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SUBSTI TUTED ACETOPHENONES USEFUL AS PDE4 | NHI BI TORS
FI ELD OF THE I NVENTION This invention relates to novel
wo bhshiuut ed acet ophenones and deri vati ves thepenbk2007/000564
processes for the preparation thereof, to said
CONMPOUFHBES TEBFTERSRCETRPHENONAD WSEFY- B afifdc EXHIBEEPRS
conposi tions conprising said conpounds, to nethods of
treating diseases with said conpou nds, and to the use
of said conpounds in the manufacture of nedi canments.
BACKGROUND OF THE | NVENTI ON Phosphodi est er ases are
FIENDYOR IHEINNVENAIQH yse t he hydrol ysis of cycl ic AWP
Tlslgglé)voe&\ttlog éF{?%esggEdA%ég‘g%ét l{ ace%e@rgﬁ %\@ lgvatives
theetdfu beocessgUbatheoprepa ratianft h@rleGﬂ:’SaI@veﬂnQO udfs faneusein

hos

RGOS RPE RS Bt B dia.saig compounps, o,
nfemodsmmreaﬂbazu:seaseh @ithossid compey pas, awdctglthe @Irse @f saifvP
co%g§&%§%ﬂ the ndHUMIELANG hBllarERtory cells such as

neut rophi’I's, macrop ages an ynphocytes (Z. Huang
and J. A Manci ni, Current Med. Chem 13, 2006, pp.
BE@%&‘?@%P\@OF%E ﬁl\ﬂgmﬁ)ﬁ key second nessenger in the
I on ammat ory responses, PDE4 has been

Pm@whqdeeta@syslaae @nzmeaMtqathymeﬁmlh%gIYéﬁ of cyclic AMP

anjmdq ot' @ @él'ﬁ?ﬁéAWcﬁﬁl(ﬂ@P %Qb&ftllv@@gahera\é such they

nes SUC
anemntmat tooeelwfarpegdation; of ﬁéMBf%rC@NtPe'@Uﬁ'é ahthg 1t acti ve

phSp96H lﬁggraéeﬁ%é rli}ﬁre%péb Rk, brddphBuRERFYsed m@sﬁf’r’lﬁEUCJhd

as ast ronic o StrUCtIVG puInDnary di seas

PRERRD) seletbieriar 6AYPaPPRf it the m&Fb'}ﬁ“RP"EPé\trFﬁ?q‘{'?@r of cAMP

%@E%dsmqhﬁﬁ?rﬁeear?&ﬁ‘r lakith &orf B4l &l ¢ hefs Mutro lIQFIéJQ'nacrophages
scovery Today 10 (22), 2005, pp. _1503- 15f

and advmpaeﬂﬁfﬁf (€1 Quanmyngady dansiaGe Ve Lhem. 13, 2006,

p;E’DEzs-?sC@.b_az)t Ys APPAsia ki, Diddonl Medskrgad imahappednatich b
vi abl e treatment _of AD (Jour nal ? Investg ative

'nﬂemm@terbwpem%stEéf@é)beegﬁu@3 to ey ippEniiaamatory
rds Hh&éé SFORBardhriatély deBa sl radddiatifg rRisFamMatdly c@tdﬁlﬁbs&uch

as iy F%_ Img%/,lewgl’ \i(1,| ?lrgseq%ﬁtﬁ;:g% InnDblt(?gr}loF }/DEZ?% here orpet h

become an attractive target for the therapy of inflammatory diseases such as

asthma, chronic obstructive pulmonary disease (COPD), rheumatoid arthritis,
atopic dermatitis, Crohn’s disease etc. (M.D. Houslay et al., Drug Discovery
Today 10 (22), 2005, pp. 1503-1519). As atopic dermatitis (AD) patients have
increased PDE-activity, PDE4-inhibition would also appear to be a viable
treatment of AD (Journal of Investigative Dermatology (1986), 87(3), 372-6).
The PDE4 gene family consists at least of four genes, A, B, C and D, which have
a high degree of homology (V. Boswell Smith and D. Spina, Curr. Opinion
Investig. Drugs 6(11), 2006, pp. 1136-1141). The four PDE4 isoforms are
differentially expressed in different tissues and cell types. Thus, PDE4B is
predominantly expressed in monocytes and neutrophils, but not in cortex and
epithelial cells, while PDE4D is expressed in lung, cortex, cerebellum and T-cells

(C. Kroegel and M. Foerster, Exp. Opinion Investig. Drugs 16(1), 2007, pp. 109-
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Investig. Drugs 6(11), 2006, pp. 1136-1141). The four
PDE4 isoforns are differentially expressed in
wohdds@remws tissues and cell types. Thus, PDE4BpCB/DK2007/000564
predom nantly expressed in anocytes and neutrophils,
but not in cortex and epithelial cells, while PDE4D is
expressed in lung, cortex, cerebellumand T-cells (C
154020R4s BBEh bpeduhes tigdt, inFikRionQFi mjamm) Imt\hQStir'agx is assmated

e b s R g e L

phifha rifdvAarsea a@nﬁf@ﬁéﬁs,f\@hﬁrdaslmblaﬁWDﬂ PBE@Biis1@sdoDBded with

T R T R L o e

Hawever, Biid BDEALIGbFofdevetoped Bo far preondthheliened &b b865ecn'" c for

200 : -178).
o oGEis R BRGNP loe DR e R0 e o
thaivythefapdueic feffiect &Dﬁﬁldmémrwﬁisehbmmmmarmthma and COPD

i nhi bitors have been studied for their therapeutic

effect on inflamatory diseases, primarily asthm and
TIZORE of hisedel, tis¢ophiyllinke e weak.opinybélective plsosphedigkterase

n-sel ect h
mp% tg{ r’r‘éﬁ? rg'sgﬁl?aqdéfgéé éaggﬁl (!I Q(—!'Hsgﬁtsg{:h ggt% tHn'?a EE&
CO:PDDT reﬁtm&htrmmh tvveowhytllrrmphy,l hwm@vamglverrmméoth gnilceand
o438 e RUhe b, PR Sl CURLol LSS pod i
uumwquttgxemhyﬂlheocmwgel ped Festereisuprad. Awhgsmod@wlaa? has
ﬁalﬂgg RE‘E&??&J e{a§€§t flafanfl SHR AR tﬁEHpﬁCtsé\Yeﬁ'aF &8P more
or an I-1n ry erapy, severa nor e

sajettivet R Pibitars hayve beers davalepdscand dé'@ét'@qiéd i AcFlinical

S%ﬂxgsﬁ'ﬁgaﬁrﬁgal'd%v@io&deﬂ Bﬁlna GldrFitRd Fr&tﬁer@rétrﬁ@ﬂbm inhibitors

1 opnent of man |rst enerati1 on PDE
sulqhmsoroﬂloraynmmla@ntlaueqd)ﬂamtwé%% IgHBRg ﬁﬁ'@éﬁfeﬁtﬁe prignarily

ng&%%.éﬁdn%{é\bag SR dedrieFdton ﬂﬁEWHltLlVorQWQpp%‘?gntly less

enesi s con -fgfeneratlon PDE4 1 nhibitors wt
pepmoHNesft dgveres & 9¢t5@@@ﬁe@en@dwe@%caéfcwéK@%\?'é% supra).

PISEL{ ﬁl‘ﬂml%ré Qr&*dr@xﬁﬁ‘lplé Hlbé\b§e<{ HHOEEs bay1 75 BR@ EP 09B6 43.
bitors are for exanp di sclosed in EP 0771794 a 5135_

V@%@Q@@gnd W 96595/ taﬁ%lomt%?ts@i'vei fierept dsubstitute
déF\ rowﬁfdmésywﬁll'cﬁ f28& HMibidors Bb@{ldl’&:lﬂl\ﬂd pﬁoﬁrhodleste rase

oropg di nes ch are inhi ors o
NEgH

TiredpReanUSUS] BERd IoRHASVEIOP AP PR d RiEGET YN Mave 2

Ry &4 \eRir-aKle RRM@be MREHiido, Piet fverdtivePseherféts) wilileeretaining
favourabl e therapeutic w ndow i.e. fewer ad

theyi herapeuisiansi-inBpRimAtAy effect. An overview of prec dfinlcal and clinical

trials with selective PDE4 inhibitors, including such inhibitors aimed for the
treatment of for psoriasis, was recently given in Inflammation & Allergy: Drug
Targets, 2007, 6(1), 17-26.

SUMMARY OF THE INVENTION

The inventors have surprisingly found that novel compounds of the present
invention exhibit selective PDE4 inhibitory activity (having a >10 times reduced
activity against PDE 1, 2, 3, 5, 7, 8, 9, 10, or 11), which may be useful as

therapeutic agents for inflammatory allergic diseases such as bronchial asthma,
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their therapeutic anti-inflamuatory effect. An
overview of preclinical and clinical trials with

we2lgotisye PDE4 inhibitors, including such i nhpdi/brR®7/000564

aimed for the treatnment of fgr psoriasis, was recently

given in Inflammtion & Allergy: Drug Targets, 2007,

6(1), 17-26. SUMVARY CF THE | NVENTI ON The inventors
alfergr r$|U1‘tIi)§,iﬁdn@ﬁp]\r’tlsuEdtdirh&turf&(ﬂl@éasemsr@duasish@fmaﬂom

t ] t b t | t hi,bi,t
bty plegiseSs. SHsmmaes Pababdatate, ity Hlsdhig and
sy3REmik, lugus arytﬁemitosﬂs, fisedd®s dfrthél:é:ntra%narhommyysbem such as

f ul t t ts_f I '
affEesien oo o rReRfe b athier e i hlp el
reflust da@péd by icardiaifadlirensheck]i Selaszebrovaltules diseasant aidithe

h I I . Bowel
i i et dohteBanBl g ey e hATRE R

erythenatosus di seases of the central nervous system
such re [ e A hy
3By SORRTRSAL I HREN Bpy 3 SERE S 1PpAARARR,
uéammmoean&hOEnganﬁﬂuﬂveﬁﬂﬁmas%uﬁachdSﬂeasebmsﬁﬁ@SKhe
cyielfong 5L A R BtaR sl RtV DE S AR and i
parichlen @boiass, enrdqarrrwgrftanmgatlw,eaiowercga @klrmmp Pl ate iodgd
f.di S
rfy k8l i Rcfon HER3GRingy HOPSIFBERY, Sy SRemalic atopic
deronatitis, sebafenaic andnatmt@anonta;u kiarmp@tm?,ute@c@ﬂa eﬂﬁpdté%n%ﬂd
%% pmmation, alopecia, skin atrophy, steroid induced
SKin atrophy, skin agei ng, photo skin ageing, acne,
Compaunds ofsthea:trcpﬁnt ideention Mmpy alsodiyeradypptagepHa Pranesties
Lgﬂ'nn:gsaﬂ/v gﬁ&@tdl Ped Utbl IHERD fnitidH, 'IéIv%en@ﬂ:g(l@@yz ®8®uced skin
ounds o resent invention al so have
lratﬂfkmt igeysd prefpbeliq etgbiitic aroygmwr@m@a"é.eﬂmnahon
pfopeHsRd JBRRG ddibR) Bid?)@rtléso‘é%%ﬁﬁé O SSuke chdrgetertlcs after

skinifritation, | roved abolic stabilit

dennoplelivery, al@f WA ORY kg Iﬁ%tﬂ?&ﬁ?l%‘f/éﬁ&ﬁ?l\%@ be used as

allBH arfRLE VEdY inyredehts ifdrus YSinRThGorRXiee $heé Ereatment of
characteristics after dermal delivery, all of which

derpal disedsehem especial |y suitable to be used as active
phar maceutical ingredients in drug formul ations for

the treatnent o
Accordingly, the present invention relates to a compound according to formula I

O0—R2
O—R3
0]
X; ~ Xy R11
I s
Xz\x//(a
3
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dermal di seases. Accordingly, the present invention

relates t o a conpound according t o fornula Iwherein
woXRoos¥27404X3, X4 and X5 i ndependently of each optEDK2007/000564

represent -CH or N, or X3, 24 and X5 independently of

each other represent -CH or N, and X1 and X2

i ndependently of each other represent C and form part

of an additional 6- nefbered aromatic ring; wherein Ri

represents al kyl, al kenyl, al kynyl, hal oal kyl,

hydr oxyal kyl , or al kyl carbonyl, all of which are
whptdioXal Xy Xsuksand ¥t ediepgnderglyoof emvhegthearepregent -CH- or N;

different substituents selected fromR4, or R

represents hydrogen; R2 represents al kyl, cycloal kyl,
oakIsenydnd Xyiodepdndenily of @bkly ntHer raptesantcyCH- or N, and X; and X;

dro I I I i
g oF RS S s Ao RSP B S or B B apaiional e
n&hﬂ&xyabhyhaUthgpf whi ch are optionally substituted
by one or nore, sane or different substituents
selected fromR5; or R2 represents h&dro gen or

whékdin By GyrSeRs 2ikyR3l kepr ealisymyd, halkglky|, dydraxplsyl,, or

C .
glgrgﬁdnzl |I %fqﬂgbﬁ?%écycﬁ%@g%hbfmltfbab%fébf/ or more, same or
diffeye ral wstnt@hww&w@&yﬁr@m Borg/1 R: repRsAents B9aeky, or
al koxyal kyl, all of which are optlonally substltuted

by one or nore, sane or different substituent
Rs edpsesants Alkymareloatky!, Rikerwpravsioatienl @leyguh, haloalkyl

SRR )t i

alésx arbanyioxy °h9UFPl§Y@JkY'oP ﬁfaW@éﬂhk‘iﬂe optigna Ipfté%%'ﬁ‘e@dgov one or
%,y ey br d%r@&"ébbsﬁ“é)ﬁts séé&@&)ﬁlom RYChbPR] k§t¥dents

al oa cycl oal kyl, cycl oal kenyl,
hwﬁplaﬁ@yICHhﬁaFaﬁﬁal aryloxy, alkoxycarbonyloxy,
al koxycar bonyl , alkoxy, alkoxyalkyl aryl, a

het erocyclic ring, am nocarbon alkylth

Raresreaiits gyl £¥rhog!kyh ik, cng’q@%e@g @my?’haloalkyl
hd %L(?&"Itﬂqo H)é‘lzeiro@cllﬁgllfe?{yb :HIWI&WY,, arqrawm lRylaikbky @frbaviilc h
ar e Ionally SuUubSt]tu
ally e R iorguBL eeREkY. sLPL g Teaih StiRpali, g Euted by one or
MR8) £FRELE dIFde MOKIbstiRedLs Selbege Trons RN or Rorepredants RG

0088 ReRyr (OhEipt RIS Al P OB ALY

R, represents hydrogen, alkyl, alkenyl, alkynyl, halogen, oxo, alkoxy, hydroxy,
or haloalkyl;

Rs represents alkylaryl, carboxy, alkyl, alkenyl, cycloalkenyl, alkynyl, haloalkyl,
cycloalkyl, cycloalkenyl, carbamoyl, hydroxyalkyl, aryloxy, alkoxycarbonyloxy,
alkoxycarbonyl, alkoxy, alkoxyalkyl, aryl, a heterocyclic ring, aminocarbonyl,
alkylthio, alkylcarbonylamino, hydroxy, alkylcarbonyl, arylcarbonyl,
alkylcarbonyloxy, or amino, all of which are optionally substituted by one or
more, same or different substituents selected from Ry;

or Rs represents hydrogen, oxo, halogen, cyano, or nitro;
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cycl oal kyl, cycl oal kenyl, carbanoyl, hydroxyal kyl,
aryl oxy, al koxycarbonyl oxy, al koxycarbonyl, al koxy,

wa@bkdenyabkyl , aryl, a heterocyclic ring, anm noBer/DERY7/000564
al kyl thi o, al kyl carbonyl am ng, aryl carbonyl, hydroxy,
al kyl car bonyl , al kyl carbonyl oxy, or am no, all of
which are optionally substituted by one or nore, sane
or different substituents selected fromRs; or R6

Ry ERES a1yt S B ot ARPS LI g3t il Jro,
cyad dayioy) cvcaﬂalwtm daﬂbamb%y hydmkkg'lk?lh IaO/ony, aIkoxycarbononxy,

R R b KSh alkeraaigh 3R ok SeraRalie amiaagarbom
alhylclﬂoxyl_ai/lkaﬂb onghanmiag, wwaob(gnyl ,arydraxnh @ty lcabbngf whi ch
o1 EodRoyB T pla e YOy R et BETE b or
me@rsambsdmfyederuwbstuﬂmahtmhectm froxoRs;R8 represents

I | k I,
e e L L

al kyl sul fi nyl, heterocycloalkenyl heterocycloalkyl

Rarr%lreseﬂg(%l‘(i@ ﬁé?er CXQISE?&P%QMBaIkQHW ﬁ?&gnyl alkoxy, haloalkyl,

car
alkaltmoxlyetemdyc@hlkmyb Hnemrecmmallmhaamyy déﬁgarbpuweaewoaryl

aano%%{ W{l@drbé%‘e hZ&rroggéelfr(]?L SRS YR=koAH %rr‘tc% risd €61 & which

ydr'ogen, hal ogen, or 0xo;
ane ¢Fémf\eﬁxeﬁugsthytﬁdo@eﬁne ar rre, spanear qyﬁere@:rsubstltuents

%&%@3¥%@#E Rio represents hydrogen, alkyl, oxo,
ydroxy, ami no, al koxy, hal oal kyl

car boxy,
0@R7Wd¢$@ﬁ§5ahk<g'loge'ﬂuh¢|@$ﬁfe§éwgr one or nore, sane or
di fferent substituents selected from hydrogen,
hal ogen, ano, am no, al kyl, nethylsulfinyl
Rpeprssesis aplﬁijalke@m r%cloggme;§yclgglkgp‘ﬁ0§&kynﬁyglkoxy, haloalkyl,

alkflmlssgﬁ&f%u%rkw | @IRX‘SUIFW/V|r@té?ﬁtycldé?llfWYheté}dﬁyHoalkyl aryl,

al oal kyl, cl oal kenyl ,
al@al,cgaq%\w heW@FMyWI&XV: ipyy(@@onyl hydroxyalkyl, amino,
hﬁhr%wy&aém&w caw@mmm?@bpmwuy sabkiuYed BY loawsrInite,

ryl, a het erocyclic rln% anlnocarbonyl al kyl t hi o,
SQ{T‘ﬁWé'tffeéSﬂS/‘F ifents selecied fram Ruticar bonyl |
0PRYIpRERPRY hydrogen, halogen, or oxo;

R represents hydrogen, alkyl, haloalkyl, or hydroxyalkyl;

Rig represents hydrogen, alkyl, oxo, hydroxy, halogen, carboxy, amino, alkoxy,

haloalkyl, or hydroxyalkyl;

R,; represents one or more, same or different substituents selected from
hydrogen, halogen, cyano, amino, alkyl, methylsulfinyl, methylsulfonyl, amino,

cyano, or alkoxy;

Ry, represents alkylaryl, arylalkyl, carboxy, alkyl, alkenyl, alkynyl, haloalkyl,
cycloalkyl, cycloalkenyl, carbamoyl, hydroxyalkyl, aryloxy, alkoxycarbonyloxy,
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al kyl car bonyl oxy, or amno, all of which are
optionally substituted by one or nore, sane or

wdohkéds@rewi substituents sel ected from R8, or RPCT/DK2007/000564

represents hydrogen; with thg proviso Ru R2 and R3

cannot all be methyl; with the proviso that when R2

and R3 are both hydrogen, R cannot be nethyl or

alky gy @@Bony| Walkbxit, ltkgxyaikiyl arylh at hetberydic rirgg, r&mmhytarbonyl,
ri ng B

Y RAE0 SBypmramRs ARy e BeRY § SEsarbBRR, L' 09,

alkhbtarmim)gjxqabf yrrmtceaarladfflvehleisb&r sptiqiatly rsabsmmteerhby yne or

accept abl e [ RO’ sol vat es
"}Oﬁ%'r%é’?e °f ﬂ:}%ﬁ%'?s%sunb)éasuﬁggﬁ sel?ﬁgélf%\?@nfl on relates to a
opRarrapesahtsdaldregemposi ti on conpri sing a conpound of
general fornmula | as defined herein together with a

pharmaceutically acceptabl e vehicle or excipient or
wpthahmemd» 8al RyaratReparaiut@lidsr methyl;s), optionally

tﬂgtﬁah ¥\% Eltﬁt%'?erflﬁ c! Eégk-.h%tht Mr?ﬁ@rwd CCQM\é’t %He\fﬁyl or

c rrpound\(l r aspect Hvent |
hydogees to the use of a corrpound accordl ng to for nmul a

wi{:ﬁgﬁsﬁ)%wgf%ﬁ%l%% eav@@fsnﬁg pbﬁ, M&ﬁ\gpsa@he.s

S1 0ol ogi cal ‘har macéuti ca
hpdrogen athles riw B$anhgtcheaph®'w|,l\lom des or soI vat es
thereof, in the manufacture of a nedicanment for the
prophyl axis, treatnment or anelioration of dernal
and sbameaceuticalbnalceptable apd phesie egisally: Rleavalie egteampeous

pHR At rydﬂcéi)ﬁ'?lbge Yéits, APQLREE, NIRReE or sBRatddVigREddIN

et 6s To a ne preventing, treating or
anmel i orating der mal d| seases or conditions, or acute

IrQEnSt}F\EP B Sect! U@I’\%ﬂﬁ%’tﬁlmeg kS Qrﬂ\%FﬁacéJﬁﬁ:aﬂ&Irhﬁgsltlon

rrpnsmgammstenggtoa person suf f erilng from at
cq>rea§§msraecoamp@mdoofc9@@ dermyladrascigfingd f@.&@uﬁpg%ﬁ*‘%wh a

pRArMREEtEATPRBRR bR vEEIBdr @xtipRht @?fplhﬁﬁﬁaélﬁfti%bmy adddptable
phar maceutical |l y acceptabl e andphysi ol ogi cal

cRIreaiFahPRIICNS} ¥ rt%ge‘Tbﬁ'aWI’fﬁc%'ﬁtqrdaP'[eyOtQEE QH%W%Y@QY @gtive
copb@fg). Noxides or solvates thereof;

In yet another aspect, the invention relates to the use of a compound according
to formula I'as defined herein, and pharmaceutically acceptable and
physiologically cleavable esters, pharmaceutically acceptable salts, hydrates, N-
oxides or solvates thereof, in the manufacture of a medicament for the
prophylaxis, treatment or amelioration of dermal diseases or conditions, or acute

or chronic cutaneous wound disorders.

In yet another aspect, the invention relates to a method of preventing, treating
or ameliorating dermal diseases or conditions, or acute or chronic cutaneous
wound disorders, the method comprising administering to a person suffering
from at least one of said diseases an effective amount of one or more

compounds of formula I as defined herein and pharmaceutically acceptable and
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optionally together with a pharmaceutically acceptable
carrier or one or nore excipients, optionally in
wa oBionabd on wit h ot her therapeutically acti vVePCT/DK2007/000564
conpounds. In yet another aspect, the present
invention relates to a nethod for the preparation or
manuf acture of a conpound of general fornula I
pmmb@ea'alwgclaa\rmﬂ@ectesss phaymhes ticd s acdepeablbenlts, hydsatel, N-
c) d), or such as any one of the

°§§ﬁ%? Fgﬁﬂ?%éaikﬁF procedures described in the
o;ﬁ)&ﬁiﬂﬂb&ﬁge&hepﬁv&h&r phharensehecatlyrgcceptd btepdairoerablf gne or more

further sSin f upd e a
el 35BS PR Ui SRS e S
cmap@mnb DETAI LED DESCRPTI ON CF THE INVENTICN The term

"“hydrocarbon radical" is intended to indicate a

radi cal containing only hydrogen and carbon atons, it
Impst amnmhai aspent tbe pneseat doebtien aeldtesrtota metlod for the

carbon-c , ' i -
oS SRRSO R i
meﬂncni aesnyvgaerd depdilbrhhérein, cuaipes seethod 20, Rharcheh, or such as

R@bf a{éd ?EF%@FH QMRLeRiEPesadseribEd $h tl'?e' Qxaner‘plgs or
afy §f qéhgralingtholis g7 Brbasii W

atons.
prrerweramms malr«lyll an@bpewyally fgythoarqcyssmw&ammmwﬂ obtained,

td ém_‘%yéon%%gm%r%lgn n@ral’ fgﬁhﬁgtl‘}q J?ﬁl\»ﬁ\\@re iBEnd PhFeipr y! "

nt en dicate a ra of aromatic
carbocycllc rings conprising 6-20 carbon atons, such

D@'?Aﬁjfﬂbﬁl? ;gﬂqoﬂtgm‘mlgqeregrrg@,hy 6-10 carbon atons, in

partic rings, including fused
Tla«atejotwqr@carrbﬁrgsadmlhIsaﬂtqréisgtto drdicate gheadica! EPRgining only

fd‘l'e eﬁ%nm&g%n’ atBﬁ%hﬁthWay cbﬁ‘t@ﬁpbﬁhe apﬂwdrg@%UMlle andpé&r trlfple

‘heteroaryl™ 1s intended to Indicate radica
carbpRIcatir] bendsy andtl may icaEPries wyelicsalgties & ﬁ@PBF@HPBrWéth

blahCh&S befinddranbitties Sdd hYircRBfboh- finSridelan 28tcaBon Steats,

as 1-5 heteroatons and 1-10 carbon atons, such as 1-5
antb PERfRRDBNEC TAPSEE- 5 18ak ol -6 D85 14 el b £:% 1-2 carbon

atoiLITRRLeAH |ﬁélﬁ'dé|§éikﬂaémeﬁﬂatc§3ﬁalkwn cPabalikeml 2alkpnylQind
6- menbered rings wt - eteroatons sel ected from
aryl, as indicated below.

The term “aryl” is intended to indicate a radical of aromatic carbocyclic rings
comprising 6-20 carbon atoms, such as 6-14 carbon atoms, preferably 6-10
carbon atoms, in particular 5- or 6-membered rings, including fused carbocyclic
rings with at least one aromatic ring, such as phenyl, naphthyl, indenyl and

indanyl.

The term "heteroaryl” is intended to indicate radicals of heterocyclic aromatic
rings comprising 1-6 heteroatoms (selected from O, S and N) and 1-20 carbon
atoms, such as 1-5 heteroatoms and 1-10 carbon atoms, such as 1-5
heteroatoms and 1-6 carbon atoms, such as 1-5 heteroatoms and 1-3 carbon
atoms, in particular 5- or 6-membered rings with 1-4 heteroatoms selected from

0, S and N, including fused bicyclic rings with 1-4 heteroatoms, and wherein at
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O S and N, including fused bicyclic rings with 1-4
het eroat ons, and wherein atleast one ring is aronmatic,

we:2@s/0pmod dyl , qui nolyl, isoquinolyl, indolyl,PCT/DK2007/000564
t hi adi azol yl, oxodi azolyl, tgtrazolyl, furanyl,
pyridyl, thiazolyl, benzooxazolyl, imdazolyl,
pyrazol yl, oxazolyl, isoxazolyl, thienyl, pyrazinyl,

Ie|a§@(t>|h1é ﬂﬁ@'lé/bronl%ﬂt; lend. Ctﬁ/ZﬂlquuuﬂJ”M b;eaambbyn aﬂublyl |thrad|azoly|
resent cont ext,

I EWRE 0 LR e ) M e )
mﬂ@w%x&mm, asd%%lsan;amueﬁw, pPaizihyd/| ikythiczolyhrbesetmita2dyl,
grefe such as 1-6, such as 1-4 or such as
d gep B@Wy tons The termincl udes the subcl asses
nor mal aIkyI (p aIkyI) secondary and tertlary al kyl ,

Ir?sﬂ?@gmae)s?er,rmrtm e>€t E'?ﬁ Eﬁrm taél?){l’pg SgQéilﬁ(%lcefte rba%c)él bbtained
wihéﬁmﬁtmykjrodwadon'ﬁnd'enmbd)fgdm aThyeroaarbor. c@md @idyk gbrhprises

R e S e

Tb‘@tér&mmt@es the Bulpxaasses unoamnaBal8y lc@r aikml),ammndals«mid testiary

-6 carbon ncl u g f e
ol riEh B etk Brol SIS s PBREM B dFoshlBec sty
tary.cbutiple pleptyl, iEbperitel, mekyledret iscyetybal kyl " is int ended

to indicate a cycl oal kane radi cal as descri bed above,
wherein one or nore carbon atons are repl aced by

Theteno &yotos) kyt Oispntesid ag td irklicatea lzatu ratmyclcallga.nezraslicei
2-4 carho It | -
c§pRrERGaRg0 AR abHE! RElreBIPS Y Aoty 10 SRRy >+

caboB,atemg, snpnhpasr 3-6i earbon ptams| lndudiyg fumﬂr pinwdlicriyngs, e.g.

%&%ﬁl}ﬁ}ll IMK/I Q:?ﬂ &én&k%&%ﬂéw’ oPyd d}%lp\:kq' ng fused

|n S er oat ons, erein at | east
one ring conprises a heteroatom and wherein the ot her

Thé B OWetb Ry B8 ERDY §s prﬁ RdSPEPRaNGEd § c{télBQkaﬁe Badical as
¥ e

I sor ndol y e term"” a keny iIs Intended to indicate
dasqrnbndabouer wherejn ong gf mgre @arq?erﬁtauﬁsaas eelpeed by

hQﬁé%ﬁSﬁT b@@mbﬁgﬂngaﬂ 26 QAR drSatBehs2elf) L84 hLAIBH at'oﬁ'ls
particu -6 carbon atoms, such as_2-4 carbon ato

fusther cemmﬁwg 1'&( bRSErAAtoOmE) PRRF§rablyet, 3l 4513 geﬁeroatoms Selected
frBHE @nxﬂ or @e@tgeraﬁkerﬂflnﬁeﬁy@r'ﬁalkquhﬁ\o‘iﬁfdnnyp}{@'ﬂ@ldﬁ(@fb‘x‘ﬂyl and

I's | nteéended i ndi cat e nono-, di -
[1,3]dioxolyl, or lncludlng fused bicyclic rings W|th 1 4 heteroatoms wherein at
least one ring comprises a heteroatom, and wherein the other ring may for

example be a carbocyclic ring, e.g. isoindolyl.

The term "alkenyl” is intended to indicate a mono-, di-, tri-, tetra- or
pentaunsaturated hydrocarbon radical comprising 2-10 carbon atoms, in
particular 2-6 carbon atoms, such as 2-4 carbon atoms, e.g. ethenyl, propenyl

(allyl), methylbutenyl, butenyl, pentenyl or hexenyl.

The term “cycloalkenyl” is intended to indicate mono-, di- tri- or
tetraunsaturated non-aromatic cyclic hydrocarbon radicals, comprising 3-20

carbon atoms, including fused bicyclic rings, typically comprising 3-10 carbon



10

15

20

25

30

tetraunsaturated non-aromatic cyclic hydrocarbon
radi cal s, conprising 3-20 carbon atons, including
wo umed7avcyclic rings, typically conprising 3-20r/DK2007/000564
carbonatons, such as 3, 4, of 6 carbon atons, e.g.
cycl opropenyl, cycl obutenyl, cycl opentenyl,
cycl ohexenyl, cyl coheptenyl. The term

atohey, @u@wgbpal Beewarbdmauomserwlgdcwopmﬂemat eyciobutenyl,
rﬁég oalkg di cal as éhﬂ SCri ed above, wherein one or
Y %Whg? byhﬂanﬂom,
corrprl Si ng 1-20 carbon atorrB e.g. 2-4 carbon atorrB
uther r|S| to refea
i e ek PRy faRehud T B PR i eadP S st hhelvag ot es
désuﬁbeld bboye | witereinngse ov mbreleatkbbataeomatawseplamm n at

l ea O%?E%&%@SIP@ Hp%é(g?e%Pa ag(grtngr ggt anl %Q%om%g%lsnﬂ}rﬂ?er

r bocycl1c Tl
cdﬂhdnysin@flt& aa;droahomsz phefdidbyydt 02) o Dynet&rbgﬂoms'melelcmd‘rﬁrom o,

"al kyn |s | n a
N’r%rdg Qﬂug ﬁ%ﬁ ?I?%F ﬁg %Cl Il ogyo%somé)rggm at least one
rumgacdnopnaésm&;atdrwﬂouahhq' V\dmnepn |tBe ngwez -rif@ way fonexearophe be a
ar bon
ca£E %(g\%h r'('%é 'h%d?&h plfsén%@ %ﬁ\%%yﬁ—? péent@nyl or
hexynyl . The term "hal ogen” is intended to indicate a
upstit £ ' f -8 Fii ,
TR iy PHiehe 6 e ol Pt Grchie cBilfising 1-5
tripkeaC o@bkyds and 2t 2(hcanbde @teros, tydicely somnprisingyd -1§raameras
[ ogen
R i e b e i
propy hylo betyayhydentyoryl or hﬁkm‘)’ﬂ onet hyl . The term "al koxy"
Is intended to indicate a radical of the fornula -OR
wherein R is alkyl as indicated above, e.g. nethoxy,

The tegy’ halegand poingendesioer iogisrte, a BuRsSityentdrem thae "t @A group
ofat'gxgi ?R&ﬂﬁ' ﬂs)sL shiéh heheBRLEnioPo bRdibFahe. an al kyl group

ined ab6bve substituted with one or nore hydroxy,
e.g. hydroxynethyl, hydroxyethyl, hydroxypropyl. The

Tﬂéefemn “EHQIJH?kyI" 5 l'nfEr%@gQg u‘id?cét@@n@ﬂfcﬂ drolipdk Qi@hn@(ﬂ abb@e
formul a - 2, wherein each R' independentl

quéBFlé%rW'Eh PRRIPHEWRS haloggn ﬁwaéaﬂsﬁﬂeﬁ’ aBPYaie gsfluoro or

chloro, such as difluoromethyl, or trifluoromethyl.

The term “alkoxy” is intended to indicate a radical of the formula -OR’, wherein
R’ is alkyl as indicated above, e.g. methoxy, ethoxy, n-propoxy, isopropoxy,

butoxy, etc.

The term “hydroxyalkyl” is intended to indicate an alkyl group as defined above
substituted with one or more hydroxy, e.g. hydroxymethyl, hydroxyethyl,
hydroxypropyl.

The term “amino” is intended to indicate a radical of the formula -NR"’;, wherein
each R” independently represents hydrogen, or a hydrocarbon radical as

indicated above, e.g. -NH;, dimethylamino, -NHMe, -NHEt, tert.-butylamino.
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wo péogtads t o i ndi cate a radi cal

i ndi cat ed above, e.g. -NH2, dinethylam no, -NHWe,
-NHEt, tert.-butylam no.The term"alkylthio" is
of the formnul apeBpR2007/000564
wherein R is alkyl as indiggted above, e.g. -SMe. The
term "al koxycarbonyl" is intended to indicate a
radical of the formula -C(O- OR, wherein R is

al kyl as indicated above, e.g. nethoxycarbonyl,

TER R oAk AR 20 Vet &y ficah oS RaP L T

whatetmderd dikyliasdhédiadtedaabioad) €gl -SMet he fornul a - C( O)
NR'2, wherein each R' is as indicated above. The term
"al kyl carbonyl am no" is intended to indicate a radica

Tiod tdrhe“a‘lmwuhra)onle% irfGeM)edRo indivatecd madRcali of the Kgimws -C(0)-

at ed .abov and S ove.
Ore PRI o R ABHERER Bovkt st P fb ieiedfe s
ethadycabomfl, hipeoparyaattonyCipropdxycatbongi, rteR‘-buth\edaIKMnyl
as i ndi cated above e.g. acetyl. The term

el kyl carbonyl oxy"” is intended t o indicate a radical
of the fornula -OC( O -R, wherein R is alkyl as

The Ferﬁwat m%pé)rY)gh%IThsemttgr( IIt%' F&%?feaipéq]é’ah%)fhe Fotmula -C(0)-

endet ate a ra i'Ca or mul
NB”zC:(vm)er@nl%a,ch\Mﬁ’sselsnnﬂaheQ a@bkql as indicated above.
The term "heterocyclic ring” is intended to include
the definitions heteroaryl het er ocycl oal kyl and
Thetanoaikydozrbkeylgmines e isléftende tbindlicate adpdigalref the formula -

Nﬁygﬂbgtlfdwﬁé% §yg§t%£@ a‘@."ﬁﬁc%ﬁ%b%@@e{)nﬁéadﬁ R iLY¥Cindfcated

arbons ydr obenzo(b) di oxoci ne,
age@. 5, 8- tetrahydro [ I, 4] di oxoci ne, 5, 8-dihydro-
[I 4]dioxocine, 2,3-dihydro-|FLisoindoIe. The term
aIk | ar is intended to indicate an ar radi cal as
Thl%fﬁfﬁe‘(‘alalé)ﬂ@aféon%|'50'Wt¢@e§|LFQSﬂ¢'F@ﬁeerr%“iaﬁl oghh%lqumula -C(0)-

Rg ?ﬂ*f?@"‘ s A&kl AefhdrledEabsid e. g? gty (=tol oyl ),

enzene, etc. The term"arylalkyl"™ is intended to
i ndi cate an al kyl radical as deflned above, which is

T§é’p§’H t‘éﬂqﬂgal’ﬁ/bﬁho " i@lidflentiddt & dicte d9h# RafoPRVBrmula -O-
benzyl, phenylethyl, naphthyl nethyl, etc.
C(O) R’ wherein'R"is alkyl as indicated above.

The term “alkoxycarbonyloxy” is intended to indicate a radical of the formula -

0-C(0)-0-R’, wherein R’ is alkyl as indicated above.

The term “heterocyclic ring” is intended to include the definitions heteroaryl,
heterocycloalkyl and heterocylcoalkenyl as defined above, including annelated
ring systems with each other or with cyclic hydrocarbons, e.g. 2,5-
dihydrobenzo(b)dioxocine, 2,3,5,8-tetrahydro-[1,4]dioxocine, 5,8-dihydro-
[1,4]dioxocine, 2,3-dihydro-1H-isoindole.

The term “alkylaryl” is intended to indicate an aryl radical as defined above,
which is substituted with an alkyl radical as defined above, e.g. tolyl (=toloyl),

ethylbenzene, etc.
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The term "al koxyal kyl" is intended to indicate an

al kyl radical as defined above, which is substituted
wowdok/ozoal koxy radi cal as defined above, i.e.PCT/DK2007/000564

-R-OR, wherein each R igjalkyl, same or different,

as indicated above, e.g. nethoxynethyl, ethoxynethyl.

The term"aryloxy" is intended to indicate -OR ",

wherein R" is aryI as indicated above e. . phenoxy

The term "aryl.car S,. | tend
TR RviaTf AR t ot B SRR R U Cfen e
whizhve sulsst gutedeniriowh aryiapbtclayhs:aeﬂbmdydabov“éhe g deneyl,

"al k | kox a bon ".is intended to indicate
ph%y'%k‘%) %{f% , i®-each R |s aI kyl, same or
different, as |nd|cated above, tertbutoxycarbonyl

p 4 |
T B %%Eé%ﬁ%f%'cat% ?ﬁ PG Phtical g fiofiged above.
whmdusaﬁ:!&stetaﬁaiwlpm epatiedy rgd icebas deftnedl dwmvgouad- %fO R’
r oul i£,acid,

whbfel sden bl sl e Bpufret Ot B8 dic b 36835 €0
mtl‘ndnyme{thylmethuxameplhbdsphorl c, formc, acetic,

2, 2-dichl oroaetic, adipic, ascorbic, L-aspartic,

Lglutan1c galactarlc lactic, maleic, L-malic,
Thehteved Tarylogv?t isi lotenpled;ﬁfb indieate b&hRS), dvhegqﬂutpér iscaryl as
|n9kﬂﬁﬁpéﬁbve ef ﬂﬁggg nmet hanesul fonic, salicylic,

succi ni c, I C tartarlc benzenesulfonic,

et hane-1, 2- dISU|f0nIC 2- hydroxy et hanesul foni ¢ aci d,

Tt&cﬁt&ﬁp icEﬂﬂJn?l" iS mtgﬁd'@&td)fndfdéf@ttgb)aﬁ"'d whereln R"" is an aryl

ar mac tlca acceptable salts o conpoun s of

radinahas defm%ybevew hebenzayanashthylcreRRyl-on with a

sui tabl e base such as sodi um hydr oxi de, potaSS|um
hydr oxi de, magnesi um hydroxi de, cal ci um hydroxid

The terar “ai&\daldssmcr@rb%vﬂfblﬁuate@fm@ i indigate -Br- C4Qi s vherein

eRPRiQBIG!, Wér dr'?f'é?éhtaﬁs IrN&ted bV rd. gegert-f or
exanpl e triethylam ne, {Wrox -Iomer alkylan1nes for
M

b@tpanﬁréowlwa'mdxv@fmva gylmethyl.
bi s- (2- hydr oxyet hyl ) - am ne, cycloalkylanines for
exanpl e di cycl ohexyl am ne, benz

Thsc g mwaaﬁmywa&qﬂyggﬁéa,tam in entgﬂoto |nd|cate salts

pidipB RREYY PdHCEiIRg OEorkpdlrd 6T fBAMAla ILwitN%l sﬂﬁtab@&hbﬁga nic or
obt ai ned by reaction with ui tab

OrgABIGRA '|%Uﬁh@éd*vﬂaf’%fcuwaaqiifgm'%r‘i‘df’r‘ﬁéf? §’a?”cq}é"'° i
pRodpHbAE floymadyiabeic, &t haieHiorpaktis,, adipi€ 2ascorbic, L-aspartic, L-

glutamic, galactaric, lactic, maleic, L-malic, phthalic, citric, propionic, benzoic,
glutaric, gluconic, D-glucuronic, methanesulfonic, salicylic, succinic, malonic,
tartaric, benzenesulfonic, ethane-1,2-disulfonic, 2-hydroxy ethanesulfonic acid,
toluenesulfonic, sulfamic or fumaric acid. Pharmaceutically acceptable salts of
compounds of formula I may also be prepared by reaction with a suitable base
such as sodium hydroxide, potassium hydroxide, magnesium hydroxide, calcium
hydroxide, silver hydroxide, ammonia or the like, or suitable non-toxic amines,
such as lower alkylamines, for example triethylamine, hydroxy-lower
alkylamines, for example 2-hydroxyethylamine, bis-(2-hydroxyethyl)-amine,

cycloalkylamines, for example dicyclohexylamine, or benzylamines, for example
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hydr oxyet hyl ) -norpholin salts, L-lysine salts,
N- (2- hydr oxyet hyl ) -pyrrolidi ne salts, ethanol am ne
WGe20088774pot assi um sal ts, tetrabutyl anmoni um sabtBDK2007/000564
benzyl tri met hyl anmoni um sal t;g, cetyl trinethyl anmoni um
salts, tetranethyl amoni um sal ts, tetrapropyl ammoni um
salts, tris(hydroxynethyl)am nonethane salts,
N rmbémlyré'ﬂwgbu@mim@ sabtdberglylangine sat Largihmezet (hosingm

3 beiohacy 1950 B Ll b e, B e Bt e o
sddilirarsatt) afblhetga&enze(dmmwunﬂmo)eetgxanal saspadfd of

f la I |, d. I t . Q.
tpereahafihoud st eliinesats, RrCaReyPrEeF SIS e
salel, ethair@lammemltg,emtasgamobampetétmumamf?]cmmmobaius as a

S {
ol papIRgT B s cty L BRI RS oups
teteynethglamaxosium saltsh eett aprop gibmphariamcsalts, cal | y

T

saltyy ehierhoniSucéalfsh andudetonolMiye agltept abl e esters are
preferably prodrug ester derivatives, such being
convertible by solvolysis or cleavage under
T jesimol soyatal isyinteoded to dndicate at dpecies forwaed huiimtgraction
ounds Y r
RRR R TornPolse b Y Fb8 Bl frERCE dges iGNt o.0. alconal,
glyesspeot watdry whergjn said-speegies h?yeilroa ypold Farm. BN’O@I@IWW@ the
h r [ | r nmore enbodi nents of
S(ﬂﬁe&t ga'e g,%@g%\./ge%;ﬂs@%a ??ﬁ%}géﬂ)ag%t%esents pyridyl,
pyr azi nyI qui nol yl, pyrimdinyl or pyridazinyl
CQIRF?QH@J J)fy th%qn\%ﬁtfdﬁ \ﬁqchcBn\pﬂ@@ fide K&yl P& or free

erent substituents selected fromfluoro, chloro
carboxyic ayhamuUPSENMLARKEO exigkin Hie orovefimhsmarertical¥ or
f {
aé&??aobﬁw B?tgbg(t.salllt?uctléealgg bféréas‘iéﬁ’ at\g\érgggglﬁ?gé iftfidBd within the
sopedf dhe @rgﬁqupra/gnﬁyp) Such Wa@cgy cally acceptable esters are
ﬁf%%bl@f;ﬁ%% bebyt ):lerl\flat(v%s5Sl§iihb6é?l’?§)t&y\fér€héie)by solvolysis or

ro-pyrimd or o- pyrid
clga(ag;ectm@rcph{yylpiquqajly coqd 'E'QD?IEQ H’gg(gp b%,sfppawnp compounds of the

|n47e(1120r?mm‘1 Mbr%él flee h¥droxyl ?roups or free carboxylic acid groups
3-pyridazinyl,4-(2-ter am no- 3, 5-di chl oro- pyri dy

respectiney-aagh Hov/go WGTQYﬁaQI"-‘o pyridyl), 4-

Embodiments of the present invention

In one or more embodiments of the present invention ring B represents pyridyl,
pyrazinyl, quinolyl, pyrimidinyl or pyridazinyl optionally substituted with one or
more same or different substituents selected from fluoro, chioro, bromo, cyano,

methoxy, -NH; or C;.4amino.

In one or more embodiments of the present invention ring B, optionally

substituted with Ry, represents 2-(6-chloro-pyrazinyl), 2-pyrazinyl, 4-(3-bromo-
pyridyl), 4-(3,5-dibromo-pyridyl), 4-(6-chloro-pyrimidinyl), 2-(4-chloro-pyridyl),
3-(2-chloro-pyridyl) , 4-(2-methoxy-pyridyl), 4-(2-cyano-pyridyl), 3-pyridazinyl,
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(3,5-dichloro-pyridyl), 2-(3-brono-pyrazinyl),
4-pyridyl, 4-quinolyl or 4-(3,5-

wolb@Bhonos 1- oxy-pyridyl). In one or nore enmbodP@EDK000/000564

the present invention formulg | represents genera
formula 1z, 1z wherein X3 represents -CH or N, and
wherein R, R2, and R3 are as anywhere defined herein.

4!(!2-6éﬂfp@trylaf§ihs-ﬁsaiia’tﬂbﬁﬁlpﬁmxp.l pjimmiak ﬁ}i@é—%ﬂ@i@fcﬁ&wl’idynf 4-
i nvention R represents a ,. nyl., al kyn
Ch TGRS ol G ko e R E RV - dulipvpr 4-(3.5-
dmhioe(nla@,ey-gmdpgal |y substituted by one or nore, sane
or different substituents selected fromR4, and/or R2
represents al kyl, cycloal kyl, al kenyl, cycl oal kenyl,
Irﬁ})té’ By FnolrEl %hlﬂﬁidlimianl\(tsh}fdhéﬁ)f@de:ny ﬁnvehlﬁblle E@mylﬂl b dakpenyhts

a r yl al koxycar bonyl, aryl al kyl
9%@?%‘%5%H5h§?oxy, or al koxyal kyl, all of which are
optionally substituted By, one or nore, sane or
different substituents selected fromR5; or R2
represents -CH2- C(ONRY-R12 . | n one or nore
preferred enbodi nents o OpResent invention Ri
represents nethyl or ¢ .1 n one or nore enbodi nents
of the present inventi 2 represents d-C 6al kyl

Ci - Coal kenyl, Ci - Ceal koxyC -@e& kyl, hydroxyC -C

6al kyl , hal oG - C6al kyl , [Cl- C6al kynyl ,

G - Coeycl oal kyl, G - | Kyd C6- Ci Oaryl, Ci-C6al kyl G

- 6al koxycar bonyl or Ci-Ceq#kylcarbonyloxy, all of

whi ch are optioﬁal \ tuted by one or nore, sane
or different substi s selected fromR5. In one or
nore enbodi nents of Xhe present invention R2

represents nethyl, ethyl, propyl,

tert-but oxycarbonyl net hyl, akzl yl, difluoronethyl,

et hyl benzene, nethyl benzene, butenyl, hydroxyethyl,

et hyl phenyl, tolyl, pentenyl, nethoxyethyl, butinyl,
wiBERM IXY Ireprey&nto per-\dr,N,adrld whenshti R Ral andBh iabeak lapywhere

substituted by one or nore, sanme or different
defiird P¢68ht s sel ected from R5.

In one or more preferred embodiments of the present invention R, represents
alkyl, alkenyl, alkynyl, haloalkyl, hydroxyalkyl, or alkylcarbonyl, all of which are
optionally substituted by one or more, same or different substituents selected
from R4, and/or

R, represents alkyl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, haloalkyl,
hydroxyalkyl, heterocycloalkenyl, alkylaryl, alkylalkoxycarbonyl, arylalkyl,
alkylcarbonyloxy, or alkoxyalkyl, all of which are optionally substituted by one or
more, same or different substituents selected from Rs; or R; represents —CH,-
C(O)NRg-Rj;.

In one or more preferred embodiments of the present invention R, represents

methyl or ethyl.
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I n one or nore enbodi ments of the present invention

R2 represents cycl opropyl, nethylcycl opropyl,
weymsopast yl , nmethyl, ethyl, propyl, or allyl,peat/bkefo7/000564

whi ch are optionally substityted by one or nore, sane

or different substituents selected from hydroxy,

fluoro, or alkoxy. In one or nore enbodi nents of the

IP6®S BAINJre\eaiiddane3 af epe psegans nrmhhyh R, e¢prebentpiCoiehlkyl,

butyl|, tyl, h t hyl [,
catidkenBebitoik it R R e e e - GEF e
cgautmly,l G- ggcqﬁlysbm?nzcerta;aIlaymshgzjoaua@,mlhgzgalkyecmallkuxpm|1byhyl or
car bonyl me . \
SR Tt Yy e SpBf AR HRH{REY by one or more,
saé iod Aifdrgnissilistitdanteselbst edfeoroRsnor e, sane or
different substituents selected fromR6, all of which

are optionally substituted by one or nore, sane or
Irdofé er erdre solistdimertstaf tbe lpezseat ifveptinRR, repref@nts methyl,

R R LA L S
metiadeerizenay butteingh hRBraxapthet.cethyipivenly kolylepRptenyhr opyl

0 | I f ' by
et QT B, B BpUI R BBt
stibystihe ey diyooxnyg off ingog, sams omdlikfergnt slubstitygetsoyeleated from Rs,

enbodi ments of the present invention R5 represents

met hyl, tertbutoxy, ethenyl, cyclopropyl, propenyl,
Ipbeeapt mctuatemtaddlmpmt@mfrtbe pr%qelﬁ\y IMRREIOR \R2 r SRBESYE cyclopropyl,

n\%klk%%yc{ﬁ}rggyl cﬁrloﬁg%tt{\om{a’tﬁyl eyl VYS}'OBVI %F%IIQDBII%Fthd‘\ are

sane or f erent
osmmwtsuéﬁtutyt@cbbé@ﬂe@rmrm sgme s’ qlfﬁerﬁébﬁ'&sé'ﬁl!%"ts selected

fluoro, or hydrox In one or
frﬁovaé@gggy, R0, GHAIRLEY . ydroxy.

odi nents of the present invention R6
represents ethenyl, nethyl, tert-butoxy, isoxazolyl,

Irgsﬁgg?‘ﬁorgreﬁpddWA'\en@l—BfQﬂé” res‘éﬂ@ﬂWentnBWN;,%’éresents methyl,
enzoxazol thi azol 4]t hi adi azol

e‘[W':Z"QPUxBHFYé:zQﬁTVY' th@XM?WHrQ?xIVHl %?%o?%te“\gt Ry butinyl,
n@ﬁﬁ@@r@ﬂ%l&; emy%‘\'zenel.e tBWA tothJHyWproBﬁPéNie,neﬁHé)fhhylnaphthyl
| SOPr opoxy, 1Ssopro na e
Y EiROPERLy et GHTORYIEDID; MEUGHEO BN MEthoRethy,
nfedh BE/pYSHAPAT Bfﬂvﬁi&ﬂ ar@bbﬁbhﬁ&zﬁnﬁtlttﬁéd flbﬁﬂdrﬁydr mofd;iZame or
ethoxycarbony carbo

differenf Séﬁl?ﬁﬂglenb%,ﬁlgqtpg’ om ﬁﬁr%ﬁ%ﬁ \{vmg are 0 I:lbnalﬁl substllu%éd by

one or more, same or different substltuents selected from Rg, or R3 represents

hydrogen, —CH,-C(0)-heterocycloalkyl or —~CH,-C(O)NRg-Rj,.

In one or more embodiments of the present invention R; represents methyl,
ethyl, propyl, or allyl, all of which are optionally substituted by one or more,

same or different substituents selected from hydroxy, fluoro, or alkoxy.

In one or more embodiments of the present invention Rs represents methyl, tert-
butoxy, ethenyl, cyclopropyl, propenyl, phenyl, butenyl, propinyl, ethylhydroxy,
ethinyl, allyl, ethyl, or methoxy,
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met hyl sul fonyl, nethyl sul finyl, butylam ne,
propyl am ne, ethylam ne, cycl oheptyl, hydroxyethyl,
whyasoxups opyl , indanyl, or ethoxyethyl, all obcwbked7/000564
are optionally substituted Q¢ one or nore, same or
di fferent substituents selected fromR8, or R6
represents hydrogen, oxo, fluoro, chloro, or cyano.
aln oPWAich rarﬁ@baoﬁarbpdjbtﬁmtsd ofy dneeorxhese ishamenarediffetent R8

sRBHGANE sgerERr BN of Rotereseen iy osBh §re, <ubyporo: or

hﬁhbﬁ%ycarbonyl hydroxy napht hyl , cycl ohexyl,
nethoxycarbonyl, phenxoxy, isopropoxy, - NH2,

met hyl ami ne, pyrrolidinyl, norpholinyl,

Irrmﬂiehyi sidiré embodimettsydf shé presght inveotiom&ptedresents ethenyl,

hyd th hydr. .
AL MR YOS B sty o
bamt(yiqult thisphgnyl 3,4} cibdibzgyly [ 1,254 Joxediandly 12, 3rdéhydro-1H-

PP Sl RPb BBl Sy BB o5y grovor
lsnampesembbtﬁvyohwgﬂnxylohmdrorzw orabpentynpheddxyotalyl, toluoyl,
b&?z%?ﬁ caﬂ)ro & hH’?JIQ téﬂﬂyl&%&e‘ﬂef gfﬁngﬁnmrl\gﬂ g@ﬁ&y'&?%ﬁyl

|nve I on re sent
rnemdzgylcarbonyletchguamwh, isoiedole, mﬂtbylewwwumerrwldybﬂnqméolmyl

m%Elfsffs‘?.[‘r‘o kf“ﬁ?&‘hb%ﬂ f{_?’n'yl %u"tﬁBEn‘?r?eerHré ;flé(ﬂfr@%@hyl%h

cyand, oro, or
cxn:lcmwt\dr hvmpeyeulmb dleEQ?tYQFQﬁYLt Ihéarpﬂe@reﬂthowe;témb |a<|JrPf R'Z"Ch

alre t%‘?‘\gﬁf' §u5§ttuyéd th{]orqé]g %rﬁ%ﬁn@@&ﬁ'ﬂeﬁlﬁﬂsﬁm@&td&%

ent nvent i on represent nethyl n
seimse@:froane, embogprasents Bdregen, ;xes BHera, KRR, YrcYRNO-
and R3 represent nethyl and/or difluoronmethyl. In one

or nore enbodi nents of the present invention R3
In eps es B1pre enigEimente)afith@gpresent invention Rg represents represents,

me% Sﬁ(;]Q %Wt Slﬁf?l@y&lr?‘?n§| Wkloprogwgfﬁomeﬂé(ﬂhb%y 5élly¢’rethenyl

or nore enbodi nents of

erﬁw&@ﬁbonsﬂvbmrpasw mgpriRy/ eYclwwaﬁP%wem@rbowmmr
isBBidpsky, Nl PrgﬁﬂylaﬁJ rllé’lpyrﬁ)tllawfyl morpholmyl methylsulfonyl,

tert- butoxycar onyl | uor onet h l
rr@twe%qwmwscmmwse%é%ﬂnév EYW@?‘HWV& Rygrexyethyl,
d%‘i&H{llﬁH\%o 2furanyl pyridyl, tolyl, piperidinyl, acety!, thiophenyl, cycloheptyl,
all of which are optionally substituted by one or more, same or different
substituents selected from Ry, or Rg represents hydrogen, oxo, chloro, bromo,

fluoro, cyano, or trifluoromethyl.

