpoun

product Ywas- aphy usi ng Et QAc/ petrol eum et her

13 - C f S
(40-60) Tjaez—eé’&lohhﬁase&alﬂﬂéﬁ omos.ﬁhmsw ds HBétrlbbuM EheCHEpatanidn a$ cyigbbeavd 1 ogm
Preparati on 59 (5-Azi do-2-ne

pheny! ) 4sPacemsoyng 465. W&W%&%P% HByL-Bhchg? Mok HsnSHES PESUEL onpound
459) 5Th6>versqﬂ¢tﬁleerbywaash cAranha@dg@phy Skimg| ROAY/ patrodeacethbe0-80) Bel g3 gear ati on
of conmpoyl ound 458, (1. 83 h ct was
purified Lbe@tit? Qgﬂrdlfpﬁnga%ogﬁ}ogaﬂfs%gp{]éelégv&no pe?tcr lgpﬁdgoﬁﬁgpl ?d% 60) 1:9
and 1: 6 1&83.6 (1B, e#n.ént46.6, 14f Bod), 140:71134.8, L3IMHoLIHI8aE33.8) LGS 03P 35
Exanpl e 64 06308 /

j 2-Cnl orgpél1 %g’f 0%040 phéﬁly %ﬁ?)z? GOP?ﬁ?)S?? 1(18'- h%f%%(’étd y(?])'(-s’ll, 2,3t
ri azol - 28.%i30-2- net hyl - phen | - nmet hanone (conpound 160) The reaction was
carpped out simlarly as described in the preparation of conpound 116,
usi ng conpound 459 (0.26 mml) and but-3-yn-1-ol (0.29 mml). The crude
product Perasation6@fj ed by flash chronatography using Et OAc/ petrol eum et her

(40-60) [6:dhie%-4-n8-chRird@RbniIOmMad) Pran{ing 21rhéthel- 6 MO WAEN AT rhdtBAkonge! | ow

foam 13C NVR (CDC13) 8 194.9, 163.6 (d), 147.6, 146.3, 141.8 (d), 140.7,
138. 3, fé%ﬁa—fﬁefhiéw 50 “ 133.8, 132.6, 130.9 (d), 128.7, 122.4, 120.9, 120.0,

117. 1, Irhe.rdadtibn, v;/éslc'hrﬁed bddOsiiledy as HBscribed di theGﬁreﬁaratuBB of COIQI@Oﬁ)I”ld].@14
Pr elqgr atdspnec%%?ajb%nwog (9 8A2 Aﬁ%ﬁo(fﬁgr% 8: cﬂngg%lhgmlgmnep&efﬁl Hmél? 'Im%té?é/ée

I o- anon
product was purified by contlnuous 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 61

(5-Amino-2-methyl-phenyl)-[2-chloro-4-(3-chloro-phenylamino)-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-methyl-phenyl)-[2-chloro-4-(3-chloro-phenylamino)-phenyl]-methanone
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 460) The reaction was carried out simlarly as described in the
preparation of compound 414, 15 using conpound 402 (2.82 mmol) and

3- chl or o-wbenydmsssse (3. 10 nmol ). The crude product wagcpmK2bezmoiHy
continuous gradient flash chromatograplgp using Et OAc/ petrol eum et her
(40-60) 0:100 to 30:70 as the eluent to afford the title conpound as

yel l ow foam 20 Preparation 61 (5-Am no-2-nethyl -phen

11)-12- clﬂ!ﬁMﬂhﬁmﬂcﬂMﬁyIMGW J}ﬁ?rgﬁﬂ@ﬂﬁ/# (p@rm%efh f~61)f
The react,j0 C d scribed in the preparation o
conpound l ﬁln\mﬁsll o m%man% é A . The crude product was

purifi edTHy reaciion V~23§ Q@Frr'm@gmdmlwaﬂdemb& Wem‘Epaﬂaeunbew‘rﬁpodnf&Dl ) 1:2
2 tAQedglugmatcomloaﬁa Q68 (6118 midoh)l $hCRIPRYRY -850V hAWGIT AP i ERALALT on 62

| -
pheny?) - T@S@Hr's% by flash givograsogmehy Hsing rEéQAcpfnewpqmrmmameO) 80 gschepound

462) Theehractd sfordase @lﬁércb%ogh@ a§h§hﬂ yaerIBM f@§md@:CNMQ?€DS ) % Q;r eparation
crudé’ p duet was

of conpo ing.c I

pur i flme)dlfge jigg‘r? Li%?rr oﬁﬁg?ﬁéﬁt?y 1§§|4nd3ﬁt3®4@f‘ 13818 dRet Héro 141@86'0) 1: 6
as the ell2as; 122.4afiRorod 10be, 1001d, @ 16 @MAuNg 138.6/@hlOWeSYraNe 35 Exanple 61:
WD 2006/ 063585 PCT/ DK2005/ 000757 82

2- - Chl or 0- 4- ( 3- chl or o- Dhenyl am no) - phenyl | -{5-[ 4- (2- hydroxy-ethyl) [1, 2

31t r1@zoPreparatidn-68 net hyl - phenyl } - net hanone (corrpound 161) The reaction was
carried thﬁir&nd ﬁH m%e >

usi ng con'gouna 462 (%L@‘W%

product 8%3as purified by flash chrorrat ography usi ng Et OAC/ petrol eum et her

|
§ gg mGO)l thelh w%%t.gggvfg)% H%'%%Jt%wﬁﬁafrﬁf% &é%%nféé& !nﬁfgmwggﬁagf éafg;gotugxeiﬁgwll

135. 3, 14%ngcomgaund 49362.82 mragl) pnd Bymethy|-phenylgmine(s. 40 mrog) Jhelodd,

120. 15 1p@d8ct 1 pdrifiellts; €antPliofs gRBieht fiabh Qhr@ﬁ‘na?é&@ﬁﬁyﬁﬁélﬁc]ﬁ‘ 63 ¢ hanone

E go(r?hpggagtOAfg} tt(r)cllgdr%n‘ltr?eor (ng&%lg 95 g:o 36r87t hgls th_e5elune:nttrtga foredn he tltl-ems ano
compound.

Preparation 64

20  (5-Amino-2-methyl-phenyl)-(2-chloro-4-m-tolylamino-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-phenyl)-(2-chloro-4-m-tolylamino-phenyl)-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;



The reaction was carried out simlarly as described in the preparation of
conpound 414, using conpound 402 (2.82 mmol) and 3-net hyl - phenyl am ne
(3.10 moWwp.2oks3sssude 15 product was purified by contipoumiogrmaisent
flash chromat ography using Et QAc/ petrql.eum ether (40-60) 5:95 to 30:70 as
the eluent to afford the title conpo Ad. Preparati on 64 20

(5- Am no- 2- et hyl - phenyl) -(2-chloro-4-mtolylam no- phenyl) nmet hanone
(conpou 9 %gﬂdghet& ea > ook |y ~q 7gpd in the
pr epar atio 0 € crude
product nmh i hunendfidagr aphy u5|ng EtOAc/petroIeun1ether
(40-60) T %e%e%t@uobgﬁa éaﬁ’ﬁ%o&@snﬁnﬁl%ﬁ{/ ds bB&rib€a il thd SrepQFERIBHRE c8RpY&id PY6,SYT up.

