1 WO 20081077404 PC11DK20071000564 SUBSTI TUTED ACETOPHENONES USEFUL AS PDE4
| NHI BI TORS FIELD OF THE | NVENTION This invention relates to novel
substituted acet ophenones and derivatives 5 thereof, processes for the
preparation thereof, to said conpounds for use in therapy, to

phar maceutical conpositions conprising said conmpounds, to nethods of
treating di seases with said conpounds, ahd to the use of said conpounds in
t he manufacture of nedicaments. 10 BACKGROUND OF THE | NVENTI ON
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PDE8 are selective for CAMP. PDE4 is the nost inportant nodul ator of cAW
expressed in inmmune and inflammatory cells such as neutrophils, macrophages
and T-1ynphocytes (Z. Huang and J. AL Mancini, Current Med. Chem 13, 2006,
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25 Today 10 (Zdinpodfdan tiPmaddFtdorbot MedicAmedlsopi ¢ dermatitis (AD) patients
have Increased PDE-activity, PDE4-inhibition would al so appear to be a

viable treatnment of AD (Journal of Investigative Dermatol ogy (1986), 87(3),
372-6). Tie MEAGEODNOIGMTHE/INVENSION s at | east of four genes, A, B, C and

Do G o P e A g g OB ET Lipri0, e,
i soforms are MPfarEreietGME ingelsderiedMRand B-GMR. respesiively; ard @ssushdh®el | types.
Thus, PDE4B i sire BARAPES dailbi deg@EEIrESFIAMPIdR cGMP SxIseof iad 1neut rophi |'s,  but
nolt 'n cortex p%gsdphodiesterases identified so far, phosphodiesterase (PDE) 4, PDE7 and
15 PDEB are selective for cAMP. PDE4 is the most important modulator of cAMP
expressed in immune and inflammatory cells such as neutrophils, macrophages
and T-lymphocytes (Z. Huang and 1.A. Mancini, Current Med. Chem. 13, 2006,
pp. 3253-3262). As cAMP is a key second messenger in the modulation of
inflammatory responses, PDE4 has been found to regulate inflammatory
20 responses of inflammatory cells by modulating proinflammatory cytokines such
as TNFaq, IL-2, IFN-y, GM-CSF and LTB4. Inhibition of PDE4 has therefore
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
25 Today 10 (22), 2005, pp. 1503-1519). As atopic dermatitis (AD) patients have
increased PDE—aétivity, PDE4-inhibition would also appear to be a viable
treatment of AD (Journal of Investigative Dermatology {1986}, 87(3), 372-6).
The PDE4 gene fémily consists at least of four genes, A, B, C and D, which have
a high-degree of homology (V. Boswell Smith and D. S'pina, Curr, Opinion
30 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, £xp. Opinion Investig. Drugs 16{1), 2007, pp. 109-



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 WO 20081077404 PCTI DK20071000564 2 124). It has been
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prinmarily nausea and enesis, whereas inhibition of PDE4B is associated with
anti-inflammtory effects (B Li pworth, Lancet 365, 2005, pp. 167-175). 5
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psoriasis, was*} Rrag W%snd'fcr?"'f"ﬁ‘\e Q Poss- IRy é'ldﬁﬁ eEF R ™R get s,
2007, 6( 1) , 17 n@ésea 30d ShiisiaRYedOhd-fkiteratikviENDBE4aMhibitors with apparently {ess

prongunced adverse effects are currently in clinical trials (Houslay, supra)}.

20 PDE-4 inhibitors are for example disclosed in EP 0771794 and EP 0943613.
WQ95/20578 and WO 96/31476 disclose structurally different 4-substituted-3,5-
dichloropyridines which are inhibitors of cyclic AMP phosphodiesterase.

There is a continued need for developing novel PDE4 inhibitors which have a
more favourable therapeutic window, i.e. fewer adverse effects, while retaining

25 their therapeutic anti-inflammatory effect. An overview of preclinical and clinical

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

30 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,



The inventors have surprisingly found that novel conpounds of the present

i nvention exhibit selective PDE4 .inhibitory activity (having a >10 tines
reduced activity against PDE 1, 2, 3, 5, 7, 8, 9, 10, or 11), which may be
useful as therapeutic agents for inflammatory allergic di seases such as
bronchi al asthma, WO 2008/ 077404 PCTI DK20071000564 3 allergic rhinitis, and
nephritis; autoi mmune di seases such as rheumatoid arthritis, nmultiple
sclerosis, inflammtory Bowel disease, Crohn's disease, and system c |upus
eryt hemat osus; di seases of the central nervous system such as depression,
ammesi a, and WOBH¥O07HI4 or ganopat hy associ ated with i sch@Gr®x3oredobisx caused
by cardiac failure, shock, and cerebrovascul ar di seases, and the |ike;

i nsul i n-resi stant diabetes wounds; AIDS, and the like. Conpounds of the

pr esent |nvent|on nef|Q|a n. preventin treating or
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steroid indu Kin atr |n agel n g} el n acne,
dermatitis, at@ﬁff{ﬁs“’@mﬁat 'P'Ld d%ﬁ'?r W@P%‘?P& YrgEodiated wit I'Ftcﬁ%!’f“cder matitis,

urticaria, Pruefiid Gusansy caemz@ﬁnurelamaarmwamﬁrmsdum dpesseednd theent i on may
al so have adva}a er.ti such OXI city, reduced HERG

i nhi bition, E’e@ﬁ‘b'f“"ig"a{?g/d'aqeg u&"e"&"dsﬁu r"PCtF% i nproved netabolic

stability propertles and netabolic ellmnatlon propertles dermal delivery

br oper ti s, _SYahfyBudsCH RASHeSerk Vet b st Be BbAditial MgraRhufigl 1 very, al | of

whi ch may nmake them especially suit be used active
phar maceut i caltr3eHEe 8uPTBRIIcERtNg avangtys f AiRgpsee; 7R oF grmal 1sepeithent of dernmal

di seases. Arcapadigisysuchhie phdlsatie dndvaidnmatofyelkat gisoriersand dopound accor di ng! |
to fornula | pRilnc%ar psorlosis, epldermallnﬂammatlon, alopecia, skin atro phy, steroid

induced skin atrophy, skin ageing, photo skin ageing, acne, dermatitis, atopic
dermatitis, seborrhelc dermatitis, contact dermatitis, urticaria, pruritis, and
eczema.

15 Compounds of the present invention may also have advantegeous properties
such as low cytotoxicity, reduced HERG inhibition, low genotoxicity, reduced skin
irritation, improved metabolic stability properties and metabolic elimination
properties, dermal delivery properties, systemic exposure characteristics after
dermal delivery, all of which may make them especially suitable to be used as

20  active pharmaceutical ingredients in drug formulations for the treatment of
dermal diseases,

Accordingly, the present invention relates to a compound according to formula I ( )

C—R3

25



WO 2008/ 077404. PCT/ DK20071000564 4 1 wherein X1, X2, X3, X4 and Xs

i ndependently of each other represent -CH or N, 5 or X3, X4 and X5

i ndependently of each other represent -CH or N, and X1 and X2

i ndependent |y t her represent C and formpart of an additional 6-
nmenbered ar onas?{]%gor%i%r}’é‘;%"v\her ein R represents al kyl, al keR§TPRZOLINRH

hal oal kyl, hydroxyal kyl, ‘or 10 al kyl carborfyl, all of which are optionally
substituted by one or nore, sanme or different substituents selected from
R4, or R represents hydrogen; Rz represents al kyl, cycloal kyl, al kenyl,
cycl oal kenyl, al kynyl, hal oal kyl, hydroxyal kyl, heterocycl oal kenyl ,

al kyl aryl, aryl al kyl, al kyl al koxycar bonyl, 15 al kyl car bonyl oxy, or

al koxyal kyl , al Whekinst &) Yar % Datisondehbydestip of edcitatherrgpresent oFCH-rMdmMe, sane
or different substituents selected fromRs; or R2 represents hydrogen or
-CH7-C(O NR9- R12; R3 represents al kyl, cycloal kyl, al kenyl, cycl oal kenyl
al kynyl , hal Bal RiyXs, Xa 20d Ky/tidepepdertly|of epeh ethecngprasemticeitlylor NalpRy Kapnd X2

aryl al kyl, al kyjnabseuyafy SQRYH othePlebhdsERY OBRY FPthpartOdr 20l deaivabikeel . al | of
whi ch are optionally substituted by one or nore, sane or different
substituents seW@E&b\éﬁdfaF?fﬁ?tﬁSr;'“gér R3 represents hydrogen,
-CH2-C(O - heterocycl oal kyl or -CH2-C(O NR9-R12; 25 R4 represents hydrogen,

al kyl, al kenyl, I . 0 oal kyl; Rs
Cept esent s al kI AR repiaB 0GRy, Séhy1 AT naBURYOh ool 0. T
hal oal kyl , 1Byc@lisdeabonyl.cflcf sdick @rs prticpalhbathstitutedSpenseranagt samg i oxy,

al koxycar bony! o¥ifterenBélibatikRNiGalbed Yiom R, bPRY reppdsemetiagkn; aryl, a
het erocyclic ring, am nocarbonyl, alkylthlo, alkylcarbonylam no, hydroxy,

al kyl car bonyl, aryl carbonyl, al kyl carbonyl oxy, or amno, all of which are
optional | y subsRi teptesentb alkgh eydsalkyiycllenyis ayoboatiendi, Bkenydnbalslibydt | t uent s

sel ected from R, ] , , or nitro;
V0 20081 077404 HEEPRER, bEREEIBHRIL ORI, ot i BRGR carbARE, B0 MO
al kenyl , cy@b oadllderrbonvimanyeralkoxalkyaplkef 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;