In one or more embodiments of the present invention Ry represents hydrogen,

methyl, or ethyl.

In one or more embodiments of the present invention R,o represents hydrogen,

oxo, methyl, hydroxy, fluoro, cyano, chloro, or methoxy.

In one or more embodiments of the present invention R, represents methyl.
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net hyl - 2- but ene, 2-phenyl et hane, benzyl,
2-nmet hyl -1, 3-benzoxazol e, 4-nethyl- 2-nethylthiazole,
w@20mfohyb+ 5- cycl opropyl -[ I, 3, 4] t hi adi azol e, 3- pet/bKhR607/000564
[l,2,4] oxadi azol e, ethyl acetate, 4-chlorobenzyl,
5-chl oro- 2- et hyl -t hi ophene, phenoxyet hane,
(4- met hyl phenyl ) et hane, 3-phenyl propane, (3-
INBh& BXHYre Ry DRIirans, of (the Heédeax yieatiph Rebhamg both represent
(3 bronnphenyl)ethane (2- net hoxyphenyl ) et hane,
meih¥li uor ophenyl ) et hane, (2-f1 uor ophenyl ) et hane, (3, 4-
di net hoxyphenyl ) et hane, benzyl acetate, isopropyl

BSEAR SiorE D g RSTHS fh Tlon 55 50 gpresen

mktipy Pyl or diflboroydethy: met hyl - propane, butyric acid
et hyl ester, 4-nethyl-benzyl, 3-chl orobenzyl,
propoxybenzene, |- (4-methoxy-phenyl)-ethanone,
Iffon@bhyildre ratbudimehts, onhmpfé‘gelnt ha&htlbalRe nepredemie RCH.;

BB Ao P A ARG LB, o e

RZ- hydr oxy- et hane, Anet hyl ben20|c acid nethyl ester,
| - napht hal en- 2-yl - et hanone, 2, 5-di net hoxyphenyl -
et hanone, 1-p-tolyl-ethanone, 4-fluoro-benzyl,
IrRofié uorrmrbemt;ddjméntstoﬁtﬁé poesemb ihagintibe Mz phd/or R; represents -

C% (rr'(f)bif-ll HY IF]{(‘(?l)ééelpeQ%L«?tgélh%/rlt-’butoxycarbonylmethyl,

0ot 8o rome
diflu(a&ntﬁihhb)aymhlesdyﬂ -metbylmosazle, 2-methoxy-ethane, 2-butyne, 2-

1 d\ﬁfﬁeg#éﬁé?#&)@(&q Nér)? %telﬂg{/]léo Y o%hl_lgﬁe%gn%we 4-methyl-
Z%éﬂh)rlthtazele ﬂrméthywommbp)ﬂéﬂzljl|4]th|ad|azo|e 3-methyl-

3148%(5({)%@ éthg?éé&%ztebgw&obgniwté%hrop@-'izﬁﬁ'ethﬁ ‘thiophene,

pﬁerm;th;l‘lang, ﬁ%wﬁjchykqnemdi>¢th@ne,23-@her@\rlatq@eﬁzyﬂ 3-
rr%g Wenﬁ Y\En 42#{?prgm%’éthane (3- bromophenyl)ethane (2-

ane

metingAypbpay! iaﬁe(ﬂ ft@fpahmd)eélaareﬁ,éerfwor@grteéwl)ethane (3,4-
@Pé E/h&ﬂangeﬂér?ﬂ@ac@cﬁ?é 36B8py acetate, 3-methyl benzoic

-|50|ndo e-1, 3-
agdma@ﬁby! estsbma@t@drb%aw, @exy\lp Ret-hyanea PERkATENS, 1-Propyl,
ﬂl}’lz - SR W izbr@;ﬁ)eﬁ%e bug}ﬂc de1@Behy! Sstek - Methyﬁﬁ@nzy? 3-chloro-
pen

ene, ethanol, benzyl, pent-2-
b?”%t W@R?Xﬂqﬁéﬂ’éﬁr Ihid J"Qet{)ﬁéy Pb%ﬁ}ﬁéhané)@st étfeethyl-
bénz@h‘ithfé 'Zdh'létllmylyﬂa‘pﬂmlﬂé‘l@eb péhtk?ﬁnﬁé’ﬂlﬁf—@%a@héj@neﬂs methyl-

nor phol i'n- 4-yl - et hanone, | -acet am %
bwmtﬁ% WBWémﬂ chleey- gﬁpﬂ.@e ﬁ_?t yl-butane, 2-hydroxy-ethane, 4-

rRYisl Gevzeic Ridinlet iy eytel - ﬁi}ﬁbﬂfﬁaﬂ’@\ 2 y| ethanone, 2,5-dimethoxy-
N- n- propyl -acetam de, N-eth ace

p‘\png(ﬁspwe dcratelmt- e@aan%,u I|u0|éq: g ?d%fluoro -benzyl, 5-
tﬁﬁ@@ﬂn@ﬂﬁ}lltbkhz‘ﬂpsttﬁﬂhd@méﬂhéﬁy benzyl, 3-fluoro-5-trifluoromethyl-

benzyl, 1-(2-methoxy-phenyl)-ethanone, 1-(2,4-dimethyl-phenyl)-ethanone, 4-
chloro-benzyl, 2-difluoromethoxy-benzyl, 4-isopropyl-benzyl, 2-fluoro-6-
trifluoromethyl-benzyl, 2,3-difluoro-4-methyl-benzyl, 2-methyl-benzyl, 3-
methyl-benzyl, pent-2-ene, 6-methyl-2-methyl-quinoline, 2-chloro-benzyl, 3-
methoxy-benzyl, 4-methoxy-benzyl, (3-Chloro-phenyl)-ethane, 5-methyl-

hexane, ethyl-cyclohexane, pentanoic acid ethyl ester, (propoxymethyl)-
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met hyl -butyl) -acetam de,
N- (4- met hoxy- benzyl ) -acetam de, N- (2, 2-di net hyl propyl)
wo agmehangde, N-cycl ohexyl -acet am de, PCT/DK2007/000564

N- ( 3- met hoxy- benzyl ) - acet ami;ge, N-cycl oheptyl -

acetam de, N-(2-nethoxy-benzyl)-acetam de,

Ncycl ohexyl nmet hyl - acet am de,
béhie%ehd@&t@%ﬂd@tmytw-mmm-dﬁ dNn(el, 2pirepyl-isbingble-1,3-dione,
N?&?éﬂ/ﬂ]@g%@wdgwﬁyﬁ %Xéggrg)%gﬁ b&cfte%@ eYI but-1-ene, 2-
n’ie%y(lQpéﬂitm@bhyJ @Rbnel; Béful )pmezt-ama db-methoxy -ethane, but-2-yne,

3-di net h l.am ng

pf\cp_p pepﬁ%% ét[h\w cgr&g?\ﬁr#tagr?gné q\rnbeniylacetamlde 1- morpholin-
4Nl(e3ha|ﬁmér wpbie/hyﬂ)-raﬁet;alnﬁlda,cl&{rﬁthEN phenyl-acetamide, N-(3-

hN:-Ir[%YI dm?t%xlg? Iifmﬂeget@? aﬂ_l rbgrow_l cetamldeBI}l-ethyI-acetamide,
Nyisogrbpyi-acetainids, debutt\H(a?_eqahvaamz;xly-cet||apae.)tw;faegtam.@lEe N-(3-

n%}l?%?%&k@fa%sgalr@@ )Klla g etho g “benzyl)-acetamide, N-(2,2-dimethyl-
pr(yB acetlarhideo Noeyudotmyxly)-acatenidd, dN(31hethoxy-benzyl)-acetamide,

MBSl GRIaATIE XL AEROE] BEomy -apptpgice, v

cmﬂqxlytrbmfnzybyetao'&deirﬁ-dé-hydroxy ethyl)-acetamide, N-(1-phenyl-

etl\Pté/e)t acfet%% O%I\I-R%gg%r& %o@ﬁ%e%r%ﬁw %ceé}én(é |t§e nﬁy}yh\é%yét)wl)-

a&N&tphmt&atN’ryz Moetranlard@o ¢t|h(/|2—acetam|de N-(3- dlmethylamlno propyl)-

R RS LI T VACEERTNGR: N3 popraneyipropypcetamide,
N- facm-anvld@thwa(cthjnqgl@r Ndbwdmyzrvlmehwl)a%@ﬂm élepyrldm 3-
th%%tgleQéeQﬁﬂr&eWYi)pheﬁW )@myﬁeacaetarglde N-pyridin-4-ylmethyl-

amtgmd;q]|I\b|(©-.q§l@y12|§ﬁnyyl)a:t§:@§aéwﬂgeN (3,5-difluoro-benzyl)-acetamide, N-
(%F(%fh%%' %&yﬁ %%et%@él N- fh‘lﬂmdﬁyl ethyl)-acetamide, N-(2-

I di'n acetamd
meilm Qﬁc@vwa&ﬁt&mlﬂét Nyﬂ%flwettéﬁﬂzde acetam'de N-(3-methyl-benzyl)-

a%é%)m“ﬂe( - I@X-Qﬁ%r-gemn%e%m}de) 1\I Bheh&RydScetamide, N-(2-

N-('2- hydr oxy n}/ -acet am de
leﬂlnrqujh@my@_ aggtmc&w %@@paﬂ] Q{@pyl) acetamlde N-(2-chloro-

béh:{ﬁg ége'tQPﬁ‘i)déJW '(@J;il&lrﬂhﬂn-‘ly\h)etﬁ{/l‘?{h\(:bila'rﬁl@@t RNi3denhloy-b@nzyl)-

yl
s koI MR T orBH 4aHcR B RSt fza-chloro-benzyl)-
a@tgﬁ@d@ I\?-t(f‘%)‘l)jrrﬁgtwldth g»%t:&ﬁhdée N-(2-pyrrolidin-1-yl-ethyl)-

SESHOTTI, Q7 TS IRATT B SOV D - SRET e ot a2 - BRBE 25ehepy!-

ebﬁl@zé{éetﬁﬁﬁc@ (S?Nrﬁ-lhyﬂrdwnz-@ﬁéﬁ)’ll-étﬁyl) acetamide, N-thiophen-2-
Wthﬂly?é)%{‘%ﬁ'%?g N4 %P)%ﬁ)’%éﬂﬁhﬁeyl p}'/ogy(?]t Qge gfnlée N-(2-

h(/cﬂrokzsznﬁm-nww@)c@tbha@@ N-{ccloréptyinsethlyi-aydtpimeds) IN-[2-(2-

h\i rg%gerﬁ;hé)ﬁ’ro ¥ lascglt%ﬁg%ywp enlﬁ?%ﬁ%lg%md butyl)-acetamide,

cycl oRintyh, - Frcipespyimetiyanethiyn pmayleesthm ,cacenib adidisarizy| edter,

Zt-rggtﬁel gﬁ%nltrllge t('))?ynp)'?r:lL nr4ee %rﬁiés(é?-lpk(lyi(ljyl)ethane, (3-
pyridyl)ethane, (2-pyridyl)ethane, (4-benzonitrile)ethane, (4-methylsulfinyl-
phenyl)ethane, (4-methylsulfonyl-phenyl)ethane, 1-phenyl-propane, 2-phenyl-

propane or 1-methyl-2-phenyl-ethane.
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cycl oal kyl, hxydroxyal kyl, aryl, arylal kyl,

al kyl car bonyl am no, all of which are optionally
weushium ed with one or nore sane or differenPCT/DK2007/000564

substituents sel ected from glgkyl, cycloal kyl, al koxy,

het er ocycl oal kyl, heteroaryl, aryloxy, am no, hydroxy,

hal ogen, oxy, all of which are optionally substituted

wi th oxo or hydroxyl or R12 represents hydrogen; In

one or nDre nmbodi nent.s, of the {i
1} B SEaTTe SiRyen NS pieshe BHERERD Rt ternkdHls ofyE
cmuiafno,nahwdrsmml.tyl,t artye,CbrWa:nyl Oa‘lgyloairbnnvlemlmmél off which are

I ren upstit t t I

offialy SObs b MR FherrsRp ot ot SRer O Bru it precte
framoa IR, cwrdm]ldy?lrrerkbxy,t Ih\aeprc&slealkyl eterbaoM, anyloxlyesmirmo,a
N I e T e
hyregyl, bed hrepaisentsl mydvogergr m)re enbodl nents of the

present invention, Rl and R2 cannot both be hydrogen.

In one or nore enbodi nents of the present invention,
IrR2nabd hrarre REhbodanastsdd $be ipbesgnbimmwehtor, Ri represents methyl,

e A TR SO PSR SRR e
diRererRBubRstueRG;, seReated RemafldomRl 2hlere wromis, wednéthybimy Riz
r%ﬁg%;@%h%%%ﬁgﬁ anywher e described herein. | n one or

nts of the present invention, the
conmpounds of general structure | have a nDIecuIar

IrY\seth}LotP&] 8%%9 %’ael%l Eh%rbre hn@eﬁ’utﬁ)‘?\l r‘é\%tg§9§ Q%bﬁﬂ%u nd of

e ow 650, 0,
gwmbﬁ”m“'ﬁ ’ﬁ?awhecemdﬁa reerrﬁgeuﬁso@to% mr ﬁuP%? bowdvew| nd Rs

|SS§5| %R)gﬂ'%re HREribed herein.

chloro-pyridi n-4-yl)-1I-(2-hydroxy-3, 4-di net ho
xy phenyl ) - et hanone (conpound

Irilgljr%l ofirode %n%dﬂh’h@ﬁ& A Brdketht Yr{v)ehhoﬁ 3rRhyEH RX ¥arndt-tbth be

oxy- phenyl) - et hanone (conpound 102),
hY¢Pﬂemllyloxy 3- hydr oxy- 4- met hoxy- phenyl) 2- (3, 5-di chl
oro-pyridin-4-yl)-

In one or more embodiments of the present invention, R, and/or R; are as

described anywhere in the following exemplified compounds.

The present invention includes all embodiments wherein Ry, Rz, R3, R4, Rs, Rg,
R;, Rs, Rg, Rip, Ry1 @and Ry, are combined in any combination as anywhere

described herein.

In one or more embodiments of the present invention, the compounds of
general structure I have a molecular weight below 800 Dalton, such as below
750 Dalton, e.g. below 700 Dalton, or below 650, 600, 550, or 500 Dalton.

In particular compounds of formula I may be selected from
2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hydroxy-3,4-dimethoxy-phenyl)-ethanone
(compound 101),
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W@ 2@is@my) - et hanone (conpound 104),

et hanone (conpound 103),
2-(3,5-Dichloro-pyridin-4-yl)-1-(2,3-di et hoxy-4-nmet hox

{2-tert-Butoxycarbonyl met hoxy- 6-[ 2- (3, 5-di chl oro-pyrid
in-4-yl)-acetyl]-3- nethoxy-phenoxy}-acetic acid
tert-butyl ester (conpound 105),

24(3(52 DechBbre- pyridih-axyh) -4- (Bhideoyy fih érdiinettibxy3ptenyi )ebthanone

ridi | ) - et hanone (conpound 106),
( °¥"( Géfbgﬁdl f 1 uor onet hoxy- 4- met hoxy- phenyl ) -2- (3, 5-di

1{(nwrydbwymrd/ldm>4/—y+rj1ethekhamenel)(Z}Ohﬁedjddoﬂd}ﬁyr,idin-4-yl)-
Di chl or ridin-4-yl)-1-[3,4-di met hoxy-2-(5-nme

%ﬁb?h? §%%9%‘fncgl ' met hoxy) - phenyl ] - et hanone (conpound

24B3-Dichloro-pyridin-4-yl)-1-(2,3-diethoxy-4-methoxy-phenyl)-ethanone

| oro-pyridin-4-yl)-1-[3,4-di net hoxy-2-(2-nme
(%°H‘c§’x‘§>’$‘8ﬂ1°g4§y) - phenyl ]- et hanone (conpound 109),
{2-té2-Burbxyay bgn ydropti B -GH 2 B fodich{siterpyrifirp4(y3)-8cetydhd o

SRy sts SHgTRRIEU COTEPUU AR 105) 5 (5.
1+(Ry3 BtsuaHﬂ@myfmxvmpxymirenyll)jz-éi*,ﬁadighierq-@wﬁ@'ocﬁrdl)iqtb?none

(Ct%ﬂ‘ | oro-pyridin-4-yl)-I1-(3,4-di net hoxy-2-phene

ox - hyl )- et hanone (conpound 112),

1+(2(EBBedlﬂybmnyewowﬁrmtmxwmﬁyz7(321 (i@h@r%pdﬁﬁ@rﬂ) =Yih)-
I one (conpound 113),

¥‘ t‘ghﬂl-(?brﬁaur%{]@dl met hoxy- pheny 2- (3, 5-dichl oro- py

2r(BdEi ﬂmﬂw)m@tdnw}oﬁérlcb% ﬁél'-ommg -(5-methyl-isoxazol-3-

B K R D
ZZB(%DMr@mm@Jﬁyvlbd. R/ 4=djmpthaxys2 4Zdﬂﬁ‘i§‘Phb>@k}h?‘Y()2Pf}?é‘y']‘
etthlg%né I@é@ﬁ@éurﬂna@)rret hoxy) - phenyl ] - et hanone (conpound
1- (2 I%ut 2-ynyloxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
ethanone (compound 110),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-methyl-but-2-enyloxy)-
phenyl]-ethanone (compound 111),
2-(3,5-Dichloro-pyridin-4-yl)-1-(3,4-dimethoxy-2-phenethyloxy-phenyl)-
ethanone (compound 112),
1-(2-Benzyloxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone
(compound 113),
1-(2-Allyloxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone
(compound 114),
1-[2-(Benzooxazol-2-ylmethoxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-
pyridin-4-yl)-ethanone (compound 115),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-methyl-thiazol-4-
ylmethoxy)-phenyl]-ethanone (compound 116),
1-[2-(5-Cyclopropyl-[1,3,4]thiadiazol-2-ylmethoxy)-3,4-dimethoxy-phenyl]-2-
(3,5-dichloro-pyridin-4-yl)-ethanone (compound 117),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-([1,2,4]oxadiazol-3-
ylmethoxy)-phenyl]-ethanone (compound 118),

PCT/DK2007/000564
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| -[2-(5-Cyclopropyl -[1,3,4]thiadi azol - 2-yl net hoxy) -3, 4
- di met hoxy- phenyl | - 2-

w@ 30084di4ehl or o- pyri di n-4-yl) - et hanone (conmpouneCT/hK}2(07/000564

2-(3,5-Dichloro-pyridin-4-yby-1-[3,4-di net hoxy-2-([1, 2

, 4] oxadi azol - 3- yl net hoxy) - phenyl ] - et hanone (conpound

118),{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dim
{ & baRys-pheiaroyg yrateui-gl) @cey| e Bydireshexy -pbempodnakcetic acid

1
etl}‘y?ég-tfrzgc(oﬂ‘iﬂﬁngr]ol-gahenyI ) - et hoxy] - 3, 4- di met hoxy- pheny|
1}:I-{-222E1-84-5}|'\41'3r0¥prmn@Dyerthdi()n]—3 A-gimetbedtyapberey| ¥ -0 (hotdichloro-
PYF-'C[%{“(‘%')'&%P%'P°6‘-"1% CBIRRERY 22 et hoxy) - 3, 4- di met hoxy- phe
1112H(5-Chl6By-Bhidplodri- @f\dwthcdﬂym‘3 d~dyrny thexii spteme |1 ¢ 2-dAgSodiabiloro-
p\gc%é %V'Bmetﬂ?%?”c? %Ompd)undZEZIP) | -[ 3, 4-di net hoxy- 2- (2- ph
2 B EHePiahidroxpyyidphdnyl) 1-[ ¢ amettexy chipahedonyy>2yhoxy)-phenyl]-
o} ridin-4-yl)-1-[3,4-dinetho 2-(2-
%’of‘é‘i‘ggﬂw@yﬂdﬁ]ﬁyl] et hgnZJne Ecorrpolund 12)53/ (2P
22(3(33D&h[aromym|dm Byyl)-di-[B,4-djinptHoxy 22 -42 - tpé!lmtmxyz) Pizenyhl-
%‘%L}, g %q‘q yl]- ethanone (conpound 124),
oro pyfidin-4-yl)-1-{3,4-di methoxy-2-[2-(3

2-(3et-Pistjorprmymidin- 4 - Hobd/#-dimethaxy - & Frahene -propmssliaeny!]-
e%]-%ﬁév%-(ﬁm%?ud]rdol p))rl di n- 4- {3, 4-di met hoxy-2-[2-(4
2=(gei-Pishjorprmmidin-4-d¥i Hok3p- %ﬁ‘@ﬁ'w)& ét[laa(@oﬁ@t'(%nﬁ'%ﬂm@
lﬂ)%?%] Ee yI} ethanone (compound 125),

F r( Br ono- phenyl’) - et hox%/ 4- di et hoxy- phenyl }
2+(3, f(@n@lqrpmrwroﬂyvlbﬂ. £i3,4zdigef Sonartand meshRyaRReny)-

eﬂw%l%] henyl ethanone (compound 126),
oro di methox%/’ 2-12-(2

1- %E%Wﬁwerﬂh%ﬂy}/)e?wexﬂ 3&1@%4%& -RERRHE {6 r?pféiaWam-
p%rgrﬁnﬂ yIB)| ethanone (compound 127

chl oro-pyridin 2- 4-f | uoro-
2)(395( P&F)k%m?yri‘ddf"' ﬁe‘( hdxﬁrﬁe‘%?‘?e}thmé’ %a[ﬁo sMELRMYGR %py
et:h%g 1- henyl% et?%nonerﬁcg[nlpoznd 128),
D S b 2 o LA DAL B o
pA&H)}-ethanone (compound 129),
2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-(2-fluoro-phenyl)-ethoxy]-3,4-dimethoxy-
phenyl}-ethanone (compound 130),
2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-(3,4-dimethoxy-phenyl)-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone (compound 131),
{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-acetic acid
benzyl ester (compound 132),
{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-acetic acid
isopropyl ester (compound 133),
3-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxymethyl}-
benzoic acid methyl ester (compound 134),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-methyl-butoxy)-phenyl]-

ethanone (compound 135),



10

15

20

25

30

2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-(3, 4-di met hoxy-p
henyl ) - et hoxy] - 3, 4- di net hoxy- phenyl } - et hanone

W@ camspound 131) PCT/DK2007/000564

{6-[2-(3,5-Dichloro-pyridin-A-yl)-acetyl]-2, 3-di met hox
y- phenoxy}-acetic acid benzyl ester (conmpound 132),
{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hox
2Y(3pEncyrb- mya-atin-a - gg 1d (2-bepylopyH3, £slireethpz pmheonid-etB3)gne
3-{6-]2- 5-Di chl oro-pyridin-4-yl) -acetyl
(ﬁo-"%%“gnéi jl('ie()hoxy- phenoxynet hyl } - benzoi ¢ aci d net hyl
142t Buit-§-conoay i 4idBrethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
Di chl or ridin-4-yl)-1-[3,4-di met hoxy-2-(3-ne

6W§Ph5&?ﬁQ9 'Bﬁ%%% - ethanone (conpound
2435 rJ]DZcr(Ié}pSpﬁcan%yla)«lpy?, ,Aetimethopy)y 2 {pei2-4henydxyx ph&)v)-d

nmet hoxy- phen t hanone (conpound 136),
#BPQ”%E%¥§9%H§423 © 3, 4-di net hoxy- phenyl )-2-(3,5-dichlo
2¢(8; WGmm-W@du)-él ydbﬂafﬁ)ﬁsil(redmumrmy phenyl)-ethanone

(‘%(ﬁ'ﬁ] | oro-pyridin-4-yl)-I-(3,4-di net hoxy- 2- pent -
oxy-phenyl)- et hanone (conpound 138),
1Z26&J'5XD|3cﬁ+dunetlwwmewM 2A(3 - dl(ibloﬂo‘@VﬁémhM)- ethapep®

e (conpound 139),
f% gngg{(&o@z &Jﬁba ﬁﬂﬁet hoxy- phenyl ) - 2- (3, 5-di chl or o- pyr
2d|3nS JDIghI9roemmm@14eyléﬂhéhméutngmixécmmem@sy phenyl)- ethanone

Ioro pyridin-4-yl)-1-(2-isobutoxy-3, 4-di net
((?i? ﬁﬁh ) et hanone (conpound 141),

A4 G- 62{(Qﬁfelcmmrﬁyrldrrbérp&)-a@ﬁtmuzlz ¥- dlynet%s@@twenoxy} butyric
%td?etﬁyl%s?t(EQS%oQH@ﬁ%y} butyric acid ethyl ester

253 B P T b Y1) iR A= et opys2 44 R HBRYONA e

pﬁ&%h}@ﬁﬂ%%hexaamp&hﬁﬁyAi et hanone (conpound 143)
or o- benzyl oxy -34d|rretho>n((é0§hen 1-2-(3,

1= [ére%f%bbﬁo-@?ﬂ?\dpw) ﬁrq'meé'ﬁ?ﬁneh%fw(']ca ideeh qm)pyrldln 3- -yh)-

ethanone (compound 144),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-phenoxy-propoxy)-phenyl]-
ethanone (compound 145),
2-(3,5-Dichloro-pyridin-4-yl)-1-{3,4-dimethoxy-2-[2-(4-methoxy-phenyl)-2-
oxo-ethoxy]-phenyl}-ethanone (compound 146),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxymethyl}-
benzonitrile (compound 147),
4-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxymethyl}-
benzonitrile (compound 148),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(naphthalen-2-ylmethoxy)-
phenyl]-ethanone (compound 149),
2-(3,5-Dichloro-pyridin-4-yl)-1-(3,4-dimethoxy-2-pentyloxy-phenyl)-ethanone
(compound 150),
1-(2-Cyclohexylmethoxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
ethanone (compound 151),
3-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxymethyl} -

benzonitrile (compound 152),
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2-(3,5-Dichloro-pyridin-4-yl)-I1-[3,4-di net hoxy-2-(3-ph
enoxy- pr opoxy) - phenyl ] - et hanone (conpound 145),
W@2(08/08H4Di chl or o- pyri di n-4-yl)-1-{3, 4- di net hoxReRDK2000400564
- met hoxy- phenyl ) - 2- oxo- et hgyy] - phenyl } - et hanone
(conpound 146), 2-{6-[2-(3,5-Di chloro-pyridin-4-yl)
-acetyl ]-2,3-di net hoxy-phenoxynet hyl }- benzonitrile
1({Qelém(mm.‘zﬂﬂdréﬁ)henoxy)-ethoxy] -3,4-dimethoxy-phenyl}-2-(3,5-dichloro-
4-16-12-(3,5-D chl oro-pyridin-4-yl)-acetyl]-2,3-dinmeth
pUk{)Dp‘{wEHo%{)ﬁ%?qﬁ/&fmpg@ golr?g{)rl l e (con‘pou%d] 148),
ZQﬁ(fil%D&hgbrorﬂw:dmﬂwlbdl-EZ*(IZJlﬁ]tthbrt]{t&w ﬁ(ﬂﬁcﬁmwaﬂp'ém@h
al en e pheny et hanone (conpound 149
é‘a[‘%”%(?ﬂ%%?‘ﬁ}dhf)%{)%u di n-4-yl)-1-(3, 4-di met hoxy- 2- pe)nt y
24(6)5-Didndorp P yrieti idngirg - [ (b drooky 1630 xy ) -3,4-dimethoxy-phenyl]-

I cI ohe hoxy- 3, 4- di met hoxy- phenyl ) -2- (3, 5-di
et@ﬁf‘S?% yr| %I JZ‘ll?é))t')- et hanone (conpound 151),
43:6[ B2 KZS(B;cBLoD:whdm4M)r-bcﬁtw]42 §idimgthuanytphenozy aebh hr

b%%cp?ﬁ?%gﬁt%f@ﬁ p‘?&z“'ﬂglntg%/) eet( ﬁg)r:’pj)ugd - di met hoxy-
2 f(BenPichirof @y ritintideyl) dr Ghg rdiniethoxg=2-(2= r@phgmmz yl-2-0Xo-

'%%?QPEH%W ﬁééﬂa&one (EAROAGITh - [ 2- (2-ethyl -but oxy) - 3,
243¢h- mf*mypvprmwwl) 1e{2r£adae'5 ('Jlmﬁqbgygy]-d)hfsw)) -2-oxo-ethoxy]-

3% ﬁ%ﬁh&ﬁghgm eny ,?dr(é éﬁ one gg 2- hydr oxy- et hoxy) -

ound 155),
243{56D[<2uc(r9 Wmlmﬂ'ﬂbd— bijﬁdjmﬁtfmxyr% -(Aexpy? p-to!d-atheet)n

pﬁéﬁ,njsgmggxgggg}%gumbggg)m c acid nethyl ester

24 3¢ Dichiwrerpysidin Py yh di- -4 Jiupeq-bemzvioxy) b frlipthoxyphgpyll-
ettRhBad ?&)rgpd(dndzléﬁ()oet hoxy) - phenyl ] - et hanone (conpound
22(3(%Dmmr@mm%nﬁyvlodu R-42-jluprq-benzyloxy) 23, 4: dmeshqryxpngyll-
ctaRY%he (gonqg;&”ﬁj fexyl - 3, 4-di met hoxy- phenyl } - et hanone
2((%05 ?clf'\rllgrolsyr?dm 4-yl)-1-[3,4-dimethoxy-2-(3-trifluoromethyl-benzyloxy)-
phenyl]-ethanone (compound 162),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-trifluoromethoxy-
benzyloxy)-phenyl]-ethanone (compound 163),
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(3-fluoro-5-trifluoromethyl-benzyloxy)-3,4-
dimethoxy-phenyl]-ethanone (compound 164),
2-(3,5-Dichloro-pyridin-4-yl)-1-{3,4-dimethoxy-2-[2-(2-methoxy-phenyl)-2-
oxo-ethoxy]-phenyl}-ethanone (compound 165),
2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-(2,4-dimethyl-phenyl)-2-oxo-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone (compound 166),
1-[2-(4-Chloro-benzyloxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin-4-yl)-
ethanone (compound 167),
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-difluoromethoxy-benzyloxy)-3,4-
dimethoxy-phenyl]-ethanone (compound 168),
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(4-isopropyl-benzyloxy)-3,4-dimethoxy-
phenyl]-ethanone (compound 169),
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2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di net hoxy~2-(2-ox
0- 2-p-tol yl -et hoxy)- phenyl]-ethanone (conpound 159),

W@ 2(08/0570 chl or o-pyridi n-4-yl)-1-[2-(4-fl uor o- BEnNBKE@2WP00564
) - 3, 4-di net hoxy- phenyl ] - et hanone (conpound 160),
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-fluoro-benzyl oxy
) - 3, 4- di net hoxy- phenyl ]- et hanone (conpound 161),

22(3F5’io5crﬁbr6t&wrdwayvlodl 242 Sluprd-6[ Biflho b methiRbkgn A3 £3,4-

ishOL MR BeneY o) Ry, ot hanone ( compound

22(3f§>o5crmbr@tﬁwrdmwvlodl 242 8- difluofo34 4nethgebemegyexd ) { B4t r
dllj]{r)g;gmj(’()))tyqp eny T%Pﬁannzow O(Xgl)npoB (?1¥H ethanone (compound
22(3(5%55ch|ﬁbrgtxbwrdlwayw)dj [8, 4dq4h1)etmho>{y22{(ﬁ rf\ét:hiyr-be(r:':zytloiyf)F uo
- ben 0X i met hox en et hanone
%Qynﬁli)s &OT% g&ndslg'Z), y-p y
22(3(52»05crﬂbrohﬂ>wrdnn1ayvn)d1 [B,4-dinethoxy32 43 ehatttyhbryzy2eXyd- ( 2
p?%rymgsﬁ%&g %g¥o%poun00)l<93 et hoxy] - phenyl } - et hanone
22(3(5|3-D5crﬂbr0lﬁﬂ>wrdmn1@yvl)dl (3,4-dimethexy22 {p2nt-2; @rydexve phgmyph
n - 2- 0X0- et 3, 4- di net hoxy- phenyl } - et hanone
<fiibhbs R P y-phenyl}
2+(3[£2—D(¢tﬂ@lol—p);rmrh)emzly+loi@,)4 Bmétithxye H{dxypethlybayinpolin-€-3, 5
conmpound 167
y'f‘e(té qd’%ﬁ@r %th%{/‘??é{d(gorﬂg LF}%FWJ ( anl fl uor om)st hoxy-
1Hen@y Cbboyd-banyloxh ) rBhdirethbrnphgnydl-A3orrdiqhdasapariein -4-y1)-
%‘%?‘éh%(am%?%r}dol p))l’l din-4-yl)-1-[2-(4-isopropyl -benzyl
26(3y5-Di;Moerdi- preridindy plirdni3, f-dieelzmone (Booaphesndenzyloxy)-
pﬂ(fﬁ %tl{a%oﬁ Qc%mr@fﬁdawd'n“y')-' [2-(2-fluoro-6-tr

r onet
2@[i3rﬁaﬂmo}mpmgn:ymj4 élbﬂahbﬁedl(r@&imuﬁdd'img')hoxy benzyloxy)-

pﬁ n‘ﬁkgtrgn%mei;;@mﬂgﬁﬁdjh%)‘l yl)-1-[2-(2,3-difl uoro-4-net

enzyl ox nmet hoxy- phenyl ] - et hanone
1({;&3mafﬁj1lq_rp19henyl) ethoxy]-3,4-dimethoxy-phenyl}-2-(3,5-dichloro-

pfrléﬁ dggﬁ'-é‘tﬁg'%r% RmgHuRadrdy) - 1 - [ 3, 4- di met hoxy- 2- (2- e

henyl ethanone conmpound 172
2- (3 5- D|chloro pyr| in- 4pyl) y §4 .

ethanone (compound 180),
1-[2-(2-Cyclohexyl-ethoxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin-4-

-dimethoxy-2-(5-methyl- hexylz)xy) -phenyl]-

yl)-ethanone (compound 181),
5-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-pentanoic
acid ethyl ester (compound 182),
1-[2-(3-Benzyloxy-propoxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin-4-
yl)-ethanone (compound 183),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-acetamide
(compound 184), »
2-(2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-ethyl)-
isoindole-1,3-dione (compound 185),
2-(3-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-propyl)-

isoindole-1,3-dione (compound 186),
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2-(3,5-Dichloro-pyridin-4-yl)-I-[3,4-di net hoxy-2-(3-ne
t hyl - benzyl oxy) - phenyl ] -et hanone (conpound 173),

WQ@208/05704 chl or o- pyri di n-4-yl)-1-(3, 4- di net hoxpe2pR2MtI/00564

2- enyl oxy- phenyl ) - et hanone ,conpound 174),
2-(3,5-Dichloro-pyridin-4-yl)-I-[3,4-di net hoxy-2-(2-ne
t hyl - qui nol i n-6- yl met hoxy) - phenyl ] - et hanone (conpound
21{765]2 (3 5C|12||chloro bpyrldlnI 4-y|))—a%etyl]82,3-di?:ethoxy-phenoxy}-N-methyl-
or 0- yl oxy) - 3, 4- di net hoxy- phenyl ]-2-(3,5
ace&% SfEmRAUNg ﬁr}i yl)- et hanone (con}p/)ognd >1/7]6), (
223( 3 DicHibrohpyatdin{ayyl) di- (B-éthoxy -2, 4F B métitoxye p hengy)-2thaBeone
t hox - bepﬁﬁl oxy) - phenyl]-ethanone (conmpound 177),
loro-pyridin-4-yl)-1-[3,4-di met hoxy-2-(4-ne
lt(BOGW&ﬁ?gylgﬁtyéxy mr:ﬁﬂmhe}theiMhen‘ﬂ)-(26(8‘;ﬁ91]¢fdo®76;)rjdin-4-yl)-
phenyl ) - et hoxy] - 3, 4- di net hoxy- phenyl
el}ha%o?%%%orap%qﬂdg g gri di n- 4-yl)-ethanone (corrpgugd d
14(29A\l}yloxy -3-but-3-enyloxy-4-methoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-

3. 5-Di chl or ridin-4-yl)-I-[3,4-di nethoxy-2-(5-ne
%Phﬁé dobﬁi)nyl ]- ethanone (conpound 180),

1 Jr(3(E]|Eut( |2—ertdx9 hz_an_ydumtmuﬁy;'phéngn)r 2i(AE-duhlorptpynigin-4 2¢)-3,

chl oro r -4- yl)-ethanone (conmpound 181),
@a{‘gnfécc{r@p@yﬁ g%ﬂd)r o-pyridin-4-yl)-acetyl]-2, 3-23Ii nmet h
2 €(8y5 -Dieanoyp yrizémidayldi e (26 t dimettimpy - @irepoxyc pigitylinethanone
(Hiddoung 192
g rT - (n:?-]!fer?Zyl OXYy- pr opoxy) - 3, 4- di met hoxy- phenyl ] - 2- (3,
15(3eIAIb,Hrb>0'r—éApyime:thnxwrphylhs)l)@t@aﬁtﬂi@lwmmbﬂm-mﬁthanone

5}?4’{% 9?35 Di chl oro-pyridin-4-yl)-acetyl]-2,3-dineth
enox;)} acet am de (conpound 184)

22(3(5?43{@1?@ mlctsnﬂ-mlwloEb4pyme§1qu433(|4)matim~plept-§ SR
pﬁ%@?ﬂéf%@ﬂ@’&‘émﬁ&ﬁd 194)| soi ndol e-1, 3-di one (conpound
243¢ BDjgrR-p3idin B vt lofo{ By ey -athpry )-ddedipngthox s pheRy!]-
cBlNSXY (RPN 185 0PY 1) -
2-(3,5-Dichloro-pyridin-4-yl)-1-(2,4-dimethoxy-3-phenethyloxy-phenyl)-
ethanone (compound 196),
1-(3-Benzyloxy-2,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone
(compound 197),
2-(3,5-Dichloro-pyridin-4-yl)-1-(2,4-dimethoxy-3-pent-2-enyloxy-phenyl)-
ethanone (compound 198),
2-(3,5-Dichloro-pyridin-4-yl)-1-[2,4-dimethoxy-3-(2-methoxy-ethoxy)-phenyl]-
ethanone (compound 199),
1-(3-But-2-ynyloxy-2,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
ethanone (compound 200),
2-(3,5-Dichloro-pyridin-4-yl)-1-(2,4-dimethoxy-3-prop-2-ynyloxy-phenyl)-
ethanone (compound 201),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-oxo-2-pyrrolidin-1-yl-
ethoxy)-phenyl]-ethanone (compound 202),
N-Benzyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-

acetamide (compound 203),
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i soi ndol e-1, 3-di one (conpound
186),2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-d
wo p@Blooxy4 phenoxy} - N- met hyl acet am de ( conpoundPdBBK2007/000564
2-(3,5-Dichl oro-pyridin-4-ylk-1-(3-ethoxy-2, 4-di met hox
y- phenyl ) - et hanone (conpound 188),
| - (3-Cycl opropyl net hoxy- 2, 4- di net hoxy- phenyl )-2-(3,5-d
zi(etﬁ-mabﬂqnwmdlmnﬂm-m-)l—-[334hmmetf&>x6'62)1@ﬂunmhb8@§4 yl-2-oxo-
- - 4- met hoxy- phenyl ) -2-(3,5
et-hé’%%f)o?%yg ?l%‘loﬁngcéﬁn?w C%M Wne (conpound 19)0) (
24 6-B2- BBJ,IS-Brcbtmyd);wyldmr-ld,-ydi) am(thijy31sd1|§1n§h<)x;/2|9r(68105ykhl‘bhhenyl-
t hanone (conpound 191),
algtalide (BoReiby S i nedeyl) ol (2 4-di met hoxy- 3 pr opo
zxﬁsfbhéwmmbtohwwndnr( ¢ompacatyl 149 2)dimethoxy-phenoxy}-N-methyl-

t henyl ) - 2- (3, 5-di chl

NPt ool flRB ALY DTy (e oroney
2X6-B2-%3 Brlahhkmrwmwmrdﬂwi)&awtyl]ﬂ F.zilmemqmtms}(l\&(he

c d 194
h%&]—%gy &%tg\floro%g témmg%w %'pﬁsﬁﬁgg)eh%?gggugt hoxyg
22{64E2}K3v§tlh@h50r@+wn9|n}4 Yé):-h@ﬁtblﬂez @ctbmilpdmxd atgmoxy »-N-propyl-
‘fﬁﬁgﬁ’“d% @oﬁ@o% Z%\é?l di n-4-yl)-1-(2, 4-di met hoxy- 3- phene

| OXy- 9 hanone (conpound 196),
2+{6( B®2- B’aﬁzlylcbb@yo-@ymdm fret hasely Bve Aydimethdxy - Bhefiox} d¥o- p
Wﬁ, fd@TP d 197

'%HO%[YE %t)éh}\deeg r| di 51 ouf]I -(2,4 ) - di net hoxy- 3- pent -
NzBlethZo{)@rt%rlﬁé,ﬁy@l)‘- loeq- nan@newaom%uw 3ggynethoxy-phenoxy}-

geﬁé%mﬁ-: {goqﬂog;\g qu;l din-4-yl)-I -[2 4-di met hoxy 3-(2-ne
oXxy-e hen 2} et hanone (conpou
Nt ety By AglPosd Sl PR BERo M 1B STBRtaPE o

pﬁ@ﬁd%){l!‘fléii:'efh'rﬁ“dw&(')mpound 211),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(3-
methyl-butyl)-acetamide (compound 212),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(4-
methoxy-benzyl)-acetamide (compound 213),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-(2,2-
dimethyl-propyl)-acetamide (compound 214),
N-Cyclohexyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-
phenoxy}-acetamide (compound 215),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyi]-2,3-dimethoxy-phenoxy}-N-(3-
methoxy-benzyl)-acetamide (compound 216),
N-Cycloheptyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-
phenoxy}-acetamide (compound 217),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
methoxy-benzyl)-acetamide (compound 218),
N-Cyclohexylmethyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-
phenoxy}-acetamide (compound 219),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
hydroxy-ethyl)-acetamide (compound 220),
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et hanone (conpound 200),
2-(3,5-Dichloro-pyridin-4-yl)-1-(2,4-di met hoxy- 3- prop-
wa2008 oy - phenyl ) - et hanone (conpound 201), PCT/DK2007/000564
2-(3,5-Dichloro-pyridin-4-ylog-1-[3, 4-di net hoxy- 2- (2- ox
0- 2-pyrrolidin-1-ylethoxy)- phenyl]-ethanone (conpound
202),
(NBe{mszyzl (2,5{-[6rcbl2>rcé Py Bdithi- ¢erll)eacetplyf2 di diméthdx)y - ooyl }-N>(1-

0X X de (conpound
'g X%F’Eﬁ? gr%”h%‘i}f“. %ﬂh y1)-1-[3, 4-di net hoxy- 2-
2{{25—@(3),59D1chl046-3plynﬁ|-r04%1 hostyl)]- 2, praimetoxyt praamone > -N-(3-
onpound 204 .
h -r{’g?'[pé‘?‘i‘ﬂf’g-cﬁa%?e (LIRS #2201 yi ) - acet yI ] - 2, 3-di met h
2606y [ P2 BeRich ok pyedin- aoé):—amtdlé 1, datipetimaxy2@Bnoxy } -N-(2-

Q- i -yl)-acetyl]-2, 3-dimeth
m§>t<'§/°x gth&f}yﬁg el%'% %?n&h@hﬁé?? acet am de (compound
2X®6)2-(3,5-Dichloro- pyrldln -4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

acetyl] 2,3-dinmeth
d%@(%/tﬁ é‘nrc(aéz e‘fhﬁ- %g@tgﬁﬁ%é)gédnﬁj% gl %?4?) buty acet am de
2({c60m3163u5dD@0Ib)9 -prifie-fad)- acesylﬂ)r%ﬁfdjmtwrwemosz} (3-
n%nsln Ao%&@ Wij-JELRYe RIAIBIRLI2d); Propy! acet ani de
(@% 26 [2-( 3, 55D lone- oy Gdioy ivd-acety 12, 3xtimethaxy prengx et (1-
an1de (conpound 209),
pﬁéﬁ] Iﬁﬁgé?%tawéggém% %%) pyridin-4-yl)- acet¥
23{6d[21'é3,l50Q5¢h|cﬂﬁ@'rPdR'9}n 4a/ébﬁ%ﬁfv|de2/ BrimgEmay - RRamPeXy s - -(3-
.sB'F kgﬂfr&w aget%ﬁ-h&@'(égméotﬂ'ldcﬁﬂr o-pyridin-4-yl)-acet
enoxy}- acetam de (conpound 211
-2 K%Sc@ncslomwr'érrbélw peRtiHLiz2.y rdimegfqayyphenoxy}-N-furan-2-
ﬂ-ne% Oﬁdeg%mxoébmb%gﬁam}zgl)\l- (3- methyl -butyl)-acet am de
n
22(6{ rép [(QSc@ICQLOW enrigind pk-pertrlz2 §raimeEraxyrphenoxy gty Hdin-
2%?%&%1@%%%}11.&@ (bompBldPxY9enzyl ) - acet am de (conpound
26 éi 13.5¢Bichlomp o rigit pihk-pesthlz2 g rdimethaxyrphenoxy giyapy Hdin-
39 MefiRaR¥tamibe (dordpound 230),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-(2-
phenoxy-ethyl)-acetamide (compound 231),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-pyridin-
4-ylmethyl-acetamide (compound 232),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-(4-
ethyl-benzyl)-acetamide (compound 233),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(3,5-
difluoro-benzyl)-acetamide (compound 234),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2,3-
difluoro-benzyl)-acetamide (compound 235),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-(2-
pyridin-2-yl-ethyl)-acetamide (compound 236),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

methyl-benzyl)-acetamide (compound 237),
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di met hyl - propyl ) - acet am de (conpound 214),
N- Cycl ohexyl -2-{6-[ 2- (3, 5-di chl oro-pyridin-4-yl)-acety
wo 2008/03#0i met hoxyphenoxy}- acet ani de (conpoundp@il/bK2007/000564
2-{6-[2-(3,5-Dichloro-pyridipn-4-yl)-acetyl]-2, 3-di neth
oxy- phenoxy}- N (3- net hoxy-benzyl)-acetam de (conpound
216),
zl\fecm‘rl 2|(g,f5elpich|o;3'p{yﬁd[r24(y$), -Beati/iqid, Brdimpytioxy phehoxly } -Na¢ Bt
- - di met hoxyphenox tam de (conpound 217),
f'éq']{’ebet"zygséqgiﬂ‘lé’}é@PB‘PB%? &?ﬁﬂ yl)-acetyl]-2,3-dineth
zo{xyEz}l(@,lsemc}uromb{paridn‘eumxyedmr]z;y,mdummmpmer(om}rmmd

218), .
W%@bétreé‘ﬁé'igﬂcﬁﬁrﬂ‘ﬁﬁ(ﬁ?r{‘B%% £¥X5_ di chl or o- pyri di n-4-yl)
2-{@c E2-y3,J5-RicBlodb1pytidox g piie acetyl)] - 2, d aitnabh aky - P loovopg kit (4-
”‘f%{’%% benzyly-ase 3R {FATBYY T U 304 yi ) - acet yl ] - 2, 3- di net h
2006,*Ez}l(l@rSe&yc}\lolkb(p&rldhyélf){b)fﬁe&wlﬂyl)i-@E\etlmﬂyell&f(mmbd‘imd

ezg{lére%ﬁ%‘gar{'nde o:g'm ’oﬁ ﬁzﬁ oro-pyridin-4-yl)- aC_E‘t yl]-2

oXYy-pheno henyl - ethyl)-acetam de
2{{(60[‘@}()3u5dDiZB[b)'Q pyridin-4- yI) acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

-1 0 |)-acetyl]-2,3-dinmeth
r'éﬁ ‘Lénoxyﬁ % ?%L’PCL %ngfqlﬁgoé)?% acet am de (conpound
22@252 (3,5-Dichloro-pyridin-4-yl)- acetyl] -2,3-dimethoxy-phenoxy}-N-(3-
4 yl)-acetyl]-2,3-dimeth
Qﬁﬁkgpﬁi ? %&fg&f%&hé?ﬂﬂd Y1) -acet am de Sconpound
N2(,’_Z’39:hloro benzyl)-2-{6-[2-(3,5- dlchloro pyridin-4-yl)-acetyl]-2,3-dimethoxy-

pReddky %%cg% ld%q:glln%gﬂncﬁ))iﬁh in-4-yl)-acetyl]-2,3-dineth

OXY- enoxy I met hyl’ami no- et hyl ) - acet anmi de
2 {({fodr63rdDRhlpyo- pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
%ei ﬁmL?-rY(-%tr@l%l(Z&Bﬂﬁ@e PodnhSHUNd%za)) - acet yl | - 2, 3-di met h
met hyl am no- propyl ) - acet am de
N(@oﬁglgcmgeQM) 2-{6-[2-(3,5-dichloro-pyridin-4-yl acetyl] -2,3-dimethoxy-

pﬁé)ox%}{af&e{a%nﬁg %orQ‘pBUh@QQSFy“ di n-4-yl)-acetyl]-2, 3-di

%i henoxy}-N- (I - et hg 3 acet am de
2(@%& |5dD@Qt9fo pyridin- 4 -yl)- acetyl] -2 imethoxy-phenoxy}-N-(2-

n%rﬁr%|{n24(y3ea1ﬂ-sbét@hﬁd@wdn%dw 2/47)) acetyl]-2, 3-dineth
N?égﬁglgggqgeggﬂ 2-{6-[2- Szgpr 8??:8?(()}'/0 %ryﬂg%l—t)l-y?)cgct:e%{lq] 2, 3 -dimethoxy-
plger{tﬁ(yk%c@%rﬁrdg(%Blln‘ébgn@iﬂBW n-4-yl)-acetyl]-2,3-dinmeth
6y[f(3 5- chi\loro pyf'lgln_ézl_yl) -acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
pyridin-3-yl-ethyl)-acetamide (compound 249),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-(2-
pyrrolidin-1-yl-ethyl)-acetamide (compound 250),
N-(2-Acetylamino-ethyl)-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-
dimethoxy-phenoxy}-acetamide (compound 251),
(R)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-(2-
hydroxy-2-phenyl-ethyl)-acetamide (compound 252),
(S)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-(2-
hydroxy-2-phenyl-ethyl)-acetamide (compound 253),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-
thiophen-2-ylmethyl-acetamide (compound 254),
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yl met hyl - acet am de (conpound 228),

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth
W@X@ﬂ;}phﬂn@xy} N-pyridin- 2-yl net hyl -acet am de PCDDEWIM00564

229

2-{6-[2-(3,5-Di chl oro- pyr|d|n 4-yl)-acetyl]-2,3-dimeth

oxy- phenoxy}-N-pyridin- 3-yl net hyl -acet am de (corrpound
223)2-( 2,5t Bichr (byﬁdla—ﬁyll)eacetplwz didiméthdxy-plaareixy }-N-[3-(2-

okiehiR BTy )BT A e e (Fimaner 315
(ZR) B~{62F2- 83,5~ Michlbtcopyrigiyir4-giRacktyl] 2, kgt oxg: hetione} N-(2-
A WA i Bl cofigh G 56 acet am de (compound
N2zy{choHepty| Biebhyik 22K b 2 o3y diahil oro4pyyidin-de g yacgtyP] - 3,3d dimeethoxy -
XY - elp_earé%%(glr}"de (gompgt P&'ES?ﬁnzyl ) -acet am de (conpound

22—6{-5’2,- -[2,5¢Bichlobd-Plytidined py)r-aaktnh] 22, §tdimatiuny phenoBy HiNrb2 +2-
h Mn%%%ﬁ‘%éﬁﬁb %’cétanqbé '(U&%BOQ?M%)) acetam de
2 Z6f B2 2.5¢ Bichlobb-piytidinod py)r-bekitn 2, §tdimgtupy - phenozy diNréd h
dl%ﬁggwd&%éw Q@etgmléjé Eéolﬁ%(ﬂmkaefg%l ) - acet am de
143{@rdlapensy I6x\D2chdspxy-gymettioxy 2pheny ag¢ ByH-flichlogo-giy figtrh4-
yl?)@fﬁmg(%@g%ﬁg'zeeyr' di n-2-yl -ethyl ) - acet anm de
143¢t@rqapropy methein-arhydppni-iimethoyy jphgowl) yA-13.2; dckiprrst h

I I t d d
P b o 2o o ey ) agetyl] 2. 3¢
2i(Adt- Fsl'ﬂyiﬁtsik@r}“ Y133 ﬁth%v/ol Busoxy j4-sashax -gaenyl)-

HSRER %{Hiim?c?{md 6-[2-(3,5-Dichloro-pyridin-4-yl)
c acety 2, 3-di meé hox(v]ae {)henoxy> N- ( 3-

Zﬁét.ﬁﬂldﬂ@ﬁmr)d.l Rréedndr mﬁ;mﬂghg)gg? phenethyloxy-phenyl)-

ethiahbné edrdpdurid £41)or o- py“ din-4-yl) -acetyl
di net hoxe/lagheno

1%{8&%?%@9@9% étlmﬁ%ézq'@omﬂaﬁmaxmﬁeth°xv 4-methoxy-
pRedyPI- b%s(ﬁd&hrarsfﬂyelam-nwl) @tﬁhn%n&'(iorﬂﬁ@&ﬁd b62),3- di net h

S r s e drophertarot el ko AP SOBRIOTY SherkrseReti
a@d YeRRR RAKSFH (tdmpdund 265),
1-(3-Allyloxy-2-hydroxy-4-methoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
ethanone (compound 266),
2-{2-Allyloxy-6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-3-methoxy-
phenoxymethyl}-benzonitrile (compound 267),
1-(3-Allyloxy-4-methoxy-2-phenethyloxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
ethanone (compound 268),
1-{3-Allyloxy-2-[2-(4-fluoro-phenyl)-ethoxy]-4-methoxy-phenyl}-2-(3,5-
dichloro-pyridin-4-yl)-ethanone (compound 269),
N-Benzyl-2-{6-[2-(3,5-dichloro-1-oxy-pyridin-4-yl)-acetyl]-2,3-dimethoxy-
phenoxy}-acetamide (compound 270),
2-(3,5-Dichloro-1-oxy-pyridin-4-yl)-1-(3,4-dimethoxy-2-phenethyloxy-phenyl)-

ethanone (compound 271),
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pyridin-4-yl -ethyl)-acetam de (conpound 242),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth
woexyspimanoxy} - N-(3- phenyl - pr opyl ) -acet am de (BONPERVA/000564
243) ,
N- (2- Chl or o- benzyl ) -2-{6-[ 2- (3 5-di chl or o- pyri di n-4-yl
) -acetyl ] -2, 3-di net hoxyphenoxy}- acetam de (conpound
Z-ZQ,ZE)-Dichloro-l-oxy-pyridin-4-yl) 1-{2-[2-(4-fluoro-phenyl)-ethoxy]-3,4-
2-{6-[2-(3,5-Di chl oro-pyridi -yl )-acetyl]-2,3-dineth
d'&?iibwbéﬂé‘i@ﬁ}ﬁ“@”ﬁi (65 PHRd |2L71§?/'- ethyl ) - acet ami de
2{(8BYpiigto 24-pky-pyridin-4-yl)-1-{3,4-dimethoxy-2-[2-(1-oxy-pyridin-4-
3- Chl oro-henzyl )-2-{6-] 2- -di chl oro- pyri di n-4-yl
ylﬁegla@%m%_egy g—'ﬂ%%ﬂ%&%&%&%ﬁ)acet am de (conpound
2433 Dichloro-1-oxy-pyridin-4-yl)-1-(2-hydroxy-3,4-dimethoxy-phenyl)-
-{6-[2-(3,5-Di oro-pyridin-4-yl)-acetyl]-2,3-dineth
e@bg%%gw@%qﬁ%), nor phol i n-4-yl -et hyl ) -acet am de
4(((20@302%3 2Bih|oro-1-oxy-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-
4Ch|orob z [2-(3,5-dichloro-pyridin-4-yl
et)hyac%etrVPf't'ﬂle "%e%lﬂ%%)%ghenoxy} - acetam de (conpound