Preparation
Dheny| ) usigcdernoynd 4&5t(81 37 @mqlﬂoa%@ﬁy?b Yoreehghd®hareldnpsusitde aeslugh The

reacti oy, rfil rﬂy%sﬁ%r&hﬁbb@r hy udi cteéﬁé/lpe&dleuﬁn tdher pMeBoy 811 nthef
conpound 416, usin npoun 8 r.Qd ct was

puri fi e®lyspt £¢ g&ard ﬁFSW&F@@F&SH?S&@Fﬁé@ﬁ?ﬁﬁ@?b ‘%Hﬂéﬁﬁﬁéﬁﬂér 19¢45-60) 1:9
and 1: 6 1a8.9, haeed, uent1,t139. Af o6 138e1,ti35.6 mnmomldo as3yel 1706 syaup, 35

CCarpl o G4 N O e P SR IO B 02,215, 10

1,2,31triazol -1- yI] 2- net hyl - phenyl) nethanone (conpound 162) The reaction
ar&#gq”gg n mlarly as described in the preparation of conpound 116,
u5|%g onﬁ%undiﬁgg (0 25 nnDI) and but 3- yn I-oI . The crude
product [2-Gideropdn(B ] iy : ayshsthy ] EEtRANONS
(40-60) B, 4 hé&s eluent to afford the t|tIe conpound as Ilght yeIIow
foam 1 ) 5 194.8, 148.9, 146.3, 141.1, 139.7, 139. 138.1,
135. 6, 1T4#.rgactiomawas carged gut sipglagy as gesasibed 1 Ehepreparatign OIEQmQOUfldzﬁl“r
EILéQCﬁI £7Gon4ﬁeﬁma 400212, 63 nﬁ'ilolﬁand?g rﬁeth3iy5her3:ﬂa|9me3PméﬁmﬁcﬁI mma 66

- et hoxy- - nitro-
pheﬂ?l) Cfﬁ#ﬁ'eet H@Haﬁfewas( E'z'iy 3P¥d°°£é‘6‘f°%%’a%8&§“f‘§ha¥ E“a&%q(f??*éyd“%ﬁ Si m larly
as descratbad/petrotduen pthepa4@B0P0: W0 o@DV RS thd diuentuti aftprd ohputlead 402 (2. 82
nmol ) aq%n%bgﬁéhoxy-phenylanine (3.10 mol ). The

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 yellow foam.

Preparation 68

(5-Azido-2-methyl-phenyl)-[2-chloro-4-(3-methoxy-phenylamino)-phenyl]-methanone

(compound 468)

30 The reaction was carried out similarly 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:



15 crude product was purified by continuous gradient flash chromatography
using EtQAc/petroleumether (40-60) 0:100 to 30:70 as the eluent to afford
the titl ewocowguesssd. Preparation 67 20 PCT/DK2005/000757

(5- Am no- 2- et hyl - phenyl ) - 12- chl or 0- 4- (g3- met hoxy- phenyl ami no) - phenyl

| - met hanone (conpound 467) The reaction was carried out simlarly as
described in the preparation of conpound 415, wusing conpound 466 (2.32
mol ) . TMMdG-m-owbmxmaﬁethiﬁdehﬁwlf—FB&h-(ZfW@??L@mgftgﬁﬁyz ggl,—itag(?_

Et OAc/ pet u - 1: 2 as the nt to affor e itlTe
corrpouP\dl S Bheil Posihars 193} do- 2-net hyl - phenyl ) - f

2- chl or oThe fepatien W@Sycammwmmnm‘)y pheescribéd iretHeaJ‘renm-atn()@efrmﬂmm@Gﬁﬂe 30

ion of
Conpound 418 oo Ue8 R0 2 mall Al bulpn SESI o A ol M SRt
puri f? ed "By wrlagqﬁbv%ﬁfsfoﬁmoa@t@qmghsugsung EERAWpetelev ol eshen @0R60) Q4Chs&®)3 1: 9

and 1:6 amehbhed @f#dlﬁ'ihe 1'tlﬂe c@?nf?@ﬁﬁd bhRghd )Iéllgwqeémou@q‘dMlg?Cgéf’i%’ 184 %3
2006/ 063?%86;’6” DK200 84

L- chl or 0+29 3R nd g lpﬁéﬂ'n)ﬂ &P o) 3piRe APt (1533{%132-tydPche 23t & ylI2R-3, 1, 2

3] triazoll20.; yha.921metehyh 3 henyl2} 10etdhanorne s4esoang 168 o The reacti on was
carried out simlarly as described in the preparatl on of conpound 116,
using conpound 468 (0.22 mml) and but-3-yn-1-ol (0.28 mmol). The crude

pr oduet Bﬁm&m@ﬁl ed by flash chromat ography using Et OAc/ petrol eum et her
(40-60) @ 4 f | ow

134. 8, 1§3m9°U'1‘3205(5 QS@ 44 4].'2‘7”(8) WiQQlSSQIVEdI.BOM€OH 1290 %L)lZﬁcﬁiusﬁ.@3§
113.2, 199144 mlﬂQJ) §nd §I3-| & ((35651& 4 712§£Ymﬁll:5%ve$e %adgcf eﬁm%rr@%ﬁ%rﬁ r%%(t re

(5- Amnoeret yl - or o- yl') - met hanone sound
469) Cohpfghat ﬂﬁb'X(ts"wgerurq@rl bl )migkise dva§s‘dtlewsuthrnuwe@eca@n2@anmu
Zi ncr3lusiva§ibd3Bith g’leOlrl‘]r'-‘fhEWﬂ’c'réte@M dUh@é;ltra(tgd 8 stlica Git. &h@@ﬁ)e H\%H@ct geided. The

reaction m ture ated at reflux tenperaturé f m xture was
filteredPt™ "zﬁ’u%‘hc‘t%@éff’ﬁ Bradingt 135, EREPtOqrE AAERS Eﬁ@r‘éc/fnetwmem§

concent r gt0260D0: 190! tb @ : gBbs thheluetidefford ehectitiavadmpiuid 49 Riohysys@it i nuous
gradi ent flash chromatography using Et OAc/ petrol eum et her

Preparation 70

20 (5-Azido-2-methyl-phenyl)-(4-bromo-2-chloro-phenyl)-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.
NaNO; (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 NaNs3 (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,O (50 mL) and EtOAc (2x50 mL)
was added and stirred and the phases were separated. The organic phase was washed
with brine, dried (MgS0,), 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 title compound as yellow
syrup.