Rj represents aikyl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, haloalkyl,

20  hydroxyalkyl, heterocycloalkenyl, atkylaryl, arylalkyl, alkylalkoxycarbonyl,
alkylcarbonyloxy, or alkoxyalkyl, all of which are optionally substituted by cne or
more, same or different substituents selected from Rg; or Ry represents
hydrogen, ~CH,-C(0}-heterpcycloalkyl or —CHy-C{O)NRg-R13;

25 R4represents hydrogen, alkyl, alkenyl, alkynyl, halogen, oxo, alkoxy, hydroxy,
C or haloalkyl;

Rs represents alkylaryl, carboxy, alkyl, alkenyl, cycloalkenyl, atkynyl, haloalkyl,

cycloalkyl, cycloalkenyl, carbamovyt, hydroxyalkyl, aryloxy, alkoxycarbonyloxy,
30 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;



cycl oal kyl, cycl oal kenyl, carbanmoyl, hydroxyal kyl, aryl oxy,

al koxycar bonyl oxy, alkoxycarbonyl al koxy, al koxyal kyl, aryl, a

het erocyclic ring, am nocarbonyl, 5 al kyl t hi o, al kyl carbonyl ani no,

aryl carbonyl , hydroxy, alkylcarbonyl al kyl car bonyl oxy, or am no, all of
whi ch are optionally substituted by one or nore, sane or different
substituents selected from Re; or R6 represents hydrogen, oxo, hal ogen,
cyano, or nitro; 1o Rl represents al kyl, al kenyl, cycloal kyl, cycl oal kenyl,
al kynyl , al koxy, hal oal kyl, al kylthi o, heterocycloalkenyl

het er ocycl oal %29035’?17'94 al kyl carbonyl , heteroaryl, aryPSX{PK26TRWSscar bony! |
hydr oxyal kyl , am no, hydroxy, or carboxy$ all of mhlch are optionally
substituted by one or nore, sane or different substituents selected from
R10; 15 or R7 represents hydrogen, hal ogen, or oxo; RB represents alkyl,

al kenyl, cycl oal kyl, cycl oal kenyl, al kynyl, al koxy, hal oal kyl, al kylthio,
al kyl sul f onyl Rs&BmFm alkyigyl, CH@D&Y;W&Idi@hwewloaikhetlea!UbeIhebzhllkyll Caryl,

al kyl carbonyl ¢, assueg|oarcnsslke@,r|yéapa%oyalhb%ymrwoambxy,faw@mhgmk ani no, 20

hydr oxy, or cat box E@ are optlonallg substituted one or nore,
same or dlfferaéﬁ‘f‘y?ull!%‘ﬁ’ifta ¥t Slkexyalipd. vl p HRkerac C"CJF‘QR%E“F‘@B?’E hts hydr ogen,

D B or oxkiyLRY, ?f’fﬁwaaf"""‘fwgmnw"wm TR, O pyr oy kvl
2 ko, T CPLTS clylraroey BRE Br s o o Win SERERE ey MabSRE 0 Y BROGHY . o 16

di fferent subsmrewm%ors&ﬂf%emt@dbﬁitmts@elmforgnrfﬁg, hal ogen, cyano, anino,

al kyl', methyl sjilpf 'rébfbsenfﬁ{ylaydgéhﬂé)&n)ﬂélogé‘i‘aﬁhfﬁo olCi@p0, or al koxy; R12
represents ai kylaryl, arylalkyl, carboxy, al kyl', al'kenyl, alkynyl,

hal oal kyl , cycloalkyl cycloalkenyl car banoyl , hydroxyalkyl, aryloxy, ..
al koxycar bﬂnylR;xgnreééﬁts&ﬂ%/dﬂéﬁﬂﬁdydkﬁldyﬂéﬁ@ﬁhmwEﬁxﬂnyl,ﬁallad)dypkglmsbpnyI ]

al koxy. al koxufl Kb nALKky: AR CRASKEIIGIY], 31, ADIAREAHP Hlroary kyl thi o,

al kyl car bonyl am'n % tar bonyl oxy,
or anmino, all aow!owmakkhxm@ooﬁth wawsatsmouh re%y:lgycaf exypll of Which

are optionally substituted by one or more, same or different substituents
selected from Ryg;
15 or R;yrepresents hydrogen, halogen, or oxo;

Rq represents alkyl, alkenyl, cycloalkyl, cycloalkenyl, alkynyl, alkoxy, haloalkyl,
alkylthio, alkylsulfonyl, alkylsulfinyl, heterocycloalkenyl, heterocycloalkyl, aryl,
alkytcarbonyl, heteroaryl, aryloxy, alkoxycarbonyl, hydroxyalkyl, amino,

20  hydroxy, or carboxy; all of which are optionally substituted by one or more,
same or different substituents selected from Ryg;
or Rg represents hydrogen, halogen, or oxo;

Rg represents hydrogen, alkyl, haloalkyl, or hydroxyalkyl;

25
Ria represents hydragen, alkyl, oxo, hydroxy, halogen, carboxy, amino, alkoxy,
haloalkyl, or hydroxyalkyl;

Ry: represents one ar more, same or different substituents selected from
3¢ hydrogen, halogen, cyano, aming, alkyl, methylsuifinyl, methylsulfonyl, amino,
cvano, or alkoxy;

R;; represents alkylaryl, arylalkyl, carboxy, alkyl, aikenyl, alkyny!, haloalkyl,
cycloalkyl, cycloalkenyl, carbamoyl, hydroxyalkyl, aryloxy, alkoxycarbonyloxy,



nore, same or different substituents selected fromR3, 5 or Rl2 represents
hydrogen; with the proviso Rl, R2 and R3 cannot all be nethyl; wth the
provi so that when R2 and R3 are both hydrogen, Rl cannot be nethyl or
hydrogen; 10 w roviso that when RL is nethyl or hydrogen, Rz is
met hyl and RB\AMS)%[E@?F‘%gen, then ring B cannot be phenyl ;%ér 007/000564

phar maceutical |y acceptabl e and physiologfcally cleavable esters,
pharmaceutically acceptable salts, hydrates, N oxides or solvates thereof..

15 I'n anot her afRR¢darbdnie aIkBXE AiKkoRMaIKE| AHES Heferdey BRAHFREMHcERbAAOPOSI ti ON
conprising a co und o eneral fornula I as defy ned her ej n together with a
phar naceut i cal Iagzeg‘&'Beﬂ‘f‘ﬂﬁg‘éoW&arW'E?fg"yg}%’%«?}\‘ﬁfaémwhrar fasPoRYteutical Iy

accept abl e canfkykeafbehylooptor emilol wil bghitinere aptibhailgrsabsituted bg oot lver _

t her apeuti cal | %&gftggﬁa&éﬁgﬁgmﬁw@m éeﬂeéf@c{ '89'?% her aspect, the invention

relates to the use ound accordi ng offula | as defined herein,
and phar macéut o8 Blrgpragasepbuseaenand  physi ol ogi cal |y cl eavabl e esters,
pharmaceutically acceptable salts, hydrates, N 25 oxides or sol vates

t hereof, in the, uf acture of medi canent for the prophylaxis, treatnent
or arrelioratior‘f"%?ERﬁIBF"r’FEP Rdi%’e%f@é’?%?“‘l’f%ﬁﬁ’?t’?%ﬁ’gi or acute or chronic

cut aneous wounavittlithe pobeiss thadtrwheatR; andRhere st @gdrogé) &, tanretbeé arethiyebat es to a
nmet hod of prevci:lgaljo Jo treating 30 or aneliorating dernmal diseases or
condi tions, or acute‘or chronic cutaneous wound disorders, the nethod
conpri si ng Wdmwithdhe pravigottbatavhearfs gnhmethwt en hvidipgens Rnis methe asd Rolse of sai d

di seases an ef hogbbh¥e tREMHRY B @infP8e Bhedi®r € conpounds of fornula | as
defined herein and pharnaceutically acceptable and WO 20081077404

PCT/ DK20071000564 7 physiologically cl eavabl e esters, pharmaceutically
accept abl e sal sy phyrehvaatsiali\accoptiale nd physid logitadly clelerbboésterspt | onal | y

éi??é?iﬁtl“,;ﬁp ERHCBREH aBe M BEE ARG, b lor BB UREe 2 1 ve
In another aspect, the invention relates to a pharmaceutical composition
comprising a compound of general formula I as defined herein together with a
pharmaceutically acceptable vehicle or excipient or pharmaceutically acceptable
carrier(s), optionally together with one or more other therapeutically active
20 compound(s).