2233 Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-pyridin-4-yl-ethoxy)-

phe@?}p%%aggh% (ﬁ%@loﬁﬁng%f 'd' n-4-yl)-acetyl]-2,3-dineth

n-3-yl-ethyl)- acet am de
4{(e offrb21id, 52BBh|oro-pyridin-4-yl)-acetyl]-2,3- dlmethoxy phenoxy}-ethyl)-

béwz%ﬁnth% %@mﬁ;o&w??ﬁgo pyridin-4-yl)-acetyl]-2,3-dineth

'yrrolidin-l-yl-ethyl)-acetan de
2((6;;ﬁfpmmmjomydm -4-yl)-1-[3,4-dimethoxy-2-(2-pyridin-2-yl-ethoxy)-

2 {6-[2-(3,5-dichloro-pyridin-
%r&ﬁ; é&gk%??@d}-ﬂ%&}@%%% hoxy- phenoxy}-acet ani de
2{(8crpinintaro xyyridin-4-yl)-1-[3,4-dimethoxy-2-( -pyridin-3-yl-ethoxy)-

pI(eR)y]]zeéhg hgeg&rﬁp&@iﬁ)o pyridin-4-yl)-acetyl]-2,3-di

t -
2Rgcﬁ*gxiewqomveﬂ%-‘leﬂm-iZﬁ%dﬁaﬁﬁﬁt@neéwﬁﬁwuwry@zythoxyl 3,4-
dl(@tﬂgx - h%@ylﬁ%tﬁar%@“dceﬁfboﬂua beip-4-yl ) -acetyl]-2, 3-di

21{95&%0103;;2% -Aaylini- {2424 dameenesyRiylirheny}ethoxy]-3,4-
dl%étﬁo{yzp(lgn?}Qtﬁm&{eo('cﬁwfbdh@‘2é2)’| )-acetyl]-2, 3 di ”Et h

oxy B enoxy | -acet am de

2435 Dichigsot pyridin4- - éh[%f‘dy ’B?Fhoaynz 41 phenylce P]‘Y Pﬁe'a/']‘
eﬂhﬁﬁbﬁ@wmz/ém'\"w (2-

Byrro id ﬂ3 5 acet am de Ing é gg n-
2((2@ zch{%D[Pz/r(dssn"é BHER: iBeH Y 2421 g KapPYY HPRETY!]
ethBBRbAO XoorRbEUHXYg4)N- ( 2-
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(1-methyl-2-phenyl-ethoxy)-
phenyl]-ethanone (compound 285),
2-{6-[2-(6-Chloro-pyrazin-2-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide (compound 286),
2-{6-[2-(3-Bromo-pyrazin-2-yl)-acetyl!]-2,3-dimethoxy-phenoxy }-N-propyl-
acetamide (compound 287),
2-{6-[2-(2,6-Dichloro-phenyl)-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide (compound 288),
2-[2,3-Dimethoxy-6-(2-pyridin-4-yl-acetyl)-phenoxy]-N-propyl-acetamide
{compound 289),



hydr oxy-i ndan-1-yl)-acetam de (conpound 256),

N- Cycl oheptyl net hyl - 2-{6-[2- (3, 5-di chl oro-pyri di n-4-yl
W()Zztm;;/or)ybé] 2, 3-di net hoxyphenoxy} acet anm de ( cPOPDHR@?7/000564

57

2-{6-[2-(3,5-Di chl oro- pyr|d|n 4-yl)-acetyl]-2,3-dineth

oxy- phenoxy}- N[ 2-(2- hydroxy-ethoxy)-ethyl]- acet am de
2{[eB¥phuathoRpEH-(2-quinolin-4-yl-acetyl )-phenoxy]-N-propyl-acetamide

2-{6-]2- 5-Di chl oro-pyridin-4-yl)-acetyl]-2,3-dineth
“8943}’-%‘5?@:#3@9} _N-(4- di net hyl ami no- butyl ) - acet ani de
2{[e@ypiuathoRpF)-(2-pyrazin-2-yl-acetyl) -phenoxy]-N-propyl-acetamide

| - (3-C ent yl oxy- 2- hydr oxy- 4- net hoxy- phenyl )-2-(3,5
(co pc%%\érqogagyri di n-4- yl)-ethanone (conpound 260),

246 R- @Lcﬂrmpnqpyldmwhw(wcét-yh]yax%dwnethm-hb&qowﬂehynrw%

f - 4-yl)-ethano d 261
%%?@‘%%Bhfﬂogﬁé 2‘8? idin-4-yl)-I -(3ngt ggg;mguﬂydroxg/ 4-

2 At [0X3, Sphibngmy-pyeiditatori k- agety ipb S rdmesigxy - phenoxy}-N-propyl-
5,%1(%]@ ﬁﬁ)lo%ﬁz@ﬁ i di n-4-yl)-1-(3-ethoxy-4-nethoxy- 2-

ene - et hanone (conpound 263),
2+{6[ Ez—(&“rccjyzrbwwylln-ﬂfyllsaqqtvﬂr%arthmrhozcyywh@mmkw-psowl-

@%@qug h g?%- g |d| n- 4- I%ﬁet hanone (conpound 264),
2{{B-[2(4 @h@r@mymdm -8-yyracety vaimes ety phermxye hidaFonyim
ge%g@ge &Ia%gﬁx}j-@ggtl c acid benzyl ester (conpound
2446 B- ARG asmypyZidiy droXpeatyhie? Rokignas erry Pyenaxy3 -M-RIpR

a&!ft?m c@HboﬂnM'ZbE)et hanone (conpound 266)
| oxy [2(35d|chloropr| acetyIIlI

2: {:?ﬁ-mlm efrré%;mreqnﬁ oxy -y&idrs A Y! .aF%tv{JcB*aﬁﬂﬂzma NHT9PY

aéetg,%d@d I-r%)lmé z@et)hoxy 2- phenet hyl oxy- phenyl ) - 2- (3, 5-
| oro-pyridin-4-y 2 et hangne (conpound

21{6{ taZ bﬁCyPBRgPYE'ﬂ["z“(YA -reRytos EF%HVFBO’%((HWY%WWy
ac&g@mg tcofifodn@29@) chl or o- pyri di n-4-yl) - et hanone

2- [2 3n%?r$12éjhoxy-é?-(2 pyridazin-3-yl-acetyl)-phenoxy]-N-propyl-acetamide
(compound 299),
2-(2-tert-Butylamino-3,5-dichloro-pyridin-4-yl)-1-{2-[2-(4-fluoro-phenyl)-
ethoxy]-3,4-dimethoxy-phenyl}-ethanone (compound 300),
2-(2-amino-3,5-dichloro-pyridin-4-yl)-1-{2-[2-(4-fluoro-phenyl)-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone (compound 301),
2-(3,5-Dichloro-pyridin-4-yl)-1-(4-ethoxy-3-methoxy-2-phenethyloxy-phenyl)-
ethanone (compound 302),
{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-acetic acid
(compound 504),

2-tert-butoxycarbonylmethoxy-3,4-dimethoxy-benzoic  acid methyl ester
(compound 506a),

2-carboxymethoxy-3,4-dimethoxy-benzoic acid methy! ester (compound 506b),
3,4-Dimethoxy-2-propylcarbamoylmethoxy-benzoic acid methyl ester

(compound 506c¢), or
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N- Benzyl - 2-{6-[ 2- (3, 5-di chl oro-I -oxy-pyridin-4-yl)-ace

tyl] -2, 3-di net hoxyphenoxy}- acetam de (conpound 270),
WQ@2(08/0570 chl or o-1 - oxy-pyridin-4-yl)-1-(3, 4- di pet/baxo07800564

- phenet hyl oxy- phenyl ) - et hangne (conpound

271),2-(3,5-Dichloro-I-oxy-pyridin-4-yl)-1-{2-[2-(4-fl

uor o- phenyl ) - et hoxy] - 3, 4- di net hoxy- phenyl } - et hanone
2{{&o[03,36DRRR) 0-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy} -N-ethyl-

Xy-pyridin-4-yl)-1-{3, 4-di met hoxy-2

2-(3,5-Dichl org-J -
ac-e[té"-"zqse- &WWP?G%%&- yl ) - et hoxy] - phenyl } - et hanone
ar(zdlﬁﬁsmhﬁs tﬁ_ uﬁi?aﬂl)y, aclceptable and physio|ogi|ca|ly|/ cleavable esters,
oro-| : pxy- i_n-4- - -d
PR BN 5o B LR ol W kiges HE oA therto?
4-(2-{6-[2-(3,5-Dichloro-I-oxy-pyridin-4-yl)-acetyl]-2
Imglésd Ip%%érrr]‘(e)()j( )fla_n%hoce:linrgé(rYt} of tﬁte r[]J)Kelzge_nttJ?r?vze%rt]ilotn r)Urgp %gn sq\lll,nadnd X1,
Xg')(a,?arﬂzQ T‘ebﬁ*ﬁeﬂt PEHi-.d]inl’hrﬂjltMél) eﬂlqbb&nmiméhmyﬁﬂ-l‘{,blwxz,
ridin-4-yl -ethoxy)- en - et hana d 27
Xiy Yo AN P S8t BERA B MG STAOARS S BEFEpnS N e
xgtm?ﬁg-m@hprae@ﬁht ethy{jl_)rrar’gﬁhieroer:nbodjimr(to«arrpﬁmdntzm)and X1,
-(3,5-Dichloro-pyridin;4-yl)-1-[3, 4-di - 2-4 2-
TR AL S e M e T e Sl o T S
refbfgs.'hnSé—l-EhII? :?Ofumﬂe'r dir’]éfeﬂ'leglle)lzﬂoﬁraeﬁt Hi, et NQ,X)Z:;—?PC( s py
ridin-3-yj- XVY) - enyl ].-e aon
repr S e b e A SRR 3 307 X ST 8
amy Ks pépgraydnt--atHory K, 3nd Xs depresantxiy apkefy X} aed Kamepresent -
CI%S:O%Rg,“”dd %81«3' £ N and d t ~CH-. In a furth
(%, BT CFROEBYT i dT - ﬁl’y)fz)a-r] _>{(42[e[p£§5<e£|_ et hanea ' Fon
er{ubedﬁhtﬁmlx)l-afﬁmxrye]ﬂéiﬁnt Ndiane tXaoXyaph&nyegreseritarfdhe or X4 and
conpoun ,
X%fe(pén?%":”b%c%'?go%‘a-x ARSI "SS: 4- di et hoxy- 2- (1 - ph
Znyl - gr glpom/) - pheny! L_— et4ha|non|e (gorrp(cj)und 283),
- - or Q- i.din-4-vl)-1-[,3.4-di nethoxy-2-(2-
s igpte S BBy dheny 1o Bsntarin o RasoulR Sayere, bforRb or
fluoro, cyano, methoxy, ethoxy, propoxy or alkylamines such as tert.-

butylamine.

Substituents R;; of ring B may preferably be attached in the ortho (2 and 6
position) and/or meta (3 and 5 position) position from where ring B is attached

to the acetophenone.

In another embodiment when Rj is hydrogen, then one of X;, X;, X3, X4 or Xsis

nitrogen.

In one or more embodiments of the present invention, the compounds of
formula I as defined above are useful in therapy and in particular useful for

treatment of dermal diseases.

In one or more embodiments of the present invention, the dermal disease or

condition is selected from proliferative and inflammatory skin disorders,
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2-(3,5-Dichloro-pyridin-4-yl)-I-[3,4-di net hoxy-2-(I-ne
t hyl - 2- phenyl - et hoxy) - phenyl ] - et hanone (conpound
W@ B®B/077404 PCT/DK2007/000564
2-{6-[2-(6-Chl oro-pyrazin-2-yl)-acetyl]-2, 3-di net hoxy-
phenoxy}- N-propyl acet am de (%on‘pound 286) ,
2-{6-[2-(3-Brono-pyrazin-2-yl)-acetyl]-2, 3-di met hoxy-p
pER Ry Laltep) epibatsitianadamatioanplopacia 28dh atrophy, steroid

2-{6-[2-(2,6-Di chl oro:- phenyl)-acetyl]-2, 3-dj net hoxy-.ph.
B e, SRR TRA A b bagert SRR
d@mbatitd; Bebarr el viefm &8t §)onthich ddrrybtiths; eiryit Jrig henowy,] ard-
ro Q/I -acet am de (conpound
€F89)%-2- [ 2, 3- Di met hoxy- 6- ( 2- qui nol i n-4-yl -acetyl ) - pheno
xy] - N- pr opyl - acet am de (conpound 290),

T%e; %%@gog%g%)é}éugcéﬁsgﬁ%g&%%f%d YA cR%elinhd edhentre aifdey
b\ﬁc{n@ce[nﬁ'-atﬁn Bramanpyrgadic selent dr by etyskd i t®ndomrectysiailigation
enoxy}- N pr I tam d
DR VP LB SR g SRR SR8 oot oty e
ojanhariaxsganit, pucp ps ackén Thd erfstalgpoan e 298jted in essentially
-{ Q-1 2-(6-Chl tyl]:= 2, 3 di
VR T P PN El s a® Pl B sl fentidd EBvEROd
csf{aBifeXofvhs Chlabr a5 pylymdirphs2and pseadepglyino?pls, dindeal$ryjxtures
trger}e?r)}oxy} - N-propyl acet ani de (conpound 295),
T$%: [ 2- (2- Chl oro- pyri di n-3-yl ) -acetyl ] - 2, 3- di met hoxy-
phenoxy}- N propyl acet am de (conmpound 296),

C_gfn%gu;\%d%{]ﬁ'mgwf ﬁ{a%%r(r%é)me\B{]M' Hed %ﬁvn‘?' 2eiidally 3GBtYuted
phenoxy propyl acet am de con%oun 29r7n) ,

(irpB-qerbgrR ayaniwhishrdive nisa ty the existeprs opisomeriedpPHBRy<--
cHSNRYdrs N RYILAF 88 s &G OTRE PR AP fvention relates to all
such isomers, either in pure form or as mixtures thereof (e.g. racemates). Pure
stereoisomeric forms of the compounds and the intermediates of this invention
may be obtained by the application of procedures known in the art. The various
isomeric forms may be separated by physical separation methods such as
selective crystallization and chromatographic techniques, e.g. liquid
chromatography using chiral stationary phases. Enantiomers may be separated
from each other by the selective crystallization of their diastereomeric salts with
optically active amines, such as I-ephedrine. Alternatively, enantiomers may be
separated by chromatographic techniques using chiral stationary phases. Said
pure stereoisomeric forms may also be derived from the corresponding pure
stereoisomeric forms of the appropriate starting materials, provided that the
reaction occurs stereoselectively or stereospecifically. Preferably, if a specific
stereoisomer is desired, said compound will be synthesized by stereoselective or

stereospecific methods of preparation. These methods will advantageously

employ chiral pure starting materials.

Compounds of the present invention, optionally in combination with other active

compounds, would be useful for the treatment of dermal diseases or conditions,
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2-[ 2, 3- D net hoxy- 6- (2- pyri dazi n-3-yl -acetyl ) - phenoxy] -
N- pr opyl - acet am de (conpound 299),

w@200801704 - But yl ami no- 3, 5-di chl or o- pyri di n- 4- ypQEDKE@7H00564

2- (4-fluoro-phenyl) -

et hoxy] - 3, 4- di net hoxy- phenyl} et hanone (conpound 300),

2-(2-am no-3,5-dichloro-pyridin-4-yl)-1-{2-[2-(4-fluor
oPafheryIchrefihexgheduswodhdraisbeders phepayti¢ulat foatbe ereatment of

P PR R A B KNS Te . PROBRS e PG EPIESD.
inplaATReAtIoN, @Xopepiae BYin)atraiHyastereid(iodnqedlsidh 36:aphy, skin ageing,

hl
PéOtﬁﬁi(Hbi%mgca&nlegagr rltL g gﬁ%dﬁﬁs?'rggtc?s ysel)orrhelcdden%%m) %( |

ccﬂwthetrderbiatmixymarcbaaybnrmltisowd &cZerda.met hoxy- benzoi c
acid nethyl ester (conpound 506a),
2- car boxynet hoxy- 3, 4- di net hoxy- benzoi ¢ aci d net hyl
Bestey beélog)mpeﬁmmﬁ)rﬂﬁﬁban treatment, the compounds of the present

nVeioh TRV bERREOR Y SRERAIRY AR oPSRARIS Rl fhg

cofpoun
mandméls-sp2h @8 Hordaisc hdtblepshsen, diigs, 4logs,) aratettyl | - 2, 3- di ne
t hoxy- phenoxy} - N- et hyl acet am de (conpound 305), and
phar maceuti cal |y acceptabl e and physiol ogically
Forl essviattherapyt eormpopids ofetberiesaiitiipventioaptratiyeicaliy insthe form

O|hX gﬁgﬁrﬁg &UH}@Q&H’?@OS&‘ f %E%\?&&olﬂ%ggfore refbt8§]§

erre e pr esent 1 nvention
phaamae:sehtad chimpaaitiioxi comitising admrsune of Exrana 1,cpptionaHy

ehdISkin® HPéf-’ di @}E o%i"nerr %Fﬁﬁ%ﬁt:ﬁy\%ctﬁ@%o%ou%%(s)xffoélﬂger

represen anot odi ment represents
with aanlmarmacemcallx@cgem:ak@ ¢)@:Fﬂ‘l@}_;teﬁ§hl.c@|-pr carﬁeréﬁthﬁ@rexaplent

mReiEP 8d DY 'i)ta(é_le"'r |?1QES§%H§<§ ofbeifld QOﬁqpatlgl% wits tﬁé‘xgtl'?g’ mgret(:ljlents

represent 5 represents N, and :
ofxher eopnRasiian af(SI—POt Cie'ﬁtealoﬂﬁnt@ ke r%’@‘?'@rqhéfﬁoéﬂbodl nent
Xi, X2, X3, X4 and X5 represent -CH. In yet another
enbodlnent Xi and X4 represent N, and X2, X3 and X5
Corypnientht theprtiveingsedieacormprises fea Q0 O R oy, wsight of the
fd?‘ngﬂggﬂ)nrepresent - CH, or X3 and X5 represent N and
1, X2 and X4 represent -CH. In a further

In the form of a dosage unit, the compound may be administered one or more
times a day at appropriate intervals, always depending, however, on the
condition of the patient, and in accordance with the prescription made by the
medical practitioner. Conveniently, a dosage unit of a formulation contain
between 0.1 mg and 1000 mg, preferably between 1 mg and 100 mg, such as 5-
50 mg of a compound of formula I.

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 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
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enbodi nent Xi and X2 represent N, and X3, X4 and X5

represent -CH, or X4 and X5 represent N and X1, X2
wapgsX3740£pr esent - CH . Suitabl e substituents RI/DERD007/000564

ring B conprise hal ogens sugh as chloro, brono or

fluoro, cyano, nmet hoxy, ethoxy, propoxy or al kyl am nes

such as tert.- butylam ne. Substituents Ru of ring B

acﬂmmlﬂéﬂicﬁésa@bblthe(l al trchawtei daily i siris Aami@iskened 6t once) or in
posrtl and/ or (3 ,and 5 position) position from

‘FF%@WQCV§"%FﬁHBﬁ%@d?¥ t he acet ophenone. | n

anot her enbodi nent when R3 is hydrogen, then one of
X X2, X3, X4 X5 t
e paheamdu m%ﬁ&snwrﬁqaperﬁgr'ats*rrgor&ﬁeast°o%

“Lfsrag gunit”) wPE:hdiéfnbeSCh ab@leajdsée/vruslefsud:apabld bfetreiny aanmdmstered
articul,ar, useful, for tr rnal dlseas

tq 2 gBGRE P ER Bt thedl's FaPdEH s iRy TenAT R3S

physecaligranal chélnﬁe&tszestableamrtoﬂdslemmmmsmj eithecthkrastive materlal

%%@%{,%% grg Iﬁ\éjg?la i{l‘g'th PéLY%%ganPT%?eutlcﬂ diluen s or carriers.

al opeci a, skin atrophy, ster0|d i nduced skin atrophy,
Kin agei_ng, ph {i
T KrE e 7 ST Bo B TR U8 BT bRy e -
sidgrermasiet tapable bf being admpnistered sopically tocrz patientThen application
Qun r . ) ine

PorALY ERe el ireCtay sbes BPRBITIST ] (526G e
psafiérabhyt from MY rog ystlahpiof &hé ectiver ingeedignttinlduesta@n.on
froman organic solvent or m xture of said solvent and

a cosolvent that may be organic or inorganic, such as
Itvia tabso. erMisaged ybatainsent@jn treatreitarginés agenipistraEpn yvith longer

n?ﬁ]v\éf‘s %ec;{]te%gr)f Y 95y,a?\fé?'g ?/@Se;f(gbfevér\’ W‘thqgn@erm‘fgr@il@ may

i on covers I ne forms, such
be bepefitigphs and pseudopolynnrphs and al so nrxtures

t hereof . Conpounds of formula | nmay or nmay not
conprise asymmetrically substituted gchlral) car bon
If4he recaimesh inyolMes daunistratipe of Rnathen therapeyticaihs @ctve

c$Rp8Bnd R-idrecommended to consult Goodman & Gilman'’s The
Pharmacological Basis of Therapeutics, 9™ Ed., ).G. Hardman and L.E. Limbird

(Eds.), McGraw-Hill 1995, for useful dosages of said compounds.

The administration of a compound of the present invention with one or more

other active compounds may be either concomitantly or sequentially.

The formulations include e.g. those in a form suitable for oral (including
sustained or timed release), rectal, parenteral (including subcutaneous,
intraperitoneal, intramuscular, intraarticular and intravenous), transdermal,

ophthalmic, topical, nasal or buccal administration.

The formulations may conveniently be presented in dosage unit form and may
be prepared by any of the methods well known in the art of pharmacy, e.g. as
disclosed in Remington, The Science and Practice of Pharmacy, 21ed ed., 2005.
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enantioners and possi bly di astereoners. The present
invention relates to all such isoners, either in pure

wo ooosinoroas m xtures thereof (e.g. racenmates).pPEUDE2007/000564

stereoi soneric forns of thesgonpounds and the
internedi ates of this invention may be obtai ned by the
application of procedures known in the art. The
AN afidthods n'nemﬁert'ﬂe gfeq:’ ﬁiSbrlifayn@meswmeahgadadlmjnpm}osa?ssatlatlon
S ration t hods such as sel ective crystal L
wHRBRE Fpisth BBIDRrettLaes five BETore affesrrrgrediéts: AT
g@mdranmh@gfr&phatuomi arg pthparal bytwtifoemdyr yng hraswastely bringing the

nant i oner ed fr.gm eac . .
RO 8 aner SR A i PR D Pl 4P o
casranlet sr both) agdtthen/ if pecessanye shaping she pumduchito the desired
m dirlne Alternatively, enantionmers may be
§Eﬁ ('ed by chromat ographi ¢ techni ques using chiral
stationary phases. Said pure stereoisoneric forns may
F%rtmeuﬁaeti)I Ssgcﬁfe[tpgg)q?;ern(%%\}%mloﬁ%h tgﬁlggggb%?geﬁlﬁlstratlon may be in
threefloemi of | discreteawniead ¢apat Ieshwqhessctta l@iﬂtsavdgxomges each
| e fy
o PPl oM 8P B S e B e
pmdgywnmesulzeulrbghes‘pemszﬁmmtmm@r PFuUSneRsHSipari #queous
; I
i 3h Pn 2l BpER Baa, Aty J EFBRRATPSerBl & in the form of an
OIﬁD‘rrp@de%'nulSanlm Ppweaternin- ¢'h®f@HlSIQ§h Sugpwilsmay be pdible oils,
%‘@t EQRoNdek oAt Q@é'an?tﬂ)i V&c6h &PBldﬁeaMﬁ“Hllq sbRable
use ul “for the treafnent o ermal di seases or )
dispersing UrRHsEENdina Bgents fonPONPQUSCYSRPRIIRRS IN6lyg synthetic or
anu? q[iiﬁl?sssudhnasoﬁ'éééc%%ltﬁralélﬂﬁtet %@aélé e@é)&?dﬁ s8fiium

ative and”inf armatorr sk |n di sorders,
C?"@@l‘Yfa?,ﬁhéllceHH'ﬁé%rQe'@tﬂ‘rd@?%{lce llppeyritigrpPro By Biskkylgeliulose,

h%b?y;ﬁ%b?l@@lyulos?é @hRigNndra %ﬁh@l%l%hﬂp%élmﬁé TRKI Ia@tlve

agel ng, photo skin ageing, acne, dermatitis, atop
ingeedigntstmay aksemsradiainstered iathe farm efoa pakis: l@FHﬁr’Y Pr paste.

urticaria, pruritis, and eczenma. Besi des bei ng useful
for human treatnent, the conpounds of the resgﬁ{
Aitablgh fayrPeipda by Fomepressng or mauldjeg the ﬁ%ﬂ\{% IeRint

oﬂﬁonﬁa‘ﬂ&%fl’ﬁoh@@l’ er@gcéﬁ%m| lﬁgﬁéd:ﬁéhtélSC&ﬂb&%%d €stiléts@nay be
sheep In.t

do nd

PEBRESLAGEO GP R Bop I L8 SHESD RVEMTIT i ECHYpSAFTGTI(R) i 2
freBglohiidTd sudphay AIPERLEF 6RbranQrEspsptiolly mixed by a binder,

i nvent i op there[ore relates tg a
such as e.g. lactose, glucose, starc gelatlne acacia gum, tragacanth gum,
sodium alginate, carboxymethylcellulose, methylcellulose,
hydroxypropylmethylcellulose, polyethylene glycol, waxes or the like; a lubricant
such as e.g. sodium oleate, sodium stearate, magnesium stearate, sodium
benzoate, sodium acetate, sodium chloride or the like; a disintegrating agent
such as e.g. starch, methylcellulose, agar, bentonite, croscarmellose sodium,
sodium starch glycollate, crospovidone or the like or a dispersing agent, such as
polysorbate 80. Moulded tablets may be made by moulding, in a suitable
machine, a mixture of the powdered active ingredient and suitable carrier

moistened with an inert liquid diluent.
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phar maceuti cal conposition conprising a conpound of
formula | , optionally together with one or nore other

wo besapaut i cal |y active conpound(s), together wet/bK2007/000564
phar maceutical | y accept abl e sgxci pi ent, vehicle or
carrier(s). The excipient nust be "acceptable” in the
sense of being conpatible with the other ingredients
of the conposition and not deleterious to the

SRR P EELam PR bl h s s RS

whighrthe abrr(rmundi lmftHiEeplfasem iniv e aticlo Saaghmixad twitht loev melting water
0, istered el .
s‘ii’ggﬁﬁﬂ%ﬁﬂjnﬁ? 8O|II c%t seurc3 aqs cocg? Wg)&%r ggeyéfggé&a%ﬁg%%\?gg?/ons,
p@metihlyte:neomhoﬂ ooﬁato;f atileegtatd empolyetigtldane dywds, dariteeelixirs
t he rescrl t he nedi cal
mﬁ“’@t?rtepg rus"&n éﬁ%:@?ﬂ%} § dosage unit of a

formul ati on contain between 0.1 ng and 1000 ng,

O R
steolmmlymi' afueche prepezatioronf the actnrepegr@dlanﬁs gwhigh |ISapred'3¢fably
lsé)ﬂ% A4fn3Nd b Q)laldctjftth?'?eatnlehp a{;‘%)ﬁ)gmﬁc ?Jlln@ %Sl’cﬁﬁ? %Mc@ée

di seaseée rea actors we .
sd{uiiamot bufféresqiutiart. |Télerfgrrph§a§lpmfa¢v ba genvengrdlynderitiseddey for

inSN R RL &5 tfﬁb#)#\gE b%'&@ériayr’etﬁﬂ{g Al ualaéicytl% of %rﬁ@llnb)égent

according to di rent dosing s les il
tonihetformelatipn; mtaskiatiansof the fgenelatien gr §\i8ﬁ@m93086% O\Ninvlat'on

Llﬁﬁsdrﬂaltfgﬁn[l%'ﬁgﬁs E% EEQ)SQ& it 8. EAcPISKSHi QeﬂVh%&@htl%al

e compoun m ni stered as a bolus (i.
Teghniolagyd &9l Jeﬂ%’q are glsadwitabletfer parenterghadminstratipn.
di vi ded doses two or nore tines a day. In the context

of topical treatnent it may be nore appropriate to
Altermatively, the' epmapryngsial forrwi? dHnaehePEesented agpsterdgeso!id

?@E}b%ldns e%@ﬁl—:@z@ﬁné@fnﬂﬂdé‘j RAHIES [s&iedily BisdolPéd ireakterile
[ be readi [y handl ed and packed, remaining

SQiSe"SF mw%q'@t&Yw Priein® ¥Sfeni cal |y stable unit dose
conprising either the actlve rraterl al as such or a
m xture of it with solid or pharmaceutlc%l

T@npeRimal fermelakienemey beHa thsrfwi g aqEasir 2 PRt
connection with topical use neans a uni tary i.e. a

FQSrlawn Ltgca{jqo%ﬁiabﬁqg%ﬁlhglﬁ%; Iaggltlr?lg“gg(r)rrlx rrl'lasyt beer |en theq‘gll'r%aof ay sterile

aqueous preparation of the active ingredients, which may be in microcrystalline
form, for example, in the form of an aqueous microcrystalline suspension.
Liposomal formulations or biodegradable polymer systems e.g. as disclosed in
Encyclopedia of Pharmaceutical Technology, vol.2, 1989, may also be used to

present the active ingredient for ophthalmic administration.

Formulations suitable for topical or ophthal mic administration include liquid or
semi-liquid preparations such as liniments, lotions, gels, applicants, oil-in-water
or water-in-oil emulsions such as creams, ointments or pastes; or solutions or
suspensions such as drops. Compositions for ophthalmic treatment may

preferably additionally contain a cyclodextrin.
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per square centinetre of the infected area of fromO0.1

mg to 10 ng and preferably fromO0.2 ng to 1 ng of the
w@edoseer4adngr edi ent in question. It is al so envPGEDEA07/000564

that in certain treatnent reginmes, administration with

| onger intervals, e.g. every other day, every week, or

even with longer intervals may be beneficial. If the

treatment involves adm nistration of another

t hera | | t t
FooePL SEDBUMERTR Gl FRTSEE A" BRMARL BB G esent
incdn AMRULAPELTrbeSO. 09ttb 2600 byJNéEghﬂ-H’rtIthHBnnmuéltlonEsuch as 0.1%

Llrrblr Eds vv-HII 1995, f I

(o0 1D Yo S TIRASISE RE PaRAT R op 2t Y U2 oA AT g the
céripogiti@sent i nvention wth one or nore other active

conpounds nay be either concomtantly or sequentially.

The formul ations include e.g. those in a formsuitable
Forg&tflgtirlgrls £U|ta%i gér%lai?gf%ﬁlt uﬁgglda Cshllgglgg ﬁélﬁé?ec‘ Sgwder self-
prorpbhmgemdtsmexafqrmuiammwscm as aenmoisamdtatemlmrs avich
formuliaq o%g %I"éc‘ giscltorsg{J1 ?rqgl:&%r’ drﬁBI‘#JI‘ @H}}h&deﬁ“ﬁ Bhgﬁhacenu@iﬁél 2

ati1 ons
e<¢0|(ﬁ/§nBe‘|rI¢eIr)BnldeC pr Bhedrse(Fdsn, dagade7widid Mayce‘n %eﬁdﬂﬂw

Yo% W@%ﬁrﬁ ggama&mﬁcgf?'t bg weshggds ée\fy%lnld KRORRAoHLL (El?j% ), page

art o as disclosed in Rem ngton,
Gw%ﬁwdam PRacMprsel BEkIFQTaN#WCXDFk.@DéoEF@MCIOPQQ)@@fAI I

P%&%ﬁtléé]%&ﬂ%l&@i vl efy, Of SWartﬂ‘@éanw& he, @IBWaHe(Eds), page

rent into ociati'on Wt he carrier,
1eb22ei Maresd DekkeoNayYerkaccessory i ngredients. I n
general, the fornulations are prepared by unifornmy

and inti rrate#/ bringing the active ingredient into
Innaddtipnte e orwﬂanmreﬁsh iggcashients thefogmplagiany ofip \wrawWauUNd

oﬁﬁalrﬂnmaf:ﬁﬁ{alyeﬁcleae eag or nedid afdh&rbnan fngF&ﬁSﬁt%%ru)th aslimpkng,
he product into the desired fornulatio

bIUfS‘Frﬁuf'%t‘fCI%W Qﬁe“F%éOI?H%fétmﬁuffﬁ%ﬁ?tIV@rPgﬁﬂti dhickergs:

pRiIsehvaRidB, i §t Friebhy hydPokyBenidaté idcfuaiiy siti-dkriahed)e
units as capsul es, sachets, tablets or |ozenges, each

eRUIRTing 3aenss AP BfSri ned amount of the active
ingredient; in the formof a powder or granules; in

the form of a solution or sus ens on i ue
When the active ingredient is admlnlstered in the form opsa?ts w@h ﬁarmaceu-

tically acceptable non-toxic acids or bases, preferred salts are for instance easily
water-soluble or slightly soluble in water, in order to obtain a particular and

appropriate rate of absorption.

The pharmaceutical composition may additionally comprise one or more other
active components conventionally used in the treatment of dermal disease or
conditions, e.g. selected from the group consisting of proliferative and
inflammatory skin disorders, psoriasis, cancer, epidermal inflammation, alopecia,
skin atrophy, steroid induced skin atrophy, skin ageing, photo skin ageing, acne,
dermatitis, atopic dermatitis, seborrheic dermatitis, contact dermatitis, urticaria,

pruritis, and eczema.
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l'iquid or non-aqueous |iquid, such as ethanol or

glycerol; or in the formof an oil-in-water enulsion
W@®@e008/0v&b£r -i n-oi | enul sion. Such oils may be Bdi/DKe007/000564

oils, such as e.g. cottonsegd oil, sesane oil, coconut

oil or peanut oil. Suitable dispersing or suspending

agents for agqueous suspensions include synthetic or
E)Eb’ih putealof QMawﬁhnaSactwagmaahantsah@y faxtexangdabeaelected

ran, sod carb ul os | atin
iy 5 R PR G P B N £19 B s 3 D analogues,
aWdft@WﬂéQWéte&ltlauﬁNHMQ faarde RRF partadonists, anticholinergic

R AR e e s s

m[dﬁﬁ*teehaopn tf&bérﬁmaﬂaay nbardxadﬁtlbm)egadlﬂpr galdisalis,ope nmuardineg
e redi ent ti 0 or nore
seJEEb% ero' EH1% ?ﬂeﬁg En)‘p?'((ejgs%e'v\é %gfﬁ %rt?ds may be
aﬂk¢pao£dhbyndmapre55|ng, in a suitable machine, the
active ingredient(s) in a free-flowing formsuch as a
powder or granules, optionally m xed by a binder, such
ME§HGD§ OfFF aRERSRATI@INUCOSe, starch, geI atine, acacia

Tlgea?% %@bglﬁg%gggZ%nqtgh%:ac et% Bared in a number of ways

whYy datnowy o thgdenskilled indhe @rosfesy qbbdisysaﬂﬁyel emepqyings @if formula I
m‘é@’?ﬁ?‘ eQJmélEebé n“@?g lée?ia éi'l% H’Feamacﬁgn%laﬁt? t@chglq@g;yaj:t'luméd below

mag nesi um st ear at
tdgetimaméh mreabloldd sk eyt mtté\e aarb@f syntbetiopraaaicogherpistry | Qe:

v meaﬂﬁ‘x's EL: %Bp%%%@éd qunosqissl&li&i m%@raq‘ Prfferred methods

OSG agar, ntonite, croscarnel | ose
instodiw hyt @r@mm:mr@nteq teh thypsecdasceibed beloys Jbeirgastionsrare rarried

L’I\;D F‘Sgg{f g;ll)pcfegﬁﬁent% lﬁg%ggerﬁk'%hd%aﬂéﬁbbés&ﬁpﬁygd &R suitable

in a suitable
forgbe trra@sfoamwsm b@'néfeﬁqﬁi?dpe?\%r'%éh%lé\tﬂ%b%t'? ﬂ‘@i“é‘éﬁse‘i'ﬂscr'be‘j

bgeﬂl Uk E@BE%n@l@Fsrtb&f tHR IRt 510665 feBctidh EdMRitiond, dIGding

|'Uent . Fornul'ations for rectal admnistration may be
chaica pksqlveh Eﬁacgeibﬁbrgpqurésrqaﬁt%F%P?ﬂ?&ur@oﬁﬁa}h’a‘ Qff

et PRIk RSt wbrrP(Vﬁﬁ‘b\'&rédhﬁesagm Leskenitbbe éﬁﬁdﬁﬁiﬁsldf@tandard for
wat er sol ubl e or insoluble solids such as coc

thag reaqtiony i Sgeieal & Be veastly J6FROUTIbY BBF FEHIRY o art. Not

al@ kyRBbuds faﬁﬁrﬁg)/‘nﬁ)cé @ﬁ/eﬂsél@sfssm@f be Qbﬁﬁfamﬂee\nﬁh Gbe0dfthe
ile elixirs my pr epar ed u3|ng nyri

rqaﬁflp'apendlrteﬁrmoa'ﬂreeng setietfhe e B%F%W@FQI Blich restrictions
tAEHE dUbsti fuink WhicANFE b ATHakiY I CRTTR thé Bedtttion conditions will be

readily apparent to one skilled in the art and alternative methods can be used.
The compounds of the present invention or any intermediate may be purified if
required using standard methods well known to a synthetic organist chemist,
e.g. methods described in “Purification of Laboratory Chemicals”, 5™ ed. 2003.
Starting materials are either known compounds, commercially available, or they
may be prepared by routine synthetic methods well known to a person skilled in

the art.

GENERAL PROCEDURES, PREPARATIONS AND EXAMPLES
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sterile oily or aqueous preparation of the active
ingredients, which is preferably isotonic with the

whbmem7mab4 t he reci pient, e.g. isotonic saline, PCBEDKOW 000564

gl ucose solution or buffer sglution. The fornul ation

may be conveniently sterilised by for instance

filtration through a bacteria retaining filter,
lHadadiaronaghetsd esbhasden@iNRjestectra wdre Usonliy Fedordet] at 300

by aeRed, s vlge iR B B ke Dot edfigedotvent
refatPe tEnawh@IrxelcﬁamenhylalmTer(a?eOtoujair ctmblquhDW? ADY).

9, ,1994 0 Sujt e for r er .
SRS TDarFIsh o & DR Sahe) PR TERERR (0. gyeret .
quiarter gy or naty(rpatpthesappreximase anidtpeintliegiveolundess a range is

I . g. y -dried i i
oPSheta) g 8l LGRS, PHLOARRR el sy
arhnyidesud. €hismatobrapisderespEerfboned batM s siiey gbe6 0 (01048 - O-

rmof_.a pl [,.0. &: r.oyl i
oS SHMEITHR M Shudd uP SRl Y Pt
sterile aqueous preparation of the active ingredients,
THOSTBAIRY ool B £ hAFL ¥ ALAdd b dHButf OF exanpl e, in
the Torm of an aqueous m crocrystalTine suspension.
ADRDPosonall, ¥ of Aaddicarbony alipipéridiegr adabl e pol yner

tens : ' . d i n Encycl opedi a of
Amr naceg\zlg%'gﬁgq%gﬁcﬁléﬁggy, vol . 2, 1989, may al so be
Aufled to prdgmethyt he active ingredient for ophthalmc
p@gM ni st atiRletnsAL MUl ations suitable for topical or
ophthal m<c admnistration include liquid or
DEMN - | i qdichigpeeethantsi ons such as lininents, |otions,
pag! s, apN,NCBﬁﬂéthy%rlmérﬂrd\éﬁ_t er or water-in-oil
enul si ons 'such as creans, ointnents or pastes; or
DM8&Put i ondiraethyLisyeaxideons such as drops. Conpositions
gd or opht ga{m c treatnment may preferably additionally
contain a cycl|odextrin.For topical adm nistration, the
hcompoundhg®f(Ebrmul a | may typically be present in an
HATPUNt 0l-{7-ABkPeddbtddzoP@%IY , 118 BbdtrathethyRironium
conposition, such as 0.1%to about 10 % but may al so
be preseREX3HAAPRAAROREE of up to about 50% of the
HEQAM®S | t hetero&YI-MRdtAYll ons suitable for nasal or buccal
adm ni stration include powlder, selfpropelling and
Lspray fotHfl ations, such as aerosols and atoni sers.

Lsach lithium diisopropylamide
LiHMDS lithium hexamethyldisilazide
m milli

MCPBA m-chloroperoxybenzoic acid
Me methyl

NBS N-bromosuccinimide

NMP 1-methyl-2-pyrrolidinone
NMR nuclear magnetic resonance
rt room temperature

RT retention Time

TBAD di-tert-butyl-azodicarboxylate
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formul ations are disclosed in greater detail in e.g.
Moder n Pharmaceutics, 2nd ed., G S. Banker and CT.
whbmdes740£ds. ), page 427-432, Marcel Dekker, Ne@u/BER007/000564
Modern Pharmaceutics, 3th egqg, G S. Banker and CT.
Rhodes (Eds.), page 618-619 and 718-721, Marcel
Dekker, New York and Encycl opedi a of Pharnaceuti cal
TAzchnol ogr;ifluorohcetﬂ:oacmﬂ Swar brick and J. C Boyl an
ds), e 1 Mar cel Dekker, New York. In
TIg'l'zdl ti on%%{)a ‘ﬁ%o %’? ementi oned ingredients, the
T¥or mul at |tmt$1ytsﬂa|ae conmpound of forrmula | may include
yone or F addi tional ingredients such as diluents,
Vbuffers, YPI"&our i ng agents, colourant, surface active
agents thi ckeners, preservatives, e.g. nethyl hydroxy

P eenzc% q_ugllgﬁ!gum ng anti-oxi dants), enul sifying agents
: en the active ingredient is
Prgatativet HRLEIMSrwahperffommeddn sdbibsexAPH-sybermmdtducwo
e - ] [ d
Shinf el P ISP B F R 8 R R RS0 Pl RS sptrieier
CelunghtWateso Kligira G-h8wbE®&mm ixnl o mier S 1o il edntsygtem: A =
wgﬁ% r('()Clul’/o {orﬁ"?a&@?g AR -ata%etro"i‘ﬁtﬁlégﬂ flog ?&Pltllk %@rd)THSW rate =

nmaceu conposi tion tiona onpri se
19 mel/orin novethast Gl mét |Lmacgrqygﬁ@rmgtr@@irﬁmm fremall Py B to
16*6»%/0' 6l i, & fuies Bhaeilyi ] a€le668h BILP SRShEPY ML, RS,
.g. select romthe group consisting o
frpq:tmnSf\wrstqo{,lectad@ased panemirgess ekich\a@ing me&@ PDA signal
ﬁ@oab@%_g cancer, epidermal inflammation, al opecia,
in atrdphy, steroid induced skin at rophy, skin

agei ng, phot o skin agei ng, acne, dermatitis, atopic
ARSI IHAL8/mgebOr rhei ¢ dermatitis, contact dermatitis,
artircarra, pruritis, and eczena. Exarrpl es of such
MgtheidAonal acti ve conmponents may for exanpl e be

Aﬁﬁklﬁ@él%Ltyl@mﬁé%epeﬁ&%dc&n&ﬁérﬁ%ﬁ sPteAPWRA T rREBals,
amin Da nd vitamn Danalo%§ anti hi st am nes

apalei@l epmecand athRgme AR P! s seckgptter Solumn: Waters

x*ﬁé\ffré ¢hog | 1y Bing x208Hhs, 5rmhhyd>w@mtsh¢teﬁﬁ A b- w@treemeng%Cform.c
ents. COX-2 inhi bItOI‘?(P salic tes i ndopet haci

aq UpRsh Brineeetonitpleotieh % foTmIG 461 e oy bt Sal-p EnL/min; method

(LN Lk @eadlélﬂrM@tK&JOd]cﬁﬁé &lodd 10 OB toDAYEBLIS,6.6 minutes
retinoids, zinc salts

and staying at 100 % B for anot er 1.5 minutes.

Method B:

Analytical HPLC/MS was performed on a system consisting of a Waters 2795

HPLC, Micromass ZQ mass spectrometer, Waters 996 PDA. Column: Waters
XTerra C-18, 50 mm x 3.0 mm, 5 pm; solventsystem: A = water:acetonitrile
95:5 (0.05 % formic acid) and B = acetonitrile (0.05 % formic acid); flow rate =
1.0 mL/min; method (8 min): Linear gradient method going from 10 % B to 100
% B in 6.0 minutes and staying at 100 % B for 1 minute.

General Methods and Examples:

The compounds of the invention may for example be prepared according to the

following non-limiting general methods and examples:
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sal i cyl azosul fapyri di ne. METHODS OF PREPARATI ON The
conpounds of the present invention can be prepared in
wa@20enoban4 of ways well known to those skill ed PeT/DRe007/000564
art of synthesis. The conpoygds of fornula | may for
exanpl e be prepared using the reactions and techni ques
outlined bel ow together with nethods known in the art
of synthetic organic chem stry, or variations thereof
Maa Epgreciated by those skilled in the art. Preferred
i nclude, but are not |limted to, those
Mdas orF idixidy Ifedrovf carhpoureaatitlo ismad@Izarri ed out in
sol vents appropriate to the reagents and nmaterials
enpl oyed and suitable for the transformations being
effected. Also, in the synthetic nethods descri bed
bel ow, 4% is to be understood that all proposed
reaction conditions, |including choice of solvent,
reacti dp at nospherey, reaction tenperature, duration of
experi wor - up procedures, are chosen to be
condi g1 ORg“of stapdard for that reaction, which shoul d

be refa recogii zed by one skilled in the art. Not
al | congounggy falling into a given class ma
ceampat i ple with OTE of | ?Hé"’r}eg 'BH%W?’Q%/’BnS

t he net hods descri bed. Such
ns to thexsubstituents which are conpati bl e
e Ckaction condijdions will be readily apparent

) The conpounds of the present invention or any

i nteMNedi ate may be purified if required using
standard nmethods well known t o a synthetic organi st
chem st, e.g. nethods described in "Purification of

whakein &1ds s Qesdri el Isreind witheslitaBB08 kyISiraarlkémy chlorides,

th . ' .
oAbl B o BTN SORATES ke
quunshetorgametmmsmw JohknWiley &csoasped :sbrGesenklapd R.15. Wuts,

t E Rl I :
s BN A PP S SESARET, OB ot i
wmurmobwcm1dltyonse(see die'dtlmsms(aeswzl THeheita(1993)f 34, 1639-42

aXé‘Fufl . tne Podh? eﬁg%%yhﬁyqlrss %ﬁ@g@béh@&ms\fﬁw

O I n trane ane
betdemeafrd?Mfr. (T:he:re?c@@*) may either be one-pot or in two subsequent

steps.

Method b)

Alkylation of compounds with formula Ic,
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WO bsappooxi mte m d point

standards. The value of a nmultiplet, either defined
(doublet (d), triplet (t), quartet (q)) or not (m at
i's given unless a rBCBK2®7/000564
quoted, (bs) indicates a brggd singlet. The organic
sol vents used were usual ly anhydrous. Chromatography
was performed on Merck silica gel 60 (0.040 - 0O- 063
nmm) . THe1 solvent ratios indicated refer to v:v unless
othermﬁ.e noted. The follow ng abbrevi ati ons have been
used thf oughout: ADDP 1,1 -(Azodi carbonyl)di pi peridine
Al BN A C&bbutyronltrlle Ar-Me aryl-nmethyl DCE

di chl{s hane DCM-dichloronet hane DVF

N, N - Lhyl f or mam de DMSO di net hyl sul f oxi de Et
E; O3 HATU
- benzotriazol -1-yl)-1,1,3,3-tetranet hyl uroni um

hexaftuorophosphate Het Ar-Me heteroaryl-nethyl L litre
# diisopropylanide Li HVDS |t hi um
di silazide mmlli MCPBA
operoxyben20|c acid Me nethyl NBS
N—b qrosucci ni m de NVP | - net hyl - 2- pyrrol i di none NVR
nucl ear magneti c resonance
wherein R1 and R3 (R3 = H) are as described herein, with alkyl, alkenyl or

alkynyl chlorides, bromides, iodides, mesylates or tosylates under basic
conditions or with alkyl alcohols using Mitsunobu conditions in a suitable solvent

such as THF, acetone, benzene, toluene or DMF.

Method ¢)
Alkylation of compounds with formula Id (I where R3 = hydrogen),

I|?1
O

OH

O—R2 / N
.

0O
Cl Cl

~
X
N
wherein R1 and R2 (R2 # H) are as described herein, with alkyl, alkenyl or
alkynyl chlorides, bromides, iodides, mesylates or tosylates under basic

conditions or by alkyl alcohols using Mitsunobu conditions in a suitable solvent

such as THF, acetone, benzene, toluene or DMF.

Method d)
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It roomtenperature RT retention Tinme TBAD
di -tert-butyl -azodi carboxyl at eTFA trifl uoroacetic acid
wq bfesetsoahydrof uran TI'S tri et hyl sil ane V vol uper/pDK2007/000564
Preparative HPLC M5 Preparatj;ve HPLG M5 was per for nmed
on a Dionex APS-systemw th two Shimadzu PP150 prep,
punps and a Therno MSQ Pl us mass spectroneter. Col umm:
AMRIEFFmATiBh o cEmbBundSRitATroMmdR Tem 5 mm
sol ventsystem A = water (0.1 %formc acid) and B =
acetonitrile (0.1 %formc acid); flowrate = 18
nmL/ m n;R1et hod (10 m n): Linear gradient nmethod going
from10.%B to 100 %B in 6 m nutes and staying at 100
% B foryanother 2 mnutes. The fractions were
hba@seR2 on ion traces of relevant ions and PDA
10- 400 nn). Arabytieal HPLC M5 Met hod A
HPLC/ M5 was perfornmed on a Di onex
APS- sySstem @'t h GOBBIBOA anal ytical punp and a Therno
VB P UR_nMass spectroneter. Col um: Waters XTerra
C 18, Oomm x 4.6 mm 5 mm sol ventsystem A = water
fogwc acid) and B = acetonitrile (0.1 %formc
rate = 1.0 nL/mn; nmethod (10 m n): Linear

gr d met hod going from10 % B to 100 % B in 6.6
m M and staying at 100 % B for another 1.5
m nu Met hod B: Anal ytical HPLC M5 was perforned on

wﬁe%ﬁh@'ﬁn@% bed A9 8eftibad \Wet&hs with Heinkity Gr d&@lﬁ&m‘ﬁ%ﬁwnes
ZQ nmass spectroneter, Waters 996 PDA. Colu WAt e

T WA T et r%aQ?”ﬁﬁFdSaﬁMATyoqc\?éﬁ’ff‘gy'st%rr{' Agp.Chem.
s¥@t@9as ety 143978, or any other standard peptide coupling reagents
(Larry Yet, Albany Molecular Research, Technical Reports Vol 4, number 1, p 1-

7).

Starting materials of formula Ia-Ie may be prepared according to standard
procedures well known to a person skilled in the art. E.g. commercially available
2,3,4-Methoxy benzoic acid (Aldrich) is esterified with Mel in the presence of a
suitable base, such as K,COj3 or EtsN.in a suitable solvent such as DMF, THF or
DCM at temperatures from rt to 100°C. The resulting ester is then condensed
with 3,5-dichloro-4-methylpyridine (e.g. prepared according to either J. Org.
Chem. (1961), 26, 789-92, Heterocycles (2001), 55, 2075-84 or PCT9414742)
in the presence of a suitable base, such as LDA or LiHMDS, in a suitable solvent
such as THF, at temperatures from minus 78°C to rt. The resulting ketone is
deprotected either:

A) In the presence of a suitable acid, such as HI or HBr in a suitable solvent
such as AcOH at temperatures from 50°C to 120°C to provide compounds
of formula Ia.

B) In the presence of a suitable Lewis acid, such as BCls, BBr; or AICl; in a
suitable solvent, such as dichloromethane at temperatures from 0° to rt

to provide compounds of formula Id.
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95:5 (0.05 %formc acid) and B = acetonitrile (0.05 %

formc acid); flowrate = 1.0 nL/mn; nethod (8 mn):
wa.bovear74gr adi ent nmet hod going from 10 % B t o 1POr/HKBI7000564

6.0 mnutes and staying at 190 % B for 1 m nute.

General Methods and Exanpl es: The conpounds of the

i nvention may for exanple be prepared according to the

f @.éeraﬂen ﬁﬂﬁoﬁwbﬁhlﬁdl\)ﬂb@w%}@tﬁdlﬂh lIE@\ilfﬁO&ikeﬂﬂdhlondes bromides,

exanpl e no i a caonpounds
IR, ToHEres Taropipbaga B R RDCH 6F 215 p G A A 2COs
orRFtENSn ASsUiRSR $d¢€£ht|g;eli:ﬁlal§ DMV, tNMB,UTH bt BCH dtylengreratures

al ken rom

i des, i odj des,
FrpmGg 0D G ey 8 £eripouniot bRl oy sBER it Rpfitection of
céa‘ug@ﬁnds Waitle foreduly Ib Jothe MiekeyceSofsnssitatiel Le Wis a@ldaaueh as

o€l phis o AR o1 S eRR NGy rocl R giefieroresighe £ Y

td%[bérafwbsl froendp to otnﬁol(cxwmi lﬁym-bkhslaslomx@lﬂi)alkemyl dhderides,

34, 1639-4 .
o5 098%: PAgYIafER of tety AR s pihentior 780 Bnjp pase,
smhﬂﬂ&sengi(l},rormlﬁ\l iMhesuitebletsotye ntraycheas BT, DR, TétFpat DOM at

R By 8 4G o e

are %ede&cnpbcmjkﬁemcm nf cormptburaismllth ferimuda @ W_wh alkyl alkenyl
n [ e e [
. gwp g5 92 B ek 0 5 B b5 o o
inah cuitatils salyenigsiht auBdb wor AUtRIpt tepnperaturgs §igim sotogl 00°C

pi%?/l'(ﬁ nggwsao%fgmﬁulaqg%;%e benzene, tol uene or D

ron of conpounds with fornula Id (I
wherAdkyRatien Ioffdwogew)ds witle feimulRId avith #Ry| qdoropgr brpeogsetate

mdﬁ%?rlep&%ehg rSitQpleWash, é\L(.Jﬁyés K fédﬁmé' suabid wﬂéﬂt such as DMF

om des, 1 odi des, y ates or tosylates
ouNM@ratiasiperatores ﬁr@r@n@ teL0B§C énllowedabvcbmb'sws?frfae carboxylic
eMeF SHAGL4ta R@AI donBtons TpAbtettivieatiotips i VeG4 niS ehBrstry, John

F, acet one benzene, tol uene or,
W|Iey & sons, Ed: T. Greene and P. G. Wuts, 3™ edition (1999), p 384-86)

provide compounds of formula Ie.