Preparation 71

35 (4-Bromo-2-chloro-phenyl)-{5-[4-(2-hydroxy-ethyl)-[1,2,3]triazol-1-yl|]-2-methyl-
phenyl}-methanone (compound 471)




(40-60) 0:100 to 20:80 as the eluent to afford the title conpound as yel |l ow
syrup. Preparation 70 20

(5- Azi do-wermeddnsbssphenyl ) - (4- br onp- 2- chl or o- phenyl ) - net pemaneo¢woEound
470,) Conpound 469 (1.00 g, 3.08 mmol kswas di ssolved in acetone (23 nL).
Concentrated HC (37% 1.30 nL, 15 mmol) was added and the sol ution was
cooled on an icebath. NaNO®2 (255 ng, 3.70 mmol) was dissolved in HO (2.3
nm.) and a'd@e&tblmtmntdfe:oa‘mwed 430I(utd4oy) 297 inirgolP¢h Bihanblea s nihewadh&dddut-

t enper at r 5 the addjtio The suspensi on
was sti rlr3 ea%g?mqpop %pc?p%ﬁmt Lp%atdefrgeé"xw %@0 881 YR SMMEE NaNg3
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afford t FEPCHPY MURLESYES RAUZRS 1D 3 BUUES, PR e sHaaic phase was
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6/ 063585 PCT/ DK2005/ 0007

- phen 0 7

To a sol é{v%:gﬁgo?u c&nﬁ%éfﬁo%ﬁuai pOQfJLﬁt was gurifierb Py TIpsh elmassearenlsy wsing vvas

addetP buFtOAg/ patrblegn ¢tB2E (40-60) 321 85/thenalignt t6 @FPRT {Hel itiSedrRBAING as

pent ahydgﬁ,;vﬁtég»(gd‘rg 0.12 mml) and a solution of sodium ascorbate (119

ny, |) In water (3.0 nL). The flask was closed and stirred for 24 h

at RT under argon. After 18 h was added but-3-yn-l-ol 5 (225 L, 2.97 mol),

copper (| Exard lgqlemaate pent ahydrate (30 ng, 0.12 mmol) and a solution of

sodi um ascor bat e , 06nrm|) in water (30rr1_) After 2h the

react i ont4A=RIOER-8-(gu3rdichlore-phepylams pfF LA A 0 e organic

phasts wapl,2)\sashes- 1Mytrh2 Wettﬁrrrprwnmem@ﬂ%nbh@r‘cdﬂﬁéo‘t‘ﬂd(ﬂ&sfo‘l) filtered and
vacuo_ to e crude product. The Crude product was

concentrat ed
purifi edﬁi‘ﬁ/rqaf %WEEF?)W&F&S’F é%‘lpr‘!sqsrﬁ?sir@b@t IDABE PRRAGI I LR commaund 48860)
3:1 as tmmn@tmepounmm foLsl mrher)rana |z|ezmnmmhe@,aamﬂref gzhii ﬁrﬁ&?}"lgre Exanpl e
64 r a enr ydr oxy- et

e Radict fadpfihfl] By A8 SRt PO MebHIR e e st 16 The
r eact i onelwa@ toaffored theptitle scprnpdnard 93®NMae(€oci3med9nr9,t1he qriepag, at3oer) of
conpeund; 38, 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

J

Example 65:
[2-Chloro-4-(3,5-dimethyl-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-
25 [1,2,3]triazol-1-yl]-2-methyl-phenyl}-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 (CDCl3) 6 194.8, 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-Ch|oro-4-(2,S-difluoro-phenvlamino)-DhenvI]-{S-r4-(2-hvdroxv-ethvl)-
35 [1,2,3]triazol-1-yI]-2-methyl-phenyl}-methanone (compound 166)




usi ng conpound 471 (0.13 mml) and 2, 3-di chl or o- phenyl am ne (0. 13 mmol).
The crude product was purified by flash chromatography usi ng MeOH DCM 1: 20
as the ealvoends/dsgssafford the title conpound. 13C NVR ( CRCIBK200s194759,

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, 1%8. 9, 118.6, 117.4, 115.2, 61.5, 28.7,
20. 1 Exanpl e 65:
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crude product h chronat g phy usi ng
O T o fr b e oot 18 BT L5 e L2 Sotiotind) 128 IR ( cDAl 3)
8 194. 81444943, 14048, 838.441322, 884.8303H5, 18074124.87122.51321.0, 1189, 7, 134. 1,

5328 , 2%229 iééé(i@g&n%]i“ 5'616091%%18" 16;01 (9;1’), 6}.%,92&7, %&61 3, 112. 7, 67. 1, 61.5,

2- Chl oro-4- (2, 5-di fl uoro-phenyl am no) - phenyl ]-f 5-[4-(2-hydroxy-ethyl) 35

f1.2,31tri azol -1-yl 1- 2-net hyl - phenyl } - met hanone (conpound 166) WO
2006/ 06 DK2005/ 000757 86 The reactl on was carried out simlarly as
descri béztdhiprotfe i g ' D ¢ d 471 (0.13

mmh% a Pz - e I ‘[Ii_ : 0 ‘, rude product was
puritied mat ography usi ng VeOH DCV 0 as the eluent to
afford he r@actape vcaérﬁgormmoutlsy@lwmaf( Gﬂsrleﬁdmtmzprgpa@ssn af eypounsiol4s, (), 5
146. 3 (@Emgjcﬂ%p@uné-agl 30 1333rﬁm%l) and3,8-dif] o%herlﬁngne (293 hmdi22rHe, 121. 0,

éigm% e Cede qrgdlﬁmvyfﬁscpuA;lfl(ag by flash chromatogr(apﬂel using Me]OI-g/%)CM ?]20 as t%8 7, 20.1

5-difl uq&np&ﬁé\f%r@r{ha@&lewﬁﬁfmh&d {5¢ MMR ECcOGigr k9501 hed.B-(dd)) 146.62 146.4,

3ltrjiazal - y - nane._ ( o 1 T eaction was
car P ed 165 gE]y;éyJé“ ﬁ%eg' e%"ﬁﬁ?h@%?@%@ ﬂoy;l%g%g’rrpi%zu%’d 148,

usi ng cmmm,mdo417]116(1 13 4rayalop. 2a6rd), D862 (i)f 6LSy 38BheAyd anmi 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 conmpound. 13C NWR (CDCI 3) 6 195.0, 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 WO 2006/ 063585 PCT/ DK2005/ 000757



87 CLAIM5S 1. A conpound of general fornmula la or Ib iINZNR 3 NOR 2 R\
~\RB/ ~Re RLH\ RS R4 laRBROR R NNNRS8/ R6 / RI/ N\ I
R5 R4 5 wb200dnessssn RL is nethyl, chloro, brono, or nerbwmK20031@07R2 is
chloro or nmethyl; R3 represents Cl_6al lgyl, C2_6al kenyl, C2_6al kynyl,
Cl_6hydroxyal kyl , Cl1_6hal oal kyl, C1_ 6al koxy, Cl_6al koxycar bonyl

Cl _6am no, ureido, thioureido, Cl 6al kyl car bonyl oxy, C1 6al kyl car bonyl ,
Cl_6al koxysmdonyl oxy, Cl_6al koxysul fonyl oxy, Cl_6al koxycar bamoyl , or 15
Cl_6ani nocar bonyl, each of which is optionally substituted with one or
nore, same or different substituents selected fromthe group consisting of
hal ogen, 1hfdpowpundref gensral, fotmulalla@rdbet hyl ,  cyano, carboxy, CONH2, nitro,
oxo, -S(O 2NH2, Cl_4al kyl, C2.4al kenyl, C2.4alkynyl, Cl_ 4hydroxyal kyl,
Cl_6hal oal kyl , C1. 4al koxy, C _4al koxycar bonyl, ureido, thioureido, Cl1_ 20
4al kyl car bony,f“&g\y Cl_4a koxg(car bonyhoxy, d 4a| koxysul f onyl oxy,