In yet ancther 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-
25 oxides or solvates thereof, in the manufacture of a8 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 methed of preventing, treating
30 orameliorating 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
cornpounds of formula I as defined herein and pharmaceutically acceptable and



5 conpounds. I n yet another aspect, the present invention relates to a

nmet hod for the preparation or manufacture of a conmpound of general formula
| conprising a nmethod as anywhere described herein, such as nethod a), b),
c) d), or such as 10 any one of the general methods or procedures descri bed
in the exanples or _ ( J preparations herein, and optionally further
processi ng of a conpound obtained, to give a conpound of general fornula I
as anywhere defined herein. DETAILED DESCRPTI ON OF THE | NVENTI ON 15 The
term "hydrocarbon radical” is intended to indicate a radical containing only
hydrogen and WamlPBf774¥ons, it may contain one or nore d@GHPE2@NIER triple
car bon-carbon bonds, and it nmay conprisezcyclic noieties in conbination with
branched or l|inear noieties. Said hydrocarbon conprises 1-20 carbon atons,
and preferably, c rises. 1- .¢g. 1-6, e.q., '1-4, e.qg. 1-3,., e.g.. 1-2 carbon
20 aboms. | The AERABAFI GliBstls efers ermhcionily crisatyf saig, BidodeRaty

al kynyl and axides casohatahi thateef] bel ow. The term "aryl" is intended to

i ndi cate a ragj.,; i.C ' ' IS =20 carbon
atons.  such aoPHSTEy BpeBlch Wi sprERRAGHE elcb . ofRlFoRt BB 2
particul ar 5- eseipigotrpersionally ipicagbinationyithipthgr thesweubslvaet)8l ¢ rings with at
| east one ay oBmbeurddsNg, such as phenyl, naphthyl, indenyl and indanyl. The
term"heteroaryl™ is intended to indicate radicals of heterocyclic aromatic
30 rings conprising 1-6 heteroatons (selected from0O, S and N) and 1-20
carbon at ons,In geicinotter spect) dhe preatrdrimveatiah Bialés toar ethodf@rtbe such as 1-5

het eroatons a -6 3 carbon
atons, in par E?%[%‘Pﬁg’?n%ﬁu%%n%%afe .roiﬂﬁdéf%n{éﬂatli{rﬂﬁi]ag{%ﬁl?ig S sel ect ed
from 0, S andnathod afcAnywharg desaihgd HeeE)t Isue as Mgogal ) ac)A)herswedas ons, and

wher ei n- at 10D 23D B8 BF7thé QéndaTh IR0 IHOREEMEs d8schiB@s in tABRx4rhfles &5 aromatic, (|
o0 U0t O, (LB yekeno Dol ARSIk 8P SECLih s iRg! 2201V
pyrazol yl , oxaagivgla compouraizafigeherat forreuly [ as pyyvet@regéfined dhetdn.azol yl |
benzi m dazol yl, and benzofuranyi .
DETAILED DESCRPTION OF THE INVENTION
15 The term “hydrocarbon radical” is intended to indicate a radical containing enly
hydrogen and carbon atoms, it may contain one or more double and/or triple
carbon-carbon bonds, and it may comprise cyclic moieties in combination with
branched or linear moieties. Said hydrocarbon comprises 1-20 carbon atoms,
and preferably comprises 1-12, e.g. 1-6, e.g. 1-4, e.g. 1-3, e.g. 1-2 carbon
20 atoms. The term includes alkyl, alkenyl, cycloalkyl, cycloalkenyl, alkynyl and
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 o
25 carbon atoms, in particular 5- or 6-membered rings, including fused carbocyclic

rings with at [east one aromatic ring, such as phenyl, naphthyl, indenyl and

indanyl.

The term “heteroaryl” is intended to indicate radicals of heterocyclic aromatic

30 rings comprising 1-6 heteroatoms (selected from 0O, S and N) and 1-20 carbon
atoms, such as 1-5 heteroatoms and 1-10 carbon atoms, such as 1-5 |
hetergatoms and 1-6 carbon atoms, such as 1-5 heterocatoms and 1-3 carbon
atoms, in particular S- 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



5 1In the present context, the term"alkyl" is intended to indicate a radical
obt ai ned when one hydrogen atomis renoved froma hydrocarbon. Said al kyl
conprises 1- 20 preferably 1-12, such as 1-6, such as 1-4 or such as 1-3
car bon atons. he termincludes the subclasses normal alk

secondary and twé)r%opaé[f”‘m‘io al kyl, such as methyl, ethyl, %?’B’%W”U“P%‘bpropyl,
- n-butyl, isobutyl, sec.-butyl, tert.-buty, pentyl, isopentyl hexyl and

[ sohexyl C The term "cycl oal kyI " is intended to indicate a saturated

cycl oal kane radj onp 3-20 carbon ato - fer ar bon
atons, in parti '1?% alneé'"g gigmgg'f’bd%‘ el #Sq"" ﬁyh's’”ggmg@gl' g"&?@!j)rgh’g 3 quné"'(f

i ncl udi ng f usedotgdipgelil, tetrazplyl furany, pxrylull. Upamwlbenmﬂwﬂt imidazelyb| opent yl ,
cyclohexyl, or geyg m}i%ww I-,B@azbﬁr RhieRR! S/r@8ME i0dthikYdyl, bénAmibisased to

i ndi cate a cycl oa] kane radj cal as descrlbed above, mhereln one or nore
carbon at oms ar @9 RNy 20 heteroatons, conprising 1-20 carbon atons,
e.g. 2-5 or 2-4 carbon atons, further corrprlsi ng 1-6 heteroatons,

preferably 1, 2 r el
pi peridinyl, pyrrnrtgF desgﬁﬁtc%npe% (}H%Fer& a%ﬁéj@f%(doxoé)m%teog 'E?ﬁlcf dtg '&e oxol yl ,
or including fuwesh wdwimg@nratmﬁ wmheqframwem@mamﬁ'sSaWémmmses | east
one r: ngbcomorlﬁga erefze%w a0 R chaiRd - B\/fwcmamrm éat:mé 1£3 Mb&ﬁé‘toﬁ@r 25_

exanpl e be a carbocycl.i 0 e term
. intended to | ndlef cﬁﬁ’ﬁ%mge Stﬂ'gdgsstei" |"‘°"""El l"ﬂa(” %é"')'ﬁﬁ?ﬂ"g s’ﬁ% '%f’é’d
| h%/drocar boEw adaémj stmbtra;pmalgﬂgetﬂyllﬁ-mmagmpaip@hm butyt, |s|pm3tg|| ?eﬂ?“?)z 6 carbon
. atons, such as 2-¢ bﬁ?ﬂ gng@ i&%ﬁ &) gﬁr‘}}q propeny ally[),

" pérte y xﬂl.

. met hyl but enyl ut en exeny e term "cycl oal kenyl" is

. intended to indicate nono-, di- trl - or tetraunsaturated non-aronatic

: cytlic hydrOcarﬁmehﬁdtﬁ%hﬁwl"mmnuéd fkgmgit&@a SAAIrRE ¢ I%ne'rﬂ&i‘:#m ng fused
¢ bicyclic rings, AR/FPI call g&l{’:l Si ng 10 carbon WO 2 810 74_04

' PCTI DK200710005%41Pr§ing;3; Caf Foms; %’ef%b'bﬁ 9 ‘éé‘f%cﬂﬁo'afrdﬂﬂ’aft@“@f 3-8

~ cycl opropenys$, maylmdmditumemich as Gy tzopanastems) incladicd tised dinydlic rings,cobdept enyl .
-zla-ge term "het er&g%ﬂo%,lr Wu{yllﬂchﬂérﬁﬁdgﬂl hgxﬁlnél"&%ﬁep%ylcyd oal kene radi cal

The term “heterocycloalkyl” is intended to indicate a cycloalkane radical as
described above, wherein one or more carbon atoms are replaced by

20 heteroatoms, comprising 1-20 carbon atoms, e.g. 2-5 or 2-4 carbon atoms,
further comprising 1-6 heteroatoms, preferably 1, 2, or 3 heteroatoms, selected
from O, N, or S, e.g. piperidinyl, pyrrolidinyl, morpholinyl, [1,3]}dioxolany! and
[1,3]dioxolyl, or including fused bicyclic rings with 1-4 heteroatoms, wherein at
least one ring comprises a heteroatom, and wherein the other ring may for

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

The term "alkenyl” is intended to indicate 3 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
30 (allyl), methylbutenyl, butenyl, pentenyl or hexenyl.