Preparation 1 (compound 501)

Methyl 2,3,4-trimethoxybenzoate

OMe OMe
OMe OMe
OMe OMe
COOH COOMe

2,3,4-Trimethoxybenzoic acid (Aldrich) (20g, 94 mmol) was dissolved in dry
DMF (250 mL). K,CO3 (13g, 94 mmol) and Mel (6.5 mL, 103.4 mmol) were
added and the reaction mixture was heated to 50°C for 5h. The reaction mixture
was cooled to rt and water (250 mL) was added. EtOAc (1L) was added and the
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Met hod d) Am de formation of conpounds with fornula Ie,

wherein R and R2 are as described herein, wth
wW@eiosmrMoHbr secondary am nes using for exanpl ePEI/DK2007/000564

coupling reagent such as HARY (Carpino, L. A J. Am

Chem Soc. (1993), 115, 4397), or any other standard

peptide coupling reagents (Larry Yet, Al bany Mol ecul ar
or@eﬁﬁﬂﬂdse vﬂésuhaﬂmlwﬁemtérs(NcHOMmL) aodiierlly with NaCl7kat.).

iR B St 58 P BT S R BB vacoo
Redissodvedsii dolumdnelarmdtdf\eparated BMgthyt @M’ftomﬂtm%mama}blms

Met ho agi terdyf ke
ool s PRNIRELE, 28 R L 8ELT s DGEBRET 60 v, o
31880GH, 6), EP13BH| a) 3.89i(Bldbs)e 358 (hts)s Nighd adg IDQ/F%)TI'HF

or DCM at tenperatures fromrt t o 1000C. The

resulting ester is then condensed with
Pi@pSratioph? Grompounet $82A)pyri di ne (e.g. prepared accordi ng

213 Sy s SR8y BB e

presence of a suitable base, such as LDA or MHNDS, in
a suitable solvent such as THF, at tenperatures fag
md'ﬂé 78C to rt. The resulting ketone is def
ither: A | n the pM&ence of a suitable 3
@MeHBr i nep_suiltabl g sol vent such as ACCH ayue
ratures+from < 0 1208&+te—provi de cd
nula la. B) e presence of a sui R § Lew s
OMen as Ba 3, f3 or AICI3 in a suifable

UOMe sSuch as di chI oronet hane at t@rRperaturdd from
O tort to provide conpounds of formula
I d. D al kyl ati on of conpounds with fornula wi th

al kenyl chlorides, brom des, iodides, nmesyNates or
tosylates in the presence of a suitable base, such as
K2CO3 or Et 3N in a suitable solvent such as DVF, NWP,
MEHFyl Qrs mthéme\&@ét@rf&ﬁnfﬁr@;mrat.oﬁ 1921200 @hevil) dad 3,5-

ds of formula Ib. Subsequent deprotectiaqn OS

d'éB'ﬁffb‘&n'a@t'W'Q\ﬂ'q‘"éﬁ éﬁneaaredba%ﬂr@%%tw@é £ Pegeegures) was

dissoILAad rediyerMFS (AL ). BHE FeaRfioBWas, coBlRidorice Andl treated a

sui tabl e sol vent, such as onet
dropwise (during 5 minutes) with 1M Pthlum ls(g?mea\y?sny‘)amlde (12 mL, 12

mmol). After 1.5 hours at 0°C the reaction was quenched with NH,CI (sat, 100

mL). The organic products were extracted with EtOAc (2x100 mL), and the
combined organic phases was hed with NaCl (sat, 100 mL). The organic phase
was dried over Na,S0,, evaporated in vacuo and purified by flash
chromatography using a gradient of EtOAc in heptane as eluent. 2-(3,5-
Dichloro-pyridin-4-yl)-1-(2,3,4-trimethoxy-phenyl)-ethanone was obtained as a
white solid. 'H NMR (CDCls) & = 8.43 (2H, s), 7.55 (1H, d), 6.69 (1H, d), 4.61
(2H, s), 4.02 (3H, s), 3.87 (3H, s), 3.84 (3H, s). Yield 2.3g (65%).

Example 1 (compound 101)
2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hydroxy-3,4-dimethoxy-phenyl)-ethanone
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tenperatures fromO to rt, followed by re-al kyl ation

wi th al kenyl chlorides, brom des, iodides, nesylates
wo@BooBOsMbAt es in the presence of a suitabl e baeer/pg@h/000564

as K2CB or Et 3N in a suitaple solvent such as DM,

NMP, THF or DCM at tenperatures fromrt to 1000C

provi de unsymmetrical conpounds of formula Ib.

Sel ect iOMenonoal kyl ati on of cor@dands with forrmula |a

with al kenyl or al kynyl Jpromnj or iodides in
SteL TN Chocos i a

the p 0t a suitabl e bas
Ssuita ol vent such as DVF |p P at tenperatures
from O0C provi de conpowgrs formula Ic or

Id. Al kylatron of_conpqunds with fornula Id with al kyl
chl org _bronmpacetate in the a«céence of suitable

sucB as K2008 in a suitfabl e”sol vent such as DMVF
Lt oCIL000C fol | owed by

t er under standard

condi tilons (Protective Gougs in Organic Chenmistry,

Iley & sons, Ed: T. G®&&ne and P. G Wits, 3rd

edition (1999), p 384-86) provide conpounds of formula

le. Preparation 1 (conmpound 501) Met hyl

2%’Z&i%dé_i&:]drﬁq:tzﬁ%-gjﬂ?—Qa(lfz(%,?trﬁringgfﬁbklﬁ@ihéﬁyl})t&ﬁzmhié fa@rgg
ric Wa S 1 SS n r DIVIF
Prigpagatio %gr," ) hﬁ%ﬁ)ssa'efad %ﬁqu?%é Fﬂ@%%@?r@%“- o,

(99RIL)of EL 18 sodRA iAMIEM hWas edddd SIBwIY &t roben vaspdratiredor 2

to 500C for 5h. The reaction_m xture cooled . tg rt .
heyta. Wakerr (30256) RS pUdEd slondieeellonegy apte HFth wnite
pﬁ@%itﬁk@@é}?@i&bﬁ@wﬁbﬁmam%mﬁ Et?;l\l\/at-@’,S([_BmI&&prridinA—

. n in /Wt sat.). e _organi ase
etz B ek rahons s GREaey 2k e e
solRC U NMRe (i 3GIg) & edi1.82 (OHUEN 8. Bh (2igvE)p TL6R en? d\yﬁteltfgo (1H,

3, 4-1ri nzoagt aj n as-3,s!1ghtly
O A5G P S8 Kk Dot SBRERB RS 670 ¢y
d, 3.99 (3H, s), 3.91 (3H, s), 3.89 (3H, s), 3.88
3H,_.s).,Yield 219 9% . Preparation 2 (conmpound 502)
P f T Bt in-4-yl)-1-(2,3,4-trimethoxy-phen
2y(B)5-Bidnioro sy ridin-Hyy1) -2 - @, 3-dimydrexyhdxylethrexg aplenyhoethanone
preparation 1 (2.7g, 10 mmol) and 3, 5-

OMe OMe
X OMe OH
= OMe OH
QbO 0]
Cl yZ _CI Cl yZ Cl
S S

2-(3,5-Dichloro-pyridin-4-yl)-1-(2,3,4-trimethoxy-phenyl)-ethanone from
preparation 2 (1.25g, 3.5 mmol) was dissolved in AcOH (100%, 9.25 mL) under
argon. HI (55-58%, 4.55 mL) was added and the reaction mixture was heated at
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di chl or o- 4- net hyl pyri di ne (prepared according to
literature procedures) was dissolved in dry THF (40
warkoop/o77ke reacti on was cool ed on ice and treaP@€mDK2007/000564
dropwi se (during 5 mnutes) mith | MIithium
bis(trinethylsilyl)amde (12 m _, 12 mmol ). After 1.5
hours at 00C the reaction was quenched with NH4CI
gb0s@tor 180RoUTE, The fdtion G@Rtute Ma&dib@téd et anexdvapotated in

wth Et QAc (2x10 d
Vhtiga MEHERS AT ek T e e Syt v B KB st 50 mb.
TROBRRNTESroduLte dvereasxt i @sOAith @tapo(@tmm inl) VEteLicorabided
oaléa&géqeq%eg f%ﬁv%sgég‘gﬁggt fith @Q@Pg’(sgfc‘ % &9 isises!t (o, 100
rriD) Chie Ov@WéZSbQ-a'ﬂad}dv)apbl‘a@e?d B viaduol oeEhErDjetpbi@npyridieidyl)-

1?(38?[] ggxwg )merzlt%og% p(hreHVW Oc%tﬁarg)n@gw?ﬁ gpqa&wlg %CD%IFC(VE)I sghd
1I$NMR4(®3II£)38-|F K).88 3187s), BbH4 $2H, S, 861 G, &) 6.60 €1HY d), 5.62

(é" 3%)‘532%0 rsgn%)g(la (éﬁgcg@ﬁga%ldg%ggl %/1 /°23xy 3, 4-di net ho

Xy- phenyl) - ethanone2 (3,5-Dichloro-pyridin-4-yl)-1-(2,
‘rﬂlgtlf Q/vr]'\egeln R3is

D o . D O und
adg@d IMlean(ﬂﬂshy_u ggE a I M solution in DCl\/p vvas
added slowy at roomtenperature for 2 hours. Water
(50 nL) was added slowy fo!lovved by EtOH (200 ni).

g Sﬁ-et hanone was
savvhltesolld 1 (CDCI3) d = 11.92
’ @ﬁ(ZH s), 7.68 (MZd)ro-6r80 (I H, d),
3.98 (3H,,s), 3.9Dp (3H, s). Yield 14. 2g
(74% Qaratl on 3 (corrpound ’
hl or o- pyri di n-4-yl)
|

, 3- difhydr oxy- 4- met ho
Ci

(2, 3,4-trinmet hoxy-phen
yl)\et anone from preparat| Q (1.25g, 3.5 mmol) was
di sso¥ ved |n AcOH (100% 9.2mN m_) under argon. HI

5- 1]'51) % %) ?% ‘ﬂ a ct i tur

ZVé > éﬁl“&? R4 mr CJjh Dy °x’1'hem|e °8&y| qherml)ﬁ?ﬁ\,agone
(MVasmeedl feémtprepartatian® \@usaﬂssat/edim aryvemed 0. 7NaCPBK,CO5 (0.1

S 150 ﬁ—gtf was, ad
n{rg@ vsias§6id 2>ll g °6§uca$'§y|v\é?ré"£é/x rrNg?de The
ré@ctibn MhidAce (wbs]f%te'd_)o 70'?@fordlﬂ)lnme'd After cooling to rt, water (1
mL) was added and the organic products were extracted with EtOAc (3x1mL).
The combined organic phases were washed with NaCl (sat, 1mL) and then dried
over Na,S0.. The pure compounds were obtained by redissolving the reaction

mixture in DMSO followed by standard preparative HPLC purification.
Using this procedure the following compounds were obtained:

Example 2 (compound 102)

2-(3,5-Dichloro-pyridin-4-yl)-1-(3-hydroxy-2,4-dimethoxy-phenyl)-ethanone
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organi c phases were washed twice with NaCl (sat, 100
m.), Na2S233 (10% 100 niL), dried over Na2SO4 and
weyaporaved in vacuo. 2-(3,5-Dichloro-pyridi n-Beybk2007/000564

| - (2, 3-di hydr oxy- 4- nmet hoxy- ghenyl ) - et hanone was
obtained as a brown solid. 1IH NWR (CDCl 3) d = 11.88
(IH s), 854 (2H, s), 7.51 (IH d), 6.60 (IH d),
L MS.sZg tﬂaob@)x (A=./5)7342H(W)+) K709 3 3Hmik) purityeduV) = 100%
eﬁl raI procedure for preparation of
A'('%h%lﬁ’ﬁdy ‘('HO‘?‘ frula 1f. wherein R3 is as defined
herein (R3 hydro gen):
2 (3,5-Di chloro-pyridin-4-yl)-1-(2,3-di hydroxy-4-netho
(0.1 mmol ) from preparation 3 was

1423@@4@@@!34”%66@ D\vﬁet@@x?—@hﬁhw) Z(Zf;sﬁdlétgom pmammm angh-
14410) a
oo R B p ' el o8 AR LA, 2 S8 B gy

=hages. After cooling t ort, water (1 nL) was added

n ni c .products were extracted with Et OAc
A'?i‘sﬁrl 'Wf) %“gﬁ% i ned organi c phases were washed with
NaCl (sat, IrrL) and then dried over Na2SO4. The pure
col unds yere o obt

@ahdfareasldeﬁneME[gnxlhISs magmm)[e the foI I ow ng
conmpounds were obtai ned: Exanple 2 (conpound 102)

2- (3 5- Dichl or o- pyri di n- 4- yI)-I-(3-hydroxy-2,4-di met ho
B): (mz) 342.1

(M—I+), =opt 34 mn; purity (U :81()QQ/0AI kyl hal i de:
Met hy, 'ge Exarrple 3 (conpgpund 3) _

I -(2- oxy- 3- hydr oxy- 4- net|i phenyl)-2- (3, 5-dichl
oro-p 9 yl)- ethanone LCNW¥S TMETRED B): (m z)
368.2 ( T =3.81pin ; purity (UV) = 100% Al kyl

hal i de: IyI brom de CGeneral progedure for
ration of conpounds with fornula |gg. wherein R2 =
gdd_ar@l as defined hélgj Chydro gen):
, 54Di chl or o- pyri di n- 4- I/ I - di hydr oxy- 4- met ho

2-(3,5-Dichloro-pyridin-4-yl)-1-(2,3-dihydroxy-4-methoxy-phenyl)-ethanone
(0.1 mmol) from preparation 3 was dissolved in dry DMF (0.75 mL). K,CO3 (0.2
mmol) was added followed by 0.2 mmol of an alkyl chloride, bromide or iodide.
In the case of the alkyl chlorides additional KI (0.05 mmol) was added. The
reaction mixture was heated to 70°C for 18 hours. After cooling to rt, water (1
mL) was added and the organic products were extracted with EtOAc (3x1mL).
The combined organic phases were washed with NaCl (sat, 1mL) and then dried
over Na,S0,. The pure compounds were obtained by redissolving the reaction

mixture in DMSO followed by standard preparative HPLC purification.

Using this procedure the following compounds were obtained:
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(0.1 mml ) from preparation 3 was dissolved in dry DM
(0.75 m ). K2CAB (0.2 mmol) was added foll owed by 0.2
wonmkoofsoan al kyl chloride, brom de or iodide.pdT/DKRIVE/000564
case of the alkyl chlorides ,gdditional KI (0.05 muol)
was added. The reaction m xture was heated t o 700C
for 18 hours. After cooling to rt, water (1 m ) was

Exdtegd @(t@ﬂmngrgﬁni c products were extracted wth

2 facoigrerpt -4 0 O SRRty Trr Ry s gurethanone

L&YMESMMETHDP mur(m/zpmmrwmw\ﬁm o6 ned; pyrity (UV) = 100%
redi ssol vin (513 reaction mxture in DMSO fol |l owed by
Alky biglideg & \8&1 five HPLC purification. Using this
procedure the foll ow ng conpounds were

obt all r]se Exanpl e (conpound 104)
Jﬂ@%—%—&—é‘%ﬂﬁ%‘)l din-4-yl)-1-(2, 3-di et hoxy- 4- nmet hox

{ywahwb}y@?mmmetwwmmﬂ-ﬂlahayo pyritlin)-4 38)adetyl]-3-

n%y l?fbed]ogfg} Igggﬂfﬂagl’%tgt{ tl?)lll%l %ﬁLq%{') 165100% Al kyl hal i de:

L/ enETHRDID BYy ¢ A/ bpBy4 .BEMIBXyRE 2- 3@3nﬁr;dimrlw ¢v¥) py1aafe

ce 3- et hoxy- phenoxy}-acetic acid
At“éwa'yﬁ%ﬁ é%ftalb?m?éef THOD B): (nfz) 554.3 (M+);
=539 mn; purity (W) = 100% Al kyl hali de:
Tertr I bro tate Exanple 6 (conmpound 106)
- 4- met hoxy- phenyl ) - 2- (3, 5-di chl oro-

14(Rr3- Blﬂﬂalh/-quy)-4shhmmee)l'\le®WW (JETHOOR)-pyritin z3-yheghanone

LM mETRlap g KhFl s R Ik o B UK (Ul 8o

Alky| 3| BleBiAdly Hbfomide onet hoxy- 4- met hoxy- phenyl ) - 2- ( 3, 5- di
chloro-pyridin-4-yl)- ethanone LC/ M5 (METHOD B): (m z)
428. 1 (M—I+); RT = 4.23 mn; purity (UV) = 100% Al kyl

E pl ' U 7adi f | uor oacetate. Heated t o 1000C
r ner al C - NVARinCh-yI)-
11 (ah%ﬁg gh[]gm}oteﬁetpggy 9L et @ggiryﬁ fR—SB,Hlﬂﬁﬁ@F@-tp'yﬁHm v

ethanone LC/MS (METHOD B): (m/z) 428.1 (MH+); RT = 4.23 min; purity (UV)
= 100%
Alkyl halide: Sodium chlorodifluoroacetate. Heated to 100°C for 30 minutes.

General procedure for preparation of compounds with formula Ih, wherein R3

(R3 = hydrogen) is as defined above:

OMe OMe
OMe OMe

OH O—R3

(0]
© lh
Cl = Cl Cl y Cl
U I X
N N
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(R3 hydrogen) is as defined above

:2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hydroxy-3, 4- net hox
W@ 2R07Tbd - et hanone (0.035 mmol ) from exanpl e RCTRK2007/000564

di ssolved in dry DVBO (0.25qgl _). Aqueous K2CO3 (0.025

m. of a 2M was added foll owed by 0.053 mmol of an

al kyl chloride, brom de or iodide dissolved in 0.025

mL DMSO. The reaction rrixture vvas left at rt for 48

2 )il e IR RS- DA RSy PrPb i tone
(4.085 nerhbi) ikamgy etzanmpm,ln&\&swﬂssalwebt laldNQ(ﬂJMSB(aﬁﬁISG'nH.DSAqueous
PRGN i 2,200 esiaone oo By ORISR0 28 2! e
chlbyide, |t£rowﬂt.ze)bp @didel drmdlmacm)w-q;péﬁyhl},_DeftSIﬁ)aerawgee'faamdvsrnlxture
w%%@f&é%%&é}s@él p(]J'uerfg M(;mp’ouﬁa—s Vve?'e Q&taﬁﬂé& bypwahagrd

pipehitivedtiiChglrifisabieb hyl i soxazol e Exanpl e 109 (conpound
109)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-di met hoxy-2-(2-ne
Usihgtiisetrbcedy)e pine fofllopvinge¢ drapourelsL@ e btaRFHOD B) :
(mz) 400.1 (MH); RT = 3.90 nmin; purity (UV) = 100%
Al kyl halide: |-Brono-2-nethoxy-ethane Exanple 110
;@mmpgm&x_mmmd_l_%)

2, e S P TR R R e = ©
ylmtqu()m@vl]mthanqneo mn; purity (UV) = 100% Al kyl
LS, B IOR e R P EW‘?“*"*%’“#T& S OREPR S 00
Atkhlyhalisiet 32C@nwm&t;hyl-5pneﬂw¥f0>@tzrq one LC/ M5 ( METHOD

B): (mz) 410.1 (M#); RT = 4.83 min; purity (W) =

100% Al kyl halide: |-Brono-2-nethyl-2-buteneExanpl e
E I o 109

2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-methoxy-ethoxy)-phenyl]-
ethanone

LC/MS (METHOD B): (m/z) 400.1 (MH+); RT = 3.90 min; purity (UV) = 100%
Alky! halide: 1-Bromo-2-methoxy-ethane

Example 110 (compound 110)
1-(2-But-2-ynyloxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
ethanone LC/MS (METHOD B): (m/z) 394.1 (MH+); RT = 4.30 min; purity (UV)
= 100%

Alky! halide: 1-Bromo-2-butyne

Example 111 (compound 111)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-methyl-but-2-enyloxy)-

phenyl]-ethanone
LC/MS (METHOD B): (m/z) 410.1 (MH+); RT = 4.83 min; purity (UV) = 100%
Alkyl halide: 1-Bromo-2-methyl-2-butene
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2-(3,5-Dichloro-pyridin-4-yl)-I-(3, 4-di net hoxy- 2-phene
t hyl oxy- phenyl)- ethanone 1H NVR (CDCI 3) d = 8.48

WO 2688/03)404 7. 61 (I H, d), 7.31-7.08 (5H, m, 6. 7BCt/DE2007/000564

d), 4.50-4.46 (4H, m, 3.9243H s), 3.77 (3H s),

3.18 (2H, t). Alkyl halide: |-Bronp-2-phenyl-ethane

Exanpl e 113 (conpound 113) '
EkarfgleBar®z(dooxyouBd4-1di) net hoxy- phenyl ) - 2- (3, 5-di chl oro- p

2 %’(b’,_ﬂ)rﬂc réﬂr%':rlyﬁ%ﬁw Eel - {;“fjj‘r" W‘}"Q%@ pﬁ%} 8’3)&‘% O@I ”A*%Vﬁa e:

etBanagé brom de Exanple 114 (conpound 114)

| M B L e LTELRRY (SR 3 7 o A 878 @K,

4 (0H#-B6 RH, T )Y.3392 (3, s)pBra7 (BH, YY) 3A81@BYtAl kyl hal i de:

]yl br.amn X8 3 conpound 115)
A@-y[ %éllc%éﬁg%%%% Erfg%ns/ll rj?e}ﬁnc%xy) - 3, 4- di net hoxy- phenyl ] -2
-(3,5-dichloropyridin- 4-yl)-ethanone LC M5 ( METHOD
Bl A (¢ d )3y RT = 4.36 min; purity (W) = 100%
T2 romet hyl ) -1, 3-benzoxazol e Exanpl e
14 26Berzyimpxythd-dir@thoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone
PSR QP YY hish B-dd ) B L ’ YR (2168%
O (EFAOD &, T A8 T kBT £ 20 RAE RUA R 4 100
AlVETHER: Benzyinirenids3 (MH+); RT = 4.02 min; purity
(W) = 100% Al kyl hal i de:
4- (chl oromet hyl ) - 2- et hyl t hi azol e Exanple 117

E ound 114
1-_(g%%&ﬁ?(g)?gg-Egﬁ]é;ﬁ?%ygﬁ)hegvlﬁ]zt@,@q}léﬁ&io-@yr)’dlﬁ@tb‘l‘?)@thar%n@

LGS (MEBRDBIB: dUVPHE82 A1) : BT [raft GHemirey Uity EYMHEDL 8%
Al BB Q1 6Mrfide RT = 3.86 nin; purity (W) = 100%

Example 115 (compound 115)
1-[2-(Benzooxazol-2-ylmethoxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-

pyridin-4-yl)-ethanone
LC/MS (METHOD B): (m/z) 473 (MH+); RT = 4.36 min; purity (UV) = 100%
Alkyl halide: 2-(chloromethyl)-1,3-benzoxazole

Example 116 (compound 116)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-methyl-thiazol-4-

ylmethoxy)-phenyl]-ethanone
LC/MS (METHOD B): (m/z) 453 (MH+); RT = 4.02 min; purity (UV) = 100%
Alky! halide: 4-(chloromethyl)-2-methylthiazole

Example 117 (compound 117)
1-[2-(5-Cyclopropyl-[1,3,4]thiadiazol-2-ylmethoxy)-3,4-dimethoxy-phenyl]-2-

(3,5-dichloro-pyridin-4-yl)-ethanone
LC/MS (METHOD B): (m/z) 480.1 (MH+); RT = 3.86 min; purity (UV) = 100%
Alky! halide: 2-(chloromethyl)-5-cyclopropyl-[1,3,4]thiadiazole



10

15

20

25

30

Al kyl hal i de:
2-(chl oronet hyl ) -5-cycl opropyl -[ |, 3, 4] t hi adi azol eExanp
wo 200208740£0npound 118) PCT/DK2007/000564
2-(3,5-Dichloro-pyridin-4-ylg,-1-[3, 4-di net hoxy-2-([I, 2
, 4] oxadi azol - 3- yl nmet hoxy) - phenyl ] - et hanone LC/ M5
(METHOD B): (mz) 424 (MH); RT = 3.65 min; purity
(UV) = 100% Al kyl hal i de:
E3- I 00T t hyl )nd[118 , 4] oxadi azol e Exanmpl e 119

2{(@;5[-E>1c(rﬂ?or5-d3lrtd’rh-(4l’-y1)ﬂy[3 didiméthdxy- 2¢Et, 9)4lo2aBaztilBet hox
éiéigeng)ﬁﬁﬁ'aﬁ?t c acid ethyl ester 1HNWR (CDCl 3) d =
Yigneigoxy) pphenyll=ethgnons |~y 6 76 (I H, d), 4.92 (I H,

LGIMS MEBHOBH): $in/z)1424 (MBK); 8T = 3.6853m(iBHyurity ,(US) 88100%

Al s et s FbalBihd" 0

I-{2 [ 2- (4 Chl or o- phenyl ) - et hoxy] - 3, 4- dlnethoxy phenyl
2-|(‘531 - hl orapyighdi n- 4-yl) - et hanone 1H NWR (CDC
7.61 (IH d), 7.23-7.18 (4H, :
{6—[2'5(3(5-|E|cmk)ro nymﬁn(42H) atc)ztyl]élcz;;;?dl(nzqﬂhos)) pPheney }-a¢etic acid
i‘h ?( 7 (3H, s), 3.14 (2H t). Al kyl halide:
bﬁ orobenz | chloride Exanple 121 (conpound 121)
"H NMR- (GQH) Fm=08 thi(@ghen 726y|(hfé.t thoX6y¥6 811 d), rﬂe‘PMWr Phé-79

I LC M5
e E3552 S DG ewa S QD IO Lo ity
AlkyMpalidel G093l Aroyloa eethiede:
5- Chl oro- 2-(chl oronet hyl ) -t hi ophene Exanple 122
(conpound 122)
E@ga_&an_&mmgy_gﬁgdun 4-yl)-1-[3, 4-di net hoxy- 2- (2-ph
gz\’ %Sﬁ%ﬁlpmggy%t}\oxﬁgalnglﬂgeéﬂ(i}umr(y@g gﬁz,delfhloro-
PY')dln64 gB-qthepony , 6.76 (IH, d), 4.78 (2H, s),
lﬁwg/gr f%[ﬁc?b)(z?*:'s% (2A; 39-Ae 83162, 73-7319€4H,3K), 675 (1H, d),
4.45 (2H, t), 4. 3; (2H, s), 3.93 (3H, s), 3.77 (3H, s), 3.14 (2H, t).

Alkyl halide: 4-Chlorobenzyl chloride

Example 121 (compound 121)
1-[2-(5-Chloro-thiophen-2-ylmethoxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-

pyridin-4-yl)-ethanone
LC/MS (METHOD B): (m/z) 474 (MH+); RT = 5.01 min; purity (UV) = 100%
Alkyl halide: 5-Chloro-2-(chloromethyl)-thiophene

Example 122 (compound 122)

2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-phenoxy-ethoxy)-phenyl]-
ethanone H NMR (CDCl3) 6 = 8.48 (2H, s), 7.65 (1H, d), 7.23 (2H, t), 6.92 (1H,
t), 6.85 (2H, d), 6.76 (1H, d), 4.78 (2H, s), 4.69-4.63 (2H, m), 4.39-4.33 (2H,
m), 3.94 (3H, s), 3.92 (3H, s).

Alkyl halide: 1-Bromo-2-phenoxy-ethane
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Al kyl halide: |-Bronp-2-phenoxy-ethaneExanple 123
(conpound 123)
W@2(08/0BH4Di chl or o- pyri di n-4-yl)-1-[3, 4- di net hoxReRDK2000/000564
tol yl - et hoxy) - phenyl ] - et hangne LC/ M5 (METHOD B):
(mz) 460 (MH); RT =5.29 mn; purity (UY) = 100%
Al kyl halide: |-Brono-2-(4-nethyl phenyl)-ethane
Ekxa plel ﬁﬂ&@dmmmmd 124)

chI or pyr -2 (3=0h
2 Ol D e 1T etk o bite PR f-breln
ethahBné 2H/MS)(METHB® [B) Hm/d) 460.(MR4)5RT #)5.2%B b, pldty (UV) =
gé 4. 69 (2H s), 4.28 (2H, t), 3.93 (3H, s), 3.88

i 2.85 (2H, t), 2.21 (2H, m. Alkyl halide:

AIkthaim 3—B|'mn<y42—(3¢—mmhydp5ﬁrwtplema]:@5 (compound 125)
2-(3,5-Dichloro-pyridin-4-yl)-1-{3,4-di met hoxy-2-[2-(3
- met hoxy- phenyl ) - et hoxy] phenyl } - et hanone LC/ M5
ExaBplAD B)corpoupyl AG. 2 (MH+); RT = 4.86 min; purity

2((9\8/‘% D|ch}gr%(y%ﬁlin@ﬁ%(:m£@ Eiﬁ, I(jlmeett?]cg( eZé)% phﬁngl Erogoxy) phenyl]-
e(mnpedmmm&@9:DCI3) § = 8.49 (2H s), 7.59 (1H, d) 7.22 (5H, m), 6.75
L, o t 4
A N e s e S A T
(IWETHOD B): (i z) 476.2 (M—I+)' RT = 4.84 nmin;, purity

= 100
Afk%?)lﬁ%e}g ?%%néjtghoxy he ny? et hane Exanple 127

(conpound 127)

dpl yl') - ethoxy] - 3, 4- di met hoxy- phenyl }
El('%r 5( or opyri di n- 4-yl)-ethanone 1H NVR

2(@k@@dﬁ?rodpﬂlCBnGZY'Q‘ZH{3§)d'"73tBQX\( 2H2-t3-methoxy-phenyl)-

43 (2H t), 4.36 (2H 3. 88
efpoxy%%"gwthgamé (3 14 )2H t) 86(A|k |S)ha||de

LC/MSp éNﬁTl‘AOPSB)or(miébﬁé‘WI ()Ml'é-thd}]E— min; purity (UV) = 100%
Alkyl halide: 1-Bromo-2-(3-methoxyphenyl)-ethane

Example 126 (compoun-d 126)
2-(3,5-Dichloro-pyridin-4-yl)-1-{3,4-dimethoxy-2-[2-(4-methoxy-phenyl)-
ethoxy]-phenyl}-ethanone

LC/MS (METHOD B): (m/z) 476.2 (MH+); RT = 4.84 min; purity (UV) = 100%
Alky! halide: 1-Bromo-2-(4-methoxyphenyl)-ethane

Example 127 (compound 127)
1-{2-[2-(3-Bromo-phenyl)-ethoxy]-3,4-dimethoxy-phenyl}-2-(3,5-dichloro-

pyridin-4-yl)-ethanone

'H NMR (DMSO-dg) & = 8.62 (2H, s), 7.54 (2H, m), 7.26 (3H, m), 6.97 (1H, d),
4.43 (2H, t), 4.36 (2H, s), 3.88 (3H, s), 3.70 (3H, s), 3.14 (2H, t).

Alkyl halide: 1-Bromo-2-(3-bromophenyl)-ethane

Example 128 (compound 128)
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Exanpl e 128 (conpoun d
128) 2-(3,5-Dichloro-pyridin-4-yl)-1-{3, 4-di net hoxy-2-[

w@2¢08nmabvhoxy- phenyl ) - et hoxy] - phenyl } - et hanonect/6kbi87/000564

(METHOD B): (mz) 476.2 (Mg, RT = 5.08 min; purity
(UV) = 100% Al kyl hal i de:
| - Brono- 2- ( 2- net hoxyphenyl ) - et hane Exanpl e 129

2((9%‘%”!61’01[3,9)dm 4- yl)dl {32 dllm)etTO)EyZZ[[g ((24rr:ce|thoxy ph(?]nyl)-I
ridin-4-yl)-1- uor o- pheny

e5h°§5¥318 9Tﬁg Lﬁn% hoxyphenyl }- et hanone LC/ M5 ( METHOD

LEMS (MEZHIOBES.: Qn{/wﬂe 2RMH+ Y4 .R83=r5.08 npin} pukity (W) = 100%

0 - D-
Aélg/o A k)élgap%leclb_%% %ﬁ%an%h%nslgf_ethéjnorophenyl ) - et hane

2- (3 5-Di chl or o- pyr| din-4-yl)-1-{2-[2-(2-fl uoro-phenyl
- et 0 - 3 4- di xyphenyl }- et hanone LC/ M5 ( METHCD
E 7 RT = 4.99 mn; purity (UV) =
ZJ(GQ%DMMMJO ﬂnﬁridnd@f -yl)-1B{ if@- (Z—fmﬁ;rb’rp.rcemabkﬂhyk))}r314hd|nmthoxy-

gx 2‘? ? 131 (conpound 131)

PRV NN or 0- pyri di n-4-yl ) -1 -{2-[2- (3, 4- di met hoxy- p

LEyME ( NETHODXE)}: {Bv/4) 464 3eiMiowy -AThe my83 ninhanctye(UM) AINIR0%
6 H d 6.95 (IH,

AE’:‘DW?? %9)1 Eﬁm‘% P%F'@?&Py'g) %é‘(%s (|)H d) | A

(2H t), b 56 (2H Ss). 3.88 (3H, s), 3.76 (3H, s),

H s), 3.06 (2H t). Al kyl
Eﬁ%ﬁﬁ&ﬂﬁ%@—é@% di net hoxyphenyl? et hane_Exanpl e

2435 -Didnigoupydidid Ay yl)-1-{2-[2-(2-fluoro phenyl)-ethoxy]-3,4-dimethoxy-

chl oro-pyridin-4-yl)-acetyl]-2, 3-di met hox
p&gn Iérﬁ%’iay ngcetl c acid benzyl ester LC/ M5 ( METHOD

L@m&IM&y@og BV Z) #6432 (MH56); RTn= 4389 inei; pURiAy aJ\a)o’a?%OO%
Mﬁ%‘b‘%‘ﬁ - ggoﬁ%n(zyhuaro%@ﬁwteaxa%eaanpl e 133

Example 131 (compound 131)
2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-(3,4-dimethoxy-phenyl)-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone

'H NMR (DMSO-dg) 6 = 8.60 (2H, s), 7.52 (1H, d), 6.95 (1H, d), 6.89 (1H, d),
6.81 (1H, d), 6.73 (1H, d), 4.43 (2H, t), 4.26 (2H, s), 3.88 (3H, s), 3.76 (3H, s),
3.68 (3H, s), 3.55 (3H, s), 3.06 (2H, t).

Alky! halide: 1-Bromo-2-(3,4-dimethoxyphenyl)-ethane

Example 132 (compound 132)

{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-acetic acid
benzyl ester
LC/MS (METHOD B): (m/z) 490.2 (MH+); RT = 4.66 min; purity (UV) = 100%

Alkyl halide: Benzyl bromoacetate

Example 133 (compound 133)

{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-acetic acid

isopropyl ester
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{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hox
y- phenoxy}-acetic acid isopropyl esterLC M5 ( METHCD

waoosmisa) 442.2 (MH); RT = 4.44 min; purity $¢VPKF007/000564

100% Al kyl hal i de: |sopropylssbronpacetate Exanple 134

(conpound 134)

3-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth
L@msTpMenreAwwrm)t I&Wk} 448lagaz(wiw+)aai1d= rmmnyrhinesnﬂty WY)MS 100%

: 4 9 8.14 mn; purit

A%g@id%‘%rﬂhﬁ H‘gﬁfﬁt@te(B chi or onet hyl benzoi g acié

nmet hyl ester Exanple 135 (conpound 135)

2 3r5- i chl or o- pyirjdi n-4-yl)-1-[3, 4-di net hoxy-2-(3-ne

= et hanone LC/ M5 (METHOD A): (nl z)

34(2[ % I(/B‘I-E)-chHBreF—p&rlﬁ& aiyhy-apaty i}t 3, 3(diMethoxiopRéndixiyriethyl} -

Pgal 'cd§ad mel%hyl ester nmet hyl - but an Exanpl e 136 (conpound

LOAMS3 (METHODI Ar: Grpy) 489.0-@AHH ); -AT £ 8. héxyihppyrit, ANG FEOR%

Amgh"% %‘i Eh@ %Eet%y?bé‘r%)“ ?&NEIL%\;W égfﬁ)o&)mAlzz(yﬁggélgi de:

- Br ono- hexan Exarrpl e 137 (conpound 137)

\ 4- di met hoxy- phenyl )-2-(3,5-dichlo
Exarg Fexiy 613% anone LC/ M5 (METHOD A): (m z)

2-:(9|55-9>lc(ﬁme)pyrmn~ﬁ B) 217[3n4rﬂ!npthQWyZ((BJ\met-hyk@Q%xm)WlenYI]-
tA he 1 d -
<4 e CFBTBRSBN ol %) TP 14 Loy ) -

180%nyl oxy- phenyl ) - et hanone LG M5 (METHOD A): (m z)

- urity (UV) = 100% Al kyl
AP AT e
Example 136 (compound 136)
2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hexyloxy-3,4-dimethoxy-phenyl)-ethanone
LC/MS (METHOD A): (m/z) 395.9 (MH+); RT = 9.42 min; purity (UV) = 100%
Alkyl halide: 1-Bromo-hexan

Example 137 (compound 137)
1-(2-But-3-enyloxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
ethanone LC/MS (METHOD A): (m/z) 395.9 (MH+); RT = 8.27 min; purity (UV)
= 100%

Alkyl halide: 4-Bromo-but-1-ene

Example 138 (compound 138)
2-(3,5-Dichloro-pyridin-4-yl)-1-(3,4-dimethoxy-2-pent-4-enyloxy-phenyl)-
ethanone LC/MS (METHOD A): (m/z) 410 (MH+); RT = 8.62 min; purity (UV) =
100%

Alkyl halide: 5-Bromo-pent-1-ene

Example 139 (compound 139)
2-(3,5-Dichloro-pyridin-4-yl)-1-(3,4-dimethoxy-2-propoxy-phenyl)-ethanone
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Exanpl e 139 (conpound 139)
2-(3,5-Dichloro-pyridin-4-yl)-1-(3,4-di met hoxy-2-propo
wo yeophenyd ) - et hanoneLC/ M5 (METHOD A) : (nfz) 388r/8K2007/000564
(M), RT = 8.34 min; puritygs(UV) = 100% Al kyl hali de:
1-1 odo- propan Exanple 140 (conpound 140)
| - (2- But oxy- 3, 4-di net hoxy- phenyl ) -2-(3, 5-di chl oro-pyri
LCMS dvTHoP)anene) 3&3. M@N(H\ISTI(R@U\% A) 31 88101/1 pAlpnrllt&lg(ntYsl— 300%
mn;, purity = 0 y al i de:
A'%M_E%Ueb&tlé’ﬁoﬂgﬁﬁl e 141 (conmpound 141)

2-(3,5-Dichloro-pyridin-4-yl)-1-(2-1isobutoxy-3, 4-di net

hoxa- plllgny: I I-et hgﬁ%ﬁf LC/MS (METHOD A): (mz) 397.9
purity (UV) = 100% Al kyl hal i de:
14(2imaox - 3n@ﬁhyéﬂp&¢meyl&a@mlsedndmam( ppngiothel)iethanone
I I 0
LGRS DRSO PO by B EoR T £ 28 FRG bl DD TRg
Alky ndlide: 45mdoMtpn RT = 7.89 nmin; purity (UV) = 100%

Al kyl halide: 4-Brono-butyric acid ethyl ester Exanple
143 (conpound 143)

Zani e 340 (cbhhpoangv@ildi n- 4-yl ) -1 -[ 3, 4- di met hoxy- 2- (4- e
2((21)@ 53 %ﬁxd%'xmé‘pﬂ&qyd 58%-8@2_?@4 fifnel c‘% I)@thanone
L@dM@(Mﬁ'&H@le\) 4me)t 3379 dhiziy)l; BN f)r& G nER apptiy (Y4 = 100%
Af‘gf@%p%ﬁf" ?%2 TEDYTRRPP™S. 4- di met hoxy- phenyl ] - 2- (3, 5

-di chl or o- pyri di n- 4- yI) et hanone LC/ MS (I\/ETH(I) A

= 8.69 mn; purity (W) = 100%
A2 e 14? o- benzyl chl ori de Exanpl e 145

4-({(60%63;5513@&!9)'0 pyrldln -4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-butyric
acid ethyl ester

LC/MS (METHOD A): (m/z) 456 (MH+); RT = 7.89 min; purity (UV) = 100%
Alkyl halide: 4-Bromo-butyric acid ethyl ester

Example 143 (compound 143)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(4-methyl-benzyloxy)-

phenyl]-ethanone
LC/MS (METHOD A): (m/z) 445.9 (MH+); RT = 8.69 min; purity (UV) = 97.1%
Alkyl halide: 4-Methyl-benzylchloride

Example 144 (compound 144)
1-[2-(3-Chloro-benzyloxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin-4-yl)-

ethanone
LC/MS (METHOD A): (m/z) 465.9 (MH+); RT = 8.69 min; purity (UV) = 100%
Alkyl halide: 3-Chloro-benzylchloride

Example 145 (compound 145)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-phenoxy-propoxy)-phenyl]-

ethanone
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2-(3,5-Dichloro-pyridin-4-yl)-I1-[3,4-di net hoxy-2-(3-ph
enoxy- pr opoxy) - phenyl ] - et hanoneLC/ Ms ( METHOD A) :

W@ 2008p7AT6 (MH); RT = 8.59 min; purity (UV) =POBDR2%07/000564
Al kyl halide: (3-Brono-propeyy)-benzene Exanple 146
(conpound 146)
2-(3,5-Dichloro-pyridin-4-yl)-1-{3,4-di met hoxy-2-[2-(4

Le/msg h@chpmenykwiﬂwmmmpwk wsenyrir};-mtrhamvw =L 8.8

Al%m‘aklg)g@ ﬁf/o&JOR °Pﬂ>é\g é%nze)né = 7.74 mn; purity

- Brono- | - (4- met hoxy- phenyl ) - et hanone Exanpl e 147

comgo %d 147 14
-pyridin-4-yl)-acetyl]-2,3-dineth
quw—ptmmﬁwetdhyn}yl)Jaeﬁzemmreltrh@(yLE%[WE{%mEm pHenyl)-2-
4 T = 7.81 t = 97.1%
’g%eﬁi{‘?ﬁi ZEBP/%@ g%ﬂ‘am“es 60 (2Hm 2) p?.”gly(fh’,v)d), 7.81
LE/MS (METHGD 29: (ini) 49Q (MHw, RT 14, 7 7)4, mify; 58irity KUVY )= 97.1%
Algypl%aoﬂdgl (Ig))ﬁ’m 514(%“(:1%%0 ?h%‘é’ 0 %%Honé) 3.92 (3H,

2- Chl or onet hyl - benzom trile Exanple 148 (conpound 148)

( pyridin-4-yl)-acetyl]-2,3-di meth
Exan{l o 1(% enzonitrile LG/ M5 (METHOD A):

246 - (3 56eDighiphtpy ridiRT4-=y|)7a@Ry i 733 -dhmethoxy (Rignoxy mgtinds -
b{}usxltrmdd/g@g METAB O W MBI 2 Re8 ZARILYY Rire- BXgrRlif: Sddty

()3, %nﬁocﬂﬂmf"d?« (VBN ) 4-718)60 (318, 9. didietIibyd). Z-gnkh d),
7t T,
.ﬁm)t)z, %ﬁ%i?’ﬁpﬁ?fssﬁ %Eydgl g%ﬁ??ﬁpflﬁ ‘5‘23'\@# \ETHGR BH, 5),

mn;" purit
3.92. (Q%Ab,kii/Blr(éHi 8k: 2- Bronomet hyl - napht haI ene Exanpl e

A%W%élgﬁ ﬁg;%#%bﬂ 8|err11zomt3r/|ll% -1 - (3, 4-di net hoxy- 2- penty

ony phenyl) et hanone
Example 148 (compound 148)

4-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxymethyl}-
benzonitrile LC/MS (METHOD A): (m/z) 456.9 (MH+); RT = 7.82 min; purity
(UV) = 98.5%

Alkyl halide: 4-Chloromethyl-benzonitrile

Example 149 (compound 149)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(naphthalen-2-ylmethoxy)-

phenyl]-ethanone
LC/MS (METHOD A): (m/z) 481.9 (MH+); RT = 8.86 min; purity (UV) = 77.3%
Alkyl halide: 2-Bromomethyl-naphthalene

Example 150 (compound 150)

2-(3,5-Dichloro-pyridin-4-yl)-1-(3,4-dimethoxy-2-pentyloxy-phenyl!)-ethanone
LC/MS (METHOD A): (m/z) 411.9 (MH+); RT = 9.06 min; purity (UV) = 100%
Alkyl halide: 1-Iodo-pentane
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LC M5 (METHOD A): (mlz) 411.9 (MH); RT = 9.06 m n;

purity (UV) = 100% Al kyl halide: 1-1odo-pentaneExanpl e
wd.2dvspcaopound 151) PCT/DK2007/000564

| - (2- Cycl ohexyl net hoxy- 3, 4- dgnet hoxy- phenyl ) - 2- (3, 5-di

chloro-pyridin-4-yl)- ethanone LC/ M5 (METHOD A): (m z)

438 (MH); RT = 9.59 mn ; purity (UY) = 100% Al kyl
Exyhpledas1Bcompaahiyisigycl ohexane Exanpl e 152 (conpound

152
1é.2{%y.ctob.e(g',nzﬁtb%sﬁ|3o"r8m‘iﬁhpmw.h&vy'P)2:5%:&‘{)?*1'9@:%Yfaﬁ"ﬂ'e‘%'m'>-
etB¥bomh EOMY MRENHOP-AYo€n7eni 88 i(Mei+) CRVE= ONETHED; Abrity (UV)

nz) 456.9 (M#+); RT = 7.81 min; purity (W) = 96.5%
Ryl halide: 3-Chloronethyl-benzonitrile Exanple 153
Alkglomgen @Brdradinethyl-cyclohexane

| -{2-[2-(4-Chl or o- phenoxy) - et hoxy] - 3, 4- di met hoxy- pheny

| }-2-(3,5-dichloropyridin- 4-yl)-ethanone LC M5
EXaVRdIE@B2Arompaliad 149%. 9 (M) ; RT = 8.56 nin; purity

( = % Al kyl .hal j de:
3O SrigRBR Ry SR AP gy methy)-
be(r&bﬁnﬂleﬂ(t/WOMETHOD A): (m/z) 456.9 (MH+); RT = 7.81 min; purity
(Lﬁ/) r%%#? chloro-pyridin-4-yl)-I-[2-(2-ethyl-butoxy)-3,

th8xy- phenyl | - et hanone LG/ M5 (METHOD A): (m 2)

AI&QIGha(IIHIeIa-B, Clitdromé&hgBbemzonitpla ity (UV) = 92. 5% Al kyl

hal i de: |-1odo-2-ethyl-butane Exanple 155 (conpound

155)

Mwmmw@mun 4-yl)-1-[2-(2-hydroxy-ethoxy) -
%j zgg%'ibgé@ﬁﬂ?w R%fho?%?%%@?ﬂﬁa&ﬁo Bﬁm%’(é\)s %ICNOFO’
ykid{IyM hiatatbanore | odo- 2- hydr oxy- et hane Exanpl e 156
LEARTREAS0B 28) (m/z) 495.9 (MH+); RT = 8.56 min; purity (UV) = 100%
Alkyl halide: 1-(2-Bromo-ethoxy)-4-chloro-benzene

Example 154 (compound 154)
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-ethyl-butoxy)-3,4-dimethoxy-phenyl]-
ethanone LC/MS (METHOD A): (m/z) 426 (MH+); RT = 9.39 min; purity (UV) =
92.5%

Alky! halide: 1-Iodo-2-ethyl-butane

Example 155 (compound 155)
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-hydroxy-ethoxy)-3,4-dimethoxy-phenyl]-
ethanone LC/MS (METHOD A): (m/z) 385.9 (MH+); RT = 6.22 min; purity (UV)
= 88.0%

Alky! halide: 1-Iodo-2-hydroxy-ethane

Example 156 (compound 156)
4-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxymethyl}-

benzoic acid methyl ester
LC/MS (METHOD A): (m/z) 489.9 (MH+); RT = 8.17 min; purity (UV) = 89.6%
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4-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth
oxy- phenoxynet hyl } - benzoic acid nethyl ester LC M

wa@ beghioRoad) : (M z) 489.9 (MH); RT = 8.17 m n; pEUDKR07/000564

(W) = 89.6%Al kyl halide: 4+ghl oronethyl benzoic acid
nmet hyl ester Exanple 157 (conmpound 157)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-di met hoxy-2-(2-na
ARPE halden 42eyibromeng Eb&ao3) acid hesthyl]eseéthanone LC/ M5
(METHOD A): (mz) 509.9 (MH); RT = 8.41 min; purity
(W) = 89.9% Al kyl halide:
ExarBblens7! (compauhalisny 2- yl - et hanone Exanpl e 158

2 B AR e ) 4 P A-dymsthoxy 2-(3:npghthalen-2eyl2coxe

etheRy)-phényokettainbaxy] - 3, 4- di net hoxy- phenyl} et hanone

@%é%@ @éu/z,)ﬁﬁ%%ﬁﬂtﬁay Rff/HE)m i nTpdrity YU 89.9%

ARy Bhaiite: 2-Brothorat aptyhaberdy)-ethhaomne Exanpl e 159
(conpound 159)
2~(3,5-D chI oro-pyridin-4-yl)-1-[3,4-di met hoxy-2-(2-o0x
Exerdpip-158| bod phenyl ] - et hanone LC/ M5 ( METHOD

2885 E%"*}sfc?g hicn-4a - (T2 2t By By b oy -

3,346tﬂin'(€¢mrmephehy1:6{k)hanone

(G GO, SS9 At Lo by i g 05t
Alkyt 231idé4 2 -Brophd-2) 5- dereH:oSY Phenylnethpoeney (UV) = 100%

Al kyl halide: 4-Fluoro-benzylchloride Exanple 161
(conpound 161)

Odi n-4-yl)-1-[2-(2-fluoro-benzyl oxy

) t L{ (MET;
o PR L gtes L TP oy
phenyl]- ethanone
LC/MS (METHOD A): (m/z) 473.9 (MH+); RT = 8.11 min; purity (UV) = 88.1%

Alkyl halide: 2-Bromo-1-p-tolyl-ethanone

Example 160 (compound 160)

2-(3,5-Dichloro-pyridin-4-y!)-1-[2-(4-fluoro-benzyloxy)-3,4-dimethoxy-phenyl]-
ethanone

LC/MS (METHOD A): (m/z) 449.9 (MH+); RT = 8.32 min; purity (UV) = 100%
Alkyl halide: 4-Fluoro-benzylchloride

Example 161 (compound 161)

2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-fluoro-benzyloxy)-3,4-dimethoxy-phenyl]-
ethanone

LC/MS (METHOD A): (m/z) 449.9 (MH+); RT = 8.34 min; purity (UV) = 95.7%
Alkyl halide: 2-Fluoro-benzylchloride

Example 162 (compound 162)
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Al kyl halide: 2-Fluoro-benzylchloride Exanple 162
(conpound

WA BRBA7Ue4 5- Di chl oro- pyridin-4-yl)-1-[3, 4- di nePCIDRK207(000564
3-trifluoronethyl-benzyl oxy)p phenyl]-ethanone LC M5
(METHOD A) : (mfz) 499.9 (MH); RT = 8.61 mn; purity
(UV) = 98.9% Al kyl hal i de:

253, 8-Didhlro pyeidin:B-ypnz[A, ¢ Wlipetrdsy E-@3qtiftu drothet byl rpoamibxy ) -

16%%] A
PRENYA-8BNRRT or 0- pyri di n-4-yl ) -1 -3, 4- di met hoxy- 2- (3-tr
LE/MuMETROD 8wy heviz)yd 35 9)(MHaNe T + Beé hamionpudity/ (M) = 98.9%

AIE(%‘-“ e9§)5’5 &rgprupﬁwilbeaéw)deT = 8.72 min; purity

5-Trifl uoronet hoxy benzyl chl ori de Exanple 164

co 164
ng% yod 163 in-4-yl)-1-[2-(3-fluoro-5-trifluo
2{(6;ﬁeDltymllorbeJyzlydironyy)l) -3 ;- B, 4 diimme thooy y2-0Brérifil groprdtberne

mz) 558.9 (MH); RT = 8.71 mn;
benlylty QA%"’Q?%NM hal i de:

Lcsms (mm@aw): {indor BBo KMHJ@erRZTy# EnTDMidePEitaniyVe =1 88.9%
['] .
A FPIRBRTS, iRk f°$§ﬁ°&vnberzyl°>h'f1”.dfs, 4- di et hoxy-2- [ 2- (2

- met hoxy- phenyl ) - 2- oxo- et hoxy]-phenyl}-gt hanone LC/ M5
IEKR4)C ualﬁa (I\/H+) RT = 7.96 mn; purity

24 :(3§rambﬂqm(pzfrwm Homrlp[r?eh%rrlyowrﬁatﬁﬂner%h*ph-@ew@xy) -3,4-
é&?wgﬁew&hanone

chloro- r|d|n4 -I-{2 2(24d|rrethyl g
LE/ME {MBTHRB Adt ﬁ@@)]S@ 2. (M RTox - thenw purkyHAdr7e 98.9%

Allkq ﬁ@l"d(eMngl'lmdo% tnflﬂ?)r%}ne‘lﬁﬂ &&Wﬁboﬂdgr = 8.49 m n
purity ( . 1% Al kyl

2- Br onp- I-(2 4- d| net hyl - phenyl) et hanone Exanple 167
EXSRPIBAWS céﬁu bund 165

2~ (a,%ﬁ'c@ﬂqgomyﬁdm ﬁn\zﬁ/}r XZ)! 4- dlmitlgclaxryr/eg h[gz((‘ﬁ'-ﬁm'%?r?&ﬁy]-ﬁr?én%’-g-
oxo-ethoxy]-phenyl}-ethanone

LC/MS (METHOD A): (m/z) 490 (MH+); RT = 7.96 min; purity (UV) = 95.8%
Alkyl halide: 2-Bromo-1-(2-methoxy-phenyl)-ethanone

Example 166 (compound 166)
2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-(2,4-dimethyl-phenyl)-2-oxo-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone

LC/MS (METHOD A): (m/z) 487.9 (MH+); RT = 8.49 min; purity (UV) = 99.1%
Alky! halide: 2-Bromo-1-(2,4-dimethyl-phenyl)-ethanone

Example 167 (compound 167)
1-[2-(4-Chloro-benzyloxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin-4-yl)-

ethanone
LC/MS (METHOD A): (m/z) 465.9 (MH+); RT = 8.72 min; purity (UV) = 98.5%
Alkyl halide: 4-Chloro-benzylchloride
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et hanone L/ M5 (METHOD A): (mz) 465.9 (M#); RT =

8.72 mn; purity (UV) = 98.5% Al kyl hali de:
wd268loorsos benzyl chl ori deExanpl e 168 (conpound AGBPK2007/000564

2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-difluoronethoxy-

benzyl oxy) - 3, 4- di net hoxy- phenyl ] - et hanone LC/ M5

(METHOD A): (mz) 497.8 (MH); RT = 8.19 mn; purity

(U\/) = 98. 5% Al kyl hal i de:

- Di fll%%r(%g}%tptg%g li%g?zyl chl ori de Exanple 169 (conpound

2-23(530??rg¥ﬂy®rdm-pwl}h-di-[rP_l—(E—ylIfmﬁkerbéﬂ(o&yimlzvlopy]-skﬂenzyI
.0X I net hox enyl j - ethanone LC M5 (METHOD A)
d'ﬂ#%xyﬁﬁe'{y{\lﬁﬁ&a"ége: 9.21 nin; purity (U\/)( = 100%)
LAMS/ (MEEHOD &) : 4ml/ 5049 08 MHISNRT <18l 19 mde; EouatyplUy) 1798.5%
conpoun £0 .
A'%Y'('gaﬁé’?hgé‘ﬁ'lz'&f?’69’B§/‘ihf’é¥'#?2?‘§}?*}'9ﬁ"?‘T 2-(2-fluoro-6-trifluo

ronet hyl - benzyl oxy) - 3, 4- di net hoxy- phenyl ] - et hanone
LC/I\{B(()TH(I) b z) 517.9 (MH); RT = 8.52 min;
kyl hal i de:
223 H-Dahtor6- nwldﬁri Ge;rl)me[chgA isoprepyii-blehaylpxie) - Bdadipieshaxyt

co
pl%n(ygpgt%ﬂﬂoﬁ oro-pyridin-4-yl)-1-[2-(2,3-difluoro-4-net
LGS BERRYOBA)) {8/ 2) 4 (Ml hoxKT ph@al mlthﬁbnﬁHVLe/ Nep %

A%%ﬁ%@g?%&pw ﬁg,}?hg%@\él—l-k) RT = 8.71 nin; purity

, 3-Di fl uoro-4-net hyl -benzyl chl ori de Exanple 172

E i ré’f‘%y17°|n 4-yl)-1-[3, 4-di met hoxy-2-(2-ne
24(Rp- Dlr@imyfmgﬂ)n 4pﬂbﬂyﬂ% (fIkaroperillepias T PRI YIQY)-3/4-
d'&ﬁﬁ‘% 6F %,,f BT = 8.67 min; purity (W) = 98.5%

l\/bt h | - benzyl chl ori de
LC/MS (METHOD A): (m/z) 517.9 (MH+); RT = 8.52 min; purity (UV) = 98.9%

Alky! halide: 2-Fluoro-6-trifluoromethyl-benzylchloride

Example 171 (compound 171)
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2,3-difluoro-4-methyl-benzyloxy)-3,4-

dimethoxy-phenyl]-ethanone
LC/MS (METHOD A): (m/z) 481.9 (MH+); RT = 8.71 min; purity (UV) = 98.6%
Alkyl halide: 2,3-Difluoro-4-methyl-benzylchloride

Example 172 (compound 172)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-methyl-benzyloxy)-

phenyl]-ethanone
LC/MS (METHOD A): (m/z) 445.9 (MH+); RT = 8.67 min; purity (UV) = 98.5%
Alky! halide: 2-Methyl-benzyichloride

Example 173 (compound 173)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-methyl-benzyloxy)-

phenyl]-ethanone
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Exanpl e 173 (conpound 173)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-di met hoxy-2-(3-ne

wo yoBobEm Yl oxy) - phenyl ] - et hanoneLC M5 ( METHQELBPK2007/000564
(mz) 446 (MH); RT = 8.69 mghpn;, purity (UV) = 98.4%
Al kyl halide: 3-Methyl-benzylchloride Exanple 174
(conpound 174)

L@/‘M§(I?Eﬂ1@b IhAgr: Qul-rw)“ a4 (MA+Y) BLWC}= Nes:ﬁ(%lvné? l_;glr%a)(wzlﬁfp?&m%
- | OXy- n - et nanone : Z
A&MS%"’EN&%@?%Q@%’E@% T, purity (UV) = 98.3% Al kyl

hal i de: |-Brono-pent-2-ene Exanple 175 (conpound 175)

2- (3, 5D chl oro-Byrf' in-4-yl)-1-[3,4-di net hoxy-2-(2-ne
MME leeld 080 t hoxy) -phenyl] -etha none LG/ MS
24{(BESFEBIdp -py ridi-2) y I3 7 ( I, MdinnptHoky =2-pe R 2renyjoxyapieryl)-

%% = 98. 1% Al kyl hali de:
€8 “BP3Tonet hyl - 2- net hyl - qui nol i ne .Exanpl e 176 (conpound
LA/M) (METHOD A): (m/z) 409.9 (MH+); RT = 8.67 min; purity (UV) = 98.3%

-1 2-(2- or o- benzyl oxy) - 3, 4- di met hoxy- phenyl]-2-(3,5
Al-kd[%ﬂfd%r %%Vﬁ%lipﬁpﬁ}é ?r)ey et hanone LC/ M5 (METHOD A)
(mz) 465.9 (MH#); RT = 8.71 min; purity (UVY) = 96. 3%
EAI#\( II 1h%l 'C : O%-ngl"ilfgro- benzyl chl ori de Exanple 177
22 3( 3B PichDiro Fhywidingyyl) di-[3,4-djinpthoxy 32 -42 dieliby hawipoiin(63- ne
t - he | OXY) - nyl]-ethanone LC/ M5 (METHOD A) :
V'(‘%Qﬁx’ﬁe@%y@rﬁi}ﬂf{‘g%er =826 min purity (W) = 96,3%
LOIMS/ (MARHOBS) : il ADK YMBenz {T chb @/ mén; Bxivpl(BV]1 7898.1%
n _ 9 _ . -
Ag‘f}?@ag’fé’a%c%%’ﬁ%q‘%&hryi' &i WFElrlyyl/lq)u-lrlo-ng, 4- di met hoxy- 2- (4-ne
t hoxy- benzyl oxy) - phenyl]-et hanone
Example 176 (compound 176)

1-[2-(2-Chloro-benzyloxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin-4-yl)-
ethanone

LC/MS (METHOD A): (m/z) 465.9 (MH+); RT = 8.71 min; purity (UV) = 96.3%
Alky! halide: 2-Chloro-benzylchloride

Example 177 (compound 177)

2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-methoxy-benzyloxy)-
phenyl]-ethanone

LC/MS (METHOD A): (m/z) 461.9 (MH+); RT = 8.26 min; purity (UV) = 96.3%
Alkyl halide: 3-Methoxy-benzylchloride

Example 178 (compound 178)

2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(4-methoxy-benzyloxy)-
phenyl]-ethanone

LC/MS (METHOD A): (m/z) 461.9 (MH+); RT = 8.22 min; purity (UV) = 77.9%
Alkyl halide: 4-Methoxy-benzylchloride

Example 179 (compound 179)
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LC M5 (METHOD A): (mlz) 461.9 (MH); RT = 8.22 mn;
purity (UV) = 77.9% Al kyl hali de:

wd20dbimny - benzyl chl ori de Exanpl e 179 ( conpounpdr/pK2007/000564
179) | -{2-[ 2- (3- Chl or o- phenylc- et hoxy] - 3, 4- di net hoxy- ph
enyl }-2-(3,5-dichloropyridin- 4-yl)-ethanone LC/ M5
(METHOD A): (mz) 479.9 (MH); RT = 8.81 mn; purity

1-({@/02 B-@&l(ﬁ%p‘ﬂelﬁyl) dtabxydes, 4-dimethoxy-phenyl}-2-(3,5-dichloro-
| - Brono- Chl or o- phenyl ) - et hane Exanpl e 180

PYTIRG UL ém”e
LCZ/MS’S(hEEﬂi@[bIAqr ompy)r 47h. 9-(N+I~Ml)) -RIT £ 3,81 ehinepinityy({BL) (59886 %

' bl B obie-BheRRABTE I (1)<

Al kyl halide: |-Brono-5-net hyI hexane Exanpl e 181

E conpaq |ad 181 18
J—?@Eé—%—%@—&a arem £ef hoxy) - 3, 4- di met hoxy- phenyl ] - 2- (3,

2 53 - Didhtoro-pyyidird 4 Ayl 11 - j3, 3 -derh beooip €2 - /@ h§ Ve OBX yAy phenyl]-
eth 9/2 452 (MH); RT = 9.92 mn; purity (W) = 97. 7%
hal i de: (2-Brono-ethyl)-cycl ohexane Exanple 182
LE/SOETHO R Y) (m/z) 440 (MH+); RT = 9.69 min; purity (UV) = 100%
{ hl or,0 [n-4-yl)-acetyl]-2,3-dineth
A%X&/h%kjgh(olx?/mmpoe%t'Qﬁ%hyy%g & et hyl ester LG M (I\/ETH(D
A: (mz) 470 (MH); RT = 8.11 mn; purity (UV) = 100%
EAI Kk II 1I§ql' (=5 oﬁhgrlg ggg; anoi ¢ acid et hyl ester
14[2{(2- ¢ 3 Benyiethoxy pi3epdimgthdxy-phiemgl] hbo g Sptiehlprd-peridia 4-
y'?rrgll' rn)gro pyrldl n-4- yl)-ethanone LG M5 (METHCD A)
7\ RT = 8.64 min; purity (UY) = 97.5%
L(ZXIMQ/(MIEIEﬂG)Iés) (@/Br‘&ﬁﬁ)(mmtb,om]ﬁeﬂ%ll Mirg gvren éUEX sl -é %

Alkgﬂhélft‘:@m& Lﬁ?'gm:l) At)‘\yl) -cyclohexane

Example 182 (compound 182)
5-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy } -pentanoic

acid ethyl ester
LC/MS (METHOD A): (m/z) 470 (MH+); RT = 8.11 min; purity (UV) = 100%

Alkyl halide: 4-Bromo-pentanoic acid ethyl ester

Example 183 (compound 183)
1-[2-(3-Benzyloxy-propoxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin-4-

yl}-ethanone
LC/MS (METHOD A): (m/z) 490 (MH+); RT = 8.64 min; purity (UV) = 97.5%
Alkyl halide: (3-Bromo-propoxymethyl)-benzene

Example 184 (compound 184)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-acetamide
'H NMR (DMSO-dg) & = 8.64 (2H, s), 7.67-7.58 (2H, m), 7.37 (1H, bs), 6.98
(1H, d), 4.79 (2H, s), 4.62 (2H, s), 3.90 (3H, s), 3.80 (3H, s).