Cl_4al koRgapanpyl , Cll] 4a ﬁocar bohyl , _ClL. 4al kyl t hi o, C3_6cycl oal kyl ,
C3_6cycl oal ke 3 N TR, N € 4am rmosul f onyl, Cl1_4am nocar bonyl oxy,
Cl1_4al kyl sul fonyl oxy Cl_ 4al kyl car bonyl am no,

Cl. 4al kyl sul fonyl , et Ty 8 gt er rocycl oal kyl, or 2

6het er ocycl oal kenyl , V\D 2006/ 063!585 bCT/ DR2005/ 000757 88 wher ei n sai d
Cl_4al kyl, C2_4al kenyl, C2_4al kynyl ,R@1_4hydroxyal kyl, Cl_6hal oal kyl, C1_

wherein

R: is methyl, chloro, bromo, or methoxy;

10 R, is chloro or methyl;

Rs represents C,_¢alkyl, Cy-salkenyl, C;.¢alkynyl, C;¢hydroxyalkyl, C, ¢haloalkyl, C;.
salkoxy, Cj-salkoxycarbonyl, C;.samino, ureido, thioureido, Ci-¢alkylcarbonyloxy, C,.
ealkylcarbonyl, C; salkoxycarbonyloxy, C;.salkoxysulfonyloxy, C;-¢alkoxycarbamoyl, or

15  Ci.eaminocarbonyl,
each of which is optionally substituted with one or more, same or different substituents
selected from the group consisting of halogen, hydroxy, mercapto, trifluoromethyl,
cyano, carboxy, CONHjy, nitro, oxo, -S(0);NH,, Cy.salkyl, C,..alkenyl, Co-salkynyl, C,.
shydroxyalkyl, C,.¢haloalkyl, C;.4alkoxy, C;.salkoxycarbonyl, ureido, thioureido, C;.

20  salkylcarbonyloxy, C; salkoxycarbonyloxy, C;.4alkoxysulfonyloxy, C,-qsalkoxycarbamoyl,
Ci-saminocarbonyl, C,.4alkylthio, Cs.scycloalkyl, Cs.¢cycloalkenyl, amino, imino, C;.
«aminosulfonyl, C;.;aminocarbonyloxy, C;.salkylsulfonylamino, Ci-4alkoxyimino, C;.
salkylcarbonylamino, C;.salkylsulfonyl, C, ¢heteroaryl, Ci-sheterocycloalkyl, or C,.
gheterocycloalkeny!l,



4al koxy, CLl. 4al koxycar bonyl, wureido, thioureido, Cl.4alkylcarbonyloxy, Cl_
4al koxycar bonyl oxy, Cl1_4al koxysul f onyl oxy, Cl. 4al koxycar banoyl ,

Cl_4am nowerbamsbsssCl_  4al kyl t hi o, C3_6cycl oal kyl , C3_@cymrzadoenst,

am no, imno, Cl_4am nosulfonyl, C1L 5 ganlnocarbonyloxy,

Cl. 4al kyl sul fonyl am no, C1 4a|koxyin1ﬁ Cl1_4al kyl car bonyl am no, Cl1_

4al kyl sul fonyl, Cl1 6heteroary| Cl 6heterocyc|oalky| or

C2_ 6het RhasysLe a' E'Mk tLée)an'kWyél Awro@)ahﬁt mgavz%t& one or

nore, sane or |f At S ¢t'ed cbnsi sting of
hal ogensalkexys @xyalkowqérbomélr, @8&3@% thiourgide, Lﬁ-ﬁlF@HﬁEtcﬁShony@y&n& car boxy, CONH2,

nitro, Xy G I r t
hydr ogen, Q% 3?0%91 %W %la?ﬂj’k%il{lsm,#onylgJZ %ﬁg&gﬁaywﬁwat{%méggﬁdﬁyr ;!/:E{ (r):ca Sggcﬁ

ot her r ety ?rtc3h§%ﬁ4%§j6ﬂ CMV@@@HG”Y"I\HE'W H?'Gpociy‘*ani'P??M'fGBY'oﬁm hyl |

mﬁt h@XK sarfinBexonP¥R) G, . 4anz¢|tswlfonymhanwmkdfetnlﬂyb,, C104bI|@1dayBonylah5n@,rQVI ded
that the caonp

an nop a 2-ch ophenyl ] -[ 2-

net hyl - 5a'f315L|f ”P’Et%ﬁ?%fﬁwgg él—F rﬁﬁy Eyn”? %r]‘}@ﬁr%ﬁﬂrj’cyflﬂl% g Yi3_triazol -4-yl]
- phenyl hre otidnany Aertiodr substltuted wnth one or more, same or different substituents
[4[(2a ophen amno] hl o 1- ethyl)-1H
1,2, 3-t7f 8&8%5?#” %rngtcﬁn?' équ ?Pe%haﬁ%)%& % mégga%)é%(ar maceutical ly
accept abilfdalosamEthyt:(ﬂYaaQ,eqarlmxye§oelﬁz,trhImOeQXo, SQO)zNHo:,(ﬁm@LhYU adaording to to
cl a%(%n ﬁl;ﬁ, R3 represents Cl_6al kyl, C2_6al kenyl, C2_6al kynyl,

ydrox al'ky Cl_6al koxycarbonyl, Cl1 25 6a|ky|carbony| urei do, or

Cl 6ani ﬁbBaf%ﬁ%ﬁntS BEERION. RMITRH, &F 638G Yional |y substituted with one or
nore, same or different substituents selected fromthe group consisting of

hal ogen mercapto, .trjfluoronethyl, ano,, car box , hitro,
0x0, - SR® '%swﬁzr ©Eng fsiigerepgdently f&agh othss rebres Wme& 2?"?98'? b kyl
Cl_A4al kawroxgltr#mbmmwr heshidxy, eeteixsipcydral acdtei, doetafildo, 3Bethyl, or ethyl;
4a| kgl car bonyl oxy, CLl. 4al koxycar bonyl oxy, Cl1_4al koxysul f onyl oxy,

ﬁ | koxycar bampyl , Cl_4ami nocar bonyl, C1_4al kyl t hi o, C3_6cycl oal kyl,
CS 6cyclpaaA|d|mht;hlat treentamopouindi inopt [3t(2-adamiphesyl)droimp)-2-Elordahembl B2-bonyl oxy,

Cl. 4al k f | kyl |
Cr aal k1 SRR TR mnie s 0ToH ZRy el 1 R £ SHRA0K PRy -
6het er OCWhMﬂeeQW{H [(3mmihepheaghaminadf2-ghipephand 1-0btli R amdyoxveth it H-

substit yted yphid)-LQ08- Qhew,&,e@qnﬁeg{anoﬁié fferent substituents selected from
t he %Kgup consi sting of hal ogen,” hydroxy, -NH2, WO 2006/ 063585

PCTR 005/ 000757 89
or a pharmaceutically acceptable salt, solvate, or ester thereof.

2. A compound according to to claim 1, wherein Rz represents
Ci.salkyl, Cysalkenyl, Cy.salkynyl, Cy.¢hydroxyalkyl, Cy.¢alkoxycarbonyl, C;.

25  galkylcarbonyl, ureido, or C;.caminocarbonyl,
each of which are optionally substituted with one or more, same or different
substituents selected from the group consisting of halogen, hydroxy, mercapto,
trifluoromethyl, cyano, carboxy, CONH,, nitro, oxo, -S(0),NH,, Cj.salkyl, C,.salkenyl, C,.
salkynyl, Cy.4hydroxyalkyl, C;.4alkoxy, C;_salkoxycarbonyl, ureido, thioureido, C;.