The term "cycloalkenyl” is intended to indicate mono-, di- tri- or _
tetraunsaturated non-aromatic cyclic bydrocarbon radlcals, comprising 3-20
carbon atoms, including fused bicyclic rings, typically comprising 3-10 carbon



5 described above, wherein one or nore carbon atons are repl aced by

het er oat ons, conprising 1-20 carbon atons, e.g. 2-4 carbon atons, further
conprising 1-6 heteroatons, preferably 1, 2, or 3 heteroatons, selected from
O, N or S, Including fused bicyclic rings with 1-4 heteroatons, wherein at
| east one ring conprises a heteroatom and wherein the other ring may for
exanpl e be a 10 carbocyclic ring, e.g. dihydrofuranyl, or

2,5-di hydro-1 Hpyrrolyl. The term"al kynyl" Is intended to indicate an

hydr ocar bon radical conprising 1-5 triple CC bonds and 2-20 carbon atons,

. typically conjwa2pamj7484 10 carbon it atons, in particul arrQvikeEnmss at ons,

i such as 2-4 carbon atons, e.g. ethynyl, ¢15 propynyl, butynyl, pentynyl or
hexynyl. The term "hal ogen” is intended to indicate a substituent fromthe
7"' main group of the periodic table, such as fluoro, chloro and brono. 20
The term " hal RiPR§ISuch s 3 i Fei@rhay toras.c adecusloPmneYl, exclablten¥! defi ned above
substituted wdyboparter, cybibteeay pghtdhastens. as defined above, e.g. fluoro or
chl oro, such as difluoronmethyl, or trifluoromethyl. E I The term "al koxy"
is Intended to Indicate a radical of the fornula -OR, wherein 25 R is

al kyl as i ndi cTetleedrnaEiwwomlogikelmﬂ‘fhdrxtyndeetthb)d}catena prainativepe radigshasopoxy,

but oxy, etcs 'debdribbA@pbR, Whe mmémmlcambﬁ atdms.ead%bnadedlwdl cate an al kyl
group as deflned above substltute one or_nore hydroxy

hydr oxynet hyl , PR ERFetIBAISINg G- %?/Eﬁ" MP'E'}ﬁy? g Zl'ﬁéafbé‘f‘r?ltmﬁ?nf%herl s i nt ended
to indicate a coagrisiag 1ed héthleafcﬂfscmi'eﬁerablNR 2,20r I e@biomse adléctdd frordependent | y

represents hy n I,C e, e.g.
R G et o R SR PIC RS WS R e @Poatoms, BT REIR 8 48
PCTI DK200710o05&94:0rrmcseswehqt@ifomdrraan@wh&mo the gthﬁhtt@m@éu farexpmaiedgtde a radi cal

of the 1o juil GarsBefiic ringies Sy dbruihyabkyks- iy drvdgires.above, e g. - Se. 5 ()
The term "al koxycar bony s intended to indicate a radical of the formula
-C(O- OR, wherein R is alkyl as indicated above, e.g. nethoxycarbonyl,

et hoxycar bonylthemerpf tedleyayl & intenged to isdigate pohydracdrbmy tadicakeroimpisingdy® ar bony|
triple C-C bonds and 2-20 carbon atoms, typically comprising 2-10 carbon

atoms, in particular 2-6 carbon atoms, such as 2-4 carbon atoms, e.q. ethynyl,
15 propynyl, butynyl, pentynyl or hexynyl.

The term “halogen” is intended to indicate a substituent from the 7 main group
of the periodic table, such as fluoro, chlore and bromo.

20 The term “haloalkyl” is intended to indicate an ailkyl group as defined above
substituted with one or more halogen atoms as defined above, e.g9. fluoro or
chloro, such as difluoromethyl, or trifluoromethyl.

The term “alkoxy” is intended to indicate a radical of the formula -OR’, wherein
25 R’is alkyl as indicated above, e.g. methéxy, 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,
30 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.



etc. 10 The term "am nocarbonyl™ is intended to indicate a radical of the
forrrula -C(O- NR 2, wherein each R' is as indicated above. The term
"al kyl carbonyl am no” is intended to indicate a radical of the fornmula -
NR'-C(O-R is alkyl as indicated above, and each R' is as
i ndi cat ed 15Wq§é§@ngﬁﬁ term "al kyl carbonyl " is intended ECADEANIRME 5
radi cal of the formula -C(O- R, Wnereinlg{ is al kyl as indicated above,
e.g. acetyl. 20 The term "al kyl carbonyl oxy" is intended to indicate a
radi cal of the fornula -O CXC»-R‘, wherein R is alkyl as indicated above.
- The tern1"a|kox car bon on " is intended to indicate a radical of the
fornul a - ¥ Bl"ﬁ imdbended tg indigate;a radic@] efdhe feradsS-Ra5 The term
"het erocycl i c rw}igreurl IS’ i Blkﬂméeﬁtli&dted asdvedegt Femalef i ni tions heteroaryl,
~heterocycl oal kyl and heterocyl coal kenyl as defined above, including
cannelated ring systenms with each other or wth cyclic hydrocarbons, e.g.
2, 5- di hydr oBenZt€ terui "ebkoxvicaebond; B, iBteddecetorindigate o-rpdicad piithefounwa -C(0)-
5, 8-di hydro 30 bh*%ﬂé@?ﬁq@.m :%s%.dﬁiea&mdsb%vé%gsrﬁétﬂslﬁk o}ﬁ e term

"al kylaryl" is inten |cate an aryl radical as der |ned above, which

i s substituted ®FNCKYCARPORYk PrereRayeaPoryl ISRRFAPRXYFAERSHYe ter bYtoXY@FRANY| =t ol oyl ),
et hyl benzene, ek, W?2009/ 077404 PCTI DK20071000564 11 The term "aryl al kyl "
is intended to indicate an al kyl radical as defined above, which is
substituted with an aryl radical as defined above, e.g. benzyl,

phenyl et hyl ,10najbhe teyinrfeminpcarbenyd” is sntFhdedite indicatd & mdjcal &fthe forswilamt@jed t o

indicate an al kyk ! afbeiH eRR rA6S b@ﬁg,cagg\égwe which is substituted with an
al koxy radi cal as Yefi ned above, i.e O R, wherein each R is alkyl,

sane or different, as indicated above, e. g. nethoxynethyl, ethoxynethyl. to
The term “alkylcarbonylamino” is intended to indicate a radical of the formula -

NR"-C(0)-R’, wherein R’ is alkyl as indicated above, and each R” is as indicated

15 above.

The term “alkylcarbony!” is intended to indicate a radical of the formula -C(0)-
R’, wherein R’ is alkyl as indicated above, e.q. acetyl.

20  The term “alkylcarbonyloxy” is intended to indicate a radical of the formula -O-
C{O)-R’, wherein R’ is alky! as indicated above,

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

25
The term “heterocyclic ring” is intended to include the definitions heteroaryl,

AT

heterocycioalky! and heterocylcoalkeny! 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-
30 [1,4]dioxocine, 2,3-dihydro-1H-isoindole,