Alkyl halide: 2-Chloro-acetamide
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2-{6-[2-(3,5-Dichloro-pyridin-4-yl) -acetyl

] -2, 3-di net hoxy- phenoxy}-acetam de 1H NVR ( DMSO-d5) d
WO 288074740£LH, s), 7.67-7.58 (2H, m, 7.37 (I H BSI/DPKBE09B00564

(IH d), 4.79 (2H s), 4.62¢2H s), 3.90 (3H s),

3.80 (3H, s). Alkyl halide: 2-Chloro-acetam deExanpl e

185 (conpound 185)

2-(2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dim
Eet hoxy.-ph noxy? - t1 )- isoindole-I,3-dione 1H NWVR

s), 7.74 (2H m, 7.60 (3H, m,

282766-(2413, 5dD)|chlbr5-2)y6'iHH 4tyl)-adet#g-7, 3Hlimerhoxy - gHer(di} -ethyl)-

3.83 (3H, Al kyl halid

'SE-”PEE%"B%HE'?B’? h)S/I) ) -i soi nt(JIoI e- |S) 3- di o%e Ef(lalnplee 186

IH NOWRpELDGI5)186)8.36 (2H, s), 7.74 (2H, m), 7.60 (3H, m), 6.75 (1H, d),
(34 6: [ 254 3,5- D Ghy 059 AT i I23d

sl Sas A B S e Rl L 3K 11 2

AEDRide) 26(2=BBor6-et@H)-isjndofe-8 13-gHe n), 7. 70 (2H n),

7.59 (1H, d), 6.75 (I H, d), 4.67 (2H, s), 4.31 (2H,
t), 3.96 (2H, t), 3.93 (3H, s), 3.89 (3H, s), 2.30

_X&b_m)&_(ébm_lldll@@é
ol LT B LIPS SR B oo

isomdeteyl,3}di2n8- di net hoxy- phenoxy} N- net hyl acet am de 1H

r{\'I\fﬁR(g?ﬂ ?5 d srzzlg(?ﬁ £PH, sf)( ?5; 306(%%% 789 (£4,79),

4. 60

6 F58AH, 3N, 4.5, (22i 86‘(3&1(25) t), AI?@KZfﬂva‘I)A 483 ( H 's), % 89 (3H, s),
% I é“’)) N- et hyl - acet am de Exanpl e 305 (conpound 305)

(3, 5-Di chl oro- g{rldln 4'-%/ )-acetyl]-2,3-dineth
Athyh@w@n@x@ Brereetpypey dpde-11$-HigRe( DVSO d6) d =

.64 (2H, s), 8.18 (IH bs), 7.61 (IH d), 6.99 (IH,

d), 4.77 (2H7 s), 4.62 (2H, s), 3.91 (3H, s), 3.79
Ex@ppleshB7 (Tonmoupd18#)  1.01 (3H, t). Alkyl halide:

22069 -05 8- DicRiohy. pyRaRL 8 d8cetyl]-2,3-dimethoxy-phenoxy }-N-methyl-
acetamide

'H NMR (CDCl;) & = 8.52 (2H, s), 7.75-7.64 (2H, m), 6.79 (1H, d), 4.67 (2H, s),
4.60 (2H, s), 3.96 (3H, s), 3.87 (3H, s), 2.86 (3H, d).

Alkyl halide: 2-Chloro-N-methyl-acetamide

Example 305 (compound 305)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-ethyl-

acetamide

'H NMR (DMSO-ds) 6 = 8.64 (2H, s), 8.18 (1H, bs), 7.61 (1H, d), 6.99 (1H, d),
4,77 (2H, s), 4.62 (2H, s), 3.91 (3H, s), 3.79 (3H, s), 3.15 (2H, m), 1.01 (3H,
t).

Alkyl halide: 2-Chloro-N-ethyl-acetamide

General procedure for preparation of compounds with formula Ii or Ij, wherein

R2 is as defined above:
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General procedure for preparation of conmpounds wth
formula I i or i, wherein R2 is as defined

w@bws®77304 3, 5- Di chl or o- pyri di n-4-yl) -1 - ( 3- hydr BRE/DR26D71000564

et hoxy- phenyl ) - et hanone (0.@35 nmmol) from exanple 2

(li) or I-(2-allyl oxy-3-hydroxy-4-methoxyphenyl) -

2-(3,5-dichloro-pyridin-4-yl)-ethanone (0.035 nmmol)

fromeGwele 3 (1j) was dissol v@dein dry 3-pentanone
) -

(0.4 M ﬂ|ld K2CO3 (0.052 added fol | owed
by O. r of an al kyl brot 6r i odi de di ssol ved
in 3- anone (0.1 m ). | b case of the al kyl

br om dex Spkgonal KI (0.5 ey ed. The
reaction mXture was hgated t o 700 or 18 hours. The
sanpl eswere filtered in the selNy renmoved i n vacuo.
The pure Xonpounds were obtai|ned @y riedi ssol vi ng the

Ct on @i xture in DVSO awedClby st andar d
pr ive HPLC purificatl sing this procedure

(complbund 188) N
2-(3,5-Dichloro-pyridin-4-yl)-1-(3-ethoxy-2, 4-di met hox
y- phenyl) - et hanoneLC/ M5 (NETHOD B: (mz) 370 (M#);
RT = 4cMemn; purity (W) = 1@WeAl kyl halide:

18
= é)_%%enyl) 2-(3,5-d

I -(3- ) pyl met hoxy- 2, 4-

i chl g yridin-4-yl)- ethano M5 ( METHOD B)

(m 2) : RT = 4.78 Mg pupityA V) = 100%
Al kyl h I|dg Bro nethyl-cyclooropane Exanpl e 190

(conpaud_ 190)

| - (2-fAl 1 YPoxy- 3- but - 3- enyl oxyf- 4- "8t hoxy- phenyl ) - 2- (3, 5
cidi ch oroC|pyr|d| n- 4- yI)C|eth one |LC/¥\</S ( METHOD B:
22. 1 (NH+), RT = 5. ;o purity (UV) = 100%
[ ggné Exanpl e 191 (conpound

N
| - (3-But - 3- enyl oxy- 2, 4-di net hoxy- phenyl )-2-(3,5-dichlo
ro-pyridin-4-yl)-
2-(3,5-Dichloro-pyridin-4-yl)-1-(3-hydroxy-2,4-methoxy-phenyl)-ethanone

" (0.035 mmol) from example 2 (Ii) or 1-(2-allyloxy-3-hydroxy-4-methoxy-

phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone (0.035 mmol) from example 3

(Ij) was dissolved in dry 3-pentanone (0.4 mL). Solid K,CO3 (0.052 mmol) was

added followed by 0.052 mmol of an alkyl bromide or iodide dissolved in 3-

pentanone (0.1 mL). In the case of the alkyl bromides additional KI (0.5 eq) was
added. The reaction mixture was heated to 70°C for 18 hours. The samples were

filtered in the solvent removed in vacuo. The pure compounds were obtained by

redissolving the reaction mixture in DMSO followed by standard preparative

HPLC purification.

Using this procedure the following compounds were obtained:

Example 188 (compound 188)

2-(3,5-Dichloro-pyridin-4-yl)-1-(3-ethoxy-2,4-dimethoxy-phenyl)-ethanone
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et hanone L/ M5 (METHOD A): (mz) 396.3 (M#); RT =
8.39 mn; purity (W) = 94.0% Al kyl hali de:
wdad@somebut - | - ene Exanpl e 192 (conpound 192) PCT/DK2007/000564
2-(3,5-Dichloro-pyridin-4-yl}-1-(2, 4-di net hoxy- 3- propo
xy- phenyl ) - et hanone LC/MS (METHOD A) : (mz) 384.3
(MH); RT =8.42 mn; purity (UV) = 100% Al kyl hali de:
L@M@d@@tﬂ@m@)Emmljmnaﬁw@yonﬁwmfl)slra&), purlty(/j (UV) = 100%
X i met hoxy en 2-(3,5-dichl oro-
A'Fv'd‘ﬁ{él& i‘?‘f %‘P?ﬂfnone LC/ MB (IF\)/ETH%/I) A) ( (nz) 382.3 >
(MH); RT =8.01 mn; purity (UV) = 100% Al kyl hali de:

Al | %rorri de Ex 194 (conpound 194)
m@%@m@%@ﬁﬁbﬁn in-4-yl)-1-[2,4-di net hoxy- 3- (4-ne
lﬂbﬂwwbpszmﬂwWX§/,)4-d@mWﬂ pmmmr(emtdmlc(rw:m—g)yn-

[
ethepgne bt Pt EdePims Gy Ao Ghfo: BRicre e i 2g80v)
=(10ospound 195 )
hl [)-1-[3-(2-hyd h
My PR S PRl ne L ve (VETD M)

(mz) 386.3 (MH); RT = 6.21 nmin; purity (W) = 70.5%

EAI ké{}lle 1B6'('c9%po%a&‘1683 et hanol Exanpl e 196 (compound

1-22{RlyoxPi BHblubi3ee myloxyd# rmdthpixy =fhefgl) 2-@3 Sedinbiryo-By Hdierdy1) -
et&%é&@gy phenyl) et hanone LC/ M5 (I\/ETHOD A: (mz)
=8.71 min ; purity (W) = 82.0% Al kyl
LE/S d‘éETI-EO[PtBer(m/ZD 42 dnirét hadtle= @éﬁm‘"e POty EVipo dd %
romo-

-
1-
AIW' I%’;a“[genzy oxy BUt4 di et hoxy- phenyl)-2-(3,5-dichloro-p
yr|d|n 4-yl)-ethanone

Example 191 (compound 191)

1-(3-But-3-enyloxy-2,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
ethanone LC/MS (METHOD A): (m/z) 396.3 (MH+); RT = 8.39 min; purity (UV)
= 94.0%

Alkyl halide: 4-Bromo-but-1-ene

Example 192 (compound 192)

2-(3,5-Dichloro-pyridin-4-yl)-1-(2,4-dimethoxy-3-propoxy-phenyl)-ethanone
LC/MS (METHOD A): (m/z) 384.3 (MH+); RT = 8.42 min; purity (UV) = 100%
Alkyl halide: 1-Iodoethane

Example 193 (compound 193)
1-(3-Allyloxy-2,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone
LC/MS (METHOD A): (m/z) 382.3 (MH+); RT = 8.01 min; purity (UV) = 100%
Alkyl halide: Allyl bromide

Example 194 (compound 194)
2-(3,5-Dichloro-pyridin-4-yl)-1-[2,4-dimethoxy-3-(4-methyl-pent-3-enyloxy)-

phenyl]-ethanone
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LC M5 (METHOD A): (mlz) 432.2 (MH); RT = 8.49 mn;
purity (UV) = 96.3% Al kyl halide: Benzyl brom de
waEx@spia0498 (conpound 198) PCT/DK2007/000564
2-(3,5-Dichl oro-pyridin-4-ylgy-1-(2, 4-di met hoxy- 3- pent -

2-enyl oxy- phenyl )- ethanone LC/MS (METHOD A): (m z)
410.3 (MH); RT = 8.67 min ; purity (UV) = 91. 9% Al kyl
LdyMs (NGETHO B MimpE 243 & Mel+Bx &RTp+ 8.99 enif c punity (W) 299 0%

or 0= rd|n4 [ 2, 4-di net hoxy-3-(2-ne
A'{Z‘H'(Wdé Qf g')réy yl- pSPHé‘%ne LC/ VB (I\/ETH(I)yA) (
(M 2z) 400 3 (M—|+) RT = 7.34 mn; purity (UV) = 91. 6%
EAI Kyl oungs - 2- met hoxy- et hane Exanpl e 200

2 ZGL’S)—D+c¢133r8tny1'iﬁ+ry|4WI)})1y[32(erh&ldmvlfﬂithyxyphé,ﬁydii)n@hQXS',-Bh@ﬁY']-

cS3hFh21BHRS Syt (R R58ES SRR (PERER B At Ao
=vd.5%e: | - Brono- but - 2-yne Exanple 201 (conpound 201)

Di r idin-4-yl)-1-(2,4-di met hoxy- 3-prop-
A%y&ﬁayl%gx)g {aﬁgnegp&(&et hanone L/ M5 (METHOD A): (m g) P

380.2 (Mt); RT = 7.44 nmin; purity (W) = 100% Al kyl
Ehaa}]lw:Ige1:96ch§Eg'E§Bh9r1@@Xne Preparation 4 / Exanple 273

2{(8,9-Righira=-miricin-4ryd)-py(a, #idimathoxy - rebeyethypxg-rierEbhox

- l.
SHEBROCH POERAOPOL ) g2 (YL 5574 i iy )

=-§heyl ) - et hanone (1.37 g, 4.1 nmmol) fromexanple 1

Ar?/gﬁ%gﬁgsg_l M.?éj..yi_li_ YndWHae0 M _). Ethyl bronoacetate
.1 'mol) was added foll owed by K2CC3 (830
ng, 6.1 mml) and the reaction mxture was stirred at

EkdmP%E9Y @Binpolhl 87§ 500 m ) was
1-(3-Benzyloxy-2,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone
LC/MS (METHOD A): (m/z) 432.2 (MH+); RT = 8.49 min; purity (UV) = 96.3%
Alkyl halide: Benzyl bromide

Example 198 (compound 198)
2-(3,5-Dichloro-pyridin-4-yl)-1-(2,4-dimethoxy-3-pent-2-enyloxy-phenyl)-
ethanone LC/MS (METHOD A): (m/z) 410.3 (MH+); RT = 8.67 min ; purity (UV)
=91.9%

Alkyl halide: 1-Bromo-pent-2-ene

Example 199 (compound 199)
2-(3,5-Dichloro-pyridin-4-yl)-1-[2,4-dimethoxy-3-(2-methoxy-ethoxy)-phenyl]-

ethanone
LC/MS (METHOD A): (m/z) 400.3 (MH+); RT = 7.34 min; purity (UV) = 91.6%
Alkyl halide: 1-Bromo-2-methoxy-ethane

Example 200 (compound 200)
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added and the product extracted with Et OAc (2x250
m ). The conbi ned organi c phases were washed with

brine (250 m.) and dri ed oveeT/hE24/000564
The solvent were renoved i ngyacuo and the pure product
obt ai ned be standard silica gel chronmatography to
provide {6-[2-(3,5-Di chloro-pyridin-4-yl)-

1-a8@uy! J-y Ay I8xgi2neidiraxthoRpgimexyl) - BCEBGHdickloral petidink4-g bt er

Yi eI d 99 ound .wa
ethandne Lo I QR AN Wliver 94 diFPisn %60 MBLBHHY LY
= lio0kb (490 ny, 12 mmol, 5 eq.) was added and t he

i,on xt ur s stirred at rt for 1 hour. The

A'[%@@E“an 5‘2{’!%5 R\ggicy"&ci dified to pH = 1 by addition
of I N HC (15 m.) and extracted with Et OAc (2x250
. -Th of gani ¢ phases were washed with

2 ant—dt i ed over MgSO4. The sol vent was
Z{EJWNRdIdr@-pyaldUBMyb) mr(dy4-(dlenethoxy 3-prop-2-ynyloxy-phenyl)-

et&a%‘%@ﬂ §é/£“5%R8|gﬂ%§ﬁg‘Q5¥ S%oxyf Y AURTA RS SUl R HACL)

=900/al. 1H NVR (CDCI3) d = 8.52 (2H, s), 7.76 (IH, d),
.81 4. 85 2Hs)466(2Hs)399(3H
A'E‘f'ﬁ"aé' g8 (é?lglm fmp%g’el d 0.85g (92% . General procedure
for preparatl on of conpounds with formula | k wherein

ar r
Iﬁl = a Sijse(!0arlﬁ')g%gﬁ&d’:—fﬂy{i)-acetyl] 2, 3-di nmet hox
{Ey{mErﬁew}c}\kaoaiwdlraénd)-@Oet@Hﬁ an@methcpmpmr@wt}aaqe@ﬁ agid
was dissolved in dry DMF (0.25 ). A primary or
secondary am ne (0.045 mmuol) di ssol ved in DMF (0.05
m) was Obt¢ded fol | owed by HATU (0.045QM®!) dissol ved
in DVMF (0. 0%gel). The reaction m xturle

for 4 s. The pure conpounds wer

wagmMeeft at rt
ﬁ . @ ai ned by
i i fi si ng t hi
proce 4 foll owi ng conpounds were~0obtei ne GH

)
2-(3, | oro- pyr irdir=4=>yl ) - | -
0- 2-pyrroli di n-1-yl et hoxy) - phen
| I

NS
-etna nonelH NWR

QI¢ €= 8.47 (2H, s), 7.64l Cle. 76 (I H d),
4. s), 4.88 (2H, s), 3.94 3.89 (3H,
s), 3. (2H, t), 3.39 (2H, t), 2H, m), 1.86
(2H, M) . N

2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hydroxy-3,4-methoxy-phenyl)-ethanone
(1.37 g, 4.1 mmol) from example 1 was dissolved in dry NMP (50 mL). Ethyl
bromoacetate (660 pL, 6.1 mmol) was added followed by K,CO3 (830 mg, 6.1
mmol) and the reaction mixture was stirred at rt overnight. Water (500 mL) was
added and the product extracted with EtOAc (2x250 mL). The combined organic
phases were washed with water (250 mL), brine (250 mL) and dried over
MgSO0.. The solvent were removed in vacuo and the pure product obtained be
standard silica gel chromatography to provide {6-[2-(3,5-Dichloro-pyridin-4-yl)-
acetyl]-2,3-dimethoxy-phenoxy}-acetic acid ethyl ester as a white solid. Yield
990 mg (78%). The compound was re-dissolved in MeOH-water (1:1, 200 mL)
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Am ne: Pyrrolidine Exanple 203 (conmpound 203)
N- Benzyl - 2-{6-[2- (3, 5-di chl oro-pyridin-4-yl)-acetyl]-2
wQ Zodiomavhoxy- phenoxy}- acetanm de 1H NVR ( CDCl PG)/DE2667/000564
8.49 (2H, s), 8.12 (IH, bs)gg7.66 (IH d), 7.29-7.20
(5H m, 6.77 (IH d), 4.72 (2H, s), 4.55 (2H, s),
4.50 (2H, d), 3.95 (3H7 s), 3.81 (3H, s). Am ne:
bﬁﬁéﬁﬂgamme(mﬁm,aﬁlﬁﬁncﬂ,cbﬁpqm &0 and the reaction mixture

et #houet 3 R Rt Sp s e AR AT ot AT

addiid 3) 1 HEI 319 8nl()2d StracFed@ithl BHOA Y 2xB50 81L()1 Fhe dymbined

orggnie gnases gt fgfhed:fith sy 35§ in{rogh G ffibsdh, The

st vadsi reendwedriplvec2®® povideo{frd2 Z85H-Dichloro-pyridin-4-yl)-

il TR LRI B g g et

=B.97 (H,H), 2536 (184,50, 623, fﬁ‘)l,d)7.478'5 (2H4,5) 0.6 67(259 s).2H99 (3H,
. t). 6.81 (1H d), 4. 80
s)(éﬁ's %%5 3 EIE'J éﬁsg (QZ A oy ()3H s) . 4 5y ()3H, s).

Am ne: Anl l'ine Exarrpl e 206 (corrpound 206)

. o} 6 , Rt
MMM_&)@L_ 59(|H d) 745732(3H m,
7.25-7.19 (2H, m), 6.70 (IH d), 4.83 (2H s), 4. 68
(2H, s), 3.90 (3H s), 3.77 (3H s), 3.32 (3H

s). Ani @Me N- Met hyl ani | i ne Exanpl e 209M€conpound 207)
OMe OMe

I|?9

N
0~ “COOH o/\ﬂ/ R12
0

—

{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-acetic acid
(0.037 mmol) from preparation 4 was dissolved in dry DMF (0.25 mL). A
primary or secondary amine (0.045 mmol) dissolved in DMF (0.05 mL) was
added followed by HATU (0.045 mmol) dissolved in DMF (0.050 mL). The
reaction mixture was left at rt for 48 hours. The pure compounds were obtained

by standard preperative HPLC purification.
Using this procedure the following compounds were obtained:

Example 202 (compound 202)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-ox0-2-pyrrolidin-1-yl-

ethoxy)-phenyl]-ethanone
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2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dinmeth
oxy- phenoxy}-N-(3- hydroxy-3-nethyl -butyl)-acetam de

WO oRB7UMETHOD A) @ (mz) 485 (MH); RT = 5. 89P@i/NK2007/000564

purity (UV) = 100% Am ne: 4o
3- Hydr oxy- 3- net hyl - but yl am ne Exanpl e 208 (conpound
208)
'HPN(MB- (CD ), 35= Bi.ahi 2 os)pyres?@l'(rﬂ Ad)y 16) 26t yd)] 429 23¢2H, et H 88

P 0 acet T
R P AR e FROTIHEER A58 oy 0 g P ah b hued
1.862[0@H Br))d = 8.51 (2H, s) 7. 79 (IH bs), 7.67 (IH,
d, 6 78 (IH d), 4.67 (2H, s), 4.60 (2H, s), 3.97
A'(‘la’lfl;q’g)’r,°“§'”§7 (3H, s), 3.27 (2H q), 1.50 (2H m,
0.87 (3H, t). Am ne: n-Propylam ne Exanple 209
E4:59 209 {232(35D|chloro pyr
- di nmet hoxy- phenoxy}- N sopropyl -
Naemtzwnie[é mws-c(mma@/wqm 4-yl)zgcet]- 2( Indirpethrxy phgnggy 3 -
Lidurity (W) 87.7% 1H NV\R (DMSO-d6) d = 8.64
Js%), 8.01 (IH, d), 7.65 (IH, d), 6.99 (IH d),
1H4NI7I‘P\ (@4)5)9) 7 844B(2H,24), 8s)2 (1B31,93s)( 4486 (H, 3@9('%}-'40 (5H,

?)6 7170und(12"%79)(2ﬁms5‘e4 sE9RAT OPY. 85TV 6, @)(%'@é e31419), 3.81

(3NIDJtyI 2-{6- [2 (3,5-dichloro-pyridin-4-yl)-acetyl]-2,

enoxy} acetanmi de LC/ M5 (METHOD A):
%#@eﬁi‘gg'é MR RI = 7.00 min . purity (W) = 100%
Ami ne But yl am ne Exanpl e 211 (conmpound 211)

|- QDL& (3, 5-dichloro-pyridin-4-yl)-acet
g %% ané enoxy}- acetam deLC M5 ( METHOD A)

Z«WSZPWBJGOQW(MM le‘r =F %dlrgequy %merwgmbp}w 4=yl140%-
ethBkPEph&]-eftRAbKE am ne

4 NMR (CDCl5) & = 8.48 (2H, s), 7.63 (1H, d), 6.78 (1H, d), 4.96 (2H, s), 4.80
(2H, s), 3.94 (3H, s), 3.89 (3H, s), 3.72-3.61 (6H, m), 3.54-3.45 (2H, m).

Amine: Morpholine

Example 205 (compound 205)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-phenyl-

acetamide

'H NMR (CDCls) 6 = 9.97 (1H, bs), 8.50 (2H, s), 7.75 (1H, d), 7.59 (2H, d), 7.25
(2H, t), 7.07 (1H, t), 6.81 (1H, d), 4.80 (2H, s), 4.65 (2H, s), 3.99 (3H, s), 3.89
(3H, s).

Amine: Aniline

Example 206 (compound 206)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acety!]-2,3-dimethoxy-phenoxy}-N-methyl-

N-phenyl-acetamide

'H NMR (CDCls) & = 8.48 (2H, s), 7.59 (1H, d), 7.45-7.32 (3H, m), 7.25-7.19
(2H, m), 6.70 (1H, d), 4.83 (2H, s), 4.68 (2H, s), 3.90 (3H, s), 3.77 (3H, s),
3.32 (3H, s).
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Exanpl e 212 (conpound 212)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth
wozysphewoxy} - N- (3- nethyl -butyl)-acet am de LCPMBEDK2007/000564
(METHOD A) @ (mz) 469 (MH#); RT = 7.42 min; purity
(W) = 100% Am ne: 3-Methyl -butyl am ne Exanple 213
(conpound 213
A6 -N-MetBylandirehl or o- pyri di n-4-yl)-acetyl]-2,3-di nmeth
oxy- phenoxy}- N (4- net hoxy-benzyl)-acetanm de 1H NWR
(DMBO-ds) d = 8.67 (IH, t), 8.64 (2H, s), 7.61 (IH,
ExBrmplé.205 (c@iipodhd 26799 (| H d), 6.75 (2H d), 4.75

2-%_%;%2-?%'5' élg%l%r ps/Bd(% CGeAgﬁ-:?’é;.s-dd)lmegfiogg-pghse'ﬁ"ox%-’N-(3-

hﬁrmﬂemxetﬂoﬁmylmmnﬁdanpl e 214 (conpound 214)

S RO b A b

Ar@hﬁTlﬁy@any(Bﬁm@thﬂBmwmye RT 7.44 min; purity
(UWV) = 100% Am ne: 2, 2-Di net hyl - propyl am ne Exanpl e
215 (conpound 215)

(3,5-dichloro-pyridin-4-yl)-acety

MMMMMAQ&
(7T 2 SRR W AR AR T3 Ui NG RERE D oy -

ao@trarnﬂ;ie Cycl ohexyl am ne Exanple 216 (conpound 216)

ngf»isfigh%%m% (fgb"&@r ﬁgmsﬂ fr g—;/?;?)lar@gf?rg %y%U@ di geily,

'H BMBGARI®)) d=-8.81 mH(asW 19 (1ig, t@a {5, (143, ) 76618 @"Hd), 4.67

Ay AR L B S 780 )
0.§j7,(331,¥B'(3H, s), 3.69 (3H, s). ' '

Amine: n-Propylamine

Example 209 (compound 209)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl}-2,3-dimethoxy-phenoxy }-N-

isopropyl-acetamide

LC/MS (METHOD A): (m/z) 441 (MH+); RT = 6.72 min; purity (UV) = 87.7%
'H NMR (DMSO-dg) & = 8.64 (2H, s), 8.01 (1H, d), 7.65 (1H, d), 6.99 (1H, d),
4.77 (2H, s), 4.61 (2H, s), 3.91 (4H, m), 3.80 (3H, s), 1.04 (6H, d)

Amine: Isopropylamine

Example 210 (compound 210)
N-Butyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-
acetamide LC/MS (METHOD A): (m/z) 455 (MH+); RT = 7.09 min ; purity (UV)
= 100%

Amine: Butylamine

Example 211 (compound 211)
N-Cyclopentyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-

phenoxy}-acetamide
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Am ne: 3- Met hoxy-benzyl am ne Exanple 217 (conpound
217)

yl']-2, 3-di met hoxyphenoxy}- agetam de LC M5 (METHOD A):
(mz) 495 (MH); RT = 7.84 min; purity (UV) = 92.2%
Am ne: Cycl oheptyl am ne Exanple 218 (conpound 218)
L(ZMSﬁ(MEﬂG(SDS&)Di(ﬁﬂkpa@s PY(MHH Y3-RA- ¥17). 1@esihy pliri®, @N\Ji #E00%
ox - ph OX)éi 2 nmet hoxy- benzyl ) - acet am de 1H NWVR
d‘-@‘)pe a%"& (2H, s), 8.50 (IH t), 7.62 (IH,
7.19 (IH t), 7.12 (IH d, 6.99 (IH d), 6.93
IH 76 IH1 , 4.78 (2H, s), 4.74 (2H, s),
H, s) 3.79 (3H, s), 3.76 (3H,
2806 ['AI(IB rseoucarohmplyaum—bemz-ytam]rm3E(m&piay%ﬁer(owmlaad

”ﬁﬁbba“éﬁésaﬁ”i?é? 1 - 2- {6-[ 2- (3, 5-di chl or 0- pyri di n-4-yl)
LEMS{METHAD ) di(MEEhe&Y PMERIXRY = Ackt @in;drirlt@/(VB) = 100%

VETHO o z) .495 (MH); RT = 7.86 mn; purity
Am'%%%ﬁlﬁbmﬁ/cl ohexyl met hyl am ne Exarrpl e 220

(conpound 220)

2-{6- [ 2 I -pyridin-4-yl)-acetyl]-2,3-dinmeth
E ri’-' ﬁ 9 2‘1 droxy-ethyl)-acetam de LC/ M5
Z{QE[IZ-I(ZB)SA[plch(omb-p)/rlde49/|X BeetyL]- R3-dimBthpkyrphenopy iN-¢4-

m%% bén%% N&jge2- Hydroxy-et hyl ami ne Exanple 221

nﬁoun 2%-&

'H RMR2(GNSQ As] 3, 58M7cHltbrid- Hpdi([@Hnsn-A61 (Aded)|7-12 (3HdH),
L

6.'(5%NEQMA§.%5O¢ ﬁéﬁ@wmfebg@ 8f 28 Qﬁ, prté‘rs?o (3H,

s), BVI6 3H,0993AM (&, YR) - | - Phenyl - et hyl ani ne

Amine: 4-Methoxy-benzylamine

Example 214 (compound 214)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2,2-

dimethyl-propyl)-acetamide
LC/MS (METHOD A): (m/z) 469 (MH+); RT = 7.44 min; purity (UV) = 100%
Amine: 2,2-Dimethyl-propylamine

Example 215 (compound 215)
N-Cyclohexyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-

phenoxy}-acetamide
LC/MS (METHOD A): (m/z) 481 (MH+); RT = 7.52 min; purity (UV) = 100%

Amine: Cyclohexylamine

Example 216 (compound 216)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(3-

methoxy-benzyl)-acetamide

-2-{6-[2-(3, 5-di chl oro-pyri di n- 4pit/pKamenoose4



10

15

20

25

30

Exanpl e 222 (conpound 222)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth
wozysptanoxy} - N-(3- hydroxy- propyl)-acet am de p€E/VB2007/000564
(METHOD A) : (mlz) 457 (M#)3 RT = 5.51 mn; purity
(UV) = 100% Am ne: 3-Hydroxy-propyl am ne Exanpl e 223
(conpound 223)
HNMB- (OMES-dR) Bi=cBl7ar @Hyy,i 8l6B(2HYE),-7a6@t(yH] d 2,731 2li( nief t),

6?3@?::(—}-%%% é()é% %\Izgﬁ)?Hmst hg%&tkr%) éaig'zef%[nmgh4 55%)9), 3.90

(E(H,J\é) 3.780GW, Ayi 169 (3HMeJ.hoxy- et hyl am ne Exanpl e 224

¢onpo 224 i
Wﬁ-?”ﬂzoxg-?ﬁwlaa?aepyn di n-4-yl)-acetyl]-2, 3-di neth
oxy phenoxy} N-(2 di met hyl am no- et hyl ) - acet am de
THCD : (1 z) 470 (M#); RT = 4.26 min;
A ne:  2- Di net hyl ami no- et hyl am ne
NEEmeeet)é[%{annmmhﬂ'B)pyndm -4-yl)-acetyl]-2,3-dimethoxy-

y 3-Di chl oro-pyridin-4-yl)- acetyl] 2,3-dineth
p%%{&xﬁ%eaﬁ%% df{I-(S di net hyl am no- propyl ) - acet am de
L(I:/@!SVEMIEWIBI@) An/zY 492 IMHABY; RM=+Y 84RWins plurk® (HWVh= 92.2%
ur |t 100% Ami ne: 3-Di net hyl am no- propyl am ne
(%/yc%ty coqn%ound 226)
(S) 2 {6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di
BPREN Labgh phenyl - ethyl)-acetam de LT M5
(MH); RT = 7.39 min; purity
2({@\71)2 e, mmammmnd(nsa ¥yi)- &tteévi;HZ étdweamxrsrep@a@wp}él 027

m%@%@%z? Cft%m\gl chl oro- pyridi n- 4- _/y -acety
IHTHMHo@W%htﬂabﬁyi 844(@H, is3opb8ddkly throb I(}Ha@)et ah? éb“ t),
7.12 (1H, d), 6.99 (1H, d), 6.93 (1H, d), 6.76 (1H, t), 4.78 (2H, s), 4.74 (2H,
s), 4.31 (2H, d), 3.91 (3H, s), 3.79 (3H, s), 3.76 (3H, s).

Amine: 2-Methoxy-benzylamine

Example 219 (compound 219)
N-Cyclohexylmethyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-

phenoxy}-acetamide
LC/MS (METHOD A): (m/z) 495 (MH+); RT = 7.86 min; purity (UV) = 100%

Amine: Cyclohexylmethylamine

Example 220 (compound 220)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
hydroxy-ethyl)-acetamide

LC/MS (METHOD A): (m/z) 442.9 (MH+); RT = 5.41 min; purity (UV) = 100%
Amine: 2-Hydroxy-ethylamine

Example 221 (compound 221)
(R)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(1-
phenyl-ethyl)-acetamide
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LC M5 (METHOD A): (mlz) 498.9 (MH); RT = 6.89 mn;
purity (UV) = 100% Am ne: 3-1sopropoxy-propyl am ne
waz@sptaoL28 (conpound 228) PCT/DK2007/000564
2-{6-[2-(3,5-Dichloro-pyridip-4-yl)-acetyl]-2,3-dineth
oxy- phenoxy}-N-furan-2- ylnmethyl-acetamde LC M5
(METHOD A): (mz) 478.9 (MH); RT = 6.74 mn; purity
LEAMS (METOBO AMi(REz) 502 8nMH); -RTEL Iy BAMINE pEXgNIUY 2290%

np
A%"{ (?‘; 1(5%8%96HY'8F‘B"$W| din-4-yl)-acetyl]-2,3-di meth
oXYy- phenoxy} N-pyridin- 2-ylnethyl-acetam de LC/I\/IS
I\/ET : (rriz 5 (M), RT = 5.17 min; purity
ridine-2-yl-nethyl am ne Exanpl e
ZQ@[Z-QB),SBDMHM)ra{iﬂ}ldm -4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(3-
oro-pyridin-4-yl)-acetyl]-2,3-dinmeth

h6%§¥bWéﬂ%\ab?9%aEy 9§ di n-~ 3-yl met hyl - acet am de LC/ NB
LC/MSTHABTAQD:A) Iftr7 ) 45D (MNHY) RTRT5:5 14mé® parity (W) i=t $00%

Al ARG 8 v S
(0]

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dinmeth
EQXY - cy) -N—% - enoxy-et hyl)-acetanm de LC/ M5

9 (MH); RT = 7.19 mn; purity
2{{8v)2-3 98D3%qﬁmp|yedlr\24ﬂh)eac9tyL]el,B;dlmﬁthte<yEwaﬂmxez} 28782-

"’%%?%F%wg% chI oro-pyridin-4-yl)-acetyl]-2,3-dineth

LGS PHETIIQRDIAIN(pYE] 85 H{MU+y)] REt#w?ILZamél;aWﬁrtté (L@) w5100%
A EEARTYEm S| G me. 4- y1 - ot hyl am neEXANpI &
233 (conpound 233)

Example 224 (compound 224)

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

dimethylamino-ethyl)-acetamide

LC/MS (METHOD A): (m/z) 470 (MH+); RT = 4.26 min; purity (UV) = 100%

Amine: 2-Dimethylamino-ethylamine

Example 225 (compound 225)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(3-
dimethylamino-propyl)-acetamide

LC/MS (METHOD A): (m/z) 484 (MH+); RT = 4.29 min; purity (UV) = 100%

Amine: 3-Dimethylamino-propylamine

Example 226 (compound 226)
(S)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(1-
phenyl-ethyl)-acetamide

LC/MS (METHOD A): (m/z) 503 (MH+); RT = 7.39 min; purity (UV) = 100%
Amine: (S)-1-Phenyl-ethylamine

Example 227 (compound 227)
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2-{6-[2-(3,5-Dichloro-pyridin-4-y |I) -acetyl
] -2, 3-di net hoxy- phenoxy}-N-(4- ethyl-benzyl)-acetanm de
WOSBB7TUMETHOD A) : (mz) 517 (M) ; RT = 7.71 PETIDK2007/000564
purity (UV) = 96.8% Am ne: 4xEt hyl -benzyl am ne Exanpl e
234 (conpound 234)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth
ZQSYEZ}bEBGIM}ﬂoN‘)-Qﬁan -diyi)- Beatel] e B zdimptleogt pirdnoey 3Ol -KE
VETHOD 2) /2( 2%549(|\/H+) RT = 7.27 min; purity
ISpRROPOXY BEORMA-ARFREN'IS 5.0 f | Lor 0- benzyl ani ne Exanpl e
LEBLS (MBTHODIF): 2883)) 498.9 (MH+); RT = 6.89 min; purity (UV) = 100%
Di chl or.o- ridin-4-y|)-acety|]-2,3-dirreth
AB‘Sﬁf p—i[ni??g’r%mﬁ- RrppP¥a "HF%I uor o- benzyl ) - acet am de LC/ MS
(METHOD A): (mz) 524.9 (M#); RT = 7.22 mn; purity
E e O%)Ar(r)in > 3-Di fl uoro-benzyl am ne Exanpl e
={6-[2-(3,5-Di chl oro-pyi
2{,{GHE;_er(:y,IS}Dmbbrq-lp}/rlﬂer4d/il)’fad:dtwb]yz ptuimekhydxyNoHehoxy } -N-furan-2-
yl%hgl n- dett hyl )-acetam de LC/ M5 (METHOD A): (m z)
RT =4.54 mn; purity (W) = 100% Am ne:
LQ/W(MEITH\@DZB«)yI(HEthW&m(Nkbﬂaxziﬁb#é 28 i( £ papityuiity ) 23200%
o pyridin-4-yl)-acetyl]-2,3-dinmeth
Aré')'(é/e p'lﬁjé?]rc()% ? 'ﬁwl%%t hyl - benzyl ) - acet am de LC/ M5
(METHOD A): (mz) 503 (MH); RT = 7.37 min; purity
1o 27802 LG 228y Vet hyl - benzyl ami ne Exarrpl e 238

2 Z6¢ B2 2.5¢ Bichlobp i ridinod pyr-aekitvl] 2, §tdimgthay F phenozy HiNrgy Fidin-
[o) &VE (3- fl uoro benzyl ) acetam deLC/ M5

2%‘7‘%% ?'Eéi'l!r}# 506.9 (M#) . RT = 7.14 min; puri

LQ/ng (METHODA (m/z) 490 (MH+); RT = 5 17 min; purity (UV) = 1 0%

Amine: Pyridine-2-yl-methylamine

Example 230 (compound 230)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-pyridin-

3-ylmethyl-acetamide
LC/MS (METHOD A): (m/z) 490 (MH+); RT = 4.62 min; purity (UV) = 100%

Amine: Pyridine-3-yl-methylamine

Example 231 (compound 231)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

phenoxy-ethyl)-acetamide
LC/MS (METHOD A): (m/z) 518.9 (MH+); RT = 7.19 min; purity (UV) = 98.3%

Amine: 2-Phenoxy-ethylamine

Example 232 (compound 232)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-pyridin-

4-ylmethyl-acetamide
LC/MS (METHOD A): (m/z) 490 (MH+); RT = 4.46 min; purity (UV) = 100%

Amine: Pyridine-4-yl-methylamine
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Am ne: 3-Fl uoro-benzyl am ne Exanple 239 (conpound 239)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl) -acetyl
wa 20d887db4ret hoxy- phenoxy} - N- ( 3- PCT/DK2007/000564
met hyl - benzyl ) - acet anm de LG5 (METHCD A) @ (m'z) 503
(MH#); RT = 7.39 min; purity (W) = 100% Am ne:
3- Met hyl - benzyl am ne Exanpl e 240 (conpound 240)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dinmeth
oxy- pheno )é}n N- t hyl - benzyl ) - acet am de LC/ M5
E SFdel 23 2.9 (MH); RT =7.39 mn; purity
2{{eV)2- 1=3 $Q@i%%4p@ndArw)hﬁetmmyloamibﬂm&xmoey)?%m-

% ogg 241)[3
ety (%C%a 19411 or 0- pyri di n-4-yl)-acetyl] -2, 3-di neth
L@;ﬁﬂ@& )ghlenwa}A)Nphﬂﬂ)estthHagt;ekam g 1LY e TBDP=96.8%
M z 3, (MH): RT = 7.29 mn; purity (UV) = 100%
A&l‘ﬁene‘l.'églyﬁ’{t?gﬂ@f'a@frfﬁ/l ani ne Exanpl e 242 (conpound 242)
2-{6-[ 2- (3 5-Di chl oro-pyridin-4-yl)-acetyl]-2,3-dinmeth
QY5 N-F]g gr|d|n4yl et hyl) - acet am de 1H
5 (2H, s), 8.44 (2H, d), 8.33
246 2-1(3,5- Ucﬁl@rcﬁ-lpkhdnhﬂ yN-8&etyI212, 3 dimethd9- p(HdFloxyj) -N-(3,5-
(2H s), 3.90 (3H, s), 3.75 (3H,
d'ﬁj‘°r°3£?fl?‘/)2%feta’)'" .81 (2H, t). Anine:
LQ/W(METHQDA)yI(mthw@m(Wﬁx&Tp#@.ZZLBWi(\ppn@uyL(rW)ZﬂSﬁBWo
2-{6- ro-pyridin-4-yl) -acetyl ]-2,
A@-”éﬁ' ir?‘h[éﬁ‘;‘?r&?é% %n:?'-ngl-(?,- phenyl - propyl ) - acet am de
LC/ M5 (METHOD A): (mz) 517 (M#); RT = 7.56 min;

e bk 35 ¥ mipobB8%35)

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2,3-

difluoro-benzyl)-acetamide
LC/MS (METHOD A): (m/z) 524.9 (MH+); RT = 7.22 min; purity (UV) = 100%

Amine: 2,3-Difluoro-benzylamine

Example 236 (compound 236)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
pyridin-2-yl-ethyl)-acetamide

LC/MS (METHOD A): (m/z) 503.9 (MH+); RT = 4.54 min; purity (UV) = 100%
Amine: 2-Pyridine-2-yl-ethylamine

Example 237 (compound 237)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
methyl-benzyl)-acetamide

LC/MS (METHOD A): (m/z) 503 (MH+); RT = 7.37 min; purity (UV) = 100%

Amine: 2-Methyl-benzylamine

Example 238 (compound 238)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-(3-

fluoro-benzyl)-acetamide
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w0 2088/@1M04 - 2, 3- di net hoxyphenoxy} -

Am ne: 3-Phenyl - propyl am neExanpl e 244 (conpound 244)
N- (2- Chl oro- benzyl )-2-{6-[2-(3,5-di chl oro-pyridin-4-yl

(METHOD A) @ (mz) 522.9 (M3%); RT = 7.46 mn; purity
(UV) = 100% Am ne: 2-Chl oro-benzyl am ne Exanpl e 245
(conpound 245)

LEMS{MBTHED)DI(AE pEOG . DYIMHH- 1) -RIF #17).14ceihy blrify, G5\ AE00%

oxy- phenoxy} - i peridin-l-yl-ethyl)-acetam de
A% % nﬁé'amﬁﬁ z) 510 (MH+); RT = 4.46 nin;

purity (UV) = 92.5% Am ne: 2-Piperidin-I|-yl-ethylam ne

Exaan e9246 (co o 246)

M—é—@%@%—g {6- [2 (3, 5-dichl oro-pyridin-4-yl

2)£&aCRyy) 5]-D&h3>rd+pyatjhexmham:tm}2 Sadiateiimyep et} -N-(3-

nm@% gqm 5228(M—|+) RT = 7.46 mn; purity
BLLITS 3- Chl or o- benzyl am ne Exarrpl e 247

Lc;bwpuﬁmdozm): (m/z) 503 (MH+); RT = 7.39 min; purity (UV) = 100%

Agué/ %i/h%g’\g)% ?f%lmqr.g pyridin-4-yl)-acetyl]-2,3-dineth

nor phol i n-4-yl - et hyl ) -acet am de
LG M5 (METHOD A): (mz) 512 (M#); RT = 4.31 nmin;
E ur i A = 0%%]20{? 222) 2- Mor phol i n-4-yl - et hyI am ne
2N §-2-CB)SePehimeopyrigire4{y8)-peetyq; 5 3cditetiory- pyeriaxy h-M-(¢1

I t hoxyphenoxy}- acetam de LC M5
"E@ﬁlﬁﬁ% }X?%C%a%ﬂ? 522.9 (MH): RT = 7.49 min: purity
LCANG (MEDBODIS)AtE) 582 OriMst-b): RinzyA . afirmie; Esealevp(té/)zagwm/o
Aé-ﬁ?%‘pfyb?%%é@e)ﬂzzﬁngpg pyridin-4-yl)-acetyl]-2,3-dinmeth

oxy- phenoxy}- N ( 2-
Example 241 (compound 241)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-
phenethyl-acetamide
LC/MS (METHOD A): (m/z) 503 (MH+); RT = 7.29 min; purity (UV) = 100%

Amine: 2-Phenyl-ethylamine

Example 242 (compound 242)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

pyridin-4-yl-ethyl)-acetamide

'H NMR (DMSO-dg) & = 8.65 (2H, s), 8.44 (2H, d), 8.33 (1H, t), 7.60 (1H, d),
7.30 (2H, d), 6.99 (1H, d), 4.74 (2H, s), 4.62 (2H, s), 3.90 (3H, s), 3.75 (3H,
s), 3.44 (2H, q), 2.81 (2H, t).