30 salkylcarbonyloxy, C;.salkoxycarbonyloxy, C;.jalkoxysulfonyloxy, C;.salkoxycarbamoyl,
C,.saminocarbonyl, C;.salkylthio, Cs.¢cycloalkyl, Cs¢cycloalkenyl, amino, imino, C,.
saminosulfonyl, C;.;aminocarbonyloxy, C;.salkylsulfonylamino, C;.salkoxyimino, Cy.
salkylcarbonylamino, C;.4alkylsulfonyl, C,.¢heteroaryl, C,.¢heterocycloalkyl, or C,.
sheterocycloalkenyl,

35 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, CONH2, nitro, oxo, -S(O 2NH2,
Cl 4al kyl, or Cl _4hydroxyal kyl, or R3 represents hydrogen, hydroxy, or
car boxy. WwWo0osesmapound according to claim1l or 2, wherermKadys/ded;57R6, R7,
and R8 independently of each other %ﬁresent hydrogen hal ogen, hydr oxy,
trifluoronethyl, nethoxy, ethoxy, or ethyl. 4. A conpound
according to claim1l or 2, wherein R5, R6 and R7, independently of each

10 ot her, Jrgaﬁrtgsenhowtﬂneeyarraa'c%%sz SR, rrwr&{& -S{Opi . 0aRYNY

met hoxy, ano, " acetyl', ace or ‘et and’ wher ei n
R4 and ﬁ84hM@p@deéntly of each ot her repr esent hydrogen, haI ogen,

hydrOXyorhE'rédrH%rﬁﬂﬁycﬁ%ben MRIAERY or @hibeXY, Ccyano, acetyl, acetam do,
met hyl, or ethyl. 15 A corrpound according to claiml or 2, wherein R4,

R5, R6, R7, and RS |ndependentIy of each ot her represent hydrogen fluoro,

Ior chi OEOA c@n}p%%g@madgaswdi 1nGr2QNIEéI'y§|nOR'I@ RofR IRa) avd By hdephrateatin at .
east three o or represe A gQmpoun
accor di R§PS LRST EHP ée%ﬁ'ﬁgf"goﬁﬁh’ nadog ehry@fcﬁ(yR r'ﬂli%omﬁﬂﬂdpﬁgzt%%’r esanty”

hydr ogemethyl, onbttiyei n R5, R6, R7, and R38 represent hydrogen, or wherein R4,
R5, R7, and R8 represent hydrogen. 25 8. A conpound according to any one
of clains 1-6, wherein R4, R7, and R8, or R6, R7, and R8, or R4, R6, R7,
and R8, 40A danpoR6¢ ageridiRG, totaiR4l oRB, whereinis, RepandsBntindapgneaefily. of each A

COW@“”@&I‘S&Q‘%&Q&&& thydrédbh, PRge -ﬁh-ﬁ' raxy&trrﬂ@c?rf)ﬁieﬂwﬁlm'eﬁwd{?t @tﬂﬁbv\ﬁnd R2 is

chloro nPound accor;d'r to any one of clains
r epr esefYanCRCAY) [aFrlamida, MatwbffIe h\dr a'@lwﬁﬁﬂfd} Bsx3nd Ryinderendantd¥ owhi ch are

opt i onalehyh stHas réfretal NildtdyeANRalBhen, RYHEoXYS Brifkuoes melihlyf, ehethbx s LHIRdy, uent s
selected fromthe rou consij sE g f hal ogen, hydroxy, nercapto, -NH2,

car boxy SYRRNESCYh AP Sﬁ'omethg &F Cl_2hydroxyal kyl, C1_ 35 2al koxy.,
Cl 2al koxycar bonyl , Cl 2urei do, Cl_2t h| ourei do, Cl_2al kyI car bonyl oxy, Cl1_

G A Y P08 SORRLL OR BnB 2 635 R Shenesri o,

C1_2am rmo,ea@flo_mienrmeseﬁl hxamgﬁosﬂrlldronw ¢hl@®. 2am nocar bonyl oxy, Cl_
2al kyl sul fonyl am no, Cl1_2al koxyi m no, Cl_2al kyl car bonyl am no,

Cl_2al kyl sulfonyl, C2_ 5heteroaryl, C2 5het erocycl oal kyl ,
C3_5het & dcgp@mnmunﬁ@,qyordmg to any one of claims 1-5, wherein at least three of R4, Rs, Re,

R, or Rgrepresent hydrogen.

20
7. A compound according to any one of claims 1-6, wherein Rs, R;, and Rg represent
hydrogen, or, wherein Rs, R, Ry, and Rg represent hydrogen, or wherein Ry, Rs, Ry, and

Rg represent hydrogen.

25 8. A compound according to any one of claims 1-6, wherein R4, Rz, and Rg, or Rg, Ry,
and Rg, or R4, Rg, Ry, and Rg, or Ry, Re, and Rg, or R4, Rg, and R; represent hydrogen.

9. A compound according to any one of claims 1-8, wherein R, is methyl and R; is
chloro.
30
10. A compound according to to any one of claims 1-9, wherein R; represents Cy.jalkyl,
C,.salkenyl, or Cy.shydroxyalkyl, each of which are optionally substituted with one or
more, same or different substituents selected from the group consisting of halogen,
hydroxy, mercapto, -NH,, carboxy, CONHy, nitro, oxo, -S(0).NH,, C;.;hydroxyalkyl, C;.
35 ,alkoxy, C;,alkoxycarbonyl, C,.,ureido, C;.othioureido, C,.,alkylcarbonyloxy, C;.

,alkoxycarbonyloxy, C;.,alkoxysulfonyloxy, C,.,alkoxycarbamoyl, C;.;aminocarbonyl, C;.



the last 22 of which are optionally further substituted with one or nore,
sane or 5 different substituents selected fromthe group consisting of

hydr oxy, wbHBes/sassboxy, CONH2, oxo, or Cl_3al kyl. 11. Actoroesndozccor di ng
to to any one of clains 1-10, wherei n_R3 represents Cl_ 3al kyl,

Cl1_3al kenyl or Cl_3hydroxyal kyl, each °8f which are optionally substi t ut ed
w th one 10 or nore, same or different substituents selected fromthe

2 O5p GRS X, Yo & famiEL E8ﬁﬁﬁcaf%'gﬁﬁ&ar%ryéexo “S(0) 2NH2r

Cl_2ami radkdsuitonylamigy, ¢ Qamknaylrrmlo XalRiy isatbbowipéamg, fa;2alkglsulfonyl, C,.
5het er OW&EQQ%V&ZSh%F@oéﬂ%aﬁ# 0&3 sﬂ@ﬂe?&y@foglkgﬂ)trl' onal ly further substituted

ferent substituents selected fromthe group
COI’ISI st Fhrylaslf 22196Wbb€9 age optignatty fohengubstituted\with ipp8 PRdANHECcEIBERG to to any

one of glraldit shibdthueMRBeficted o aRE §8AIN SnaREIRY bf hy@bRY. -NHY &3%bxy, pr openyl,
all of which are substjtuted with one, two, three, or four sane

di f f er eRPNEOA: CfiénsdK¥lel ect ed from the group consi sting of hydroxy,
CONH2, oxo, 20 diethylam no, ethylam nocarbonyl, nethyl, hydroxynethyl,