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



The term "aryloxy" is intended to indicate --OR'', wherein R"' is aryl as

i ndi cat ed above, e.g. phenoxy. The term "aryl carbonyl” is intended to
indicate -C(O-R'", wherein R'" is an aryl 15 radical as defined above,
e.g. benzoyl, naphthyl carbonyl. The term "al kyl al koxycarbonyl " is intended

toindicate -R-C(O-OR, wherein each R is alkyl, same or different, as
i ndi cat ed above, e.g. tert- butoxycarbonyl nethyl, nmethoxycarbonyl nethyl. 20
The term "pharmaceutically acceptable salt” is intended to indicate salts
prepared by reacti conmpound of forrmula | with a suitable inorganic or
organi ¢ aci d,&gﬁéﬁmggahydr ochl oric, hydrobronic, hydroi SGFOPX2QF PG

nitric, phosphoric, formic, acetic, 2,2dichloroaetic, adipic, ascorbic,
L-aspartic, L 25 glutamc, galactaric, lactic, maleic, L-malic, phthalic,
citric, propionic, benzoi ¢, gluraric, gluconic, D-glucuronic,

met hanesul f oni C, sal succinic, malonic, tartaric benzenesul f oni C,

et hane- 1, 2- di J0¢ te5H ‘@W’@kwﬁ'yaﬂfﬁﬁgdeéttﬁmm soalky radical as denedalesl f oni c,
sul fam ¢ or f whethii€ sistitited Ritt SREQUEIARAI 49/dRREE BbGVR| 6.9SBdriz§!, Of conpounds  of

formula | myipﬁlaf?v?ﬁsﬁﬁa a;"?‘ﬁ]%ﬁ%ﬁﬁ 1irgz;ctl on with a suitable base 30 such as

sodi um hydr ox magnesi um hydr oxi de, cal ci um
hydr oxi de, 5si | ver hydroxi de, ammonia or the |like, or suitable non-toxic

ami nes, SUChTﬁétér&V‘%fﬁoﬂa@% AL R tted kO IndRE R élle %cgé EX& aéﬂn@@aﬁtmédr oxy- | oner

al kyl am nes, for exa é-. roxyet hyt am ne, bi's- ydr oxyet Y- am ne,
cycl oal kyl ari H&ich ig EHbS'éSPéﬁM a0 elervdRdieyl asisefined afovedie, yR I"f‘res f or

exanmpl e WO 200k éded RPGE(!I@K%QQ:eBiGm@r&tGéJs indidated above, e.g.
N, N - di benzyi et hyl ene di benzyl am ne, or L- argi nine or L-1ysine.

Salts obtai ned V@Sﬁ}yfg% WTﬁ hé{' suitabl e base include, but are not Iimi ted(.

to sodiunosalts, choline salts, 2-(dinethylanmno)-ethanol salts, 4-(2-

hydr oxyet hyl ) TEPE?;E' ahfb;?a* u?ta\amj.ledI 6 GhdGtS 8b1SY, wherein R™ is aryl as

N ( 2- hydr oxyet rro i ne salts, ethandlam ne salts, potassiumsalts,
tetrabutyl a 2Y% $.9- PB%‘PPi‘yl tri met hyl anmoni um sal t s,
cetyltrinmethylamoniumsalts, tetranethylamoniumsalts,

et apr opy! RO S8k fonylid BiSE BABLELEIGIRA2 WRERANE S84 ey

15 radical as defined above, e. g benzoyl naphthylcarbonyl.

The term “alkylalkoxycarbonyl” is intended to indicate -R’-C(0)}-0-R’, wherein
each R’ 1s alkyl, same or different, as indicated above, e.g. tert-
butoxycarbony!methyl, methoxycarboenylmethyl.

20
The term “pharmaceuticaily acceptable sait” is intended to indicate salts
prepared by reacting a compound of formula I with a suitable inorganic or
organic acid, such as hydrochleric, hydrobromic, hydroiadic, sulfuric, nitric, [
phosphoric, formic, acetic, 2,2-dichloroaetic, adipic, ascorbic, L-aspartic, L-

25 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

30 such as sodium hydroxide, potassium hydroxide, magnesium hydroxide, caicium
hydroxide, silver hydroxide, ammonia or the like, or suitable non-toxic amines,
such as lower alkylamines, for example triethylamine, hydraxy-lower
alkylamines, for example 2-hydroxyethylamine, bis~(2-hydroxyethyl)-amine,
cycloalkylamines, for example dicyclohexylamine, or benzylamines, for example



salts, benzethoniumsalts, and triethanolamne salts. 10 The term "sol vate"
Is intended to indicate a species fornmed by Interaction between a conpound,
e.g. a compound of formula I, and a solvent, e.g. alcohol, ~. glycerol or
wat er, mherein‘ﬁﬁjgﬁﬁﬁgfies are in a solid form Wen water is the sol vent,
said species is' P& 4 to as a hydrate. 15 Conpounds offCIPE20030W3H on

whi ch conprise free hydroxyl groups or frédé carboxylic acid groups may al so
exist in the formof pharnmaceutically acceptable, physiologically cleavable

esters, and as hys ' ) it hing 1 X i nventi on.

Such pharnaceut?@gl'%ﬁggggg%g%f%mﬁgt%#Q#%?%wagﬁgfgfg?&%ﬁﬁegﬁgg%ﬁk'ester

derivatives, su@atpelitpiged byreetpmwih pysuilalile baspdndudsy buksreiphiviterhiver

m_ysihol ogi cal | ysmi}ﬂiﬁmgg;@ﬁmltr@ shiie pgﬁﬁ,gﬁcﬁp@ﬁyﬂ-jd}&tmﬁpl g ds-f the invention
ich conprise free r.oxy oups or free carboxylic aci r S

spect vel y. CeMon RO RbEEg b ne s g bt Hmr N pHes g ent

I nventi on | nSonealt) etfiencdamiiecditsygnritsssiom dalte, tptralagyibmmondmt salts, ri ng B

represents pyri : ' Lol Wa(Hel} yri dazi nyl

optionally substg?'(ézalttre”ﬁ&\rftﬁltzdh{%én"éurg%bt@ﬁgfx%ng@%»o-r d'%}ﬁné(rgé'ﬁ' substituents

sel ect ed from f liESthEHPBPBIUTLTSROErapaRY2MMeBURbSAIts, - NH2 or C1. 4arni no. 30

I'n one or nore eEEQAr® HehyPandfndhafehits,INVHRERYI-ORguEEinB satgpsivenal |y

substituted with represents 2-(6-chloro-pyrazinyl), 2-pyrazinyl,
4- (3-bromo- ri dsaﬁﬁé@@?mum HS: ﬁ'&f‘ st AT BEGA di
12-(4-chl oradpyridyl), 3-(2-chloro-pyridyl) , 4-(2-nethoxy-pyridyl),

L5 TRy Pl R o o) SORGARTOARS LA 000504 12
5- di chl or o=pyr i Bgtwpen 3 compoundg esh REPEPpYId effermull, @pd Brsohent wraa 2lcalal) |
4-pyridyl, 4- qugReddl orQ¥atér, Whefin SHi bheRied are iA)aYsoRY Fdrfh! Whendvatér i9RR Or nore
embodi ments of L He Br O P ek MG LR ch 8L THy Grale, F PT €SNt S
15
Compounds of the invention which comprise free hydroxyl groups or free
carboxylic acid groups may also exist in the form of pharmaceutically
acceptable, physiologically cleavable esters, and as such are included within the
scope of the present invention. Such pharmaceutically acceptable esters are
20 preferably prodrug ester derivatives, such being convertible by solvolysis or
cleavage under physiologically conditions to the corresponding compounds of the
invention which comprise free hydroxyl groups or free carboxylic acid groups

respectively, e.g. in-vivo hydrolysable.

25 Embodiments of the present invention

( In cne or more embodirments of the present invention ring B represents pyridyl,
pyrazinyl, quinoly!, pyrimidinyl or pyridazinyl optionally substituted with one or
more same or different substituents selected from fluoro, chloro, bromo, cvano,
methoxy, -NH; or Ci.4amino,

30
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-pyridy!),
3-(2-chloro-pyridyl) , 4~(2-methoxy-pyridyl), 4-(2-cyano-pyridyl), 3-pyridazinyl,



general formnu

lalz, ROR2Z OR3 OC Cd Iz 10 wherein X3 represents -CH

or N, and wherein Rl, Rz, and R3 are as anywhere defined herein. In one or
nore preferred enbodi nents of the present invention R, represents alkyl,

al kenyl , al ky

nyl, hal oal kyl, hydroxyal kyl, or al kyl carbonyl, all of which

are 15 optionally substituted by one or nore, sane or different

substituents
al kenyl , cycl
al kyl aryl, al

selected from R4, and/or R2 represents al kyl, cycl oal kyl,
oal keny, al kynyl, hal oal kyl, hydroxyal kyl, heterocycl oal kenyl ,
kyl at koxycar bonyl , aryl al kyl, al kyl carbonyl oxy, or

al koxyal kyl , WPI20807%Mi ch are optional |y substituted byPONOKz07/@0ssa0r e, sane

or different
C(O NR9- R, 2.
R, represents

one or nore erfBatereiHtYamginos

Cr Ceal kenyl
d - Coal kynyl
d - Coal kyl O -

substituents selected fromig5; or R2 represents - CH2-
In one or nore preferred enbodi ments of the present invention
met hyl or et % 25 WD 20081077404 PCT/ DK20071000564 14 In
&-dighlesosRyriqviy ri1aines Yoyt ot i al kyl |
@B scihiet ideo-py Gyl Cf2- @8- brpmo-gyyshinyXy &pyfiy addquinplyhed ©C3,5CF i al kyl

Cl- Coal ky1Cs-Cl6aryl,
égi Sgééé 68n§hy CI-CGaIkyIcarbononxy, all of which are

optionally substltuted by one or nore, 5 sane or different substituents
sel ected f rsmeR%ne bﬁmgféeerﬂlfodimérﬁs 6RO Pre¥BA ifvelioh hﬁnﬂraerseﬁresem ention Rz

represents net

propyl, tert-butoxycarbonyl net al lyl,

dlfluoronethyPE%3FH? ﬂ%i@ne met hyl benzene, but enyi hydroxyethyl,

et hyl phenyl ,
cyclopentyl,

10

15

20

25

tolyl, pentenyl, to nethoxyethyl, butinyl, pr opi nyl
al | of which are optiogal ly

O-R,

0~R,

Q
Ci Cl

=

N
%

Iz

wherein X3 represents -CH- or N, and wherein Ry, Ry, and R are as anywhere

defined herein.