Amine: 2-Pyridine-4-yl-ethylamine

Example 243 (compound 243)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(3-
phenyl-propyl)-acetamide

LC/MS (METHOD A): (m/z) 517 (MH+); RT = 7.56 min; purity (UV) = 100%

Amine: 3-Phenyl-propylamine

acet am de LGdABDK2007/000564
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pyridin-3-yl-ethyl)-acetam deLC/ M5 (METHOD A) : (m z)
504 (MH); RT = 4.47 mn; purity (UV) = 100% Am ne:
wQ@2dgnidone- 3-yl - et hyl am ne Exanpl e 250 ( conpopampR26)7/000564
2-{6-[2-(3,5-Dichloro-pyridig-4-yl)-acetyl]-2,3-dineth
oxy- phenoxy}-N-(2- pyrrolidin-I-yl-ethyl)-acetam de
LC M5 (METHOD A): (mlz) 496 (MH); RT = 4.37 nin;
purity (UV) = 100% Amine: 2-Pyrrolidin-I-yl-ethylam ne
le 251 conB 251)
4 1) - 2{6[2(35d|chloro pyri di n-
N4zy¢r)|oa5;aéuiﬂ|)~2 G- [ TH( Bt tiokiprd pendinyg -yie adeayii] 4 3 idihbHoxy -
'{ %?%‘ rriz) 484 (M#); RT = 5.31 min; purity
2- Acet yl am no- et hyl am ne Exanpl e
LE/MB (METﬂlmlmd. 25123) 522.9 (MH+); RT = 7.46 min; purity (UV) = 100%
R -2-{6-[2-(3,5-Di.chl oro-pyridin-4-yl)-acetyl]-2, 3-di
AR G ISR TR RIS
hydr oxy- 2- phenyl - et hyl )- acetanm de LC/ M5 (METHOD A):
n12 ZEASCg M) o 4 6.47 mn; purity (W) = 73.4%
+2- phenyl et hyI am ne Exanpl e 253
2({(68@()3),56&25!3))’0 pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

3 oro-pyridin-4-yl)-acetyl]-2, 3-di
PRV Vb RER SR )-acetvll-
LEyyE OMEFHOR YNy in/2X 510 {Mide dt BRi=de. 46GNNVE (UVET KIOD) &) 92.5%
Z) 6. A7 min; purity (W) = 73.8%
A'&nnqe g gr})%f'gml eﬁka ehenyl et hyl am ne Exanpl e 2504
(conpound 254) 2-{6-[2-(3,5-Dichloro-pyridin-4-yl)

- xy- phenoxy} - Nt hi ophen-
e e (con O%H%%LC/NB(NETHODA) © (mz) 4949

N((Mﬁl)lorq%ﬂfe&z»ﬁ) 97{Gﬂ2r(3,[5u¢h|chlyrc( pytidia-4-0098 %y ez, 3-dimethoxy-
pHEHoRY N ERetiniiie B Nyl am ne

LC/MS (METHOD A): (m/z) 522.8 (MH+); RT = 7.46 min; purity (UV) = 100%

Amine: 3-Chloro-benzylamine

Example 247 (compound 247)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

morpholin-4-yl-ethyl)-acetamide
LC/MS (METHOD A): (m/z) 512 (MH+); RT = 4.31 min; purity (UV) = 98.1%
Amine: 2-Morpholin-4-yl-ethylamine

Example 248 (compound 248)
N-(4-Chloro-benzyl)-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-

phenoxy}-acetamide
LC/MS (METHOD A): (m/z) 522.9 (MH+); RT = 7.49 min; purity (UV) = 98.7%

Amine: 4-Chloro-benzylamine

Example 249 (compound 249)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

pyridin-3-yl-ethyl)-acetamide
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worahkoxmephenoxy} - N-[ 3- ( 2-

Exanpl e 255 (conpound
255)2-{6-[2-(3,5-Di chl oro-pyridin-4-yl)-acetyl]-2, 3-di
PCT/DK2007/000564
oxo-pyrrolidin-1-yl)-propyl]myacetam de LG MS ( METHOD
A: (mz) 524 (MH); RT = 5.66 min; purity (W) =
95. 7% Am ne: 3-(2-Oxo-pyrrolidin-1-yl)-propylam ne
LEMSTPMETROD A)C grfjeuBold 2MB)); RT = 4.47 min; purity (UV) = 100%

chl oro- pyri di n- 4- yI) acetyl]-2,3-d
AﬁH@%H%Q%”ﬁhEﬁ%%b?“Nﬁ'E"‘hydroxy i ndan-1 -yl ) - acet ani de
LC/MS (METHOD A): (nmfz) 530.8 (MH#): RT = 6.62 nin:
urify = 90.,4% Am ne:
E s M | -yl -ani ne Exanpl e 257 (conpound
2286£)2-(3,5-Dichloro- pyrldln -4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

ep | -2-{6-[2-(3,5-dichloro-pyridin-4-yl
pr@@m 3 %%ﬁﬂ‘g‘-i'ﬁ% %y phenoxy} - acet ani de LG/ MB
LENESTHEETHAPD A)mi(aryz5896 (MH+); RIRE 4.3, théh;nputity [{UIV) t=y100%

E'EU\%?% PHHO%%@)@ nFeth%( m%hept yl met hyl am ne Exanpl e 258

2-{6-[ 2- (3 5-Di chl oro-pyridin-4-yl)-acetyl]-2,3-dimeth
EQXY - Ig— 82( hydr oxy- et hoxy) - et hyl ] - acet am de
z) 487 (MH); RT = 5.41 min;
Np(ll’r—Atqtyl@bM)o-:etl‘l\OI)%%n[af(B,5-dich|oro-pyridin-4-y|)-acety|]-2,3—
d%ﬁaWQF\Sﬁ%y%t-Qé’ééX%a%t hyl am ne Exanple 259 (conpound

LQ/NS (METHGPH)DI(CHEDA®S PMHHI RT 4= §131 misstRurity ZU) di #R0%

Al - N ( ? hyl am no- but yl ) - acet am de

AE@?\??@%%&W hﬁ‘% 497.9 (M): RT = 4.36 nin;

purity (UV) = 100% Anmi ne: 4-Di et hyl am no- but yl am ne

r sl ofe) nd 505) Resin bound
%ﬁ@gﬁoﬁ%ﬁ{*‘?ﬁg- Py P di n- 4- yl)-1- (]2, 3- di hydr oxy- 4- net ho
(Ry 2 pieeRr(3,5-Dichloro- pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
h?&r%ggﬁ'éﬁﬁﬁer(ﬁ e‘%ﬁ;@b %@é@md@yf' di n-4-yl)-1-(2,3-dihydroxy
g 2 et hanone

LC/MS (METHOD A) (m/z 518.9 (MH+); RT = 6.47 min; purity (UV) = 73.4%

Amine: (R)-2-Hydroxy-2-phenyl-ethylamine

Example 253 (compound 253)
(S)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
hydroxy-2-phenyl-ethyl)-acetamide

LC/MS (METHOD A): (m/z) 519 (MH+); RT = 6.47 min; purity (UV) = 73.8%
Amine: (S)-2-Hydroxy-2-phenyl-ethylamine

Example 254 (compound 254)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-

thiophen-2-ylmethyl-acetamide
LC/MS (METHOD A): (m/z) 494.9 (MH+); RT = 6.97 min; purity (UV) = 100%

Amine: Thiophen-2-yl-methylamine

Example 255 (compound 255)
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(530 ng, 1.6 mmol ) from preparation 3 was dissolved in
dry NWP (5 nL), K2CO3 (210 ng, 1.5 mol) was added
wo edoBovmEM by brononet hyl -Wang resin (560 ng, LPEI/DKAE7/000564
mmol /g, 0.81 nmol). The reagpi on m xture was vortexed
at rt overnight. The resin was filtered and washed
wth MeOH water (4: 1, 3x10 L), NWP (3x25 m), MCOH
2{{39(%n)s;Drdhgord'-}dI?n@61)(425'1)ﬁhc)etalrjdz,afdimmaxyv;a‘mmxy})-N-[3-(2-

rovi de,. 76 und
° -'Péfrgﬁ%l[‘é’hlygg%r°8\}'ﬁea§f*% i V1) -1-(2, 3-di hydr oxy- 4-
LM ORETFHHOBA)L th)ﬁSmQ(MHHEeRﬁr:aB G;ﬁrma:rectwréyf(Uk/) = 95.7%

A{%ine ?g%fcp%eé)&rrqu\j@qlﬂgi) #%Oun%r mula I'm wherein R2

2-(3,5-dichloro-pyridin-4-yl)-I-(2,3-di hydroxy-4-netho
XY= [ ) - (90 ng, L = 1.07 mol/g, 0.1

EXA P OIE]'%K}%%n5Wastreated with a 1 nL of a
(2R)ezK 6s31- (3, B ePickibraRpy BN 4-yH -anedy ] - 2a3rd irPBLI® XY tRHgnoxy }-N-(2-

} e d then treated with 0.5 nL of a
thg r?a)ﬁq %&%QC%Q% 0.5 mmmol ). After 3 hours at rt
LE/MS (Péé‘ﬂtlﬁ)@m)m(wm&%s(l"ﬂﬂ)c &Ted 6abd Minprpudly (Uye = 90.4%

f: _OH,(( nmol ) and PBu3 (0.5 nmol)
A@‘é@ﬁ‘&ﬁ‘ifhb&? ?'“‘g%ig:yg' ét}gé OC 0.5 nL of the stock
sol ution of TBAD (0.5 mmol) was added. The reaction

E{Q,ﬁ r he%egyat rt over ni ght. The resin was
Was !'d ii: i%EESg %,@d:dDCE(SXB n.). d eavage of
Nt%lqhe@ésdmeghmazs pdRfGr higrozeiidin dnyldfacatyd 8 dimethoxy-

(lk Fgm,@gE TFA-TIS (90: 10: 1, 1 rrL) After 30

mnt eavage sol ution was repl aced

LM walécaoaege SOPVEIDAAE BT B mticore (A = Feo%

AP AR I§Alndt i ons was evaporated in vacuo.
The pure conpoun s were obtai ned by redissolving the
reaction mxture in DMSO fol |l owed by standard

EXdBpRI s MemdRukdRwshfi cation. Using this procedure

the follown npounds wer e qabt ai ped anpl e 26
2({&0[%) §dl%wlgg%;o pyrldllil'm 4-yl)-acetyl]-2 3Id|methoxy gﬂ)enoxy}—(?\l-[z-(z-

hil%r()}?ﬂ ﬁd,,@gqgthw e¥tadiBydr oxy- 4- met hoxy phenyl) 2-(3,5
- di 0

LGS (MBYEOBIN: (/s WS AR S St T RAD L0704 00%

Amine: 2-(2-Hydroxy-ethoxy)-ethylamine

Example 259 (compound 259)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(4-

dimethylamino-butyl)-acetamide
LC/MS (METHOD A): (m/z) 497.9 (MH+); RT = 4.36 min; purity (UV) = 100%

Amine: 4-Dimethylamino-butylamine

Preparation 5 (compound 505)
Resin bound 2-(3,5-dichloro-pyridin-4-yl)-1-(2,3-dihydroxy-4-methoxy-phenyl)-

ethanone
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Al cohol : Cycl opent anol Exanpl e 261 (conpound 261)
| - (3-Cycl opropyl net hoxy- 2- hydr oxy- 4- met hoxy- phenyl ) - 2-
wa 300870di40kl or opyri di n- 4-yl)-et hanone LC/ M5 ( MO HOR28)71000564
(mz) 382.1 (MH); RT = 4.3Gmn; purity (W) = 100%
Al cohol : Cycl opropyl net hyl al cohol Exanple 262
(conpound 262)
2- (3, 5-Mehl or o- pyri di n-4-yl) -1 -(3- @Mexy- 2- hydr oxy- 4-
met hoxy phe

B » .
- Di chl or o- pyri di n- 4- ?E’ 3-di hydr oxy

- phenyl) - et hanoge (450 f 4 mmol ) from
] was cﬁrss in dr y~DQF 3 . K2CO33
mol ) was aeded fol | owed by Et i odi de

(442 o 5 5 mob)y—The Teaction re was stirred
at rt[ ovePni ght. WK@P; NMP i) wad d and the
i [ d w [QAc (2x25 ni).
5i ned organi ¢ phases wer€ yhed with water (10
brine (10 nL) and then dgied over MgSH. The
&t was renoved in vacuo and Nhe pure product
obt ai ned be standard silica gel chronatography to
provi de 2-(3, 5-
2Q3C§1b@6r@or8y;wrﬂilm4\‘mylﬂ(i 3(cﬁh€dr6k;ﬁf4h@|>é)1h&ynaﬁém/we@ha6ue

- et hanone as a ite solid. Yield 220 wq The
(%%Sh‘ﬂi'@uﬁd'? W0l &9 BERRAERFIGM3 s isspived )'n YO KCOs
(2*?1@| r?’ﬂg (9. §K’|rﬁ&) Nasadde roRvitd Wb#d’r\nmm‘f\mﬁar@jﬁ&m (560 mg,

room tenperature. Et(]—l)g was added
L3 SRSy, O h IR Wi SERB AT s e
oVt arkk Fith RUE ¢illFradaed wabiad Wed MeDIstiwatda(4t 1sBkicanL),

BB GBS RPN 9 5 (5120 g e v

pmo«?treoxe'o frget rhe@mymﬁm/i X3 St-tianie e pyasinodiyd)- n€d, Beirgdroxy-4-
white SO|I MR (DMBO-d6) d = 11.36 (IH s), 8.67

meshexysphe ?)88t N@Neq), 6.77 (IH d), 4.80 (2H s),
3.96 (2H, q), 3.91 (3H, s), 1.26 (3H t). Yield 100 ny

SRR o Pt o BOAPR o S
aslaéfimaeradvare @1 n

OMe OMe
X OH O—R2
[T meon | wa o
o Mitsunobu O Im
Cl 7 /Cl Cl 7 Cl
\N/| \N |

Resin bound 2-(3,5-dichloro-pyridin-4-yl)-1-(2,3-dihydroxy-4-methoxy-phenyl)-
ethanone (90 mg, L = 1.07 mmol/g, 0.1 mmol) from preparation 5 was treated
with a 1 mL of a stock solution of R2-OH (0.5 mmol) and PBus (0.5 mmol.)
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2-(3,5-Dichloro-pyridin-4-yl)-I-(3-ethoxy-2-hydroxy-4-

nmet hoxy- phenyl ) - et hanone from exanple 263 (12 ngy,
w®20847700! ) was di ssolved in dry DVSO (0.25 nPCP/DK2007/000564

Aqueous K2CO3 (0.025 m _ of 2M was added fol | owed

by 1.5 eq. of an al kyl brom de or iodide dissolved in

0.025 nL DMSO. The reaction mxture was left at rt for

cd’&em&uo?c aFFHE%éLWErQaE@fTWQH {mds mie6fa thtlaisbmﬂloh)bfsmmm 8
preperative urrtircatl on ce
it AR oot L S M S BT S 3 B S5 the

stoer8piaHBA of®3)OH (0.5 mmol) and PBu; (0.5 mmol) was added After

RSP Cohey TPnEhts ok Raltihe of IERRRE el Wresde; The

re(aZhbn $ﬂ|xtu7e %s(ﬂdrtexd)i at 7t 3%erpibiit. e rekirl Baé Mdshed with THF

") ghtt 08 (553 ). Pleaqislye ehe phlicrShas Beftnfgliby

adﬂﬁtlbdef 2 2t GkosadatiorpbieDQE -TEARTISE(9Bx BOYI|, & BBy Aftepragomin the

C'Far%;e( IR0 WBF BRRIP DL AT AT 248D Sea9R RRIHSR IS e

a(ﬂdiﬂﬁwal@omlmﬂwmmblyiédi <leavage solutions was evaporated in vacuo. The

(3, 5-dichloro h

pldre cognwn(jﬁl_werg)ﬂa}n%q_g( |S%_BI\%\ qﬁ% %qc'_‘ong%(&ngrgg&bﬁéo
falldted Dy, sténdidi'd(p?éparaylye#lP]LG pUuBHcatign. 3. 95 (3H, s),

2.39 (IH m, 1.41 (3H t), 1.56-1.11 (4H, m. Al kyl

hal i de:

Ugin@hithisrponedduyé the éollowimg opybelindswdret dtitainedz ol Exanpl e
265 (conpound 265)

{6 [ 2- (3 5- D|chI oro-pyridin-4-yl)-acetyl]-2-ethoxy-3-m

c acid benzyl ester 1H NWR

PR T bttty g iyt g

yl)Z¢harpne 3. 88 (3H_ s), 1 27 (3H, t ) . A kyl halide:
PBTIAEBE)C (RTLP396 TNUL ) ERITEL 4wl Eoakf (LoD oveH

Alcolgd: AYFigpPeRianol hydr oxy- 4- nmet hoxy- phenyl ) - 2- ( 3, 5- di chl
oro-pyridin-4-yl)-

Example 261 (compound 261)
1-(3-Cyclopropylmethoxy-2-hydroxy-4-methoxy-phenyl)-2-(3,5-dichloro-

pyridin-4-yl)-ethanone
LC/MS (METHOD B): (m/z) 382.1 (MH+); RT = 4.36 min; purity (UV) = 100%
Alcohol: Cyclopropylmethylalcohol

Example 262 (compound 262)

2-(3,5-Dichloro-pyridin-4-yl)-1-(3-ethoxy-2-hydroxy-4-methoxy-phenyl)-

ethanone
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et hanone
| -(2,3-Bis-allyl oxy-4-nethoxy-phenyl)-2-(3,5-di chl oro-

w@Yysos@dined-yl ) - et hanone from exanple 6 (3.9g, BCHbK2007/000564

mol ) was dissolved in MeOHgE96 nl) and cool ed to 00C
under argon. Pd(PPh3)4 (I1Om, 0.0955 mmol) was added
foll owed by K2CO3 (1.3g, 9.55 mmol ). The cooling bath
was rem@Med and the reaction niQWered was stirred for
3 hours andoli_pen evaporated in acug, The crude was
Ih Et OAc (100 nL) Amiyvashked twice with
50 nL). The orga Jase was dried over

Na2S ¥pporated i N vacuo~g @#{|fied by fl ash
chromat pgraphy using g gradi ent of tol uene and 2%

Et OAc ‘;l uent . +—3—

AIIonxy- hydr oxy- 4- met hoxy- phen?l)-Z-(S,S-dichIoro-p

cy -4-@1 ) - et hanone w&s. oht’ai nedl as a white solid.
1H NﬁRl cDCI3) d = 11.90 ( 3J, 8.53 (2H, s), 7.68
(1 dlf 6.58 (IH d), 6.10(IH m, 5.26 (2H, m,

4.66N2H, s), 4.59 (2H, d), B®'96 (3H, s). Yield 2.2¢g
(64% General procedure for preparation of conpounds
with fornmula o, wherein R3 (R3 hydrogen) is as
defi ned above :

chl or 0- pyr 3 et

2RI TRERI T R s PRl A O ey U anane
(4%\30812@ mmlélzﬁmdl@ﬁrgﬁi §ge@i:1vacbori B M@SWIS@NB@dgﬁd(ﬁg [I]fcldHT_ﬁloo mL).
<PbR s, St Gicli vot e Ehidlenet BatkaEioaec Aottt e
n’ﬁncﬂ¥.5TH’é rea%ﬂ?ﬁgﬂmee waastired atirkbuemighas Wagét (m miL) was

qdea it e pnrarp B B Bl P e e R EOREN oty The
cgmbiced wrgarit phssls| voaviengasheapatn dateve1® b} andiedne (10 mL)

i B Sy R0F81 (theBlect mapaempvediinvacya s o1
prodiuned ainadhenstaydartdhslica- gdjehzcnnattogrdmyuﬁ/wsvu@mfm

olEtiosh BN RN Tacls S Gz AT el dphofl afg e
sA@8 Y(etd)ri‘@Ongj (25%). The compound was redissolved in DCM (1 mL) under
argon. BCl3 (0.97 mL of a 1M solution in DCM) was added slowly at room
temperature. EtOH (2 mL) was added slowly after 2 hours. The solvent were
removed in vacuo and the pure product obtained be standard silica gel
chromatography to provide 2-(3,5-Dichloro-pyridin-4-yl)-1-(3-ethoxy-2-
hydroxy-4-methoxyphenyl)-ethanone was obtained as a white solid. 'H NMR
(DMSO-dg) 6 = 11.36 (1H, s), 8.67 (2H, s), 7.88 (1H, d), 6.77 (1H, d), 4.80
(2H, s), 3.96 (2H, q), 3.91 (3H, s), 1.26 (3H, t). Yield 100 mg (49%)

General procedure for preparation of compounds with formula In, wherein R3

(R3 = hydrogen) is as defined above:
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I - (3-Allyl oxy-4-nmet hoxy- 2- phenet hyl oxy- phenyl ) -2- (3, 5-
di chl oro-pyridin-4-yl)- ethanone LC/ M5 (METHOD B):

W@ pios)7AGL. 3 (MH); RT = 5.32 nin; purity (UVY)prcr/bROGE7/000564
Al kyl halide: |-Bronp-2-phenyl-ethaneExanpl e 269
(conpound 269)
| -{3-Allyl oxy-2-[2-(4-fluoro-phenyl)-ethoxy]-4-nmet hoxy
- phenyldmé- (3, 5- dichl oro-pyridiome yl)-ethanone LC M5

. (mz) 490.2 (MH); RT = 5,26 mn; purity
M i 228/

hal i de:
Ceneral procedure

(4-f1l uoro-phenyl) - et
' bi"ﬁn of conpounds dmkg I p, wherein

R3 is as dePihed above:
| - (2- ALldoxy- 3, 4- di met hoxy- pheny 2-(3,5-dichloro-pyri

vi offs exanpl es (0.021

0.2p n

(i oxor heni um (0. 105 was added fol | owed by
gl the reaction m xture

hyd nper oxi de (0.042 mol |
was W1rred at rt overnight. M2 (0.063 mol) was

added. After 2 mnutes the reaction m xture was after
filtered and the reaction mxture evaporal®ed in vacuo.
The crude was re-dissolved in DMSO (0.4 m ). The pure
conpounds were obtained by standard preperative HPLC
2¢dr '-Pi'cé\éﬂrpmr'dwnﬂ)tlh(%eéwesue?dm%rwe4 Fthexy-rgeny-
eHARBRL A @%rﬁpl@biﬁ (l@dm Byl rﬂrr%YPwé@@EB@N@d in dry DMSO
270) N-Benzyl - 2-{6- [ ngCh|0r0 | - oxy-p bé&
(Q-ge &plyt ]‘\qsze@ﬂd%msr{&xéﬁp%%&fﬂzwlyéfaﬁﬂé% %mww q. of
ar?’)alk@l Er&maé oﬂ'zé‘bldé)ilssglviag(zbﬂzzlj*ﬁ\l ,DMSO2THd Feactibn nfix8fe

wgs Mt %p] fog-th h@ug&‘s T(thpurg)co og@ds( grlqre g?talrﬁgi%st)andard
mMgeﬁﬂn%hﬂﬁij§h$ﬁkaﬁgn -dichloro-pyridin-4-yl)-acetyl]-2
di met hoxyphenoxy}- acetam de from exanple 203 as
starting material. Exanple 271 (conpound 271)
UZing ThiB-gro€dtupé Bhé famswiny EdrflpdurttisyWerel obtSindddi met hoxy- 2
- phenet hyl oxy- phenyl ) -

di n-4-yl )Oet hanone fromthe prE
I vvasC|d| ssol ved in drgi D

Example 263 (compound 263)
2-(3,5-Dichloro-pyridin-4-yl)-1-(3-ethoxy-4-methoxy-2-phenethyloxy-phenyl)-
ethanone *H NMR (CDCl3) 6 = 8.47 (2H, s), 7.61 (1H, d), 7.26 (4H, m), 7.10
(1H, t), 6.75 (1H, d), 4.49 (2H, t), 4.43 (2H, s), 4.01 (2H, q), 3.91 (3H, s), 3.17
(2H, t), 1.35 (3H, t).

Alkyl halide: 2-Bromo-1-phenyl-ethane

Example 264 (compound 264)
1-[2-(5-Cyclopropyl-[1,3,4]thiadiazol-2-ylmethoxy)-3-ethoxy-4-methoxy-

phenyl]-2-(3,5-dichloro-pyridin-4-yl)-ethanone

'H NMR (CDCl3) 6 = 8.47 (2H, s), 7.61 (1H, d), 6.81 (1H, d), 5.64 (2H, s), 4.56
(2H, s), 4.15 (2H, q), 3.95 (3H, s), 2.39 (1H, m), 1.41 (3H, t), 1.56-1.11 (4H,
m).

Alkyl halide: 2-Chloromethyl-5-cyclopropyl-[1,3,4]thiadiazol
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et hanone 1H NWR (CDCI3) d = 8.13 (2H, s), 7.61 (IH,

d), 7.26 (5H m, 6.75 (IH, d), 4.40 (2H, t), 4.30
W(%JSE(_HS/OWM 3.93 (3H, s), 3 .79 (3H, s), 3.17 (2PtT/DK2007/000564

i ng

2- (3, 5-di chl or o- pyri di n- 4-yIy- 1 - (3, 4- di met hoxy- 2- phene

t hyl oxy- phenyl ) - et hanone from exanple 112 as starting

mat eri al . Exanpl e 272 (conpound 272)

2 3, 5- l% hl or o- I-2 -pyridin-4-yl)-1-{2-[2-(4-fluoro-

di met hoxy- phenyl } - et hanone 1H NMR

{6@3,§Diﬂwl€f08p¢r9:lII(I-ZII‘M)é‘a):etyT] Blethbky - 3ehhethbx@ EpHedblxy ¥ Jacetic

6.%5 gé , 6.75 (IH, d), 4.44 (2H, t), 4.34 (2H,

add beazygestery ), 3.77 (3H, s), 3. 14 (2H t). Using
'NMR BMS0N P BYa2 (iH)-s4; ¥I50-(1H|, 2) [ 2-3R45H, mxc&wenw d),

1320 A0 Gl RRCEPP AP B 7 %7“%% A

ARy( Balfebize Btoni@-aketixx yeip peney | restery| ) - | -{3 - di met hoxy- 2
-[2- (1 -oxy-pyridin-4- yl)-ethoxy]-phenyl} -ethanone 1H
NVR (DMSOd 6) d = 8.62 (2H, s), 8.11 (2H, d), 7.54
Exdrhbled66 (Codfpoudtl268), 6.97 (I H, d) 4.41 (4H, m,

lgga/ﬁ,b/ Oé(y]_%g?yggg’)glt@g—rr{]%tﬁax eﬁ}llijz %El dlEquOr U@{gn(gn -4-yl)-

ethacopound 275)
2-(3,5-Dichloro-I-oxy-pyridin-4-yl)-1-(2-hydroxy-3,4-d
i met hoxy- phenyl)- ethanonelH NVR (DVMSO-d6) d = 11.20
(IH 7 B3Y¥e 8.64 (2H s), 7.84 (IH d),0Oble77 (I1H d),

4.70 (2 91 (3H, s), 3.72 (3H,.s). @dsin

2- (3, \FG/B?$|d|n 4-yl)-1-(2- hydrox Tﬁfg$hﬁtho
Xy-p thano e fromexanple 1 § arting

mat er "8 &7276 (conpound 276)

1-(2,3-Bis-allyloxy-4-methoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone
from example 6 (3.9g, 9.55 mmol) was dissolved in MeOH (96 mL) and cooled
to 0°C under argon. Pd(PPh3),4 (110mg, 0.0955 mmol) was added followed by
K2CO3 (1.3g, 9.55 mmol). The cooling bath was removed and the reaction
mixtured was stirred for 3 hours and then evaporated in vacuo. The crude was
redissolved in EtOAc (100 mL) and washed twice with NH4Cl (sat, 50 mL). The
organic phase was dried over Na,S0O, and evaporated in vacuo and purified by
flash chromatography using a gradient of toluene and 2% EtOAc as eluent. 1-(3-
Allyloxy-2-hydroxy-4-methoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone
was obtained as a white solid. 'H NMR (CDCl3) 6 = 11.90 (1H, s), 8.53 (2H, s),
7.68 (1H, d), 6.58 (1H, d), 6.10 (1H, m), 5.26 (2H, m), 4.66 (2H, s), 4.59 (2H,
d), 3.96 (3H, s). Yield 2.2g (64%)
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1H NVR (DVBCd 6) d = 8.61 (2H, s), 7.73 (2H, d), 7.55
(3H, m, 6.96 (IH d), 4.45 (2H, t), 4.20 (2H, s),
w@288/0(aby s), 3.66 (3H, s), 3.22 (2H, t). UsiPQr/npK2007/000564
exanpl e 100 as starting mategjial. General procedure
for preparation of conpounds with fornula I g, wherein
R3 (R3 hydrogen) is as defined above :
2- (3 5- Dichl oro-pyridin-4-yl)-I-(2-hydroxy-3, 4-di met ho
I :

~" Ien e anone ftrom Il )Ioo\yvherem R3

(mydﬂﬂﬁ%xﬁyﬁ1ﬁbﬁﬁéhmxyamh@ﬂyI) ethanone from exanpl e
274 (1.5 mol), PBu3 (1.5 nmmol) and R3-0H (1.0 mmol)

was di ssolved in dry benzene (10 nL) under argon. The
reacti apmMel xt ure was cool ed to 00C @Met hen treated
wi th ADDP ( 5 mol). After 0.5 hourfs tns reaction
‘ tort and stirreRe g
as added and the reactig
Ny vacuo and purified by —R3
bgr apny using a gradi ent of petroleum ether and
Skgent.LBing this procedupe (Ee fol |l owi ng
[ 277 (Cconmpound 277)

NA4- diimet hoxy- 2- ( 2- py

g 1H NVR (DVSQd 6)
3 (IH, d), 7.37
3.88 (3H, s),

evaponrs
chr omat
Et OAc 3

ri oFn- ethoxy) phenyl]-ethJ
d 48.68 (2H, s), 8.44 (2H, d),
(2H, 0y, 6.97 (IH d), 4.46 (4H, "M
3.66 (3H, s), 3.15 (2H, t). R3-OCH
2-Pyridin-4-yl-ethanol Exanple 278 (conpound 278)

z%@ﬂ&lé% lsy?mﬁnu i)llo(ﬁeﬂydﬂydllhyﬂrdédy)ct&ﬁ@h)ék\} ~phedylgh m

Fiisp TRty
©|2|5| md)) ,Aq‘&eéﬂs k2t (0.02% nA0of(2bM) SWas a3d8a foldweds by 1.5 eq. of

3H,
o 2 BRSSP IBENEEND 04 S RSP dNE eption mixture
wass (ke BE er plsevUrs - TR paedonft@ed iwege tobtained by standard

preperative HPLC purification.
Using this procedure the following compounds were obtained:

Example 267 (compound 267)
2-{2-Allyloxy-6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-3-methoxy-

phenoxymethyl}-benzonitrile
LC/MS (METHOD B): (m/z) 383.2 (MH+); RT = 4.72 min; purity (UV) = 100%
Alkyl halide: 2-Chloromethyl-benzonitrile

Example 268 (compound 268)

1-(3-Allyloxy-4-methoxy-2-phenethyloxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
ethanone

LC/MS (METHOD B): (m/z) 472.3 (MH+); RT = 5.32 min; purity (UV) = 100%
Alkyl halide: 1-Bromo-2-phenyl-ethane
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Exanpl e 279 (conpound 279)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-di met hoxy- 2-(2-py

wo b@in7 A0y | - et hoxy) - phenyl ] -et hanone 1H NVR (RivVBOR26)7/000564
d =8.62 (2H, s), 8.41 (IH g), 7.65 (IH t), 7.50
(IH d), 7.38 (IH d), 7.10 (IH, m, 6.95 (IH d),
4.61 (2H, t), 4.38 (2H, s), 3.88 (3H, s), 3.72 (3H,
s), 3.28 (2H, t). R3-0H 2-Pyridin-2-yl-ethanol

Exanmpl e 280 (co 280)
Mﬂl@%g@%ﬁgm 4-yl)-1-[3, 4-di met hoxy- 2- ( 2- py

16 ANy IBxy-2- - h@ﬂw?-glgmryfrjgptmh;}nemetridﬂymr(ymm B
8.34 (IH, d), 7.77

d'fi"ﬂ,rO'a’Y,r'd&.'%é")(%‘iqa”85‘e 7.28 ?%H m, 53. 97 (%H, d),

LG/ME (MEFHOB)B): 4mi3) 42042 (MH+)3.Ra8= (536 nsih; pBrisd(L\GH: 100%

A%&h%bd%ﬁﬁgéﬁ%né'éi ﬁﬁﬁc())r%:-pl'ge_nF;,Y)r_i tq’liaﬂ-es_ yl - et hanol Exanpl e

2-(3,5-Di chl oro- pyrldln 4-yl)-1-{2-[2-(4- msthanesulfln

:6d€fﬁhgd @ov&bx 4. 48 (4H m '3.93 (3H s) '3.74 (3H
s), 3.24 (2H, t), 2.63 (3H, s). R3-OH:
2- (4- Met hanesul finyl - phenyl) - ethanol , prepared by

iJe2- (4- met hyl sul fanyl - phenfdMe et hanol w th

1.5 eq PBAM DCM rt overni ght . eDCl 3) d =
7.88 6, é; 45 (2H, d), 3.92 , 3.04 (3H,
s), (2H7 t), 1.70 (IH, bs). ( METHOD B):
(M z) 48 Mtps RT = 1.27 mn Exa e §2 R3conmpound

hi oro-pyridin-4-yl)-1-{2-724 4- net hanesul f on
- et hoxy] - 3, 4- di nmet hoxy phen | } - et hanone 1H
CDCLCB) d = 8.50 (2H, s¥ ﬁlll , 7.59 (IH,
H, d), 6.77 (IH d), 4. (2H, s), 4.49
.93 (3H, s), 3.72 (3HXsS)s 3.27 (2H, t),

1-(2-Alkoxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone from
the previous examples (0.021 mmol) was dissolved in dry DCM (0.25 mL).
Methyltrioxorhenium (0.105 mmol) was added followed by hydrogenperoxide
(0.042 mmol) and the reaction mixture was stirred at rt overnight. MnO, (0.063
mmol) was added. After 2 minutes the reaction mixture was after filtered and
the reaction mixture evaporated in vacuo. The crude was re-dissolved in DMSO
(0.4 mL). The pure compounds were obtained by standard preperative HPLC

purification.
Using this procedure the following compounds were obtained:

Example 270 (compound 270)
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(3H, s). R3-OH 2-(4-Methanesul fonyl - phenyl) - et hanol ,

prepared by oxidising 2-(4-
woredotawl f anyl - phenyl ) -ethanol with 1.5 eq MIRBADKD007/000564

DCM rt overnight. 1H NMR (Ciggl 3) d = 7.59 (2H, d),

7.40 (2H, d), 3.90 (2H, t), 2.94 (2H, t), 2.72 (3H,

s), 1.85 (IH bs). LM (METHOD B): (mz) 201 (MH);
NRBerzylt245- h[rzi-mS,Exantrplogo—ZS?(y( r;crﬁtlﬁoﬁdl)%j:&)yl] ﬁ ,3- dlmet(hloxy-

ro-pyridin yl)-1- 4- di met hoxy- 2
piﬁ‘-liﬂngrac?ﬁg ®phenyl |- ethanone 1H NMR (DMBO-de) d =
HBNGR (CDEI5)S) = &.13420B8), 810 (BHBBs)( mz tH, &, 28 (34, m),
b, 4785070 9 40 GPet hes e skl gpidn, & 3o can,
s)liﬁggnlygqmmalpa{{ﬁl EDBI3, Exqudbfo ﬁ‘&zﬂdl(le%mbeamdylj}a@ glr?;tho;(]y-
3 z rd OoXy-2-(2-p

p%?{%xygracfsgax eqﬁ(grxny X?HE’I g\#})gﬁési%—ﬁamt Od6) d=

8.62 (2H, s), 7.51 (1H, d), 7.35 (2H, d), 7.23 (2H,

E%Z‘ IE%E “)E n!,ng% (IH, d), 4.33 (4H, m, 3.88
, 3.33 (IH, m, 1.37 (3H, d).
2R3; Eﬂalchzorﬁhbnyv -pyridirad=yl)}-ot (3Bkaimetho g2 -pbemgibviedy :MSW')-
%‘ﬁ"? -Dichl oro-pyridin-4-yl)-1-[3,4-di met hoxy-2-(I -
phenyl - et hoxy) - phenyl ] -et hanone 1H NMR (DNSOd
HS)\IMER @ccg;lﬁ)aa EX134PH, ), 4661 KH1, &) 7.76 p5H(m, 6 P, (11, oY, 4.40

C4l.gy 130,00y D5 8y Pt % L G0 475 Ty,

Using 2RG3, GHiIchlomahewyimwwbah(z4oqimmt@@a/r3tnf@ﬁleewloxy phenyl)-
{ t hoxybenzoi c acid
%‘%g[mé; ?gﬁnﬁg’\??é@ [ sso (E%f%ﬁn DC?\//I (

Example 272 (compound 272)
2-(3,5-Dichloro-1-oxy-pyridin-4-yl)-1-{2-[2-(4-fluoro-phenyl)-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone

'H NMR (CDCls) & = 8.19 (2H, s), 7.61 (1H, d), 7.26 (2H, t), 6.95 (2H, t), 6.75
(1H, d), 4.44 (2H, t), 4.34 (2H, s), 3.93 (3H, s), 3.77 (3H, s), 3.14 (2H, t).
Using 2-(3,5-dichloro-pyridin-4-yl)-1-{2-[2-(4-fluoro-phenyl)-ethoxy]-3,4-

dimethoxy-phenyl}-ethanone from example 129 as starting material.

Example 274 (compound 274)
2-(3,5-Dichloro-1-oxy-pyridin-4-yl)-1-{3,4-dimethoxy-2-[2-(1-oxy-pyridin-4-

yl)-ethoxy]-phenyl}-ethanone
'H NMR (DMSO-dg) 5 = 8.62 (2H, s), 8.11 (2H, d), 7.54 (1H, d), 7.39 (2H, d),
6.97 (1H, d), 4.41 (4H, m), 3.88 (3H, s), 3.67 (3H, s), 3.11 (2H, t).

Using example 100 as starting material.

Example 275 (compound 275)

2-(3,5-Dichloro-1-oxy-pyridin-4-yl)-1-(2-hydroxy-3,4-dimethoxy-phenyl)-

ethanone
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25 m.) under argon. BCl 3 (133 ml. of an | M sol ution
in DCM 133 mmol) was added dropw se and the reaction

workoosgraomnas |eft at rt for 2 hours. Et OH ( 200p@i/pKo@S/000564

added and the reaction m xtyge was stirred for 2
hours. Filter the precipitate and recryst. from
Et OAc-petrol ether to provide 6g (25% of 2-
1rh1ymm(@M304d6dianeeumc2w(1bﬁrbs¢,i & 6aqRH, apt/hyh (¢sf 8y, @3741H, d),
o d =10.90 (IH s), 7.59
4%ﬂzﬁh% e%é](?f'HNﬁcé% ‘3H, s), 3.92 (3H, s),
UBm@ﬁZ |(28,5| dlsr)loro'Zdeih94(yr)3142d1yldm*ye3,yl»dmmbbx:y-abéniyl)-
t ester_(6d,, 28. was, redi ssolved in NWP
e{%goﬁﬁfroghax?+8%t%as\ifa[rﬁ%)é‘hteﬂﬁ'tyI bronpacetate (42.4
mol ) and K2CC3 (42.4 mol ). The reaction m xture was
heatre }60 5CI)C 2Y ight. The reaction m xture was
O nmL). The organic products were
42t {&ER €8, SaDidhIdEb QAoxY Dy tidh-Aty) ) -acatd! 1t he-dimebiaxeydphenoxy } -
Iyg)agérgz%n g.pes washed with NaCl (sat, 100 ml ). The

ani C ase was dried over Na2SO4, evaporated in
*hy AMRO (RMEO pgd idf=+ édilbg/ZH | s A 7&1&%11&00@1’35@ us), rfg%t(lH, d),

[ La S]
FEE R B29 2o TRaRRS, oo T, p BT
UamlgdaxammHOQQSEstartI@anwnidl 506a) as a colourless oil.
IH NWR (CDCI3) d = 7.58 (IH d), 6.71 (IH d), 4.56
(2H s) 3 90 (3H s) 3. 87 (3H s), 3.86 (3H, s
en&itl pfidedg il t' f cDpPuUNds with formula Ig, wherein R3

(@3 ;gﬁf id S)Xglggagﬂ{ggg@g\)goxy 3, 4- di met hoxy- benzoi c

nyr ester (8.19g, 25.1 mml) was dissolved in
DCM (50 m.) and treated with triethylsilane (4ni,
25.1 m@jpk and TFA (9.66 m _, 12ppk Mol ). The
reactiop mxture was |left overnidght. The reaction
' A i 0 edt'd¥Bl ved in
t ol ue 200 m ) and evapor at @ dryness. This
proce 2 \\as repeat ed three tives L%,’ord

! i d net hyl
rrpoundSUb‘b‘)—JsaV\hlte oI|d 1H NMR (CDCl

3) d g 1206 (IH, bs), 7.75 (IH d)06.73 (IH d), 4.84
195 (3H, s), 3.8R (34 | 3.85 (3H, s).
g (999 .

Ky et hoxy- 3, 4- di met hoky- bBnzoi cl&ci d net hyl

est ey (6. 719, 24.8 mmol ) was dysSsol ved in dry DVF (130
mL) under argon. Propylamne (4.1 nL, 49.8 mol) was
added foll owed by HATU (11. 32g,

2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hydroxy-3,4-dimethoxy-phenyl)-ethanone
from example 1 (1.5 mmol) or 2-(3,5-Dichloro-1-oxy-pyridin-4-yl)-1-(2-
hydroxy-3,4-dimethoxy-phenyl)-ethanone from example 274 (1.5 mmol), PBus
(1.5 mmol) and R3-OH (1.0 mmol) was dissolved in dry benzene (10 mL) under
argon. The reaction mixture was cooled to 0°C and then treated with ADDP (1.5
mmol). After 0.5 hours the reaction mixture was brought to rt and stirred
overnight. Decalite was added and the reaction mixture was evaporated in vacuo
and purified by flash chromatography using a gradient of petroleum ether and

EtOAc as eluent.
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29.8 mmol ) and the reaction mxture was |eft
overni ght. The sol vent was evaporated in vacuo and the

wermwde7mxt ure was redi ssol ved in Et OAc (150 nkQT1/DXémh/000564

the organic phase with CaCl 4gq. (2x50 nL), water (2x50
m.) and brine (50 nL). The organi c phase was dried

over Na2SO4, evaporated in vacuo and purified by flash
chrorrat ography using a gradient of EtOAc in heptane as

uent Di net | c rbam) | met hoxy- benzoi c
U%l@?&h'ﬁé’trﬂ%d”églﬂé‘? P‘ﬁé%ﬂﬂ?ogﬂ{ﬂg%‘%%)wﬁés B8PS hed as a
V\hltesolld 1HNI\/R(CDCIS)d: .47 (IH, bs), 7.71
IHdz) , 4.69 (2H, s) 3.93 (3H, s),
27031 s), 3.33 (2H, q), 1.64 (2H,
24'()3,5 DJ&%rbé’;ﬂrlcﬁﬁ A-yi)-ak (B, 6-dmgtHox§92-( 2 Garidinak - yratb@dyr e
Aﬁ %ﬁgratlon of conpounds with fornmula Ir. wherein
ptﬁ'“y B88PAF is as defined
lrahwme(mwgeasmt;hem @Hr1sppyHadzbiaddyT 58t ok v beszdRe, d),

[ hyl _e ( 9 t gi rL.om
o Bl B 4ited b ST AT PR e aripein (1. 2
RE{DH:SMybdinemaylmmmhlssol ved in dry THF (1 m.) under
argon. The m xture was cooled to O and treated
dropwi se with LiHVDS (0.273 nL of a | Msolution). The
Exaraplei /8 (rprtpoued brought to roomtenperature and

| ef ' react.i e 1 .
@ P35 Bord Ui B SP Ac B A PRI o et gt
baviztohltﬁteOAc (2x2 m_) The conbi ned organi c phases was
1 e or i
l-\él\@l ed over%&% 25‘;5% g%e ;EH " cggga EPE@Z%\% U—('edd)'
4ia7 (2OH), (4)335@Hn£)), 3f8)9 (ved), Byo&s (3thdar d-23M(128, t).

i, f td fol -
REMI AT or S b orB R Bideed, **?%%%ﬂdﬁ‘a”%s%?e“”
ethafiél §@o(dRLCh® or o0- pyr azi n-2-yl ) -acetyl ] -2, 3-di net hoxy-

phenoxy}- N pr opyl acetam de LC/ M5 (I\/ETH(D B): (m z)

408. 4 (M) ; 3.33 min; purity (W) = 91%
_manQ_LQEHDﬂ_ﬁﬁellﬁinet hyl - pyrazi ne Exanple 287

di I-ethoxy)-
e PR e P P Ly v e T o
P'hfé'mb}(%haﬁop@opyl acet ami de LC/ M5 (METHOD B): (m z)

1HRMR3(OMED)ds) BE 8.62 @&, 8 N8.4RYHL Yy, (AN (EH86%7.50 (1H, d),
7.38 (1H, d), 7.10 (1H, m), 6.95 (1H, d), 4.61 (2H, t), 4.38 (2H, s), 3.88 (3H,
s), 3.72 (3H, s), 3.28 (2H, t).

R3-OH: 2-Pyridin-2-yl-ethanol

Example 280 (compound 280)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-pyridin-3-yl-ethoxy)-
phenyl]-ethanone

'H NMR (DMSO-d¢) 6 = 8.64 (2H, s), 8.55 (1H, s), 8.34 (1H, d), 7.77 (1H, d),
7.53 (1H, d), 7.28 (1H, m), 6.97 (1H, d), 4.47 (2H, s), 4.43 (2H, t), 3.88 (3H,
s), 3.64 (3H, s), 3.15 (2H, t).

R3-0OH: 2-Pyridin-3-yl-ethanol
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Het Ar - Me: 2- Brono- 3- net hyl - pyrazi ne Exanpl e 288
(conpound 288)

w@ 240810204 2, 6- Di chl or o- phenyl ) -acetyl ] - 2, 3- di nethVOXLeE00564

enoxy} - N-propyl acetam delH WYR (CDCl 3) d = 7.84 (IH,
bs), 7.68 (IH d), 7.34 (2H, d), 7.19 (IH t), 6.77
(IH d), 4.66 (2H, s), 4.60 (2H, s), 3.95 (3H, s),
Exarple(Z}1, (cBInpoaind®@813H, q), 1.48 (2H, m, 0.86 (3H,

ZF((béfﬁ)iéjhb\}%:oz@g%}rgﬁﬁs-olr-gé-?[._zp(st-r?\gl:ﬁa%%rs]&l lﬂsl-gﬁ(gnw-gth%§(g]-3,4-
digndtRox3--Phemjiihasthiaor(e2- pyri di n-4-yl -acetyl ) - phenoxy] - N-

BT PRSI PR b B GEh P can,

) 3.9%. (515!,(sZ,I—%.7Q)2(,3H45%43.%2I-(I%Hshz)l,_IZEEB&I-g),Iﬁ)I, 3)3, 3. 77
R ey, 21 erRapbsi o il ehy rbion, ooty x Seidiild 2440,

m2th2sBfably Fphéropy-ethardt githriob ieq-MERBA BT dt-qvkerighty [ HNIMR

- | -aget g (NET. L 345 ( ;
(GHETPY-ESEIAN 45 RN IR B ol 1) (1214 v,
140MatHy yois) /NS (METHD@UB)! 6m2A 1L g5c(MhbolrRIT 20127 min

2-[ 2, 3- D net hoxy- 6- (2- pyrazi n-2-yl -acetyl ) -phenoxy] - N-

propyl -acetam de LG M5 (METHOD B): (mz) 374.1 (M#H);
ERiImple 2828 compoundrd82y (UWV) = 81% Het Ar - Me:
2N TS Y 1 RO Ry cinog 24
dineatboogyl-phemyl bighaimateani de LC/ MS (METHOD B): (nl z)

1 O - Z53. bl ol ULY By =

{RHOGHN 5 ST A, 8 s ot st 0, 0 88tan, o, 67
({1 shpurid(2193), 4.49 (2H, t),'3.93°(3H, s), 3.72 (3H, s), 3.27 (2H, t), 2.98

#1{§-[2- (3, 5-Di brono-pyridin-4-yl)-acetyl]-2, 3-di met ho
( S .

Xy- phenoxy} - N- pr oPyI acetanide LG/ MS (METHOD B): (mz
RBOH 02 ((fiHgthapgsutiopyBBheyh):-efhanptl yreraved by 1@adising 2-(4-
methylsulfanyl-phenyl)-ethanol with 1.5 eq MCPBA in DCM rt overnight. 'H NMR
(CDCl3) § = 7.59 (2H, d), 7.40 (2H, d), 3.90 (2H, t), 2.94 (2H, t), 2.72 (3H, s),

1.85 (1H, bs). LC/MS (METHOD B): (m/z) 201 (MH+); RT = 1.48 min

Example 283 (compound 283)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(1-phenyl-propoxy)-phenyl]-

ethanone

'H NMR (DMSO-d¢) & = 8.65 (2H, s), 7.34 (6H, m), 6.85 (1H, d), 5.48 (1H, t),
4.63 (2H, s), 3.85 (3H, s), 3.72 (3H, s), 2.14 (1H, m), 1.95 (1H, m), 0.88 (3H,
t).

R3-OH: 1-Phenyl-propan-1-ol

Example 284 (compound 284)

2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-phenyl-propoxy )-phenyi]-

ethanone
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Het Ar- Me: 3, 5- Di br onp- 4- net hyl - pyri di neExanpl e 294
(conpound 294)

w@2do8nfRe4{ 6- Chl or o- pyri mi di n-4-yl)-acetyl] -2, 3pci/prbévom00564
y- phenoxy} - N propyl acet am dg) L,LO M5 (METHOD B): (1 z)
408.3 (MH#); RT = 3.19 and 79 mn (probably keton

and enol isoner); purity (UV) = 100% Het Ar - Me:
I NEIR @as6-dip b hy B:62y (2HYi)) N 1@l £7 385 2(H; @ypd23d 2H, t),

7801, S 9BA Hr BB 4. Ty PSS 1 2 59438 My Ry LH

mlhersyxysH, Ny pr opyl acet am de LC/ MsS (METHOD B): (nfz)
407 27(\%‘%11' 'Eﬂﬁ’lpaPolE O mn; purity (W) = 100%
(conpound 296)

met hyI pyri di ne Exanpl e 296

wridin-3-yl)-acetyl] -2, 3-di net hoxy-
i g gcetam de LG/ M5 (METHOD B): (il z)
24@75-4)|C(H\dﬂ|b}pyrmn—4 \3)-26[ 3y rdimetiiaxtyy2 {(LAethyLQESenyl-ethoxy)-

Pf(‘%'zyﬁ;s%%&ogg%l or o- 3- net hyl - pyri di ne Exanpl e 297

1h?*\l{VLR @mmemm@y%ﬁﬁ[ @P(,&)rr%moow, ity 7 (44, yl) ) 7 AZeliyd, ),
o BT Bk SR NS A0 T imb 4B PR B 9 B2 am

mbiet A8 (dtt, d)- Met hoxy- 4- net hyl - pyri di ne Exanpl e 298

Rg%mpf%%ﬂ%gcépoﬁgnpzyﬁ di n-4-yl)-acetyl]-2, 3-di met hoxy-p

henoxy} - N- pr opyl acetam de LC/MS (METHOD B) (m z)

3 mn; purity (W) = 94%
pit 45 & ndsgo Fi di ne-2-carbonitrile Exanple 299
npound 299)

(co

2- [ ZppeDl et hoxy- 6- (2- pyri dazi ppgs yl - acet yl ) - phenoxy] -
N-p pyI -acetam de LC/ Ms ( METHOD -&M (mz) 374.2

' 8

RPMe 2. 39 nin; purity o%Het Ar - Me:
- | - pyri dazi ne Exanpl e 3 conmpound B00)

t - But yl am-ne»3, 5- di chi

@Mﬁphenyl—)_*
- 3, 4- di net hoxy- phenyl } - gt hanone Q
MeO

Methyl 2,3,4-trimethoxybenzoic acid (25.7g, 114 mmol) was dissolved in DCM (
25 mL) under argon. BCls (133 mL of an 1M solution in DCM, 133 mmol) was
added dropwise and the reaction mixture was left at rt for 2 hours. EtOH (200
mL) was added and the reaction mixture was stirred for 2 hours. Filter the
precipitate and recryst. from EtOAc-petrol ether to provide 6g (25%) of 2-
hydroxy-3,4-dimethoxy-benzoic acid methyl ester as a white solid. 'H NMR
(CDCI3) & = 10.90 (1H, s), 7.59 (1H, d), 6.48 (1H, d), 3.93 (3H, s), 3.92 (3H, s),
3.89 (3H, s). 2-Hydroxy-3,4-dimethoxy-benzoic acid methyl ester (6g, 28.2
mmol) was redissolved in NMP (35 mL) and treated with tert-butyl bromoacetate
(42.4 mmol) and K,CO3 (42.4 mmol). The reaction mixture was heated to 50°C
overnight. The reaction mixture was poured into water (300 mL). The organic

products were extracted with EtOAc (2x100 mL), and the combined organic
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2-(3,5-Dichloro-I-oxy-pyridin-4-yl)-1-{2-[2-(4-fluoro-
phenyl) - et hoxy] - 3, 4- di nmet hoxy- phenyl } - et hanone
wobdogiormads f rom exanpl e 272 was converted i nt o BET/DK2007/000564
(2-tert-Butyl am no-3, 5-di chlggro-pyridin-4-yl)-1-{2-[2-
(4-fl uoro-phenyl) -
et hoxy] - 3, 4- di net hoxy- phenyl } - et hanone according to
phds2spwastediuwethdaacr i(ketd 100 InL)OThe Glwemic PREKE7 Was7@ried over

N3 (POIEY an 36595780 eI B fach fhromatosraphy using 2
gradydnt- | of 2- [EBOAd- f lruorieepraeey | 3s et blwent - 3tel- dprovide  2-tert-

oL PRI SRR S8, B LGP Compoun

5064335 aRbloursg bilnf i NMRI(CDE] 6\g 758 (0B Bxabplle(1301d), 4.56

(4 OQ?O%BQ L 37 3 St 286G 9. 13508 o). Yol 8199

(89%he21—3té|¢ Butbmyop]'b@wdmethoxy -3,4-dimethoxy-benzoic acid methyl ester

ey AR L RANED - A B B S

trithysidne3(4midi 2R hoxyo! p had yiIFA- @ mmelzﬂaﬁa'nrr@d) flheniieaction

m%z‘cﬁg@ lv?adss%(o]v% rﬁgﬁgg o3 Qé%é % %té,ltr ;\}H% IE%' gbrla‘?%‘t? ih 2vacuo

reéssob@dtio tE@@@ef(éﬂO zth)hmd svappiatedr toddrynesa. urhés medure was

r%g&g{] gﬁ S%H\gg%uﬁff?\{g}_%(%ﬁé%thgﬁﬁ'304{‘|d%9t$1§)t3@rb%n§31c acid
metydristerptraswonad Habedsoy itRasetidd " AMR N§D§b0 wentl2.6 (1H,

v ap d4hn C ur e
% % ?&ﬁ dg, %\'73 {c&}‘ﬁ oro4p?ﬁ I(%ﬁins)4 3y|9)5 (I3H s),[ 3. 9(2 (3H, s), 3.85
(3H,u@boYpm@n947)19et(%%9] -23 Cachgixpraelionesy- pide W%th@%\haﬁw acid

m‘(%??y'\l/ggt@r‘ r@@%% Jd @5hrohr QAR AEHRRIY i S j@bw %Egd' @05 under

OH in di chl oronet hane as el uent. M5 (
a@pn. prapyjamine. (3.1 Whiry49-Remaol was addsd fllPeg RYNATL (11320,
2@@0%%%@4@ t%@zréa‘EQHHOMMU@%)as left overnight. The solvent was
[ oro-pyridin-4-yl)-I-(4-ethoxy-3-nethoxy- 2-
emﬁeﬁypmugwgﬁwhy crude mixture was redissolved in EtOAc (150 mL).

wakRaneigakid  phrakk G/htrptecgy aLd(masé L)), Wates (Fx30 FRt) ehybrine

- 2- phenet hyl oxy- phenyl) anone obtalned from

(catkh dNe1979pB6. Bhags, wes SrRRIVET WSS DreSY RPrafeehin vacuo and

plMifR& byl FlBén (:IQrognd'tng)apﬂVdJsW@té?bra(cﬁ)er?t?ofrEtQ)\c lﬂ_h@pt\éﬂbb@w&luent
suspensi on was heat ed \ﬁ 900C for 54 hours

3 45PirRethonk2 -BRPRY P eSOy methaxysPereRic cr R ni x'?"ﬁfhé" wasester

(doresdued 508d) idMébta(reatas a Wwhite) saiid 'HINMRI(GBTI § = 8.47 (1H,
b?)f %qyft(%)’\%s,es%t (rﬁiCt OI4\"%9 |22H s), 3.93 (3H, s), 3.87 (3H, s), 3.83

(3H, s), 3.33 (2H, q), 1.64 (2H, m), 0.99 (3H, t). Yield 6.679g (86%).

General procedure for preparation of compounds with formula Ir, wherein Ar and

HetAr is as defined above:
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Et OAc (3x2 nL). The conbi ned organi c phases was dried
over Na2SO4 and evaporated in vacuo. Purification by
wo bash7abs omat ogr aphy using a gradi ent of Et OABCT/DK2007/000564
tol uene as eluent provided g,
2-(3,5-dichloro-pyridin-4-yl)-I-(4-hydroxy-
3- net hoxy- 2- phenet hyl oxy- phenyl ) - et hanone as a white
sol ioMeYield 8.6 ng (20%. OMe
‘ %&(oro pyridin-4-yl)-1-(4-hydro
S D? yphenyl)- ethanone (5.5 )
$sol ved iH DVSO (0.45 nL) and tr vvlth K2I¢CB

: Nao. sol ution) fol | owegsDy N ™
ethy i odi"de (1. 019 nL of a1l Msolution |n O .1l The
reachion nixt@re was |eft at rt for 48 PRULS and O
Nl?&}ifigd by standard HPLC purification.