P! L RSl vo b0l Soc ML b pefF) ROrsardonyl - ot oxy,

t et r ahy elllogdy Casateny| dr, G| MdmmblamyIeacfebﬂf\yhlaMarmpptlwaﬂjersatastrtyted wikleohat t er

f.ouf Op’ot %@ '%élnfugrs(ﬁ HEHGEd, Y egu?lﬂggele{:]t\ég’fromﬁ?ee ro%F cERHEm%gTSS’@ 6>Ty,

differen uents sel ec rou stin
et hyl . -12152, arbOAchTfW@uﬁ@l\létbc@XQil ﬁ(;P)IzltiHar@i sz@OEYallsWaCn@ KoxypC,. V\/ner ein R3

i s 2-hydrpxxehdbhyl, %;,2lf+>éfffoozv>/pgr9.mxéarbw|b@ﬁ;am.n@téfyzka»ky%uﬁowmmoozﬁypropyl

2- (et hyI sul fonyI am no) e am naop
2, 2- di meltgigrocydoaiy; B)@o'?étng afvhwataﬁglPptl@ad'véwrt%fyﬁﬂfbéﬂwdaw'tb ong[oHxy) - et hyl ,

3-(tet rafwdr@nwa.aarffarédt QUNILItRERD BElectR TR Ed Bty dsBtiBYhg oBfydroxy or
car boxynet et hyl am nocar bonyl net hyl , (2-hydroxy-1, 1-di et hyl -
Eﬁs %’é{r b

et h f)a onyl nethyl, 1-pyrrolidin-1-yl-ethanone,
1- nor phol i n- 4-yl - et hanone, 2- chloroethyl, 1-hydroxy-I-nethyl-ethyl,
acetyl m no-| - meth

ettt 1b: BTABAUREB SO poy BRE ARG P2 el ROhralb LR
(4- met hy:thyﬂ)l epyzpropenyil pH efwylch are dumthydearmtmo'% tephiHree, or four, same
Sobe bLALAINEE LT AL SR R RS B oPR SRy AR BB O
cl a?frs diethyylahinge athviamingearhpry! @ethYLﬂﬂyd}lPW(ﬂfﬁSbﬂnHYra@'&f'ﬁ\dl mgrri®!ind, any one
of clai ghiofs, Noéﬁcgamr %etﬁ@ﬁf@df@)nlyp m&hdy, ﬁHgermawtqr@&@pre@wg to any one
of clainms 1-13 se ecte_ romthe group consis %

methylsulfonylamino, -S(0),NH;, tetrahydropyranyl, [1 3] ioxolanyl, 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.

25
13. A compound according to any one of claims 1-12, wherein R3is 2-hydroxyethyl, 3-
hydroxypropyl, carbamoylmethyl, 2,3-dihydroxypropyl, 2-(methylsulfonylamino)ethyl,
sulfonylaminopropyl, 2,2-dimethyl-[1,3]dioxolan-4-ylmethyl, 2-(tetrahydro-pyran-2-
yloxy)-ethyl, 3-(tetrahydro-pyran-2-yloxy)-propyl, ethoxycarbonylmethyl,

30 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, hydroxymethyl, 3-hydroxy-propenyl, 2-amino-ethyl,
methylurea, 2-morpholin-4-yl-ethyl, (4-methyl-piperazin-1-yl)-ethyl, 2-diethylamino-

35 ethyl, 2-(2-hydroxy-ethylamino)-ethyl, propylaminoethyl, or diethylamine.



f [2-Chl oro-4-(2, 4-difluoro-phenyl am no)-phenyl ]-(2-nethyl-
-{1-[2-(tetra hydro-pyran-
-yl oxy) -wOlydcjoeisss[ 1, 2, 3] tri azol - 4-yl } - phenyl ) - net hanowreT(pxogsuonc7101) ,
2- Chl or 0- 4- (2, 4-di f l uor o- phenyl am no)_- phenyl ] - {5-[ 1- (2- hydr oxy-et hyl ) - 1H
01,2, 3]triazol-4-yl]-2-nethyl- phem?’l1 } - met hanone (conpound 102),
2- Chl or o- 4- (2 4-di f | uor o- phenyl am no) - phenyl ]-(2-nmethyl-5-{1-[3-(tetra
gg;rgog ran- m cl)uon)gjye}ccgrrcpr%/ cJtolg_rt-y[o]He of3c]|§ |rn|salz9£ o?‘gé(rke}ralpﬁa?rﬂxlla)lanm hanone
2- Chl or o- 4 (2 4-di f | uor o- phenyl am no) - phenyl ] - {5-[ 1- ( 3- hydr oxy- propyl ) - 1H
1, 2 3ktr oA RIGIWdadiRhan9Be 65818 , 15

Chl or]g ?%Rhouﬁ]dﬁéﬁgréﬁ%ﬁeny am no% Cﬂms - 59 -(2, Emgll @t hyl-[1,3]dio
| an-4- ylnethyl)-1H1[1, 2,3]triazol -4- yI ]- 2 rret hyI phenyl } - met hanone
OMpOURg, l\Q%)'npound according to any one of claims 1-13 selected from the group consisting

Cnh oro 4-(2,4-difl uoro-phenyl am no) - phenyl ] -{5-[1- (2, 3-di hydr oxy- propyl)
H Pf 2,3]triazol-4-yl]-2-methyl -phenyl }-nmethanone (conpound 106),
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(4-{ 21%2;;%%04 02 4-difudrodHeh YRR @hsiadyari2Reet tyesz 03 2 detrapy biyd-pyraeny | } -
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- |

o g ) By e el by 1 i o)
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[

4-

2,

{

2 03),
-{ uor o- phenyl am no) - benzoyl ]-4- thyI - phenyl } -
2, 3] t[ﬁr%hiQﬂO-‘!Li%d4)d'ﬁté@1°rfé!’e§<¥|a@'(‘?)oﬁ'i!ﬁiwﬂd -11(3-hydroxy-propyl)-1H
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4-

, 2,

4-

2,

1 —r—-

g]?:t[h%ﬁﬂ@idm |§-%’-|41€€|1yfl-lpﬁelﬁyﬂ}ﬂh@:ﬂ¥hcﬁ‘m (@)npbeRd agh], - 4- met hyl - phenyl } 30
riazol

{ 3-[RXRigfopt ég A Euﬁmd?ﬁq_"%ﬁ%ﬁ& *ﬁ‘iﬂ @nfﬁ‘gij'qg@niéﬁﬂwy'i1rPéFW§P'th‘Eny| }-
3] tytinagol )= 1Hy b )2, Nefidzoh el pryméthid-gherstl yetbadprie) (campbamd ti@S), conpound

{3- [EzC’Hfﬁmo‘} 24 ?Euﬁrod?qqnﬁl)amﬂn%g r]ya]r’rﬁug} (%gnd'hg;? XY pro?yhillalhenyl }-
3] t[mZaZhhailolyll i Jzepyethmﬂhdnyi}1m9ﬁhae¢¢ea¢¢omogcd)r196hnd 114), 35

r : | - phenyl } -
4 tir 53 LQr emﬁ o £:(4 ﬂa.ﬁhy&r&mﬁ%ﬁaﬁ% @e@mw -ghefipt ,hyV\Dp enyl }
oapoe:-{aazsmcr,a"zqmm@/ce@wgez (cogrzoound 107),
- Cnl ijmﬂ {ébtémuBloU&?r(QrEea.hﬁbropﬁwlmapbemWyci }ne{tﬁyuhflfee?r}hydr oxy- et hyl)

1,2,3]triazol -1- -2-me - met hanone (caonpound 11
[ 1,2,3]triazol-1- %/ll)]propane 1 >éulfcg)mc a?:lld}amlde (compoungj n’g) 6).