In one or more preferred embodiments of the present invention R, represents
alkyl, aikenyl,'alkynyt, haloalkyl, hydroxyalkyl, or alkylcarbonyl, ail of which are
optionally substituted by one or more, same or different substituents selected
from R4, and/o.r

R: represents alkyl, cycloalkyl, alkenyl, cycloalkenyl, alkyny!, haloalkyl,
hydroxyalkyl, heterocycloalkenyl, alkylaryl, alkylalkoxycarbonyl, arylalkyl,
alkylcarbonyloxy, or alkoxyalkyl, all of which are optionally substituted by ane or
more, same or different substituents selected from Rs; or R, represents —CH;~
C(O)NRy-Ryz.

In one or more preferred embodiments of the present invention R; represents
methyl or ethyl.

\--...-/'



substituted by one or nore, sane or different substituents selected fromR
I n one or nore enbodi nents of the present invention R2 represents

cycl opropyl, nethylcyclopropyl, cyclopentyl, nmethyl, ethyl, propyl, or
allyl, all of mh'gh are 15 optionally substituted by one or nore, sane or
different substl?d8HPd*%el ected from hydroxy, fluoro, or PETRERRINGWEone of
nmore enbodi nents of the present inventionl®3 represents nethyl, ethyl,
propyl, butyl, pentyl, hydroxyethyl, hexyl, butenyl, pentenyl, allyl,

butinyl, 20 me ; & ol )V zene,

met hyl napht hyl , iﬂ%ﬁ%&r@?&t r@tﬁhmrég{?f%ﬁé;?[%%% 'ﬁ?%‘tgﬁ Rgpéréllg% zg{sﬁréﬁ’glﬁg‘f et hoxy,
net hoxyet hyl |  FreCitsepph SpkalkoxyEi-ealkyhinyAroXy e -eedtyb haloCy CaallydtGit ut ed by one
or nore, same olaldn{f er-eiycsalRal CL-uany . 8lRa] edcligne, Rakedkarbehylohi ch are
optionally SUbEEIE%$fg§q¥ Pneéﬁr'ngrg, sane oh du%&gfe t substituents

sel ected from RsTCEPRYIETROR¥IPRG & oL Whish 3, aRYRgally suber -teif{(]%grﬁecfré??f@ycl oal kyl
or - CH2C( O) NRO- B¥irfle ot differeatsubstituamts eelectbd dioneRd. s of t he present invention R3
represents nethyl, ethyl, propyl, or allyl, all of which are optionally
substituted by one or nore, sanme or different substituents selected from
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In one or more embodiments of the present invention R; represents methyl,
ethyl, propyl, butyl, penty), hydroxyethyl, hexyl, butenyl, pentenyl, allyl, butinyl,

20 methylbenzene, ethylbenzene, tolyl, toluoyl, propylbenzene, methylnaphthyl,
ethylnaphthyl, methylcarbonylmethoxy, methyicarbonylethoxy, methoxyethyl,
methoxypropyt, all of which are optionally substituted by one or more, same or
differant substituents selected from Rg, all of which are optionally substituted by
one or more, same or different substituents selected from Rg, or R; represents

25 hydrogen, —CH»-C(Q)-heterocycloalkyl or —CHz~C{Q)NRs-Ry3.

In one or more emhbhodiments of the present invention Rz represents methyi,
ethyl, propyl, or allyl, all of which are optionally substituted by one or more,
same or different substituents selected from hydroxy, fluoro, or alkoxy.

30
In one or more embodiments of the present invention Rs represents methyl, tert-
butoxy, ethenyl, cyclopropyl, propenyl, phenyl, butenyl, propinyl, ethylthydroxy,
ethinyl, allyl, ethyl, or methoxy,



met hoxycar bonyl , carbanoyl, isoindole, nethylarnine, pyrrolidyl,

nor phol i nyl, nmethyl sul fonyl, nethylsulfinyl, butylamne, propylam ne,

et hyl am ne, cycl oheptyl, hydroxyethyl, hydroxypropyl, indanyl, or

et hoxyethyl, all of which are optionally substituted by one or nore, sane
or different substituents 15 selected fromRs, or R6 represents hydrogen,
oxo, fluoro, chloro, or cyano. In one or nore enbodi nents of the present

i nvention R8 represents represents, nethyl, ethyl, propyl, butyl, phenyl,
cycl opropyl, ethoxy, nethoxy, allyl, ethenyl, ethoxycarbonyl, hydroxy,
napht hyl , cycMEh@7740ret hoxycar bonyl , phenxoxy, 20 i sopraxmaeyyr/osdsid?,

met hyl am ne, pyrrolidinyl, norpholinyl, rsethylsulfonyl, nethylsulfinyl,
cycl oheptyl, cyclopentyl, hydroxymethyl, hydroxyethyl, dinethylam no,

furanyl, pyridyl, tolyl, piperidinyl cetyl, thiophenyl, cycloheptyl, all
of which are O%Wfdﬂ‘éthi/m QE“BSF["E Effbégtubesﬂ%)’n@?écﬂ’ Wﬂfﬁe,ga"?h%é"%?'gﬁi fferent ( }
substituents ssibettteds tslened\fram RJ oS re@pseaseitdsodendoxag elorcp Rogrocéd or o, -
brono, 25 quo,q(a Lyano, or trifluoronmethyl. In one or nore enbodi nents of

t he present invyemi'on RO represents hydrogen, nethyl, or ethyl. 30 In one
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CH2COOH, net hyl,  hydrogen, allyl, eth Le tert-but oxycar bonyl net hyl ,
di f 1 uor onet hyl 'T‘é‘§9’ﬁ‘é?fﬁ31‘ﬂs‘£%fﬁ%i‘§%§é OI"E,?hV -%?'fﬁﬁ?ﬁ@?'ﬂﬁ@,ho@%ut yne, 2-
methylsulfonyl, methylsulfinyl, butylamine, propylamine, ethylamine,
cycloheptyl, hydroxyethyl, hydroxypropyl, indanyl, or ethoxyethyl, aI_I of which

are optionally substituted by one or more, same or different substituents

15 selected from R, or Rs represents hydrogen, oxo, fluoro, chloro, or cyano.

In one or more embodiments of the present invention Rg represents represents,
methyl, ethyl, propyl, butyl, phenyl, cyclopropyi, ethoxy, methoxy, allyl, ethenyt,
ethoxycarbonyl, hydroxy, naphthyl, cyclohexyl, methoxycarbonyl, phenxoxy,

20  isopropoxy, ~NH,, methylamine, ‘pyrrolidinyl, morpholinyl, methylsulfonyl,
methylsulfiny], cycloheptyl, cyclopentyl, hydroxymethyl, hydroxyethyl,
dimethylamino, furanyl, pyridyl, tolyl, piperidinyl, acetyl, thiophenyl, cycloheptyl,
all of which are optionally substituted by one or more, same or different
substituents selected from Ryq, or Rz represents hydrogen, oxe, chloro, bromo,

25 fluoro, cyano, or trifluoromethyl.

In ane or more embodiments of the present invention Rg represents hydrogen,
methyl, or ethyl.