2-(3,5-Di chl oro-pyridin-4-yl)- Ar or HetAr Ir
| - (4- et hoxy- 3- met hoxy- 2- phenet hyl oxy- phenyl ) - ethanone
was obtained as a colourless solid. Yield 3.2
3 (43Bipyethery RvRropgivarb agpoydmet tpxygbgrzpic apid mq@vt |§3terq(28mg,

0 hz%ﬁéﬁ'ob@meg flJo1=n (Iire?bartailon QS Zﬁd (EJ Wr-MQ or ﬁ&&r%"compound

(&wq, tSpe bekawpwes moh’eéz!nafh'xaEHFH(ﬂwm# rt&@@mﬁra@hﬂmﬂure
wé@@&e@%‘l@%‘ae@é&t@@ d?@p\M%W@ﬁMD@r(@ 27@ ﬁh_a(t)feéi 1MOdoldtion).

hour, respectively, with the test conpound
Tl RASHO N AN WS WAS Dreraht taNofm Eereparp l{rﬁxqre em ovefpight. The

SMctiBn QvdsONEHEREA twitl) NPl ), Dimhasidoasd b¥RInic products were
rI ab'erlll eo? e(‘;‘:\(JAI\/P tWIt he\méndt\%ﬂ hé" Pncubatl ongaJ t hg

ORI aAod JithoFtQAte(Red) athe Fambipge (PAIRRIC 1P WES Eashgd with
natl (she M)WI@H@anf@plﬂ%é wen@sed qu\hbzgweé@éﬁbr@ﬂéaﬂﬁ vacuo

| um nescence when bound to r adi racer
e Sbet m M (6 S SDELKoH BN C1oCE e S SR e Fration.
tracer to t he beads and the [ um nescent si gnal i's

. C@ sgcwts are cal cul at ed nmol ar
U%‘Bﬂél’:}'ﬁtﬂfa‘ﬁ ﬁ%t'i‘% PHINHCTRP ou"r‘ﬁ?{eb‘? ?'BE of the
substrate cl eavage conpared to controls sanples, and
are expressed a3 - IC50 (M. Compounds 101, 103,

E le - , 157-206, 208-234, 236-241, 243,

2-2{164[2 Zél—ﬁhlo}éaayraﬁﬁ 2-$6lacePB 82, 2A0nSthdxy %MnSxy}QN?prZ:%ﬁl,-
0, 292-

ace%amd9

LC/MS (METHOD B): (m/z) 408.4 (MH+); RT = 3.33 min; purity (UV) = 91%
HetAr-Me: 2-Chloro-6-methyl-pyrazine

Example 287 (compound 287)
2-{6-[2-(3-Bromo-pyrazin-2-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-

acetamide
LC/MS (METHOD B): (m/z) 454.3 (MH+); RT = 3.26 min; purity (UV) = 86%
HetAr-Me: 2-Bromo-3-methyl-pyrazine

Example 288 (compound 288)
2-{6-[2-(2,6-Dichloro-phenyl)-acetyl]-2,3-dimethoxy-phenoxy}-N-propy!-

acetamide



10

15

20

25

30

293, 296, 301 and 302 were shown to be efficient
inhibitors with -1og 1C50 (M above 6. Exanple 304
wd Mfeslfaes r el ease Human peri pheral bl ood nmononect/®R2007/000564
cells (PBMC) are isolated frggmbuffy coats. The bl ood
is mxed with saline at a ratio of 1:1, and the PBMC
is isolated by the use of Lynphoprep tubesTM (Nyconed,
IHNaMrayODCIThe =PBBR (i181, du5 peesi¢dH) a), BRBA 1840dyi 2.09 21 t), 6.77

foetal calf . pen]
(D Gt ke o P18 GIT 535185 S FR8 (2H 4

e;@I 234, a;ﬁ)e mg@(BHﬁncgbat ed for 30 mnutes with the test
npounds 9 ﬁ)l ssue culture plates and
AENem.H %ﬁDé%P'?r& '@etﬁ‘db §"%"h 1 i popol ysaccharide 1
nmg/m (Sigma). The level of TNF-a is neasured in the
cuI t ur -. super nat Dy enzyne i mmuno assays using
Exampl 2i&qmy bi oti nyl ated anti bodi es from R&D
2-5{)2§3 Bimetl'iaaslkﬂ-tz-p&ndmexm-ase@ro) alserpix@ﬂ}(l)l -padpyéscetamide

m i 1 QN u oght
WM LRSI Hk b d2H B9, LY IR R 2B TP B Lt o o,
6 19SgElH, V), @oBé (RHS s}, e 48 g@Hets) 08. 8|8n(3.lrhsst)|, Bul7a(3Hd, sxl3.89 (2H,
Co s 101, 06- 138, 140-148, 150-153, 155,
q&slg]?ggggi%‘ic él’:I*?e)1 &i&‘ﬂg 171, 176, 177. 182-186.
HaBB-M804-MQBy|-BRRIBO6  208- 241, 243, 244, 246, 248,

249, 251-258, 260-275, 277-282, 284, 285, 288-290, 292
and 293 were shown to be efficient inhibitors with

MMXMMMAM CLAIMS 1. A conpound accor di ng
20 B BB a0 g e
L%’JS MAEBNADYE) : |(nde}3¢213iér(lMW+)OfRTeao?n45mer pwém@éfénf 100%

r X2 independently of each other
H?gaggeﬁph%ﬂgpaaﬁborm part of an additional 6- nenbered

aromatic ring; wherein Rl represents al ky!, al kenyl,

E%;ﬁﬁl‘%yim ({}ﬁ]ﬁﬁ!u‘ﬁﬁ'zmﬂydr oxyal kyl, or al kyl carbonyl,

ch are optionally substltuted by one or
28y Dimathexyré-(2-pyrazin-2-yl-acetyl)-phenoxy]-N- -propyl-acetamide
LC/MS (METHOD B): (m/z) 374.1 (MH+); RT = 2.58 min; purity (UV) = 81%

HetAr-Me: 2-Methyl-pyrazine

Example 292 (compound 292)

2-{6-[2-(3-Bromo-pyridin-4-yl)-acetyi]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide

LC/MS (METHOD B): (m/z) 453.07 (MH+); RT = 3.13 min; purity (UV) = 100%
HetAr-Me: 3-Bromo-4-methyl-pyridine

Example 293 (compound 293)

2-{6-[2-(3,5-Dibromo-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide

LC/MS (METHOD B): (m/z) 531.0 (MH+); RT = 3.68 min; purity (UV) = 100%
HetAr-Me: 3,5-Dibromo-4-methyl-pyridine
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different substituents selected fromR4, or Ri

represents hydrogen; R2 represents al kyl, cycl oal kyl,
wa@bdosnyisps cycl oal kenyl , al kynyl, hal oal kyl, PCT/DK2007/000564

hydroxyal kyl, heterocycl oal kgnyl, al kyl aryl,

aryl al kyl , al kyl al koxycar bonyl , al kyl car bonyl oxy, or

al koxyal kyl, all of which are optionally substituted

ERympRE I (coRigpung@va)or different substituents
S%’l-lgftéd '{kﬁrigmﬂa?’ﬁ'd"hé%ﬁérﬁgg@@ﬁfgt F@ﬁgx%ggﬂ?fgogﬁ&'k))}l propyl-

addtkeind , cycl oal kenyl, al kynyl, hal oal kyl

S NS LB SLORL  SHhR N p oo

kétok@ndad oy isonsdr); odritywhiuat) =ar190%pt| onal |y substituted
b or . d ferent substituents
Hg%k, '\g?eg qﬂ%ﬁf?iéngtg?' ed|fb %esent's hydr ogen,
-CH2- C(0) - het erocycl oal kyl or -CH2-C(O NR9-Ri 2; R4
eLenre Olljryd 9&fys al kyl, al kenyl, al kynyl, hal ogen,
.oor haI oal kyl; R5 represents
2 a éef2-g4 3Chloroamyiatiy-2-pl) fagetyl AR lBediyigthexic bbeindentyN: propyl-
aétlé%/;nall hal oal kyl, cycl oal kyl, cycl oal kenyl ,
anoyl| hydroxyalkyl, aryloxy, alkoxycarbonyloxy,
L@,{M&WE‘&M@B@)I {melek@8y.4 @Hdok Rl &)3.50 amigl pugity (UV) = 100%
c r bonyl, al kyl thi o,
“gﬁ%§a¥%ﬂégﬁ° i%th@%ﬂ%@ﬁ‘é’ al kyI carbonyl ,
ar yI car bonyl al kyl car bonyl oxy, or am no, aI | of which

%@Pfgpg%o&gla:l%guﬁgbgtd?tut ed by one or nore, sams or
s selected fromR7; or

2r{gpt € 2rihdorayrirristied; yla»a@etwlhz@gélmetbymehemxw}u NrrRIOPHE
ag& f.géﬁents al kyl aryl, carboxy, alkyl, alkenyl,
kenyl , al kynyl hal oal k cI oal kyl ,
L@%ﬁf 6I}4E12'éﬁ9|8) Ea/BRARYH, (M) d%/Jyamé@ migj wasw (UV) = 100%
H@WQ%xC@r@@&%L@weth@i EWG@V bonyl, al koxy,
koxyal kyl', ‘aryl, a heterocyclic ring, am nocarbonyl,
al kyl t hi o, al kyl carbonyl am no, aryl carbonyl, hydroxy,

Edb ik BleCRI DB poudkilogzgar bonyl oxy, or anino, all of
which are optionally substitufed g‘){ one Or nore, sane

2052, FiRimethexy -G UB 2 TeEvY -RE|dprisy) 1acsH RBhersxyReN-Propyl-
akQBReg&ent s hydrogen, oxo, hal ogen, cyano or nitro; R7

LQGPES/Z@E?@P&@&WEM%S\B{(L H+ )yCPlT0§|3k¥4 min; %luﬂfayl ﬁ/@yi’mO%

HetAr-Me: 2-Methoxy-4-methyi-pyridine

Example 298 (compound 298)

2-{6-[2-(2-Cyano-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide

LC/MS (METHOD B): (m/z) 398.4 (MH+); RT = 3.23 min; purity (UV) = 94%
HetAr-Me: 4-Methyl-pyridine-2-carbonitrile

Example 299 (compound 299)
2-[2,3-Dimethoxy-6-(2-pyridazin-3-yl-acetyl)-phenoxy]-N-propyl-acetamide
LC/MS (METHOD B): (m/z) 374.2 (MH+); RT = 2.39 min; purity (UV) = 90%
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al kyl t hi o, heterocycl oal kenyl, heterocycl oal kyl, aryl,
al kyl car bonyl, heteroaryl, aryl oxy, al koxycarbonyl,

wayaisoxyal kyl , am no, hydroxy, or carboxy; all pof/pwhiozmooses

are optionally substituted lky, one or nore, sane or
different substituents selected fromR 0; or R7
represents hydrogen, hal ogen, or oxo; R8 represents
HatAeyMe: alMethyl-pyrdezireal kyl , cycl oal kenyl, al kynyl ,
al koxy, hal oal kyl, al kylthi o, alkyl sulfonyl,

al kyl sul finyl, heterocycl oal kenyl, heterocycl oal kyl,
Exdirvible Edmwoﬁafchmd\BQO)het eroaryl, aryl oxy,

Ikox a Xy, al k h
b g 3 R B e B Tl RbarShregy
eomype mrmemampb-ewll}féteamnte substituents sel ected

fromR O; or R8 represents hydrogen, hal ogen, or oxo;
RO represents hydrogen, al kyl, hal oal kyl, or
hydr oxyamiyl ; Ri o represents hydrogen, al kylOMexo,
hydr oxy en, carboxy, am no, al koxy, haloa
or hy X kﬁ@%; 'lﬂﬂe

substitur

sel ected from hydr
al kyl, methylsulfin
cyano, or al koxy; Ri 2
eRE S aIkyIaryI, aryl al kyl , carboxy, 1N/
Qlkynyl hal oal kyl , cycl oal kyl cycldglkenyl,
o|.rb.n-yIC|hydroxyaIkyI aryl oxy, al kbx bor§l oxy,
rbonyl, al koxy, al koxyal kyl, ,
heteIo clic ring, am nocarbonyl, aIkyIt*'o
alkyrtarbonylan1no hydr oxy, alkylcarbonyl N
aryl bonyl, al kyl carbonyl oxy, or am no, aII %f whi ch
are ggiionally substituted by one or nore, sane or

di fferent substituents selected fromR8, or Rl12
Zf(@H-ﬁ;&ﬂ‘(}irl% ﬂbQ?Qﬂ/@lﬂln-Nyllﬁlt{lz?r[@-r(mﬂtﬁﬁo%enm ahexy333,4-

cannot a

digmRihRey - ghsnﬂifqﬁhw%}eo@t&ﬁmeﬁfrw ARl Zﬁgtw‘r Cgiverted into 2-
(ilwtmwammw sJthWr@wyslaud-haﬂ) When [RY 4l fudreiphehyOF
ethogj({/]o% dlmethoxymF\ %L} etﬂanone Iagcordlng to the procedure described
in J. Org. Chem. (2007), 72, 4554-57. Pure 2-(2-tert-butylamino-3,5-dichloro-
pyridin-4-yl)-1-{2-[2-(4-fluoro-phenyl)-ethoxy]-3,4-dimethoxy-pheny!} -

ethanone was obtained by standard HPLC purification.
LC/MS (METHOD B): (m/z) 535.2 (MH+); RT = 6.21 min; purity (UV) = 100%
Example 301 (compound 301)

2-(2-amino-3,5-dichloro-pyridin-4-yl)-1-{2-[2-(4-fluoro-phenyl)-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone
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15

hydrogen, then ring B cannot be phenyl; and

phar maceutical ly acceptabl e and physiol ogically
web@awaabe esters, pharnmaceutically accept abl epcEDKS007/000564

hydr at es, N-oxi des or sol vatggs thereof. 2. A conpound

according to claim1, wherein ring B represents

pyridyl, pyrazinyl, quinolyl, pyrimdinyl or

pyrida@MeyI optionally substituted witi®OMmne or more

same o birent substd tuents sel ected fr

Gd | uoro F
chl oy pf OND, Cya met hoxy, - NH2 m no. 3.
conp acany one of cl ai -2,
ring By opoionat’l y>substituted with RuUYYTre@eserts

(o-pyrinidinyl), 2-(4-

-pyridyl) , 4-(2-nmetho

/igzridyl) 3- pyridazinyl,\\

4- (2 b ylan1no 3, 5-di chl or o- pyN"dyiNH,
4- (2-am Ho- 3, dlchloro pyridyl), 4-
(3, 5- dlchloro pyridyl), 2-(3-brono-pyrazinyl),
4-pyridyl, 4-quinolyl or 4-(3,5-

2 (R etieoB oty laroing - ;&;ﬁrdidybf)o pyridid-4whpoddd 2act Hrdionpheny!)-

I I
<8 7 UEDSD 5 b RROTBRAL R gosd 001455 mo
0 £368r mimw), ttmleefMSItme & eal)adnts TEA A Owhenke) in Richloroethane (0.2
n{LZRﬁaessﬁgé d?ﬁtegwc Qbr %tﬁlh%]) rs6Th V(\]?]QHPW&E{N@C&% @vQEorta?ed in

one o preceding clains wherein represents
vamuoc rsélswved an- dicllaraeshgne (& mE) cidk wepted avigha MgHCOs (sat,
, Y, d | k |
2%@@ Q]Z%ycroal ﬁrlgléxlc d?l%%gql/(vag gﬁéc!( J)\regr;/\@ .68 Ky ! the solvent
e\gpoggrk yn oracueal Wﬁy@a@oémﬂo érS dlchloro pyridin-4-yl)-1-{2-[2-(4-
fl&ro%ﬁb'—é‘tﬂﬁ?@ﬁ|4°2ﬁ\‘netﬁb§<y Qfmerwl}feﬁhe%&\eo%b Urrhin¥d by flash

substi tut'ed by one or nore, sane or different
chygmategraphy slsg\elee@'taétﬁr\‘troémq@s* in dighleripefiiane & &iitng

to any one of the preceding clains wherein R2

éfresents net hyl , ethé tP o
S CHETIR9 B B L MiPER T = 4453 i BHEHHY) = 100%

ethylbenzene met hyl benzene, butenyl hydr oxyet hyl ,

tolyl, pentenyl, nethoxyethyl, butinyl, propi nyl ,

E ' mpound ich are optionally
2-(3,5-Dichloro-pyridin-4-yl)-1-(4-ethoxy-3-methoxy-2-phenethyloxy-phenyl)-

ethanone
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substituted by one or nore, sane or different
substituents selected fromR5. 8. A conpound according
wo mosny4ene of the precedi ng cl ai ns wherei n R3pCT/DK2007/000564
represents nmethyl, ethyl, prgpyl, butyl, pentyl,
hexyl , hydroxyethyl, butenyl, pentenyl, allyl,
butinyl, benzyl, nethyl benzene, ethyl benzene,

ethyIpng@ine tolyl, toluoyl, propylbenze ﬁ
nethyln:phth : ethylnaphthyl met hyl car boxlyl net hoxy,

met hyLeasy %t ho . thoxyethyl met hoxypr opMe al |

of wh are optio substituted by o nor e,

same s{.4d ereqt ituents sel ected _ aid
¢ 0

R6 subs |tu5%t belng optlonally substi t ut

R30r epr esent s hydr ogea> o)
O cheterocycl oal kyl or -CH 2: (O NR9-R12 . 9. A

f according to any one of tHd~precedify clains
R5 represents nethyl, tert- butoxy| et henyl ,
cychgpropyl, propenyl, phenyl but enyl X propi nyl ,

nmet hyl hydr oxy, ethinyl, aIIyI, et hyl , oddnethoxy, al
of whi ch are optionally substituted by one or nore,

D‘?Ehlé?H ;}@ dd?ﬁ‘% il&'tls éh“&ﬁfe %%Hefh&%%‘yﬁ?her%-%

resen ["'uoro,
emnOAecohtmrmd fram:@xdllnnge id2 8(189 I‘bm o1t W@qj} e@édtrﬁ@tw with

p{bg H[F%uw;grni ar%Gwra? y@?%ﬁwgwgwnow@fspﬁsmn was heated to

Xy, ‘1 soxazo propi ny but enyl ,
optefgi 54 pylpr[sdy'he splvapbwas @vaporatqq a7\ AP, The crude mixture was

tr%lag ﬂt‘thﬂlﬂ 18&9¢.Y 1 rnli_:) %d%f@@@aﬂ@hé@ducts were extracted with

dr o- |50|ndo et hox henyl, prop
E@A@A(Bx:buny] Theegpfibines |oggani¢ Wﬁé‘bd&’@s drlggpe\(%yNazSd“ and
%@6' in 9%’&)00%¥|Y|l:atld?’y@§l°ﬁ%‘sh %Hﬁl@@gﬂ%‘ﬁﬁy RiHNeXgtadient of

tol uoyl, benzoyl, carbonyl napht
Eé%@irbt-ﬁttz@eeas gluenbProyjed 2xH5- %th#%’ﬁy@ﬁl%rbﬁyyl) 1-(4-hydroxy-

3fﬁ&ﬁﬁ&yCzapheﬁathynoﬁffd%nwlethamend@l &, wARS Nydii@mned 8.6 mg
rroli nmet hyl sul f on

by | %ﬂgﬁ th'or%wy'pwwé) 1 HAopYAraRY megtwr%\rﬂhﬁaethv'oxv-
pﬁ¥WlP@ﬁ'@rﬁbhe (BYSjﬁ@()fﬁMW'mmBMdﬁ@(M@ﬁ&Wd in DVEDNYH.4506L) and

et hoxyet h of which are optional bst
tioptash iy ke (O S ey et 8 it SolGeR] doliviecs by cEiuiodice
(6. E?mrﬁ)@of err\R@oru@iBﬁGﬁ@M%ﬁW@&%Btlo@mxtufré WRisOeft at rt for 48
hgursoar?d pgrtlflg(}/ by standard HPLC purification. 2-(3,5-Dichloro-pyridin-4-yl)-
1-(4-ethoxy-3-methoxy-2-phenethyloxy-phenyl)-ethanone was obtained as a

colourless solid. Yield 3.2 mg (36%).

IH NMR (CDCl3) 6 = 8.48 (2H, s), 7.59 (1H, d), 7.27 (4H, m), 7.11 (1H, t), 6.73
(1H, d), 4.48 (4H, m), 4.14 (2H, q), 3.78 (3H, s), 3.18 (2H, t), 1.49 (3H, t).

Example 303
PDE4 assay

Human recombinant PDE4 (Gene bank accession no NM_006203) are incubated

for 1 hour, respectively, with the test compound at concentrations up to 10 uM,
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11. A compound according to any one of the preceding
clains wherein R8 represents, nethyl, ethyl, propyl,
waedogh774phenyl , cycl opropyl, ethoxy, nethoxy, BtT/BK2007/000564
et henyl, ethoxycarbonyl, hyggpxy, naphthyl,
cycl ohexyl, nethoxycarbonyl, phenxoxy, isopropoxy,
-NH2, nethylam ne, pyrrolidinyl, norpholinyl,
witetcAMPsuixt o1, arliHEWftWaSMleél’ﬂyhnt (CWOIDNE.’fmt))df,radloactlvely

| opentyl], dro d
e A 5 i SPATE melaby e cif b she supsigate i
e\aﬂlﬁt)éﬂ l)lyltﬂhb(uﬁ)rhbtﬂﬁg' lof th%AMBI’pe@dth to <’£PIA bn‘ad\shwmthag@erate
nal substitute

ciies BPanetepe e ditioc R Be FadorRle ep o8 T gp product

inhitpis ehe lirsdihy of cgeradiaactive tlalcer tp tHer radls, ahdidhe@juminescent
ﬁ E(#fluoronethyl. 12. A conpound according to

sig @'%ﬁ%mBFGi e preceding claims wherein RO represents
Ty esaie rare oxithigtedoas ﬂ‘tehlylblar I8ncehtcdimpesuasultiog or 80%g t o

one the I
P QL8P H0GrREREAAR SRRy OBl Borfies g0 ore
enyaﬂnxlmh&bgdcwdwnnethoxy 14. A conpound according to
any on t reced; cl aj e
L L R L e
2433I—B@H24ﬁhé|491 249;67,510f2sscagomg74ps,6277r585,aza;bﬁgaua@2-
G5 R 9 4 30 wBRE<Rw RERRERTA DB Bl Tt IRIgeIC, o)
abdwq@ et hyl , tertbutoxycarbonyl net hyl,
difluoronethyl, 3-nethy|-5-nethy|isoxazole,

2- met hoxyet hane, 2-butyne, 2-nethyl-2-butene,
_ﬂmnheﬁﬁﬂethane benzyl, 2-nethyl-1,3- benzoxazol e,

T?FJE? ﬁ thylthlazole 2-met hyl - 5-cycl opr opyl -
t |ad|azole 3-nethyl-[1I, 2, 4}oxad|azole et h

Hamanaiesipherpl bdqudmgpw@.'Ma)ré:teﬂﬁﬁ%BMC are isolated from buf¥y coats.
RS BB'OQ“Q n%xé'ﬂawlsahné aPh¢860 oplﬂeﬁ%ﬁde@h@mc {disolated by the

yl') et hane, 3-phe propane

ST RN SRS ANEOME, NABYHOwT DA BRYIG isvgRnded in
Rﬁﬁll@h@@’@t’i‘@r%l fl)@ttah@QI? sefufn (BEDOPE HMFBH aed hanm,L-gHitamine at

| uor ophenyl ) et hane, é -fl uorop hen ) et hane
a Gsnmr%ﬂrﬁ@bﬁeﬁﬂ m tTt‘i‘&rf@”S@é‘ﬁ?W '%Fé'ét"‘%ﬁdefor 3QdB'PHfESFI with

t@%&@&&n%&:mtuh}ds \h@lﬂ&@étfé élﬁﬂu‘i'e 'ﬁlﬁt@ybn@%hﬁfulated for 18 hours
-nmet h ut ane but - 1- ene, pent -1-

with 6IP@B9||ysathBIU@§,|1 mg/rﬂle@g}'p br%}?dﬁ‘éel of TNF -als r%easured in the

culture supernatant by enzyme immuno assays using primary and secondary
biotinylated antibodies from R&D systems. Results are expressed as pIC50
values calculated from inhibition curves using as positive controls the secretion
in LPS stimulated wells and as negative controls the secretion in unstimulated
cells.

Compounds 101, 104, 106-138, 140-148, 150-153, 155, 157,161-164, 168,
170, 171, 176, 177, 182-186, 188-190, 193, 202-206, 208-241, 243, 244, 246,
248, 249, 251-258, 260-275, 277-282, 284, 285, 288-290, 292 and 293 were

shown to be efficient inhibitors with —-log ICsp (M) above 6.
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butyric acid ethyl ester, 4-nethyl-benzyl,
3-chl or o- benzyl, propoxybenzene, 1-

w@ deos®taoky- phenyl ) - et hanone, 4- et hyl - benzoni PET/DE2007/000564

2- et hyl - napht hal ene, 1- pepgyl, nethyl-cycl ohexane,
3-nmet hyl - benzonitrile, |-ethoxy-4-chloro-benzene,
2-et hyl - but ane, 2-hydroxy-ethane, 4-nethyl benzoic
cesiMk net hyl ester, 1- naphthal en-2-yl - et hanone,

2, 5-di met hoxy- phenyl - et hanone, 1-p-tolyl-ethanone,
4-fl uoro-benzyl, 2-fluoro-benzyl,

1 5Atcbfplound @aedrdidg toefioryiula -t ri f | uor onet hoxybenzyl ,
3-fluoro-5-trifluoronethyl-benzyl,

| - (2- met hoxy- phenyl ) - et hanone, 1-

(2, 4-di net hyl - phenyl ) - efhanone, 4-chl oro-benzyl,
2-dif|uoronethoxy-benzyi, 4- isopropyl - benzyl,
2-fluoro-6-trifluoronethyl -

2, 3-di fl uor o- 4- et hyl bekg
3- et hyl - benzyl, pent
6- et hyl - 2- met hyl qui n P 2 chl or o- benzyl ,

3-met hoxy- benzyl , 4- methoxybefzyl, (3- Chl or ophenyl ) -

et hane, 5-nethyl - hexane& et hyl - cyclohexane, pent anoi c
acid ethyl ester, (prppox¢nethyl)-benzene, acetam de,

2-et hyl -isoindol e-1, 3t di one, 2-propylisoindol e-

|, 3-di one, N nethyk; a—éﬁgﬂ%de, nmet hyl - cycl opr opane,
but - 1-ene, 4- beutiIl? 2- et hyl - pent - 2- ene,

et hanol , 2- nethoxyzéghéﬁe but - 2-yne, propyne,

acetate, 1-pyrrolidin-l-yl-ethanone,

N- benzyl acet anmi de, 1- rorpholin- 4-yl-ethanone,

N- phenyl - acet am de, N nethyl - N phenyl -acetam de, N (3-
hydr oxy- 3- et hyl - butyl) -acetam de,
wNereipXop¥d, Xack: and de inddpet tigntiyacfetaain atber represent -CH- or N;
N-i sopropyl -acet am de, N-butyl-acetam de,

N-cycl opentyl -acetam de, N-(3- nethyl-butyl)
or Xg, ef.canddés, integendentinof pable pihdr)represenint @d; or N, and X; and X,

irﬁe&%@fe&?}lér@té&h %Eﬁa'yljgéresgﬁgtaéﬂd%rm part of an additional 6-

P“Zﬁﬁethyl-benzyl

Xyl -acet am
menfi®reeermnrgtibengyl ) - acet ani de, N-cycl oheptyl -
acetam de, N-(2-nethoxy-benzyl)-acetam de,
Ncycl ohexyl nmet hyl - acet am de,
wRe(edn Ry deryrserds mHy) - alkemdnalbeny INbgipalisnie iy H eyl kyl, or
al@??%ﬁmn‘?ﬁ’all%f(vﬁw mgféjéytlcma‘ﬂpﬁu)stﬂ%?édam dRe or more, same or
oXxy- et - acet am de,
dlﬁe(@tduhewwmeﬁeﬁt@@ M Raceit Rarfiegeesents hydrogen;
N—(3 di met hyl am no- propyl ) - acetam de,
N- (I - phenyl - et hyl)-acet am de,
Rwe(pge$qy§§,pwpb)@ycllgpwy|glk%étcdﬁl,oalc_kenyl alkynyl, haloalkyl,
hly\hrt)safaﬂyﬂn ¥iéﬁ8&¢&ydauéwt MGy, NPl Fl dledakbipiaibibnyl,

-acetam e
alkylcarbonyloxy, or a oxyalkyl aII of which are optionally substituted by one or

more, same or different substituents selected from Rs; or R; represents
hydrogen or —CH,-C(O)NRs-R;;;

R; represents alkyl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, haloalkyl,
hydroxyalkyl, heterocycloalkenyl, alkylaryl, arylalkyl, alkylalkoxycarbonyl,
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woNpdoetiwy | - benzyl ) - acet ami de,

yl met hyl -acetam de, N-(2-phenoxy-ethyl)-acetam de,
N-pyri di n-4-yl met hyl acet am de,
PCT/DK2007/000564
N- (3, 5-di fluoro-benzyl)-acejgyr de, N
(2, 3-di fl uoro-benzyl)-acetam de,
N-(2-pyridin-2-yl-ethyl) -acetam de, N-(2-
alRRicBsHonRXFY by alkeRyAKTId8N of which are optlonally substituted by one or

et SIS SR PR BB S T e ey g R FPeaents

hptrobenetdry)-cemeheaterotsclobitdyl or —~CH,-C(O)NRg-Ry»;
pyridin-4-yl-ethyl)-acetam de, N (3-phenyl-propyl)
-acetam de, N-(2-chl orobenzyl)-acetam de,
RN-elpPeg@inpe hydhogen - alkylelkghyl atehghihdigen, oxo, alkoxy, hydroxy,
Rt'%' 2 hII oro- benzyl)- acetam de,
32%HY phol i n- 4-yl - et hyl ) - acet ani de,
N- (4-chl oro- benzyl ) - acetam de,

R?\I_r%pzeg%}t :Il{;l_&al‘?’rﬂ,/:céﬁol} Lé&?;%ﬁ%&pg%clggl’kenyl, alkynyl, haloalkyl,

oyl qalkyd cetcjdadke nyt)-carbarhdylabedmmiyaleyl, aryloxy, alkoxycarbonyloxy,

%g%yqa_ré%y yaﬂl’«?@ ﬁ«&&gﬁl}é‘ yI ) etgl‘g)g ﬁ ! aminocarbonyl!,

a|k|y|ttﬂnppplk¢lnanﬁborylmnhyhy@roemaikﬂearbonyl, arylcarbonyl,
al%%rglbl!)?éy%gag%/%ﬁ@## fyg?&"gﬁ#%gg 9&%&&!9%@5%% b)N'oQg or
midre,yssinud epdifferentipubstittentms electedifijor R2-

d - hyl] -
R SRS len R HscRh e S oy o e et an,

cyclopropylnethyl phenyl - et hane, acetic acid benzyl

e?(%[ﬁ%ser?cs aﬂ?ﬁﬂw cgmnbikrﬂ |a¢kenXl cycloalkeny| alkynyl (hgloalkyl

oXy- et hane et ane

cysjoaligyll p@jqﬂf@yl (@r%yppﬂy hy@ltopfgﬁlgyly aryloxy, alkoxycarbonyloxy,
algéﬁwgml t 5”(:!))?5) %‘i l!b@(?gl’ky(, %rﬂE%hﬂtéwc%Iﬁyﬂur@“thca rbonyl,

ane - n en et hane
a'kYb‘h‘én?lk}’}SPm mlgopﬁ@%{f)ﬂ gqraﬁ,awgirgyy, alkylcarbonyl,
Ilkyﬁgm&‘mlyrog(y?B?Qh‘ﬂlﬁcﬁtahaﬂeﬂhlél@ ardostiAMY Rdbaeaesdbpont @r

any one of recedi ng clai ns wherein R2 represents
Mg hsAme S!'?d'ff&r%r&n%’@éwa’e&&sc%‘?'ﬁ?tﬁﬁ f§5" Bpai m 16, wherein

ofRZ ré&@ﬁ@r&@'ﬂyar@eky bxo, bR, leybno, r1L3§'3/rfﬂfr©)<yaI kyl, aryl,

aryl al kyl, al kylcar bonyl amno, all of which is
optionally substituted with one or nore same or

Rﬁié‘pfréief?\% aI&Vb%‘lHethErtk/éltOS&IyEQ:K/EI@aﬂ(éﬁW, aldgyill, alkoxy, haloalkyl,
oa etero

|
aliy P tesimrlos e deleroRiealEr Sl AREETLERY tetgrop !
ﬂ/m&xyo Ry csBOAYI hwmgiém%\h atino, omyddwﬂ,r  t\darbaxy; RIIDf which
rese en CcO oun n
malkeubUaLBa Y oBf iy Mere, Tng O ffelRiLaUbstRehtY
selected from Ryg;

or R; represents hydrogen, halogen, or oxo;

Rg represents alkyl, alkenyl, cycloalkyl, cycloalkenyl, alkynyl, alkoxy, haloalkyl,
alkylthio, alkylsulfonyl, alkylsulfinyl, heterocycloalkenyl, heterocycloalkyl, aryl,
alkylcarbonyl, heteroaryl, aryloxy, alkoxycarbonyl, hydroxyalkyl, amino,

hydroxy, or carboxy; all of which are optionally substituted by one or more,
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wei ght bel ow 800 Dalton. 19. A conpound according to
claim1l selected from

w@2d08/05~0 chl or o- pyri di n-4-yl)-1-(2-hydroxy- 3, BeTDRRI0ND00564

Xy-phenyl ) - et hanone (conpougpgs 101),
2-(3,5-Dichloro-pyridin-4-yl)-I-(3-hydroxy-2, 4-di met ho
xy- phenyl ) - et hanone (conpound 102),
sdmé 2r Alffey botxyub3tihyehto gglededdtdroRyg;phenyl ) - 2- (3, 5- di chl
oro-pyridin:4-yl)- ethanone (conmpound
°r1%%'3€%‘?5(e§,t%b}fi‘%’ﬂ%%'E)a'%%ﬁ” d’rr?g‘ﬂ yl)-1-(2, 3-di et hoxy-4-m
ethoxy phenyl ) - et hanone (conpound 104),

o P R SO bRB G S < i

tert butyl ester (conmpound 105),

rg&&gelﬁi%ﬁ§'&%eltq2 cﬂl{e é|il| lyoxﬁgﬁgléé%n ca(r§0>§y 4 & l)oglﬂoxy,

hMo@KyBoBmsddmNb&afonethoxy 4- met hoxy- phenyl ) -2- (3, 5-di
chl oro-pyridin-4-yl)- ethanone (conpound 107),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-di met hoxy-2-(5-ne

Risfrgpresents ong| oranord, mamw«yqlﬁmhyu?stéuh@tﬁméece%ﬁp@und

h%&?’?é %’ rﬁl n c an<§/,re|) llnr? 2I_ky1 m?thﬁllsulf_nall nrgetﬁg!(sy!f%?%lz?wéno

CWﬁ@xyféWhéxy) phenyl ] - ethanone (conmpound 109),
| - (2-But-2- ynyloxy 3, 4-di met hoxy- phenyl)-2-(3,5-dichlo
ro-pyridin-4-yl)- ethanone (conpound 110)

Rpremesemis ahkyda oyl @7y tatkivh-@arhaexy, alkys, aik@?we@'hww balpalkyle
C}JBQIkﬁugc%a‘ﬂ{@“yp)@é}barﬂgﬁn}ﬂl&rﬁ?aﬁgoB?yl&)@PrB?l%Ma%Hlloxy,
chl oro-p di n-4- -di et hoxy- 2- phene
a*ﬁw(‘@jztgp%eq{W)sy, ﬁqopgdﬁlgmb a()do ac‘g[cilg)rlng, aminocarbonyl,
a||ky|(r%o lewl)éé@ahy%rﬂmél Hﬁrbwyall?h@a%b)\yﬂaéﬁca%ehﬂhl oro-p

{ di n-4-yl) - et hanone onpound
al ylcarbonyloxy, or amino, all o wh|ch are optlonally substituted by one or

more, same or different substituents selected from Rg,

or Ry, represents hydrogen;

with the proviso R;, R, and R3 cannot all be methyi;

with the proviso that when R, and R; are both hydrogen, R; cannot be methyl or
hydrogen;

with the proviso that when R; is methyl or hydrogen, R; is methyl and R; is

hydrogen, then ring B cannot be phenyl;

and pharmaceutically acceptable and physiologically cleavable esters,

pharmaceutically acceptable salts, hydrates, N-oxides or solvates thereof.

2. A compound according to claim 1, wherein ring B represents pyridyl,
pyrazinyl, quinolyl, pyrimidinyl or pyridazinyl optionally substituted with one or
more same or different substituents selected from fluoro, chloro, bromo, cyano,

methoxy, -NH; or C;.,amino.
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| -(2-Allyl oxy-3, 4-di met hoxy- phenyl)-2-(3, 5-di chl oro- py
ridin-4-yl)-ethanone (conpound 114),
wo 2qo8n{Benzooxazol - 2- yl net hoxy) - 3, 4- di et hoxy- ptepKb§o7800564
- (3, 5-di chl oropyri di n- 4-y|?-gthanone (conpound 115),
2-(3,5-Dichloro-pyridin-4-y g-l-[3,4-dinethoxy-2-(2-ne
t hyl -t hi azol - 4- yl net hoxy) - phenyl ] - et hanone (conpound
31A@)ﬁ>%r£ound according to any one of claims 1-2, wherein ring B, optionally

W Oprﬁgf% s’ -(641:rtmlglroa%|yr%229nlyl), ;L%E.ﬂ?f‘@-(f’-bﬂomo-
pﬁr&zﬁ%gﬁ ge‘lbﬁd@rd@t«dwpvhgylél f(blmd‘rawme BYPQUEKCHbL) pyridy),
> ek C Io- riain J).- nmet ho )
372(31 BI'%HBJY?)S'A{%HB?W(?W)%'S%’@!% F‘](Zeﬁmgﬂoqyglcf((/boﬁ.p&[ﬁi@z'nyl,

43(181)ert-butylam|no 3,5-dichloro-pyridyl), 4-(2-amino-3,5-dichloro-pyridyl), 4-

hIo )-acetyl ]-2.3-di ne
E AR e S S M e L
duhhlb?o{12o>(y4pﬁ1dwy.o phenyl ) - et hoxy] - 3, 4- di net hoxy- phenyl
}-2-(3,5-dichloropyridin- 4-yl)-ethanone (conpound
120),1-[2-(5-Chl oro-t hi ophen- 2-yl net hoxy) - 3, 4- di net hox
4 yA pbepylhd 2¢¢@dhgdiocdidior bpwhectimforduwa ] raireserda@eneral

co und 121),
&%Uwgfgatjchloro-pyridin-4-y|)-|-[3,4-dinethoxy-2-(2-ph
enoxy- et hoxy) - phenyl | - ?ﬁhanone (conpound 122),
2-(3,5-Dichloro-pyridinga-yl)-1-[3,4-di met hoxy- 2-(2-p-
tol yl - et hoxy) - phenyl ] - &t hanone (conpound 123),
2- (3, 5-Di chl or o- pyri di n<4- y}Q=R-] 3, 4- di net hoxy- 2- ( 3- ph
enyl - propoxy) - phenyl ] anone (conpound 124),
2-(3,5-Dichl oro-pyridi hi | -{3, 4-di net hoxy-2-[2-(3
- met hoxy- phenyl ) - et hox A 3 - et hanone (conpound
125),

-nEthoxy phenyI)CI uxy]tﬁhenyl}-éthanone (compound
126),
| -{2-[2-(3-Brono-ph
-2-(3,5-dichl oropyr sy
127),

- et hoxy] - 3, 4- di net hoxy- phenyl }
- 4-yl)-ethanone (conpound

1z

wherein X5 represents —-CH- or N.

5. A compound according to any one of claims 1-4 wherein R1 represents methyl

or ethyl.

6. A compound according to any one of the preceding claims wherein R;
represents C;-Csalkyl, C;-Cealkenyl, C;-CsalkoxyC;-Cealkyl, hydroxyC;-Cesalkyl,
haloC;-Cgalkyl, C;-Csalkynyl, C;-Cecycloalkyl, C;-CsalkylCe-Cyparyl, C;-CsalkylC,.
salkoxycarbonyl or C;-Csalkylcarbonyloxy, all of which are optionally substituted

by one or more, same or different substituents selected from Rs.
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2-(3,5-Dichloro-pyridin-4-yl)-1-{3,4-di net hoxy-2-[2-(2
- met hoxy- phenyl ) - et hoxy] - phenyl } - et hanone (conpound

WA 2@3/077404 PCT/DK2007/000564
2-(3,5-Dichloro-pyridin-4-ylgs|-{2-[2-(4-fl uoro-phenyl
)-e;hoxy]-3,4-dinethoxyphenyl}- et hanone (conpound
129),

7 2A cBmpobhé kesrdingytoi ahiynork ofl thel préediny ¢1dinid wheceipifenyl

e?%%ﬁen?s metﬁyldfetcl!\y Srggy)/(lyP@r?r%wxycaeltb%%n%l&hg'f:%ﬂ?lound
difuédnhetbi; letioyber@ene dinetHi b’ér)zehe{ ButieRy|( Bydrokiy ety dolyd,p
p h@Sﬁﬂ) mﬂoyf}hﬁ butlnylngltoglon)w ¢.p %pgllwgy_l,eélhgp\gnl%h are optionally

sytitifited DySora ahinore)-sayrd ol différenit substitug his-sal&steld etrhBix
y- phenoxy}-acetic acid benzyl ester (conpound 132),
{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hox
8 yA phepoxyd aacwting tacny cbrsao<pfrtb\|ey:ireeeziireg clamasrpbaredn R33) ,
r I
DS RROmSEe NYTOBUR bbb ity hbefly b dlokycenn A
pértenypalhd, b@d)yl, benzyl, methylbenzene, ethylbenzene ethylpyridine,

oo P P3P aRtd hpdratbhely | uddlippjoxy- 2- (3-e

n@tr(y&;aﬁsb Ond trethaxypymattyiaa zbowbet rr-m(yz mﬂmyxmtyyla mEtaexerepy!,

= PB R Y b Ra A=y BT e Pohers e galeranty

suhgtnp;antsjsﬂleqteylf)'ométshaandﬁ?e s@@@tmgl@ghgelng optlonally substltuted
wﬁ:?ﬁo)nei) (FﬁOI% @bfn@ cﬂ'rcﬂ ht gh@st‘%ué(rllt sleT4c§ea4fr9 il?)‘P)RX 2-

pent - 4- enyl 6xy- ph eny anone npound
represents iy driegen.o=gyrC hateyogyclaa ky' @r diCh'etq{@W
xy- phenyl ) - et hanone (conpound 139),
| - (2- But oxy- 3, 4-di net hoxy- phenyl ) -2- (3, 5-di chl oro-pyri
9 oA OMPPLNd BEERIABIILOAT TN (hERFBERsHRD lainys wherein Ry
représents PN 10FQt-BYiEdE, @tl‘(’e'rwl Ic),lcllopropyl propenyl, phenyl, butenyl,
~(2-1 sobut oxy- 3, 4- di et hox e ) - et ha none
pl’(O@Md’UﬁH\YiWOXY, ethinyl, allyl, ethyl, or methoxy,

all of which are optionally substituted by one or more, same or different

9Rpr opo

substituents selected from R;, or Rs represents hydrogen, oxo, chloro, fluoro, or

hydroxy.

10. A compound according to any one of the preceding claims wherein Rg
represents ethenyl, methyl, tert-butoxy, isoxazolyl, methoxy, propinyl, butenyl,
phenyl, pyridyl, benzoxazolyl, thiazolyl, [1,3,4]thiadiazolyl, [1,2,4]oxadiazolyl,
2,3-dihydro-1H-isoindolyl, ethoxy, thiophenyl, propyl, ethyl, butyl, pentyl, allyl,
isopropoxy, isopropyl, naphthyl, cyclohexyl, hydroxy, cyclopentyl, phenoxy,
tolyl, toluoyl, benzoyl, carbonylnaphthalene, ethylbenzene, quinolinyl, -NH;,
ethoxycarbonyl, methoxycarbonyl, carbamoyl, isoindole, methylamine,
pyrrolidyl, morpholinyl, methylsulfonyl, methylsulfinyl, butylamine, propylamine,
ethylamine, cycloheptyl, hydroxyethyl, hydroxypropyl, indanyl, or ethoxyethyl,

all of which are optionally substituted by one or more, same or different
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4-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth

oxy- phenoxy}-butyric acid ethyl ester (conpound 142),
w@2d08/05~0 chl or o- pyri di n-4-yl)-1-[3, 4- di net hoxpeEpK4e0mm00564

t hyl - benzyl oxy) - phenyl ] - et hggrone (conmpound 143),

| -[2-(3-Chl oro-benzyl oxy) - 3, 4- di met hoxy- phenyl]-2-(3,5

-di chl oro-pyridin-4-yl)- ethanone (conpound 144),

substify éntBiseletted frgpymRsd bnRérepresdnt§ Bydrrodeneotm fluoPe,(@vgria, or
o&naxy- propoxy) - phenyl ] - et hanone (conpound 145),

P3| 5-Di chl or o- pyrldln 4-y1)-1-{3, 4-di met hoxy-2-[ 2- (4

- met hoxy- phenyl ) - 2- oxo- et hoxy] - phenyl } - et hanone

1R @F%B?g%é%fsmgotﬁoén 1SS ByPSeding foims whsreln R,
repxyseuhs mogthybtethyl} prapyhznsiyk pheeyl( cothprrond, etfoxy, methoxy,
a ){é&%}% Iggtrﬁ)e?h%fﬂ{lloh %lé)ﬁ(? a;ﬁ‘ht}‘n% éo?r%%é%ll 1%-g§7c9<'y5‘§%'3nyl
plerp®x%, Bortopoxy- NH-i diethylagiine, |pyr@lidingi, maetpbeling, ( naph

s Py Ry R ERhepesF RABORL CRRROIRHIE |
thmyvegthehy!ir)\erétymloneft(r@omewrm@vl,lgxbs)l piperidinyl, acetyl
tHI%{ff?& ?Qv%ﬁéwyﬂe&"%’ﬂyh@h %r@bﬂ@om&%uﬁgﬂaﬂa g@ ohd.opribre,

Q? hanone npoun
s@n¢ @r e(rsntssqbis@me@nt%seﬁyfﬁtueéuffpm ¢)Qra%aéﬁ9we]se'2t53wdirmm 0X0,

X h (conmpound 152),
c@égbz%?%?ﬂ%%énpoh%ﬁgﬁﬁwﬂﬁsﬁv] 3. 4 i met hoxy- pheny

}-2-(3,5-dichloropyridin- 4-yl)-ethanone (conpound

12—5§)compound accordlng to any one of the precedlng claims wherein Rg
2- (3, 5- | or o- p{ din-4-yl)-1-[2-(2-ethyl -but oxy) - 3,
reprenanks HW)QQSHeW hvl ogetfaflone ( compound
154) 2-(3,5-Dichloro-pyridin-4-yl)-I1-[2-(2- hydroxy eth

- 3, 4- di net hox henyl ] - et hanone oun 55
13 compound accordln% t% anyyorle of the precedlrgg claims w ereln 10

represents hydrogen, oxo, methyl, hydroxy, fluoro, cyano, chloro, or methoxy.

14. A compound according to any one of the preceding claims wherein
R; represents —CH,-C(O)NH-R;;, —CH,-C(0)-heterocycloalkyl, -CH,CH,-phenyi-
Rg, or -CH,-phenyl-Rg.

15. A compound according to any one of the preceding claims wherein R; and/or
R; represents —CH,COOH, methyl, hydrogen, allyl, ethyl, tert-
butoxycarbonylmethyl, difluoromethyl, 3-methyl-5-methylisoxazole, 2-methoxy-
ethane, 2-butyne, 2-methyl-2-butene, 2-phenylethane, benzyl, 2-methyl-1,3-
benzoxazole, 4-methyl-2-methylthiazole, 2-methyl-5-cyclopropyl-
[1,3,4]thiadiazole, 3-methyl-[1,2,4]oxadiazole, ethyl acetate, (4-
chlorophenyl)ethane, 5-chloro-2-methyl-thiophene, phenoxyethane, (4-
methylphenyl)ethane, 3-phenylpropane, (3-methoxyphenyl)ethane, (4-
methoxyphenyl)ethane, (3-bromophenyl)ethane, (2-methoxyphenyl)ethane, (4-
fluorophenyl)ethane, (2-fluorophenyl)ethane, (3,4-dimethoxyphenyl)ethane,

benzyl acetate, isopropyl acetate, 3-methyl benzoic acid methyl ester, 3-methyl-
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4-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth
oxy- phenoxynet hyl } - benzoi c acid nethyl ester

wo cansporwsgd 156) PCT/DK2007/000564
2-(3,5-Dichloro-pyridin-4-ylg7!-[3, 4-di net hoxy- 2- (2-na
pht hal en- 2-yl - 2- oxoet hoxy) - phenyl ] - et hanone (conpound
157),

bia68, b-Haixgh|bot-a-erye,i pinb-14enyd, ) -prd A, [ 2-b0RYy] 52 -t ety h propape,

o IR sbisf et Lestbh % Hletnyhokndl 13- 098 BERAY! droSEAHRAREe, 1-
(@n(zeish&eyDbbmw)r-etWDneu #rrdethly ) béndoBjtdiledi 2ratehiop ynaphiizalexe, 1-
D N e R e A e P B T s
2ty butanet hbygroliesthbie, demﬁhmlrimr(zo@rqmwmtme@)ster 1-
nggrgﬁﬂgagﬁgph%goﬂ yrs el {hn Edy- bRd !e%nértdh%w-,g-%wmxone
4-Zw©89-5eﬁxsdh26h@rwenayln5¢rn§Juc)rome{ttayl»abmzwbtﬂwxfwazor(nsthqu-
bélrggyOsr-ﬂuatohy-'tah&%mewlser&m%qyki-h%tnweﬁemp-mﬂe, 1-
(224(ct?u%§trmlﬂhleovla =gthanatien 44chjorp-berjzgl, 2-diflverarogtnozgy (tengyl, 4-
.s%@wr BERLMOXYRERZ¥L PV rontaPM b, NRB TR e ARG
benzyB Hrmiteyirkargy by gt Depryl, pent2ene; Gumeb-2-methyio

qlz.ggﬁ{pég?ncmsrbzyé%y)s Shéthofl-BBARRXY-rRASBY beRiN 2[HeR oro-

plrenyd)-sthenehb onethyl hexane. stlpylicyelohgxaneingptangig agid pthyl gster,
(p(HB&WthQQSJBHZEn@ ac@l‘é?n@l'éhﬁxéf}]ylpﬂ&ﬂﬁbﬁe £53b&BREE2-propyl-

ound
lsgmegﬁsllg @Iﬁn@rl& peihyhpeetamide, methyl-ryclopronag il enpn®-v!-
b&nyle)quz%er@Mbewh =ehef etKHHBRt NenatheeBiHanee bienofir,

q(ogf;gg (oo BASERNET-5 3% )2hanens, A PRRAASEIRIGE] 1o mesplolin-
lc€hE rIne; RYph&HyNadetside o MaatBREN( sHENYPUBStakfide,, N-(3-
GG H R i
Niﬁﬁ)ropyl acetamide, N-butyl-acetamide, N-cyclopentyl-acetamide, N-(3-
msg%zf I:élty% chLoro. zlékgln@rﬁpﬁwo}{(y benzgf% (cetalmsl%gr ﬁpé’z Z%E yl'!yl-
propyl)-acetamide, N- cyclohexyl -acetamide, N-(3-methoxy-benzyl)-acetamide,
N-cycloheptyl- acetamide, N-(2-methoxy-benzyl)-acetamide, N-
cyclohexylmethyl-acetamide, N-(2-hydroxy-ethyl)-acetamide, N-(1-phenyl-
ethyl)-acetamide, N-(3-hydroxy-propyl)-acetamide, N-(2-methoxy-ethyl)-
acetamide, N-(2-dimethylamino-ethyl)-acetamide, N-(3-dimethylamino-propyl)-
acetamide, N-(1-phenyl-ethyl)-acetamide, N-(3-isopropoxy-propyl)-acetamide,
N-furan-2-ylmethyl-acetamide, N-pyridin-2-ylmethyl-acetamide, N-pyridin-3-
ylmethyl-acetamide, N-(2-phenoxy-ethyl)-acetamide, N-pyridin-4-ylmethyl-
acetamide, N-(4-ethyl-benzyl)-acetamide, N-(3,5-difluoro-benzyl)-acetamide, N-
(2,3-difluoro-benzyl)-acetamide, N-(2-pyridin-2-yl-ethyl)-acetamide, N-(2-
methyl-benzyl)-acetamide, N-(3-fluoro-benzyl)-acetamide, N-(3-methyl-benzyl)-
acetamide, N-(4-methyl-benzyl)-acetamide, N-phenethyl-acetamide, N-(2-
pyridin-4-yl-ethyl)-acetamide, N-(3-phenyl-propyl)-acetamide, N-(2-chloro-
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et hanone (conpound 169),

2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-fluoro-6-trifluo
wo oowsiimabs benzyl oxy) - 3, 4- dinethoxy phenyl j - et PEIYDR007/000564

(conpound 170),

2-(3,5-Di chl oro-pyridin-4- yI)-I-[2 (2, 3-difluoro-4-net

hyl - benzyl oxy) - 3, 4- di net hoxy- phenyl ] - et hanone
bérayhipaestaimide, N-(2-piperidin-1-yl-ethyl)-acetamide, N-(3-chloro- benzyl)-

o PO FARL S ML e ol ety >
acté ®jde, DI-Cpyridinpy il ety -agétpriidé, 342 diymest lldmty sQ-e(tBYIh'e
alghligi S Y3 A TaBASTRAY) SIpRRABE, (FOIROUNr by p-pheny -
ethyBradetarpideh €8)-N) (2-by thaprie phemrmsbyld-atg@mide, N-thiophen-2-
TR O Bl SRRt (e

hyidtexy-indan-1-yl)- acetamlde, N- cycloheptylmethyl acetamlde N-[2-(2-

hy%{);n-(e%hcgy Oétﬂélﬁ’%%ﬁﬁgn‘ﬁéé{) N3(44d.méﬂﬁ$lg%¥o Bbﬁﬁ)\lbletgnﬁ@e 5

| oro - et hanone npoun
C\BZIC(F@nsaFDlC(thlochPYﬂW?tWLrPW"y| ythanpgaqetmq@ h@'S@lJ ES(egk

me %&%&ﬁ%ﬂuexy)a &bﬁaw.d.n%y@@@\@ﬁe(epapﬁawetﬂaz.?a G-
2- ,o-Dc I met hoxy- 2-

Jetbanes %P%ﬁ}/)sﬂeﬁ;i (4 é@né@m&ée)@éf@m lﬁﬂdﬂqtm)sulf yi
&-ery)'e%@ar{eg (%ewrsnhsnyntahe%r)emdnes14prfynvﬁbrw@sepaemgny,_

di'chl or opyridin- 4-yl) hanone " ( conpound
propgpe or 1-methyli-2-phenyl-ethane.

2- (3 5-Dichl oro-pyridin-4-yl)-I-[3, 4-di net hoxy-2-(5-ne

t | - hexyl oxy) - phenyl ] - et hanone (conpound 180)
{1 gopoune PeFding- erafyxene o, t@ﬂdarﬁ%qdmy'aﬁnéﬁfyhﬂe@ Re3,

gwgggﬁiﬁﬁghﬂyrldln 4- yl)-ethanone (conpound 181),
2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth

OoXy- phenoxy} pent anoi c acid ethyl ester (conpound
1188 ompound according to claim 16, wherein R;; represents alkyl, cycloalkyl,

h%i%%%\éﬂ @%gg@,quorgmaogg;ﬁygrbonylam| aWI c))(tywrelch go!)tlona ly’
substituted: with one or more same or different substituents selected from alkyl,
cycloalkyl, alkoxy, heterocycloalkyl, heteroaryl, aryloxy, amino, hydroxy,
halogen, oxy, all of which is optionally substituted with oxo or hydroxyl, or Ry,

represents hydrogen.

18. A compound according to any one of the preceding claims with a molecular

weight below 800 Dalton.