/-\AwAA

one (conpoun

|l_|Nl_| Nl-|NHl-| Nl-' Nl_|Al_|/—\|
NOR ' ' PR, PAPA

N-[2-(4-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-pheny!}-
[1,2,3]triazol-1-yl)-ethyl]-methanesulfonamide (compound 109),

25  (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-difluoro-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-phenyi}-

30 [1,2,3]triazol-1-yl)-N-ethyl-acetamide (compound 112),
2-(4-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-
[1,2,3]triazol-1-yl)-N-(2-hydroxy-1,1-dimethyl-ethyl)-acetamide (compound 113),
2-(4-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-
[1,2,3]triazol-1-yl)-1-pyrrolidin-1-yl-ethanone (compound 114),

35 2-(4-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-
[1,2,3]triazol-1-yl)-1-morpholin-4-yl-ethanone (compound 115),



(2-Chl oro-4-o-tolyl am no- phenyl ) -{5-[4-(2-hydroxy-ethyl)-[1,2,3]triazol-1-y
|']-2- methyl -phenyl }-nmethanone (conmpound 117), 5

[ 2- Chl or ow@-20@70sbdser o- 4- f | uor o- phenyl am no) - phenyl ] - { 5- pdT(pdc2bysAosy - et hyl )
- [ 1,2,3]triazol-1-yl]-2-nmethyl- phe %/ } - met hanone (conpound 118),

[ 2-Chl oro-4-(2, 4-difluoro-phenyl am no§ phenyl ] - (2- met hoxy-5-{1-[2-(tetrahyd
ro- pyran-2-yloxy)-ethyl]-1H[1,2,3]triazol -4-yl}-phenyl)-nmethanone

Egogf(‘;&dcﬁm( R Sr il e ST Y o S (g(:gg?’ﬂ’y%trh%xy ethyl) - 1H
[ a0, 2,33l]rtazolak(yl] Ztﬂydtbylzﬂhmvﬁomthﬂﬁ\enﬂt}onhmw (conpound 120),
[ 2 Chi 0(?cﬂroéo 4%-&939@2&8?{5 ?—?{ARBQ'mﬁlraxy thy tlm’b]trléz&l llyl[]% (tetra

hydr o- pyr an- }trl azol - 4- - phenyl ) - met hanone
(Corrpoumtlm-pﬁenyl} methanone compound 117

[2 Cﬂﬂ Orzacﬂroéétut(Izuaﬂ&ropmﬂw@mm)aﬁhswh&nwﬁ{5Jg4((a s oxetrghbyl ) - 1H [
3]triazo rret anone }1 ound 122), 15

[2 Chl oPoZ@JWZ?'rhd 102 &Féhx/'r%{}ﬁ“m@) 'y“ﬁ Bi ‘{%”Fr%‘ di met hyl - [ 1, 3] di oxol a
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[11{2 gftﬁ&g%&f‘a@dﬁrﬁké }:;Héhmarah@ WharyIngs-[1enzentblo-dehppt 1 - phenyl } - 1H
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[2-Chloro-4-(4-fluoro-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-[1,2,3]triazol-1-
yl]-2-methyl-phenyl}-methanone (compound 127),

25  [2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 128),
[2-Chloro-4-(2,4-difluoro-phenylamino)-phenyl]-{5-[4-(1-hydroxy-1-methyl-ethyl)-
[1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 129),
1-(1-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-1H-

30 [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-chloro-4-
(2,4-difluoro-phenylamino)-phenyl]-methanone (compound 131),
1-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-1H-
[1,2,3]triazole-4-carboxylic acid methyl ester (compound 132),

35 1-{3-[2-Chloro-4-(2,4-difluoro-phenylamino)-benzoyl]-4-methyl-phenyl}-1H-
[1,2,3]triazole-4-carboxylic acid (compound 133),
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ri azol - 1-wol2pechemsshyl - phenyl] -net hanone (conpound 13#LT/DK2005/000757
[ 2- Chl oro-4- (2, 4-di fl uoro-phenyl am nog phenyl ] -{5-[ 4-(3-hydroxy-propenyl) -
1,2,3]triazol-1-yl]-2-nethyl-phenyl ? met hanone (conpound 135), 5
4-(2-Am no-ethyl)-[1,2,3]triazol-1-yl]-2-nethyl-phenyl}-[2-chloro-4-(2,
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phenyl am no- phenyl ) - net hanone (conpoun
1-yl]-2-methyl-phenyl}-methanone (compound 14 ),
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[2-Chloro-4-(4-chloro-2-methyl-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 145),

25 [2-Chloro-4-(4-methoxy-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-[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-yl]-2-methyl-phenyl}-methanone (compound 147),
[4-(2,4-Difluoro-phenylamino)-2-methyl-phenyl]-{5-[4-(2-hydroxy-ethyl)-

30 [1,2,3]triazol-1-yl]-2-methyl-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),
{5-[4-(2-Hydroxy-ethyl)-[1,2,3]triazol-1-yl]-2-methyl-pheny|}-(2-methyl-4-
phenylamino-phenyl)-methanone (compound 150),

35 1-[3-(4-{5-[4-(2-Hydroxy-ethyl)-[1,2,3]triazol-1-yl]-2-methyl-benzoyl}-3-methyl-

phenylamino)-phenyl]-ethanone (compound 151),
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1-[3-(4-{5-[4-(2-Hydroxy-ethyl)-[1,2,3]triazol -1-yl]-2-nmethyl -benzoyl }-3-nme
t hyl - phewglarimeyssphenyl ] - et hanone (compound 151), WO 20@6K266586757
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[ 2- M -”teé YHoPEtRen yl] {5-[ 4- (2- hydroxy ethyl)
(2-Chloro-4-m-tolylamino-phenyl)-{5-[4-(2- hydroxy ethyl)-[1,2,3]triazol-1-yl]-2-
methyl-phenyl}-methanone (compound 162),
[2-Chloro-4-(3-methoxy-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-[1,2,3]triazol-
1-yl]-2-methyl-phenyl}-methanone (compound 163),

25  [2-Chloro-4-(2,3-dichloro-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol-1-yl]-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)-phenyl]-{5-[4-(2-hydroxy-ethyl)-

30 [1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 166), and
[2-Chloro-4-(3,5-difluoro-phenylamino)-phenyl]-{5-[4-(2-hydroxy-ethyl)-
[1,2,3]triazol-1-yl]-2-methyl-phenyl}-methanone (compound 167).