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

oxe, methyl, hydroxy, fluoro, cyano, chloro, or methoxy,

In ene or more embodiments of the present invention R; represents methyl.



met hyl - 2- but ene, 2-phenyl et hane, benzyl, 2-nethyl-1, 3-benzoxazol e, 4-nethyl
15 2-nmethyl thiazote, 2-nethyl-5-cyclopropyl-[1,3,4]thiadiazole, 3-nethyl-
[1, 2, 4] oxadi azol e, ethyl acetate, 4-chlorobenzyl,
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1- (4- met hoxy- phenyl ) - et hanone, 4 nethyl benzonitrile 2- nethyl napht hal ene,
1- pentyl, nethyl-cycl ohexane, 3- 25 benzonitrile,
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phenyl - et hanone, 1-p-tolyl-ethanone, 4-1uoro-benzyl, 2-f|uoro-benzy|, 5-
trifluoronethyl-benzyl, 5-trifluoronethoxy-benzyl,
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N- (4- met hoxy- benz cet am de,
N-cycl ohexyl - acBf Pr’fycﬂ’ E”Ne(’?”ﬁefﬁw"%@ﬁ‘é%tﬁ'a%e ﬁﬂ?rpéh HYSEt?lane, g,‘l-

20 dimethoxyphenyl)ethane, benzyl acetate, isopropyl acetate, 3-methyl benzoic

acid methyl ester, 3-methyl-butane, 1-hexyl, but-1-ene, pent-1-ene, 1-propyl,
1-butyl, 2-methyl-propane, butyric acid ethy! ester, 4-methyl-benzyl, 3-chloro-
benzyl, propoxybenzene, 1-(4-methoxy-phenyl)-ethanone, 4-methyi-
benzonitrile, 2-methyl-naphthalene, 1-pentyl, methyl-cyclohexane, 3-methyl-
_ 25 benzonitrile, 1-ethoxy-4-chloro-benzene, 2-ethyl-butane, 2-hydroxy-ethane, 4-
( methyl benzoic acid methyl ester, 1-naphthalen-2-yl-ethanone, 2,5-dimethoxy-
phenyl-ethanone, 1-p-tolyl-ethanone, 4-fluoro-benzyl, 2-fluoro-benzyl, 5-
trifiuoromethyl-benzyl, 5-trifluoromethoxy-benzyl, 3-fluoro-5-trifluoromethyl-
benzyl, 1~(2-methoxy-phenyl}-ethanone, 1-(2,4-dimethyl-phenyl)-ethanone, 4~
3¢ chloro-benzyl, 2-difluoromethoxy-benzyi, 4-isoprnpyl-benzyl, 2-fluoro-6-
triflucromethyi-benzyl, 2,3-difluoro-4-methyl-benzyl, 2-methyl-benzy|, 3-
methyl-benzyl, pent-2-ene, 6-methy!-2-methyl-quincline, 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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@X}y-eﬂ‘tambﬁejw phetiyhydetansio€ M fetle]-N-phenyl-acetamide, N-(3-
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(2,3-difluoro-benzyi)-acetamide, N-{2-pyridin-2-yl-ethyl}-acetamide, N-(2-

methyl-benzyi)-acetamide, N-(3-fluoro-henzyl}-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-
benzyl)-acetamide, N-(2-piperidin-1-yl-ethyl)-acetamide, N-{3-chloro-benzyl)-
acetamide, N-(2-morpholin-4-yl-ethyl)-acetamide, N-(4-chloro-benzyl)-
acetamide, N-(2-pyridin-3-yl-ethyl}-acetamide, N-{2-~pyrrolidin-1-yl-ethy!)-
acetamide, N-(2-acetylamino-ethyl}-acetamide, (R)-N-{2-hydroxy-2-phenyl-
ethyl}-acetamide, (S)-N-(2-hydroxy-2-phenyl-ethy!)-acetamide, N-thiophen-2-
yimethyl-acetamide, N-[3-(2-oxo-pyrrolidin-1-yl)-propyl]-acetamide, N-(2-
hydroxy-indan-1-yl)-acetamide, N-cycloheptylmethyl-acetamide, N-[2-(2-
hydroxy-ethoxy }-ethyl]-acetamide, N-(4-dimethylamino-butyl)-acetamide,
cyclopentan, cyclopropylmethyl, ethyl, phenyl-ethane, acetic acid benzyi ester,
2-methyl-benzonitrile, (1-oxy-pyridin-4-yl)ethane, (4-pyridyl)ethane, (3-
pyridyl)ethane, (2-pyridyl)ethane, (4-benzonitrile)ethane, (4-methylsulfinyl-
phenyl)ethane, (4-methy!sulfonyl-phenyl)ethane, 1-phenyl-propane, 2-phenyl-
propane or 1-methyl-2-phenyl-ethane.
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hydroxyl, or R12 represents hydrogen; In one or nore enbodi nents of the
present invention, Rl12 represents nethyl, 10 ethyl, 1-propyl, or 2-propyl,
optionally substituted with one or nore, sane of different substituents
selected from ioro, brono, or nethyl; or resents hydrogen.
I n yet anot her ‘{é‘?fg‘{" Pﬁ%t t he present invention reI at es tpg TR %fﬁ\%d of 15
general fornula Iz, V\/nerel n X3 representsi®H, R and R2 are both nmethyl, and
R3 is as anywhere described herein. In one or nore enbodi nents of the
present invention, R and R2 cannot both be hydrogen. 20 In one or nore
enbodi nents of the present invention, R2 and/or R3 are as described
anywher e in thel® 819 SiPeg EROAG efcthe BrRsBRIEENtion B 1ajraresents ivlent i on

i ncludes all eﬁ’emhamnﬁﬁydbhﬁfaﬂdyn 2Rk, afpfalkyR3lkyRérboRpiamii, all 3bwhiéh 2D, RO,

Rlo, Rf and R12 are co*[b conbi nati on e i bed
herein. In one SP YRBMESYSS ﬁg‘:fdn‘@'ﬂf gn%?r THE SHPESE ﬁ’t!f%r?‘ﬁéﬁmg%e"t% ﬁeg ci‘f)drtpounds
of general &t rtrommlewl,lcvﬁa&lbylaalhmwebaﬂemmmllgmhdtbe;*b@mﬂ,@@ﬂo@abmom, such as
bel ow 30 750 550, or 500
Dalton. In part cuI étrhgr((:J en Q{;kdﬂsM %%ﬁ?gt,?ﬁkg%ﬂwtﬁgg? ggg?r om
2-(3,5-Dichlor ohwiatmuqtﬁ@wtessntebvwa%xy 3, 4- d| met hoxy- phenyl ) - et hanone
(compound 101), WD 20081077404 PCT/ D1{2007/000564 19

(ZCE)?rpgunDdcglo(Z); O Py F Ror& Hbbamnents SRR pre)éer?t mvenlt:on, |{|12 re\érepsgr?t@{'ngtﬁﬁ} hanone
1-(2-Allyi oxg- SEtthyblliqupsd,—orel bropyt; phtimnally) subs(tBtdl ikl biheoerompne; satheofl- yi ) -

et hanone (Conpoﬂiﬁg ehPSUbstiRient lected fi fluo hi bromo thyl;
2-(3,5-Dichl oro- py‘tl ?I%]_Sl Psseefe r°31e r‘{%’x‘"y Omner?rt?ok?/r lBﬁe%ylor &t hanone

(conpound 104), represents hydrogen
{2ctert- Butoxycarbonyl met hoxy- 6-[ 2- (3, 5-di chl or o- pyridin 4-yl)-acetyl]-3-

met hoxy - phenoxy}n ye(i: ANt ef'igrlngoJ‘%trargt &Ut B’resen?t %[ané nl%?esrto a corr?pound of

15 general formula Iz, wherein X5 represents CH, R, and R; are both methyl, and R;

is as anywhere described herein.

In one or more embodiments of the present invention, R; and R; cannot both be
hydrogen,

20
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 R;, Rz, R3, Rs, Rs, Rg,
25 Ry Rg Ry, Ry, Ry and Ry are combined in any combination as anywhere
(" deseribed herein.

In one or more embodiments of the present invention, the compounds of
general structure 1 have a molecular weight below 800 Daiton, such as below
30 750 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},



1- (2, 3-Bi s-al | yl oxy-4-nmet hoxy- phenyl)-2-(3,5-di chl oro-pyridin-4-yl)-ethanone
10 (conpound 106), 1-(2,3-Bis-d i Fl uoroneth oxy-4-nethoxy-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-net hyl -i soxazol - 3-

yl met hoxy) - phenyl ] - et hanone (conpound 108), 15
2-(3,5-Dichloro-pyridin-4-yi)-1-[3, 4-di met hoxy- 2- ( 2- net hoxy- et hoxy) - phenyl | -
et hanone (conpound 109),

1- (2- But - 2- ynyl ox 4 i hox henyl ) - 2- i chl or ridin-4-yl)-
etganoﬁ; (cg ggw% Bugq, 01 et hoxy-phenyl)-2-(3, 5-dichl o gc%%xmﬁ#mmﬁ4y )
2-(3,5-Di chl oro- pyrldln 4- yi)-1-[3, 4- dlm%thoxy 2- ( 3- et hyl - but - 2- enyl oxy) -

20 phenyl ] - ethanone (conpound 111),

g}t ggngng ((:Elo(r)r% ffﬁl'ggb pyr}ﬁlr} 4ij)(13(§" h%rg%} E%Xc}'m%trBQ\?'ﬂﬁéAW) S¥ndpaenyl) -