19. A compound according to claim 1 selected from
2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hydroxy-3,4-dimethoxy-phenyl)-ethanone
(compound 101),
2-(3,5-Dichloro-pyridin-4-yl)-1-(3-hydroxy-2,4-dimethoxy-phenyl)-ethanone
(compound 102),
1-(2-Allyloxy-3-hydroxy-4-methoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-

ethanone (compound 103),
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w@0spmanpxy} - acet am de (conpound 184),

yl ) - et hanone (conpound 183),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth
PCT/DK2007/000564
2-(2-{6-[2-(3, 5-Di chl oro- pygjgli n-4-yl)-acetyl]-2, 3-di m
eth?xy phenoxy}-ethyl)- isoindole-I, 3-dione (conpound
185

22(3£5'ioic611<£r3 kydidin-Bi- gl 1003 pIEthdkp-44 methoxae pheryl - 8thandhen

phenoxy} propyl)- isoindol e-I, 3-di one (conpound
(CPS’EBm}/ B[ 2-(3,5-Di chl oro-py i d|n4y|) -acetyl

{i:i ggrtiﬂauﬂbﬂmdﬁw ety g -{ DH(BES-dichics etpmidtie 4 (yd papetyes-
mf-tfc%*fysi?*ﬁwvb'ra&ﬁ@??‘&iH‘?EtAP%VB ester LCouRRBN- %! di net hox
1x2rﬂ¢awhl)y|©twanﬁemo&¢cpmnw)dz (3,5-dichloro-pyridin-4-yl)-ethanone

188 cl opr opyl net hoxy- 2
Qﬂ ﬁ%ﬁz phenyl ) -2-(3, 5-di chl oro-pyridin-4-yl) -
1€(12I;TBqudlﬂ(10mmahnxiy-318|9|)ethoxy-phenyl)-2-(3,5-dichloro—pyridin-4-y|)-

l.-(2-Allyl oxy-3-but - 3- enyl oxy- 4- met hoxy- phenyl )-2-(3,5
eﬁﬁ%8ﬂ?é?%?%V¥F§} Y4-yl)-" et hanone (conpound 19%), (
24(3(53—D&I1_1@r3 mymidioxyyl2-14F3)# rditnlethoxyplré hyrhthl-{s®x8zali Thi o
ro-pyndi n- nd 191),
y'fle(tgé,!)éygtf V‘Qrgthaﬁ{’ﬁe& qﬁpé%%%Z 4- di met hoxy- 3- pr opo
2x(; pivéahyorp- mﬁrlﬂndﬂ‘ﬁ)-(leb?rmﬂim@tl']@@)z (2-methoxy-ethoxy)-phenyl]-

| 5\d th h )-2-(3,5-dichl
ha&§n§}&¥f§ cﬁ hgn?cogggugdeggsg ( i chl or o- py

1Q(z(&;tszantvmxwﬂwpymemqwﬁfpmn)yl) 2{(2, Sttdd:hlmemyklshre4(\d) me
)- phenyl ] -ethanone (conpound 194

%‘IE%' g%gmﬁ?l‘g{%“pp(hdln 4-y 1)-1- (comp a

2{(3:% chtty@hoopwtdemﬁoydyjl- £3.4- @WWX&(ﬁﬁéﬁmﬂ-bUbﬂhﬁ?W)-

pé&i@] Hﬁfmﬁ?g%gp o%T%%%l )-1-(2, 4-di net hoxy- 3- phene

2t(3y3 -®ishlprieepyyidin- 4etlbrénb3né % mﬁlwwné“pbgaythyloxy phenyl)-

eEhaQﬁn@%&&M‘a?ﬁﬁ'ﬁﬁb,d' met hoxy- phenyl ) - 2- (3, 5-di chl oro-p
- et

anone
4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone

1 (2 Benzyloxy
(compound 113),
1-(2-Allyloxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-ethanone
(compound 114),
1-[2-(Benzooxazol-2-ylmethoxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-
pyridin-4-yl)-ethanone (compound 115),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-methyl-thiazol-4-
ylmethoxy)-phenyl]-ethanone (compound 116),
1-[2-(5-Cyclopropyl-[1,3,4]thiadiazol-2-ylmethoxy)-3,4-dimethoxy-phenyl]-2-
(3,5-dichloro-pyridin-4-yl)-ethanone (compound 117),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-([1,2,4]oxadiazol-3-
ylmethoxy)-phenyl]-ethanone (compound 118),
{6-[2-(3,5-Dichloro-pyridin-4-yi)-acetyl]-2,3-dimethoxy-phenoxy }-acetic acid
ethyl ester (compound 119),
1-{2-[2-(4-Chloro-phenyl)-ethoxy]-3,4-dimethoxy-phenyl}-2-(3,5-dichloro-
pyridin-4-yl)-ethanone (compound 120),
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(conpound 197),

2-(3,5-Dichloro-pyridin-4-yl)-1-(2,4-di met hoxy- 3- pent -
w@2@8ytTany - phenyl ) - et hanone (conpound 198), PCT/DK2007/000564

2-(3,5-Dichloro-pyridin-4-y])y!|-[2,4-di net hoxy-3-(2-ne

t hoxy- et hoxy) - phenyl ] - et hanone (conpound 199),

| - (3-But-2-ynyl oxy- 2, 4-di net hoxy- phenyl )-2-(3,5-dichlo
1i[e- (Isya:rhldmtmowémzeﬂIg@ﬂmq)(mmpaamxaqmcanyl]-2-(3,5-dich|oro-

oro-pyridin 2, 4- di met hoxy- 3- pr op-

AU BHEIR FOMECHER AL compound 201y o T P
2-23(53D&~h[3r6¥ﬂy®rdm pwlbdi—[n} 4-dyrhytHoxly 2 -42-dheablnorethdXy §-pheryl]-
et%a%yf’?é/ roI i din n 12%' et hoxy) - phenyl ] - et hanone (conpound

compoun

248 Bediylorad-dyvidirz4(\3)-3- 8, ¢-hliroethopy r1-(2 1p-tblyl dthax et pihdnyp] -
3-di thox xy}- acetam de (conpound 203),

et’z"at‘%"% ﬁh%ru di n-4-yl)-1-[3, 4-di met hoxy- 2- (2- o
24(825@D|dh+o¢eyiy-rm+n}ﬁe;d]-Ilebaﬁ-dirphmmyV]Z--éfB-hD@BOVlleP'(OOONDbDhﬂhyl]'
e%-a?%r)? éc-o(%’?qo“-nﬂi 1(:2hLI)br o-pyridin-4-yl)-acetyl]-2,3-dineth
243 )b~ bl gy MirpheyljHlath dadimeth ol dtiIdmethoxy-phenyl)-

I din-4-yl)-acetyl]-2,3-d
et%g;% éhénq/ Lé%ﬁ%%%%eﬁcsm ﬁﬂﬁ’d IQ%Igjphen | -acet am de
2-((agﬁa‘p(nhlm‘omyjm -4-y)-1-{3, 4 -dimethoxy- 2 [2-(4-methoxy-phenyl)-

I yl)-acetyl]-2,3-dimeth
e%?%%hﬁe%%t%@eq 8@@851‘19%5”& hyl - but yl ; acet am de
1({@olp trBorrOMhenyl)- ethoxy] 3 4- dlmethoxy phenyl}-2-(3,5-dichloro-

4 I tyl]-2,3-dinmeth
PR I Sl R PURL 2 Lommound 208) |

2-23{5%6D[chlqre; IB’Ilgllf!rHI'Id 4- {ﬁ/ﬂrdjmfiﬂmvr; [ad@tme}h%ysp%ﬁw&h

r I de (conpound 209
etﬂéyﬁfsﬁé}g}qgﬂ%@ﬁ @Qaé]l 8?1?%?%5:%;“ dl( n- Zp | )-acet §/| 1-2,

243ch- thmngpwgnéxx)}-l é%é@émfwr?tp@ﬁﬁb'arﬂﬁh%ﬁﬁ 4-dimethoxy-
pﬂ\én%;;gmwl(cgm{,@u,g@lﬁ@ 5-di chl oro-pyri di n-4-yl)-acet
2)23 5- chhlocli':)r:)e;/tnd?ri%pyltql)eqo{zy)][z (2-fluoro-phenyl)-ethoxy]-3,4-dimethoxy-
phenyl}-ethanone (compound 130),
2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-(3,4-dimethoxy-phenyl)-ethoxy}-3,4-
dimethoxy-phenyl}-ethanone (compound 131),
{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-acetic acid
benzyl ester (compound 132),
{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-acetic acid
isopropyl ester (compound 133),
3-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxymethyl}-
benzoic acid methyl ester (compound 134),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-methyl-butoxy)-phenyl]-
ethanone (compound 135),
2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hexyloxy-3,4-dimethoxy-phenyl)-ethanone
(compound 136),
1-(2-But-3-enyloxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-

ethanone (compound 137),
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acet am de (conpound 211),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth
wozysphewoxy} - N- (3- nethyl -butyl)-acet am de (cPOPDOKIEH7/000564
212), 2-{6-[2-(3,5-Dichloroypyridin-4-yl) -acetyl
]-2, 3-di net hoxy- phenoxy} - N- (4-
nmet hoxy- benzyl ) - acet am de (conpound 213),
2 23{ B Dichdrd; fyridirchl gl -a- (84 i dlinetHbxyl 2-peatdtgryloxy-phenyl)-

i met hox enoxy}-N-(2, 2-
Qﬂaﬂe?‘ﬁg © Od“wy#g;(:et am de (conpound 214),
2 NBGOli vl ypyridhi{-8- ¥12-1(¢ B, 8-diinetH axy e2 -pyopaky pphenyl))-ethaebye

| 1-2, 3-dinet hoxyphenoxy}- acetan de (conmpound 215),
(‘f]-"l%i”[”ﬂfj‘(%‘fs- Di chl or o- pyri di n-4-yl)-acetyl]-2, 3-di meth

1f:()itquIbﬁqu—]dirhlet(r{aaxyrp&telmwyz-l@ﬁz@tl)Ioanevadﬁhdfby()eewpoqm

6

et'%'_a 2)"c\:‘f' S%Oénp‘f%n-dzl-‘toéi [ 2-(3,5-dichloro-pyridin-4-yl)-acet
2y(B]5-RjcH atb rpiridinegpyi p116 (@ jsobatoxty advit etimetiioqyopimeh yPt gbhanone
OUL% 1(431 5-Dichl oro-pyridin-4-yl)-acetyl]-2,3-dimeth

(Con{'f phenoxy} N- (2- net hoxy-benzyl)-acetam de (corrpound
4X¥8)2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy } -butyric

ayagﬂl%]g%%é%w%%%igh[ 2-(3,5-dichloro-pyridin-4-yl)

enoxy}- acetam de (conpound
22393 Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(4-methyl-benzyloxy)-

31(13?5 1y i din-4-yl)-acetyl]-2,3-dineth
ﬂhego y Zﬁn?'gglﬂtyd‘%)xy et hyl ) - acet am de fconpound
12[2 -Chloro-benzyloxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin-4- -yD)-

et(h@wﬂge gjn{,gmﬂn% ?4@ chl oro-pyridin-4-yl)-acetyl]-2, 3-di

oxy- phenox phenyl - et hyl)-acetam de
2((@&@@@@022/1 in-4- yI) 1 -[3,4- dlmethoxy- -(3-phenoxy-propoxy)-phenyl]-

et%a{@né &%&ngggoro pyridin-4-yl)-acetyl]-2,3-dimeth
oXxYy- noxy hydr oxy- propyl ) - acet am de (corrpound
2455 thh{%otpz/r\d@ B0 Anf SAOTTRE R N2 425y ety phenil d-

ow%mbgﬁpﬁeﬁﬁ X3thaMbre (coridupyyrash hy! ) - acet ani de

216{5?@5(@%'05? “enTrigined pikPertilz2 Jrgmatheyranencsy ek b
béﬁ%hfth%ng.&béf?ohlnéa-ﬂ gi met hyl am no- et hyl ) - acet am de

( Coajgilﬁj gIDlgh@rqj-pmgélHb&)yl)pﬁﬁbliyigwrﬁwgtfp&y-p%enoxy%e):hyl}-
benzonitrile (compound 148),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(naphthalen-2-ylmethoxy)-
phenyl]-ethanone (compound 149),
2-(3,5-Dichloro-pyridin-4-yl)-1-(3,4-dimethoxy-2-pentyloxy-phenyl)-ethanone
(compound 150),
1-(2-Cyclohexylmethoxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
ethanone (compound 151),
3-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxymethyl}-
benzonitrile (compound 152),
1-{2-[2-(4-Chloro-phenoxy)-ethoxy]-3,4-dimethoxy-phenyl}-2-(3,5-dichloro-
pyridin-4-yl)-ethanone (compound 153),
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-ethyl-butoxy)-3,4-dimethoxy-phenyl]-

ethanone (compound 154),
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di met hyl am no- propyl ) -acetam de (conmpound 225),

(S)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-d
\Voemhmxymphenoxy}-N-(lphenyl- et hyl ) - acet am depPCT/DK2007/000564

(conpound 226),

2-{6-[2-(3,5-Di chl oro- pyr|d|n 4-yl)-acetyl]-2,3-dineth

oxy- phenoxy}-N-(3- isopropoxy-propyl)- acetan1de

2(((3§H6‘l-'mihlﬂk§1'o2gﬂ/7')din-4-yl)—1-[2-(2-hydroxy-ethoxy)-3,4-dimethoxy-pheny|]-
-{6-[2-(3,5-D oro-pyridin-4-yl)-acetyl]-2,3-dineth
e%?b9ﬁ%iﬂéﬁeﬁq*if§ban-2- yl met hyl - acet ani de (conpound
4X28)2-(3,5-Dichloro- pyr|d|n -4- yI) acetyl]-2,3-dimethoxy-phenoxymethyl}-
[ 4-yl)-acetyl]-2,3-dimeth
b%'%{? cp%%ﬂ%@‘iﬁyll\?%?r c8 d31§r¢%‘t hyl - acet ani de ( conpound
243%B-Pichloro-pyridin-4-yl)-1- [3 4-dimethoxy-2-(2-naphthalen-2-yl-2-oxo-
Di chI 4-yl)-acetyl]-2,3-dineth
%f%ybhéﬁﬁﬁbfﬂqiquF 8?mBg%n€P§e hyI acet am de (compound
243(p-Pichloro-pyridin- 4 yl) 1-{2- [2 (2 5-dimethoxy-phenyl)-2-oxo-ethoxy]-
3 0 lchyacetyl]-2,3-dinmeth
é&é "?J‘lnteﬂ%&;?few % rhoen% c)? Héfﬁs{g&’et am de (conpound
24319-Dichloro-pyridin-4- yI) 1-[3,4- dlmethoxy 2-(2-oxo-2-p-tolyl-ethoxy)-
- rldin 4-yl)-acetyl]-2,3-dineth
p%yﬁgk éﬁ%ﬁh?(§é£€&ﬂgpl 4-yl met hyl - acet am de (conpound
24325-Dichloro-pyridin-4-yl)-1-[2-(4-fluoro-benzyloxy)-3,4-dimethoxy-phenyl]-

e&aﬁgnﬁi ?/%ﬂ%%)oro pyridin-4-yl)-acetyl]-2,3-dineth

et hyl - benzyl ) - acet am de (conpound
22{333 _chhloro pyridin-4-yl)-1-[2-(2-fluoro-benzyloxy)-3,4-dimethoxy-phenyl]-

el%aggn cc‘n%ﬁﬁ.urﬁfﬁ)oro pyridin-4-yl)-acetyl]-2,3-dineth

oxy- phenox 5- difl uoro- benz%/I) acet am de
2((6mmom)dm -4-y)-1-[3,4-dimethoxy-2-(3-trifluoromethyl-benzyloxy)-

ﬂ%&aa%ng(&rﬁgwoo 1§y i din-4-yl)-acetyl]-2, 3-dinmeth

enox 3~ di Ff uor o- benzyl ) - acet ami de
2((§&rpdﬁ§\lm'ozggpm -4-yl)-1-[3,4-dimethoxy-2-(3-trifluoromethoxy-

bgnz{yﬁ)x[yg ﬂ%n?ﬂgtﬁm&{eo(‘cgmdo@hﬂ'ﬂ%y' )-acetyl]-2,3-dinmeth

- phénoxy>-'N- di n-2-yl - et hly ) - acet ani de
2((@ oggg)dln 4 yI [2 (3- quoro 5-trifluoromethyl- benzyloxy) -3,4-

di#ndthoxy?phén ]Jatmo%%wf)bdhméat I)-acetyl]-2,3-dineth
22(375- t|]cehr|1<§)r)<§ypyrld|n 4'y|3m1t? 4 (sjl?nnezt?{oxy %c[%t (azmmde%hchcyogﬁgnuyrp)dz-
0%0- éﬁwdx%j(p’ﬁeﬁyl%&hb%& Roighund4red)) - acetyl ] - 2, 3-di met h
22@8’5 %lc(?'\rllgr)é pyr|d|n -4-yi)- 1u{(:)2r (E_Zb(%nétz)éllr%ét%%e pﬂg}\ﬂ?z gxoo t %99] 3,4-
dimethoxy-phenyl}-ethanone (compound 166),
1-[2-(4-Chloro-benzyloxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin-4-yl)-
ethanone (compound 167),
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-difluoromethoxy-benzyloxy)-3,4-
dimethoxy-phenyl]-ethanone (compound 168),
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(4-isopropyl-benzyloxy)-3,4-dimethoxy -
phenyl]-ethanone (compound 169),
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-fluoro-6-trifluoromethyl-benzyloxy)-3,4-
dimethoxy-phenyl]-ethanone (compound 170),
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2,3-difluoro-4-methyl-benzyloxy)-3,4-
dimethoxy-phenyl]-ethanone (compound 171),



10

15

20

25

30

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dinmeth
oxy- phenoxy}-N-(3- nethyl-benzyl)-acetam de (conpound
WA 3BB/02H0H6- [ 2- (3, 5- Di chl or o- pyri di n-4-yl) - acet p¢T/PR2®7000564
i met hoxy- phenoxy}-N-(4- nmet -benzyl)-acetam de
(conpound 240),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dineth
ZQBWDMMKydwiWPGhPﬁ9hy[3 4&%@&&1?@?2)-(2011@?!?63&?{1%)”)- ]
chl o ridin-4-yl)-acetyl]-2, 3-di net
p%?égbhéﬁ899ﬁ($$ T£}£%rn-4-yl-ethyl)-acetanide
2{(emypuitto ZA2)din-4-yl)-1-[3,4-dimethoxy-2-(3-methyl-benzyloxy)-

Di chl or ridin-4-yl)-acetyl]-2,3-dineth
p%?é£b%§ﬁé?9§($$T@P %ﬁ%ﬁér propyl ) - acet ani de (conmpound
Z-ZQS-chhloro pyridin-4-yl)-1-(3,4-dimethoxy-2-pent-2-enyloxy-phenyl)-

Ioro b%n ) 2-{6-[2-(3,5-dichloro-pyridin-4-yl
e§m 82& ﬁmB?%? nathoxyphenoxy}- acet am de (compound
22{8;5)—D|chloro pyr|d|n -4-y)-1-[3,4- dlmethoxy 2-(2-methyl-quinolin-6-

ylme{tr?m{é Oxy}?l]%t%ghg er| qi_,lg 47ﬁy5l) acetyl]-2, 3-di neth

oxXy-p et hyl ) - acet am de
1{[2e(2pChinthb-B4Bdyloxy)-3, 4 d|methoxy phenyl]-2-(3,5-dichloro-pyridin-4-y|)—
nzyldy) - 2-{6-[ 2- (3, 5-di chl or o- pyri di n-4-yl
#*Sgn%?<f5§u§% 1Z%rlﬁa?fhoxyphenoxy}- acet am de (conpound
2Z3)rPichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-methoxy-benzyloxy)-

I idin-4-yl)-acetyl]-2,3-dineth
m§§§® ﬁéﬁé§n€ ﬁkﬁﬁoghglgzgl|n-4-yl-ethyl)-acetanide
2{(8Srrpmhiato 2yTidin-4-yl)-1-[3,4- -dimethoxy-2-(4-methoxy-benzyloxy)-

pﬁ\é,{gﬁgp, 5@ ggdgﬁggg 214 [ 2- (3, 5-di chl or o- pyri di n- 4yl

oxy henoxy}- acetamni de (conpound

14 Z&SDZ (3_> Brpﬂlf(esiyé @h@h\f]o&é @mﬁtmw rbeny)l} 2a(:335yd'Ch|0f°‘
p\lrud?n%l gll)S : h - acet am de ound 249
213{560[021% wnrgvrarﬁﬂd) 3 ﬁc%mdamth@xyrép (5apethy|-hexyloxy)-phenyl]-
ethakore fidMRs iy d) enoxy} N-(2-
rrolrdin-1-yl-et acet am de ound 250)
1{5((2 M@ﬁxahﬁmaﬁ}ﬂmewxy?h@eva%(%ﬁr@ﬁ'aﬂomzpva‘ﬁlﬁ =4~
yleYhanore t-_b! oanéﬂis@l) nmet hoxy- phenoxy} - acet ani de

5By Lo 35 bishioks 5y eriont aoass¥il G F-dimethoxygeheory - peninoic

ad‘i@%ﬂﬁﬂ)ésféh?ﬂ&%bbu% QQZ

henyl - et h - acet ani de onpoun
-[¥ (3- BenzonF>)<y propoxy) .)5(4 -dimethoxy-ph ergy?] np

3,5- dlC%?OI')O pyridin-4-
yl)-ethanone (compound 183),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-acetamide
(compound 184),
2-(2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-ethyl)-
isoindole-1,3-dione (compound 185),
2-(3-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-propyl)-
isoindole-1,3-dione (compound 186),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-methyl-
acetamide (compound 187),
2-(3,5-Dichloro-pyridin-4-yl)-1-(3-ethoxy-2,4-dimethoxy-phenyl)-ethanone
(compound 188),
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(S)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-di
nmet hoxy- phenoxy} - N- ( 2-

whyasoxmeL- phenyl - et hyl ) - acet am de (conpound 25(31)/1)1(2007/000564

2-{6-[2-(3,5-D chl oro- pyrld;l{144 yl)-acetyl]-2,3-dinmeth
oxy- phenoxy} - Nt hi ophen- 2-yl net hyl -acet am de (conpound
254) ,

123{6ydicbr 6By rdth ®y- 2 /40 dipysth ek pRe iy )-2a@E s didhiGro3pytidieidayl) -

efg‘%ﬁgﬁ&%ﬁfmg 552 propyl ] -acetam de (conpound 255),

1{(2RIy2oxly63{bt (B ehy Bkl @lethaXy F pretingt)42 4 B )5-aicRloyd Jpy2idr-d-y1)-
i, met hoz%dﬁgoeunn%xygo)l\l-(z hydr oxy-i ndan-1-yl)-acet am de

theBRRd

1253&7@3-@]&910&?3}43&mgtﬂqxly—;ﬁﬁe{rﬁy’r)E2—((3;5-B'rcdio¢dﬂ-|p®rid'rrpyfyil):}i n
-4- -acet - - di met hoxyphenoxy}- acet am de

e HEDR (R 1955

2Z3{$Dich-lc(r8 dyridircabyg)-a- (4 idiinetbxyt J-pacretxy F phehy 8- elihaad he
X }-N-[2-(2- hydroxy-ethoxy)-ethyl]-acetam de

Syt -

17 ZB{/H W3y € 3,,45d|B|€¢hd>)0[—thwl)-di-(rB~, 8~djdh)eracmtridin-42y|3-etihanzirie

h }-N-(4- dinmethyl am no-butyl)-acetan de
(PrEdga Y Hs0)
24(3(530@1d1ir0ﬂ13/mtdj41-éx&31)-2-[Wdfduﬁytlmxwet-hmet}bhﬁnwtﬂ%(yb,)@)'
-di.chloro-pyri dj et hanone (conpound 260),
p?eﬂy@j@gﬁgﬁ%%@'{ng do%f2 2- hydr oxy- 4- met hoxy- phenyl ) - 2-
24(3, HaD@hhmeﬁnymW-Hdvlhl B-y2-hydiaxarethexy)ec difpdiorathogtphenyl]-
cdaur i di n-4-yl)-1-(3-ethoxy-2-hydroxy-4-
Gt%aﬁ"c')‘é)?ycta n@{d)ol%t hanone (conmpound 262),
243 (B3PEhdirotpysidin-gyy!) di (2, 4-dpnpthoxy 33-ehosthpy wxyenhesyl)- 2-

| )- ethanone (conpound 263),
ﬁmgﬁgﬁ%g%éﬁ ioprop [-11, 3, 41th| adi azol - 2-yl met hoxy) - 3-e
lt(ﬁmmﬁtmé;@pﬁ&gﬂy}pheny) 2-(3,5-dichloro-pyridin-4-yl)-ethanone

(c%n{p%uﬁ qlggtjl or o- pyridin-4-yl)-ethanone (conpound 264),
Z'éﬁﬁ% 3,5-Di chl oro- pyri din-4-yl) -acetél] 2- et hoxy-3-m

,!memyxgd}n-&cxéi11c(2a61ddmsmpz<yr3-@§n P qrwdﬂwoeww)

eth8Rdme (compound 1
3- Al'l yl oxy- 2- droxg?n4 met hoxyogheny -2-(3, 5-dichl

2'd|3<(:5- Bmlqrprpmdw eyl nkZadremet Xy otk eBpxy -ethoxy)- phenyl]-
ethanone (compound 199),
1-(3-But-2-ynyloxy-2,4-dimethoxy-phenyl}-2-(3,5-dichloro-pyridin-4-yl)-
ethanone (compound 200),
2-(3,5-Dichloro-pyridin-4-yl)-1-(2,4-dimethoxy-3-prop-2-ynyloxy-phenyl)-
ethanone (compound 201),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-oxo0-2-pyrrolidin-1-yl-
ethoxy)-phenyl]-ethanone (compound 202),
N-Benzyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-
acetamide (compound 203),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-morpholin-4-yl-2-oxo-
ethoxy)-phenyl]-ethanone (compound 204),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-phenyl-

acetamide (compound 205),
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2-{2-Allyl oxy-6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]
- 3- mret hoxyphenoxynet hyl } - benzonitr |e (conpound
W@ B008/077404 PCT/DK2007/000564

| - (3- Al lyl oxy- 4- net hoxy- 2- phgpet hyl oxy- phenyl ) - 2- (3, 5-
di chl oro- pyri di n-4-yl)- ethanone (conpound 268),
| -{3-Allyl oxy-2-[2-(4-fluoro-phenyl)-ethoxy]-4-nmet hoxy
zzqmpnyiz,}salﬁ'rggw&myaanhhm)eawwi]cﬁ,a-d4m¢tr)o>@t;lmmmg}-N-methyl-
0 un
N]\%E‘g%f%tim{@ feempeud 083 or o- 1 - oxy- pyri di n- 4-yl ) - ace
2;06-%2—23,3 ldicﬁwawyahemo/xybeetwqa ardishet{oqgnprainocty 2-N0) 3-

- (3, 5- 4- di met hoxy- 2
ke Mer o PSR (BRI B ing 271y
2X6(-R-63, Blhhmwyrudw4my—amtml]4 gidimletHaky[ Zhenbxi } INopoepyl-

¥%eﬁ%%% etho§¥hé%8x- di met hoxy- phenyl } - et hanone
2 Z6(-R-63,BDich oro-plyridicy 4 py)-bdkitpl] 42, §tdimet {aky4pttinosy hdky - 2
spRslsaRRRd [ Biflctina¥d gt hoxy] - phenyl} - et hanone
NZButy|- 2-{(63 [ 5 Blisc ticblowe-py tdin - pyh)i- aliaty13-2y B ydimnetipxi yrdreoryy ) -
et hanone (conpound 275),
a%ﬁ?@ﬂ%gﬁ%gﬂ%% gqﬁﬁ%hloro | -oxy-pyridin-4-yl)-acetyl]-2
N; GrothipeptyH e 6 plize (b Sydichl@ohgy ridibenylorsicetyl1-&, J-d orgrbaxidt
p'gg'%y%'aﬁec%ri"éj?écﬁw"ﬁnd 23851y -1 - 3, 4- di et hoxy- 2- 2-py
21'{]6d[ZT(lSwabtdn@w}ldlfpﬁeﬁlwwetvé'ﬂfﬂiﬁdh@etmp@“mXZYﬂ (
m‘étl% tiu@ | %céér{hd@(ﬁ&}a?é&dﬁ’ﬂi)‘j' n-4-yl)-acetyl]-2, 3-dim

Xy-phenox benzohitrile (conpound 27
2X6¢ [32-53,l5r@l¢htﬂf@4>yylﬂ|rdﬂTYJ)d:asqt)!l]’rZ F?'W@thxz}&(ﬂ)y
e t d 279
o S et @BW‘J‘“"&“B?‘E%”E i ot hoxy- 2- (2 20y
2r<j6d[%r(@,sylptcétqﬁ@wyyld'rpﬁ@ﬂmfetélﬂt?a %@e(mﬁiﬁmxz}m\j (
dlgne,(tl?i}qlsprgpzmé%’é%rﬁwe' (gbr_?npéub(dl b1ky{2-[2-(4-methanesul fin

enyl g |nethoxy phenyl } - et hanone
N(@@,Iﬁj@wh 2@5];;2 (3,5 dlchloro pyridin-4-yl)-acetyl]-2,3-dimethoxy-

phenoxy}-acetamide (compound 215),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acety!]-2,3-dimethoxy-phenoxy}-N-(3-
methoxy-benzyl)-acetamide (compound 216),
N-Cycloheptyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-
phenoxy}-acetamide (compound 217),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
methoxy-benzyl)-acetamide (compound 218),
N-Cyclohexylmethyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-
phenoxy}-acetamide (compound 219),
2-{6-[2-(3,5-Dich|oro-pyﬁdin-4-y|)-acety|]-2,3-dimethoxy-phenoxy}~N—(2—
hydroxy-ethyl)-acetamide (compound 220),
(R)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(1-
phenyl-ethyl)-acetamide (compound 221),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(3-
hydroxy-propyl)-acetamide (compound 222),



10

15

20

25

30

2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-(4-nethanesul fon
yl - phenyl) - et hoxy] - 3, 4- di net hoxy- phenyl } - et hanone
w camspound 282), PCT/DK2007/000564
2-(3,5-Dichloro-pyridin-4-yljg!l-[3, 4-di net hoxy-2- (I -
enyl - propoxy) - phenyl ] - et hanone (conpound 283),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-di met hoxy-2-(2-ph
zgwgz-gs,epvﬁ%ﬂbor@*wmd!nge-yeﬁh@elrtwnez,fsgﬂnzmmﬂwd_ "ﬁ&“‘mg}‘(ﬁ"‘z'
- - or o-pyridin-4- 5| - [ 3, 4- di met hoxy- 2- (I -me
"’teﬁ'§/c?’e-y2@tgﬁéh§ﬂe§%'f'%>$?mpBH@%)#]ai’et hanone (conpound
2X&5]2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
6- or o I tyl]-2, 3-di net hoxy-
d'ﬂ?éﬁ%‘%?}”g e@é’p?f%@é’l"iﬂ%’@‘i&{’é}@pﬁﬁd 286) .
2 X6 - [(Z,SelmBroomypyrraMym)—ac%tV')] haeiuy\g]éh?c?(,yepfmﬁmwd\kysp
RLO ,
d'f"%r%gy%%' r& pBOF%Ycﬁ? Oro- pehg (-'T ace )] -2, 3-di net hoxy- ph
(QHW}ENM@@Wbce{pandme4(y¢)oa¢mwlmf2 388pethoxy-phenoxy}-N-(1-
p%éfbﬁﬁﬁ&%‘?&g?fﬁge ?céng %r{]dﬁz@ -acetyl)-phenoxy] - N
2X-4-12-83 B diehlvosypy 6d {24 onlli-acaty = ?43yd|madmxyﬂ)hqme<mb>d‘y](31\l

ISQB{ %ylﬂ%r@ﬁox 8‘?‘3%9‘?@% an) f acet yl ) - phenoxy

Zpﬁﬁobgrl(3,§clé[caiw@{-@y('ldtmﬁmmacetyl] 2,3- dlmethoxy phenoxy}— -furan 2-
2- o di n-4-yl)-acetyl]-2,3-dinmeth
yu?\%lcm aée@arlﬁfj’ I\@ 30Ra BYB), )-acetyl] -

enoxy m de (conpound 292),
22{6{ B2 [(:zsclancblonpmyudm Hynl)-aeatyld=2, BydimethapyT PlEmoxy} ispEgdin-
I (M de (conmpound 293
zy( gnﬁ/‘é@%t}agﬂ'iﬁgr(gﬁ}{b” m %lf@h) 4- 3(/I ngcg?yl ]- 2) 3- di met hox
Zy{%h%ﬁ@:ﬁy?ml\l%@wy'ﬂabéwé}rﬁ@ﬁiyl(]c?o mﬁegh%gmrg enoxy }-N-pyridin-

3?y1rhéfr{y?~aeéfa%9r(ébrﬁwau.rm @3@) yl)-acetyl]-2, 3-dinet hoxy-
2- {66[]20)8 5- chﬁloro py?lgllent 2TI)dgcetyl]rr20gudr:r?1ethgony phenoxy}-N-(2-
phenoxy-ethyl)-acetamide (compound 231),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-pyridin-
4-ylmethyl-acetamide (compound 232),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(4-
ethyl-benzyl)-acetamide (compound 233),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(3,5-
difluoro-benzyl)-acetamide (compound 234),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2,3-
difluoro-benzyl)-acetamide (compound 235),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl}-2,3-dimethoxy-phenoxy}-N-(2-
pyridin-2-yl-ethyl)-acetamide (compound 236),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-(2-
methyl-benzyl)-acetamide (compound 237),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(3-
fluoro-benzyl)-acetamide (compound 238),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(3-
methyl-benzyl)-acetamide (compound 239),
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2-{6-[2-(2-Chl oro-pyridin-3-yl)-acetyl]-2, 3-di met hoxy-
phenoxy} - N- propyl acet am de (conpound 296),

W@E2408/03740% Met hoxy- 6- [ 2- (2- met hoxy- pyri di n- 4-y| peadRRYI7I000564
-phenoxy}-N—propyIacetanide1¥ponpound 297),
2-{6-[2-(2-Cyano-pyridin-4-yl)-acetyl]-2, 3-di net hoxy-p
henoxy} - N- propyl acet am de (conpound 298),

22(13[ B2-83 B DRh ey Bid (24 BYY-bEREI 2, 3-ditnme@endyypHerk@ R4 -

- acet
”‘Et'g‘i @@FYU%?}S%@H??(B‘S@P%“@J%%?)oro pyridin-4-yl)-1-{2-]

256 tt lSODth@h@l”Wh)jm 4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-
et hoxy nethoxgpggg}¥l} et hanone (conpound 300),

P'ﬁﬁg‘(ﬂrﬁ%kf@' GPORe i din-4-yl)-1-{2-[2-(4-fl uor
zqﬁpt@oy,lséaghlfwap}ma;m -yth- a&iti>Q) 3 ptimeyh dxyep Heoane-N- (2-
conpou , i
p’% ‘{)'3 %yl&ewﬁ-%@twﬂedg%mgoypsi 202014 ot hoxy- 3- met hoxy- 2-
ZPUEGEIB(MLIKMWMHDWMMSMWQ Zf,;iﬂfmetml@]y%nogy} I\: Ig3-
ridi ace i met hox
P ER TR BN PPt 04 .
Nz(ztcgm Ibrda bt oagy s-a F 6o (3H( BiSt- tiokipr S peridinretyhoaget pid 12z 8+ dimethoxy-
ac ster (co 506a) ,

pB?Qﬂ§¥ge #ﬁ?ﬁS%co@gﬂu@P ? oxy-bénzoic aci d nmet hyl

26}&-92—(3 Semublmmzi-p&ﬁehn)4 yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

p'H% ﬂ'“ {T&S?w)( %C&Ejgﬁgéd&%wu@)hoxy benzoic acid

Na3{t5hlpa>-b8c\5ﬂ)326{rﬂ 621ﬁ3;5yductilgm-4wyﬂ)w 4ob)-gidtyd; 3 3climethoxy-
e { de (conpound 305 d

mQ Oxﬁgggg r%dPK@Bﬁ? gg?% ang pHES|oIog|c£II3n

2d]6ebarah|5eDebtoem@yrlpmaﬁmh)ceo;ﬂtvldaa Bydimethqtyaphenoxu} the(2-

mid¥SHhes- |'é'HWi g?&aﬂﬁd?@o\ﬁ%o‘;ﬂ?‘\da A hpneof . 20. A conpound

accordin for use in
Nt(4eChlpyo- bgﬂzyl)ﬁxchﬁrf)biﬁﬁé dicbloratiprgdinod iy aestel 1 of, 3cdimiehexy -

pHenbky b Hcebiifide T cbipBLAE kg pf dermal di seases.
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]}-2,3-dimethoxy-phenoxy}-N-(2-
pyridin-3-yl-ethyl)-acetamide (compound 249),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-(2-
pyrrolidin-1-yl-ethyl)-acetamide (compound 250),
N-(2-Acetylamino-ethyl)-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-
dimethoxy-phenoxy}-acetamide (compound 251),
(R)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
hydroxy-2-phenyl-ethyl)-acetamide (compound 252),
(S)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
hydroxy-2-phenyl-ethyl)-acetamide (compound 253),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-
thiophen-2-ylmethyl-acetamide (compound 254),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-[3-(2-
oxo-pyrrolidin-1-yl)-propyl]-acetamide (compound 255),
(2R)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-(2-
hydroxy-indan-1-yl)-acetamide (compound 256),
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22. A pharmaceutical conposition conprising a conmpound
according to any one of clains 1-19 together with a

wohesateut i cal |y acceptabl e vehicl e or exci pi pot/pD&RR007/000564

pharmaceutical |y acceptable;garrier(s). 23. A
phar maceuti cal conposition according to claim 22
together with one or nore other therapeutically active

NoOyasHEpe] Methyd 4 - { G H@ - (85 8-didh| GroepyrRidmHady Ixacetyd]-a (B-tinethoxy -

for nu%a I vvh_:arei n X1 Xas 3, X and X5 independently

PRENAXY & rRCsTHRIAC {SRMBRLRT 23 or N or X3, X4 and X5

2 e Ependedichiorefpyedihd ol recety @i, 8sihimethd3ig- plognoldy ) a¥fi2-(2-
represent C and

Xi_and X2 in ndentl.y of each
hW;Pm-ﬁéﬁxyafe(@ﬁﬁ?&aﬁm%ﬁgfo%po%a%gf);d aromatic ring;
2V’{fﬁe[Ei(Bl,SRDichE;powadtrs4allkyd:etyl£}+Zsérq:metfai)dyypi}dnoxy}-N-(4-

hal pal kyl , . h (0)4 k or alky rbonyl, all of
d\%‘?tgﬁ'agﬁ%&gﬁbﬁ%ﬁg V%%E)cotm‘foulin ai{?? one or nore, sane
1€(B- @idld;mnqﬂbxy&lzblsydrbxxye-ﬂt—meﬂuixeemm]hyf)rb-rfBF54=dicb|0r<Ripyridin-4-

epy esent dro represents al kyl, cycl oal kyl,
ylé e&é‘?ﬂﬂne@ g%ggpgeny al kynyl , hal oal kyl d
1#(yd@ynkqmbkyI'netlmtye?.dwyiw)qahkeamox&'fﬂﬂewaf%rK3,5-dich|0r0-

g_ mai k?s at grl‘égr (aclo %9%&9? al kyl car bonyl oxy, or

5 Ky P 9 e o

Icha ptionally substituted
213, Sjﬁ)a:hmromyfr@hn@amrloﬁ dtfo‘X&‘fz?th'SUMS‘%'I"!QIQQX\S‘PhenY')‘

or R2 represents hydrogen or
ﬁ?ﬁb@%ﬁ%ﬁi&éﬂ% 52)°ka repr esent s al kyl . cycl oal kyl
Ze(BkieWhloroywrm-meﬂwl (Zekhprry t4-meshoxy - Rywhenethyloxy phenyl)-

rocycl oal kenyl, al kyl aryl,
LT

ary koxycar bonyl , alkylcarbonyloxy,
la{IZk@x%mR@nOPWa[ll 3df]thAmlé?-‘P'aﬁ‘é'"@?ﬁhpbﬁaﬁe}h@%étmﬁmoéu'

r5 Whﬁ)rosﬁmaupﬁ ﬂ) Rheienk (§&h§8ur‘id@@&§

Tecte from RG; or resents
{6¢2|2(3c$(©}chh@1oewm%14oal|)wﬁ ybl-2- eshaxscé xmrprensz} -acetic

aéle%ﬁﬁﬁ%&rwgh‘ﬁgﬁﬁd zelsbwl al kenyl, al kynyl, hal ogen,
0XO0 droxy, or hal oal"n‘{'ﬁ 5R5 represents

1{BrAlvigxyr-2- l"tyar%xfr metheyy-PhgnKi cietieta-RendiN4-y1)-
eg{alﬁgﬁ]é/l(corn@m ¥#dy, cycloal kyl, cycloal kenyl,

car banoyl dr ox aIk |, ary | ox alkoxycarbonyloxy,
25 Byt éoﬁ%@ S iRIRp-DUIdiBR M iarety i ypethoxy?
pREIRY REY Y1) DenzBBitriR T ONBaGHRODEY ),
1-(3-Allyloxy-4-methoxy-2-phenethyloxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-
ethanone (compound 268),
1-{3-Allyloxy-2-[2-(4-fluoro-phenyl)-ethoxy]-4-methoxy-phenyl}-2-(3,5-
dichloro-pyridin-4-yl)-ethanone (compound 269),
N-Benzyl-2-{6-[2-(3,5-dichloro-1-oxy-pyridin-4-yl)-acetyl]-2,3-dimethoxy-
phenoxy}-acetamide (compound 270),
2-(3,5-Dichloro-1-oxy-pyridin-4-yl)-1-(3,4-dimethoxy-2-phenethyloxy-phenyl)-
ethanone (compound 271),
2-(3,5-Dichloro-1-oxy-pyridin-4-yl)-1-{2-[2-(4-fluoro-phenyl)-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone (compound 272),
2-(3,5-Dichloro-1-oxy-pyridin-4-yl)-1-{3,4-dimethoxy-2-[2-(1-oxy-pyridin-4-
yl)-ethoxy]-phenyl}-ethanone (compound 274),
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al kyl t hi o, al kyl carbonyl am no, hydroxy, al kyl carbonyl,
aryl carbonyl, al kyl carbonyl oxy, or am no, all of which
wae@soptsoonal |y substituted by one or nore, SaPET/DK2007/000564
different substituents sel eg{gd fromR7;, or R5
represents hydrogen, oxo, hal ogen, cyano, or nitro; R6
represents al kylaryl, carboxy, alkyl, alkenyl,
2 Q35S -0adHi&dy1 -oxad gyyidir -4 -y ph e@- kyd rox g38c4 -aivinkgHoxy -phenyl)-

cl oal ken amoyl , hydroxyal kyl, aryl oxy,
e@%&BQﬁé%FB%%yFFQ@B "al koxycar bonyl , al koxy,
4qRkpecyad(BY3-Dichtorb; 1 -axelyedimcg-ofl - acertyljgz,3adﬁmdtrmybpimnoxy}-
| kyl t hi o. .al kyl carb m no, aryl carbonyl, hydroxy,
e@\@?%’!ﬁ’%ﬁ% &meﬁw‘gg&% nyl oxy, or amino, all of
2v(B} TDid @roeptridimaty1y-1s [ 4 tditnetrexkyb3- (3 rmey rigin -Aeyl esthexye
erent ubstl selected fromR8; or R6
ofipLeRrEn, GPERe 3205 |

0x0;’ hal ogen, cyano, or nitro;R7
4f(ep{@$2ﬂ855 @idhjdrp pa/lrldenyrl-yl)-eyeﬂydak}&ydimatywwahkwﬂ;ethyl)'

Ik I oaIkyI, al kyl t hi o,
eéé&§k§%$"§1 enjﬁ% het erocycl oal kyl , aryl,
2 gBK3HDic drormpridimet ) -dal3s#; dimeth axyy? - (t Roddyrc aridaipoxy ) -
roxy, or carboxy; all of which
pﬁg lﬁé%@gﬁé%(c@ﬂhﬂﬂ} ? eéd by one or nore, sane or
Zdﬁfﬁﬂmrosmstmﬂuyelbrﬂs[:isé’ermteeltDWrMmymrdlrUB Yethoxy)-
ogen, or oxo0; R8 represents
pﬁ%ﬁﬁféﬁﬁ%ﬁngxﬁ&ﬂ cyc ogﬁb cycl oal kenyl , al kynyl,
2 BkoRjchldrat myeldiyi4; Ylérllkfzh[ﬂr(é m&th@negullfﬂwlnylnenyl) ethoxy]-3,4-
I 0, het er ocycl oal kyl ,
dm&ﬁw &ewgreéony xmp%hh;z;mar

ary et er oar oxy

ZE(BW&cprgdpwldmﬁyﬂb-dxyéﬂgy(ﬂ mgmqmsulwmnylé-rethoxy] -3,4-
di‘?r?étnwph@h)bl}fgthMrFeh(c@ﬁﬁ)og%'2@‘2?' |y substituted by

one or nore, same or rent substituents sel ected
2f(|30'iTPPE*’(be°oFPYrF8“14e}dP‘és@1ﬂsd 'ﬁ‘f?éﬁ%@e% (1rPcile<5‘leeHr°F’8P‘Vb?Be”Y']‘

eﬁgngﬁ@qgﬁﬁggﬁupyggogen al kyl , hal oal kyl, or
H§ roxyal kyl ; Rio represents hydro en, alk

eft W'Ofﬁaw\tfgjé'h A-Warlobi; dImRERRY - 1(RWHY%BT%§§2¥P!‘€“Y']'

eManbiié (&onigbdnd 284y represents one or nore, sane or
different substituents selected from

213y U Oy BHT A Lo e R LT R Bhenyl-ethoxy)-
pRE YILbEHANbABY Fompalin285),
2-{6-[2-(6-Chloro-pyrazin-2-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide (compound 286),
2-{6-[2-(3-Bromo-pyrazin-2-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide (compound 287),
2-{6-[2-(2,6-Dichloro-phenyl)-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide (compound 288),
2-[2,3-Dimethoxy-6-(2-pyridin-4-yl-acetyl)-phenoxy]-N-propyl-acetamide
(compound 289),
2-[2,3-Dimethoxy-6-(2-quinolin-4-yl-acetyl)-phenoxy]-N-propyl-acetamide
(compound 290),
2-[2,3-Dimethoxy-6-(2-pyrazin-2-yl-acetyl)-phenoxy]-N-propyl-acetamide
(compound 291),



cyano, or alkoxy; R 2 represents al kylaryl,
aryl al kyl, carboxy, alkyl, al kenyl, al kynyl,
whadoeabiayd , cycl oal kyl, cycl oal kenyl , car banmoyPCT/DK2007/000564
hydroxyal kyl , aryl oxy, al koyggcar bonyl oxy,
al koxycar bonyl , al koxy, al koxyal kyl, aryl, a
heterocyclic ring, am nocarbonyl, alkylthio,

quskyz canale@mw;ammw Ny-deewyy- 2, 3-diretiaa boepliénoxy ¥ -N-propyl-
%ﬂ & H§1 gggégcarbonyloxy, or amno, all of which
lﬁa CORROM) tituted by one or nore, same or
24§t|6f— lfze(33BtDn&;&](ﬁ;beryulelm-S—)&)ﬁbeﬁVE]eQ,BFdjmeﬂﬁbxyepheRuﬂ(y}-N-propyl-
represents I ; With the proviso R, R2 and R3
a%%%ﬂﬁ%(ngHB nﬂé%ﬁgl;mﬁth the proviso that when R2 and
2-R%-@-co-adtdro fpyaineid an4 - yRi-acapina?, 3 abmesthidxyt plomobxy #iNbgernyl-

and maceut i.cally acceptabl e and physiologically
ac@lt%rg&ga(ircgm@&%??% hfhar maceutically acceptable salts,

2 pdirate£hldve qyiridias 2eyl) -acéty Bt 28 -divet leafy -pherdxy 3 -N-propyl-
nuf act ure of di cament for the prophyl axis,
a?%@ﬁF%é%?"@Pug Qszration of dernmal di seases or
2-d6RH-{ 2-Ghiyro aay ridiniBey | pracetiy o2 B edinet baveyo pee vy oN-propyl-
a ﬁ?ﬁgdﬁ ¢ﬁﬂﬂﬁ§ﬁhd5@%Luse according to claim24, wherein

i'sease’or condition is selected fromthe
2-dRro3Pimetwixyt6-03-(8f mptrhoixy fryridin-d¢ey xadetyhif pheney bri\-propyl-

a&ﬁ%#}#%ézgﬁgggﬁdzgg riasis, cancer, epidernal

alo C|a skln atrophy, steroid induced
256 [2-62 ICGphy‘DYSIIdII’h4a{jj)eﬁ¢@y|]]:ﬂ?éthW@mQXYa@”eﬁﬂ%y}d\*:ﬁéopyl"

a&ﬁg#ﬁg &%ﬁw bgg_gxdernatltls seboyrhelc dermatitis,

con Iti's,” urticaria, pruritis, and eczenma.
298.3- ll\lrnettmem-&afzwed@mﬁngl acety hagoxw]-MrasPpyragetaigide

gﬁ{ @ ases or conditions, or acute or chronic
“bu#gﬁéouéﬁﬁound di sor ders, the met hod coqgr|3|n

24 @rkertr Butylanmigot b 5 digeroopy ridin ey D rig {Rridni4afluproagiienyie
et‘ﬂt)xﬂa'.’;dl ém&ﬁéﬁ,&pﬁenmf&ﬁsa\&% @ep%hnefmrye or nore

onpounds according to accordlqg any one of clai

2421agnmep?z ﬁoch@nlpsp Pegdin sy R %ﬁvﬂ@c@@ﬁﬂy@aﬁﬂwyl “3.:4-
d.ﬁf&ﬁ&!ﬁPh&ﬂw&hﬂon@r(c@n@oeﬁd il 83 eXCI pi ent s,

gtlona in combination with othe
2-(3,5-Dichloro-pyridin-4-yl)-1-(4-ethoxy-3- methoxy -2-phenethyloxy-phenyl)-
ethanone (compound 302),
{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-acetic acid
(compound 504),
2-tert-butoxycarbonylmethoxy-3,4-dimethoxy-benzoic  acid methyl ester
(compound 506a),
2-carboxymethoxy-3,4-dimethoxy-benzoic acid methyl ester (compound 506b),
3,4-Dimethoxy-2-propylcarbamoylmethoxy-benzoic acid methyl ester
(compound 506c¢), or
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy }-N-ethyl-
acetamide (compound 305),
and pharmaceutically acceptable and physiologically cleavable esters,

pharmaceutically acceptable salts, hydrates, N-oxides or solvates thereof.
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therapeutically active conmpounds. 27. A nethod
according to claim 26, wherein the dermal disease or
wa@ondiotidoh i s sel ected fromthe group consi stipgr/nk2007/000564
proliferative and inflanmatgsyy skin disorders,
psoriasis, cancer, epidermal inflammation, al opecia,
skin atrophy, steroid induced skin atrophy, skin
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21. A compound according to any one of claims 1-19 for use in treatment of

dermal diseases.
22. A pharmaceutical composition comprising a compound according to any one
of claims 1-19 together with a pharmaceutically acceptable vehicle or excipient

or pharmaceutically acceptable carrier(s).

23. A pharmaceutical composition according to claim 22 together with one or

more other therapeutically active compound(s).

24. The use of a compound according to formula I

2

0
0—R2
0—R3
o)
X7 X, _Rri
| s—
Xz\ 4)(4

wherein X;, X3, X3, X4 and Xs independently of each other represent -CH- or N;

or X3, X4 and Xs independently of each other represent -CH- or N, and X, and X;
independently of each other represent C and form part of an additional 6-

membered aromatic ring;
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wherein R, represents alkyl, alkenyl, alkynyl, haloalkyl, hydroxyalkyl, or
alkylcarbonyl, all of which are optionally substituted by one or more, same or

different substituents selected from Ry, or R; represents hydrogen;

R, represents alkyl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, haloalkyl,
hydroxyalkyl, heterocycloalkenyl, alkylaryl, arylalkyl, alkylalkoxycarbonyl,
alkylcarbonyloxy, or alkoxyalkyl, all of which are optionally substituted by one or
more, same or different substituents selected from Rs; or R, represents

hydrogen or —CH,-C(O)NRg-R;3;

R; represents alkyl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, haloalkyl,
hydroxyalkyl, heterocycloalkenyl, alkylaryl, arylalkyl, alkylalkoxycarbonyl,
alkylcarbonyloxy, or alkoxyalkyl, all of which are optionally substituted by one or
more, same or different substituents selected from Rs; or R; represents
hydrogen, —CH,-C(0)-heterocycloalkyl or —~CH;,-C(O)NRg-R;;

R, represents hydrogen, alkyl, alkenyl, alkynyl, halogen, oxo, alkoxy, hydroxy,

or haloalkyl;

Rs represents alkylaryl, carboxy, alkyl, alkenyl, cycloalkenyl, alkynyl, haloalkyl,
cycloalkyl, cycloalkenyl, carbamoyl, hydroxyalkyl, aryloxy, alkoxycarbonyloxy,
alkoxycarbonyl, alkoxy, alkoxyalkyl, aryl, a heterocyclic ring, aminocarbonyl,
alkylthio, alkylcarb onylamino, hydroxy, alkylcarbonyl, arylcarbonyl,
alkylcarbonyloxy, or amino, all of which are optionally substituted by one or
more, same or different substituents selected from Ry;

or Rs represents hydrogen, oxo, halogen, cyano, or nitro;

Re represents alkylaryl, carboxy, alkyl, alkenyl, cycloalkenyl, alkynyl, haloalkyl,
cycloalkyl, cycloalkenyl, carbamoyl, hydroxyalkyl, aryloxy, alkoxycarbonyloxy,
alkoxycarbonyl, alkoxy, alkoxyalkyl, aryl, a heterocyclic ring, aminocarbonyl,
alkylthio, alkylcarbonylamino, arylcarbonyl, hydroxy, alkylcarbonyl,
alkylcarbonyloxy, or amino, all of which are optionally substituted by one or
more, same or different substituents selected from Rg;

or R¢ represents hydrogen, oxo, halogen, cyano, or nitro;
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R; represents alkyl, alkenyl, cycloalkyl, cycloalkenyl, alkynyl, alkoxy, haloalkyl,
alkylthio, heterocycloalkenyl, heterocycloalkyl, aryl, alkylcarbonyl, heteroaryl,
aryloxy, alkoxycarbonyl, hydroxyalkyl, amino, hydroxy, or carboxy; all of which
are optionally substituted by one or more, same or different substituents
selected from Ryg;

or R; represents hydrogen, halogen, or oxo;

Rg represents alkyl, alkenyl, cycloalkyl, cycloalkeny!, alkynyl, alkoxy, haloalkyl,
alkylthio, alkylsulfonyl, alkylsulfinyl, heterocycloalkenyl, heterocycloalkyl, aryl,
alkylcarbonyl, heteroaryl, aryloxy, alkoxycarbonyl, hydroxyalkyl, amino,
hydroxy, or carboxy; all of which are optionally substituted by one or more,
same or different substituents selected from Ryp;

or Rgrepresents hydrogen, halogen, or oxo;

Rq represents hydrogen, alkyl, haloalkyl, or hydroxyalkyl;

R,o represents hydrogen, alkyl, oxo, hydroxy, halogen, carboxy, amino, alkoxy,

haloalkyl, or hydroxyalkyl;

R,; represents one or more, same or different substituents selected from
hydrogen, halogen, cyano, amino, alkyl, methylsulfinyl, methylsulfonyl, amino,

cyano, or alkoxy;

Ri; represents alkylaryl, arylalkyl, carboxy, alkyl, alkenyl, alkynyl, haloalkyl,
cycloalkyl, cycloalkenyl, carbamoyl, hydroxyalkyl, aryloxy, alkoxycarbonyloxy,
alkoxycarbonyl, alkoxy, alkoxyalkyl, aryl, a heterocyclic ring, aminocarbonyl,
alkyithio, alkylcarb onylamino, hydroxy, alkylcarbonyl, arylcarbonyl,
alkylcarbonyloxy, or amino, all of which are optionally substituted by one or
more, same or different substituents selected from Rg, or R;; represents

hydrogen;

with the proviso R;, R, and R; cannot all be methyl;

PCT/DK2007/000564
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with the proviso that when R, and Rj are both hydrogen, R; cannot be methyl or

hydrogen;

and pharmaceutically acceptable and physiologically cleavable esters,

pharmaceutically acceptable salts, hydrates, N-oxides or solvates thereof

in the manufacture of a medicament for the prophylaxis, treatment or
amelioration of dermal diseases or conditions, or acute or chronic cutaneous

wound disorders.

25. The use according to claim 24, wherein the dermal disease or condition is
selected from the group consisting of proliferative and inflammatory skin
disorders, psoriasis, cancer, epidermal inflammation, alopecia, skin atrophy,
steroid induced skin atrophy, skin ageing, photo skin ageing, acne, dermatitis,
atopic dermatitis, seborrheic dermatitis, contact dermatitis, urticaria, pruritis,

and eczema.

26. A method of preventing, treating or ameliorating dermal diseases or
conditions, or acute or chronic cutaneous wound disorders, the method
comprising administering to a person suffering from at least one of said diseases
an effective amount of one or more compounds according to according to any
one of claims 1-19, optionally together with a pharmaceutically acceptable
carrier or one or more excipients, optionally in combination with other

therapeutically active compounds.

27. A method according to claim 26, wherein the dermal disease or condition is
selected from the group consisting of proliferative and inflammatory skin
disorders, psoriasis, cancer, epidermal inflammation, alopecia, skin atrophy,
steroid induced skin atrophy, skin ageing, photo skin ageing, acne, dermatitis,
atopic dermatitis, seborrheic dermatitis, contact dermatitis, urticaria, pruritis,

and eczema.