[1,2,3]triazol-1-yl]-2-nethyl-phenyl}-nmethanone (conpound 167). WD

2006/ 063585 PCT/ DK2005/ 000757 95 17. A pharmaceutical conposition

conpri si goaoemspsand according to any one of clai ns 1Pt&/DK20@5/000757
pharmaceutically acceptable salt or egger t hereof together with a
pharmaceutically acceptable vehicle or“excipient. 5 18. A conposition
according to claim 17 further corrpri sing anot her active conponent selected
fromthe,g cons stln ocot|00|ds Vit nal oque anti -
i ot a 3on PHRRREHE Prherih L RBREPS B bost PR B N er gen ¢
agents, clmﬁyﬂs o phanreseuticaiiy regaphalde aglent s$teC®)er20ﬁ tobéthet vith,a

salicyl I t & napr oxen, tinegadi ne, gold salts,
peni ci | ?Ea%ﬁlaé:%ng%%}agﬁiéﬁggtvfgbg[ 6%8&?5%1?& ng agents, retinoids, zinc salts
and salicyl azosul fapyridin. 19. A conpound according to any one of clains

1-165 folig Uﬁ%oﬁ\%oﬁtlgf?gt&ﬁaﬁ?tto i 1A fﬁﬂﬂgpémpﬁé?ﬁdjﬁﬁ’étﬂgr 5QiRNSnfpeRe Clai ms
1-16 for use as an anti-inflammatory agent or_ anticancer agent. 21. Use

of a coﬁ‘ﬂ%‘f}ﬁﬁlf@@tHTed?rﬁtjptCB“%iﬁy‘go?feg'WCE'F%EPWé vitarginfy analpgussaAlfact ure of a
medi canBrtarhidks,tfgteftt @ptiydtagi factok (mi) B Edgodists kicoeRfenagehtd, Midtapmat or y

di seases_or. conditions, or c. di seases, or. cond|tions. 20 22. Use
of a co s ok edreenl a[ggngngla%{lg "HJFb' r%{lsr?@qﬁaTé' ‘Ing “Wanuf acture of a
nedi canflafenbontd, maptoxeat ﬁmgad]ne,agrﬁdi baltsatpeoiniliamimgsearm cB3estéhe use of

cl 21 whrelnt i_nte mnistration 25
togie heFédvl\Jncin ¥ éer’et"éo(':?l Ve CCSS tsSﬁ%n?l'%(%lqggf”fagy?@gm the group consisting

of glucocorti c0| ds vitamn D anal ogues, anti-histam nes, platelet

activat hgga fcé‘u%hBund E’&Fo)rdm % QW%iBﬁclaﬁﬁ%i GRab} D& Qfﬁ'nﬁ;etfi’&%n‘f met hy|

xant hi nes, regeni c ag nts I bitors, icylates
|ndonetha0|n fl uf enamat e, naproxen, timnmegadine, gold salts,

peni ci | bam @EmpsﬁﬁdJH&c%Pth&%é Sﬁané 8eleIgin01-2868F 8se A£hM eﬁhdﬁflarﬁﬂnaé‘or§a| ts and
30 salicylazosul f ridin. 24. The use of claim?21 or 23, wherein the

i nf}2ama %{}tfrcﬁnglg rgeeibondition is asthma, allergy, arthritis,
r heumat 0| d arthritis, spondyl oarthritis, gout, atherosclerosis, chronic
infla
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20
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

25 together with another active component selected from the group consisting of
glucocorticoids, vitamin D analogues, anti-histamines, platelet activating factor (PAF)
antagonists, anticholinergenic agents, methyl xanthines, p-adregenic agents, COX-2
inhibitors, salicylates, indomethacin, flufenamate, naproxen, timegadine, gold salts,
peniciliamine, serum cholesterol reducing agents, retinoids, zinc salts and

30 salicylazosulfapyridin.

24. The use of claim 21 or 23, wherein the inflammatory disease or condition is
asthma, allergy, arthritis, rheumatoid arthritis, spondyloarthritis, gout, atherosclerosis,
chronic inflammatory bowel disease, Crohn’s disease, neurological inflammations,

35 inflammatory eye diseases, proliferative and inflammatory skin disorders, psoriasis,

atopic dermatitis, acne, uveitis, sepsis, septic shock or acne, osteoporosis.



25. The use of claim 21, wherein the ophthal mc disease is acute macul ar
degeneration or age-rel ated nmacul ar degeneration. 5 26. A nethod of
prevent i ngo 2006a@®B3sag or aneliorating inflammatory di seapes/pK2005200017t i ons,
or ophthal m c di seases or conditions, %he met hod conprising adm ni stering
to a patient in need thereof an ef fecPPve amount of a conpound according to
any one of «clains 1-16. 10 27. A nmethod of treating or aneliorating
cancer, the nethod conprising adm nistering to a patient in need thereof
an effective anbunt of a conpound according to any one of clains 1-16. 28.
The met BodT h:af uss] cfi ali@E2 ¥, whemein the aphthsimig distabaissacere mgceiRod¢aanesiianve

conmponegt . % ?Iét%ljerﬁéc‘?ﬂja fc{egghérlggo,group consi sting of glucocorticoids,

vitamn ogues, anti1- histam nes, platelet activating factor (PAF)
ant agoni sts, anticholinergenic agents, methyl xanthines, p-adregenic

ageny s, z@%n?ethadﬁbbbrfeoe.su dqsa.lelaaug at eme|.bm.ag&ﬁmﬁmatory Hlsuherasat e,

napr oxen, ti negadi salts, penicili gm ne, serum chol

etuch nEPaAATELor PRrhAl G Sisegtes or SBRoLmdhe setbod EURLA PRI TITRAING0 20,
The net kod p@fner&halrﬁe&@he}éof?aﬁx effdetiveiamduhe of afcbmpoatdagrodiiagasenpovneohndi ti on
i's asthI g 6ergy, arthritis, rheumatoid arthritis, spondyloarthritis,
gout , ﬁ@?% ct%r osi s, chronic inflammtory bowel disease, Crohn's

di sease, neurological inflammations, inflanmatory eye di seases,
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der mat acne eptic s or ac 0St €0pOr 0Si S.
30. Thetmrewrhtientoh r@pmtlnerrg@f amnféecéwﬁ amwnépﬁ@ ﬁam@p@ndja@f@a@eg it apy Gt‘% ofracul ar
degener gt| Q191 age-rel ated macul ar degeneration. 30

28. The method of claim 26 further comprising administering another active component
15 selected from the group consisting of glucocorticoids, vitamin D analogues, anti-
histamines, platelet activating factor (PAF) antagonists, anticholinergenic agents,
methyl xanthines, p-adregenic agents, COX-2 inhibitors, salicylates, indomethacin,
flufenamate, naproxen, timegadine, gold salts, peniciliamine, serum cholesterol
reducing agents, retinoids, zinc salts and salicylazosulfapyridin.
20
29. The method of claim 26 or 28, wherein the inflammatory disease or condition is
asthma, allergy, arthritis, rheumatoid arthritis, spondyloarthritis, gout, atherosclerosis,
chronic inflammatory bowel disease, Crohn’s disease, neurological inflammations,
inflammatory eye diseases, proliferative and inflammatory skin disorders, psoriasis,

25  atopic dermatitis, acne, uveitis, sepsis, septic shock or acne, and osteoporosis.

30. The method of claim 26, wherein the ophthalmic disease is acute macular

degeneration or age-related macular degeneration.

30