1-(2- BenzyloxﬁnmnmuﬁB@RMOxy phenyl ) -2-(3, 5-di chl oro-pyridin-4-yl)-ethanone

(compound 113), ZZ@Iyloxyﬁ hydroxy-4 methox& phenys) -2-(3,5-dichloro- pyrldm—4-yi)-

t-(2-Alyioxy- di 0X di chl or o- pyri di n-4-yl)-et hanone
(conpound 1145’ "[92{Te ?1‘2%'0&’35' 2 yi met hoxy) - 3, 4-d

i met hoxy- plseny+(]3-529|(:&pﬁy—mrmh-l yD)-1-[B) Bidibitino -4 metiekr-phent)- éthamgreund 115)
2-(3,5-Dichl o L"“??a&df yl)-1-[3, 4-di net hoxy- 2- (2-net hyl -t hi azol -4 30

yl met hoxy) - phén {/.ﬁé n)bne ?ﬂforrpound 116),

1-[ 2- (5- Cyci oﬁiwwufory@rhqrw ko zl2-03, §1¢ﬁé‘i‘ﬁ@'}l@yf)‘dl3'44¥'hﬂ¢?émréxy phenyl ] - 2-
(3, 5-di chl or orRiHokflipRe b)at&tchﬁnﬂ@&- ddd 105),

J1 1ot hoxy) - pheRgET S wa'ﬁé-n%ee%wwﬁaﬂhig)"h %é%o%rlemlsix ErPoRz007 1000564,

20 {6-[2-(8, 5f®n1pbhmmeq:)yr| di n- 4 yl)-acetyl]-2, 3-di met hoxy- phenoxy}-acetic
im{g [gt ?Zl Cﬁ ro %%§@P%t Aﬁ m§th2xyé pﬂ%rfyI?OX)sB 3 décr%r? pfr"z% SYle chl or o-
pyri di n- 4-yl )e@ﬁmer{éw@ptqwr&&ahnd 120),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(5-methyl-isoxazol-3-
ylmethoxy)}-phenyi]-ethanone (compound 108},
15  2-(3,5-Dichioro-pyridin-4-yl}-1-[ 3,4-dimethoxy-2-(2-methoxy-ethoxy}-phenyl]-
ethanone (compound 109),
1-(2-But-2-ynyloxy-3,4-dimethoxy-phenyl}-2-(3,5-dichloro-pyridin-4-yl}~
ethanone (compound 110),
2-(3,5-Dichlorg-pyridin-4-yl}-1-[3,4-dimethoxy-2-{3-methyl-but-2-enyloxy) -
20 phenyli]-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- dlmethoxy-phenyl) -2-(3,5-dichloro-pyridin-4-yl)-ethanone {

(compound 113),

25 1-(2-Allyloxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-y})-ethanone

~ (compound 114),

1-[2-(Benzooxazol-2-yimethoxy }-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-
pyridin-4-yli)-ethanone (compound 115},
2-(3,5-Dichloro-pyridin-4-y})-1-[3,4-dimethoxy-2-(2-methyl-thiazo| -4~

30 ylmethoxy)-phenyl]-ethanone (compound 116},
1-f2-(5-Cyciopropyl-[1,3,4]thiadiazoi-2-yimethoxy)-3,4-dimethoxy-phenyl]-2-
(3,5-dichioro-pyridin-4-yl)-ethanone (compound 117},
2-(3,5-Dichloro-pyridin-4-yl}-1-[3,4-dimethoxy-2-([1,2,4]oxadiazol-3-
yimethoxy)-phenyl]-ethanone {(compound 118),

R



5
1-[ 2- (5-Chl or o-t hl ophen- 2-yl net hoxy) - 3, 4- di net hoxy- phenyl ] -2-(3, 5-di chl or o-
pyri di n-4-yi)-et hanone (conmpound 121),

2-(3,5-Di chl orog idin-4-yl)-1-[3, 4-di met hoxy- 2- (2- phenoxy-.et hoxy) - phenyl ] -
et hanone (corrpo%%%??ﬂ‘ QICT!DMBO%}NJSR!

2- (3, 5-Di chl oro-pyridin-4-yi)-1-[ 3, 4- di net#oxy- 2- (2- p-tol yl - et hoxy) - phenyl | -
10 et hanone (conpound 123), _
2-(3,5-Dichl or 0'&yfzig'zglvfchbb'ra-b}ﬁcii§~44\7[}jhtEE‘EJIj]QBSVdi%'e(r%&WbﬁQﬁﬂvafaQ&@%Qd pheny! ] -

et hanone (conpound

2-(3, 5- Di chl or 085 Refeh(c@mppynd 1393, 4_ di et hoxy- 2- [ 2- ( 3- et hoxy- phenyl ) -
et hoxy] - phenyl } -1e{ hnonehloed prenyncetAddy) -3, 4-Bimethoxy-phenyl }-2~(3, 5-dichloro-
i) i B Sl T (e
1-{2-[2-(3- Br-’onﬂ—-%@n%}ml?mewmmw-laﬂlmetd)biqﬁthwnﬁhexwpl}enzl—](ZS%SﬁICbthJr o-

pyri di n-4-yl) - ethasaney-eHERerO kompbind 121)

2-(3,5-Di chl oro- E/I‘I di n- 4-yl)-1-13,4-di met hoxy- 2-[2- ( 2- et hoxy-[Phen¥I ) 20

et hoxy] - _phenyl } - 3h%1‘ &qpr?-eﬁrﬁ?jﬁ-ﬁﬁﬂj-12{§)4,-d1methoxy-2- -phenoxy-ethoxy)-phenyl}- .

2- (3, 5- Di chl or o-ephdnbAé (cofwpplind 124)2- [ 2- (4- f | uor o- phenyl ) - et hoxy] - 3, 4- di met hox
5 STEThi tit or o oy BRI Ay 113 0 Pt 25 ReR YT Y i et hox
y- phenyl } - ettharebweoic toppaned 13%)) , 25 _

2-(3,5-Dichlor OQDW,5-6&dﬂrof‘ﬁ-)é%&diﬂq;{\ﬂj-g%a%%iﬂmeﬂioﬁ?lzh@%eﬂﬁeﬁmbaxv%h%' 3, 4-

di met hoxy- phenyl } - et hanone (conpqound "1
{6-f 2- (3, 5- Di chIHHOPs fegPRYAE rﬁjﬁ)* acetyl ] - 2, 3- di met hoxy- phenoxy} - acetic acid
benzyl ester (ca@@s+DIthbEpyridit-4bd}-1 33 Mimbhaxy - [By (3-thettivxd-pltenyiacet vl
|2, 8 e SRR S0 oY ester (Sompoune L),
benzoi c aci dmetzhid,5-Bhiero-pyidipduniltl H34)-dimethoxy-2-[2-(4-methoxy-phenyl)- y
e oo Sl Sty 2. Sl bt o) pheny)
1-{2-[2-(3-Brome-pheny!)-ethoxy]-3,4-dimethoxy-phenyl }-2-(3,5-dichloro-
pyridin-4-yl)-ethanone {compound 127},
2—(3,5-Dichloro-pyridin-4—yl)—1-{3;4—dimethoxy-2-[2-(2—methoxy—phenyl)—
20 ethoxy]-phenyl}-ethancone (compound 128),
2-(3,5-Dichloro-pyridin-4-yi)-1-{2~-[2-(4-fluoro-phenyl}-ethoxy]-3,4-dimethoxy-
phenyi}-ethanone {compound 129),
2-(3,5-Dichloro-pyridin-4-yl}-1-{2-{ 2-(2-fluoro-phenyl }-ethoxy]-3,4-dimethoxy-
phenyl}-ethanone (compound 130),
_ 25  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—Dichlord-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
30 isopropy! 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)-phenyi]-
ethanone (compound 135},



2-(3,5-Dichl oro-pyridin-4-yl)-1-(2-hexyl axy- 3, 4-di met hoxy- phenyl ) - et hanone
(compound 136),

1- (2- But - 3- enyl oxy- 3, 4- di met hoxy- phenyl ) -2- (3, 5-di chl oro-pyridin-4-yl)-

et hanone (conpound 137), 5
2-(3,5-Dichloro-pyridin-4-yi)-1-(3, 4-di net hoxy- 2- pent - 4- enyl axy- phenyl ) -

et hanone (conpound 138), '
2-(3,5-Dichloro-pyridin-4-yt)-1-(3, 4-di met hoxy- 2- propoxy- phenyl ) - et hanone
(compound 133&

1- ( 2- But oxy- 3¥Q28¥ 4% oxy- phenyl ) - 2- (3, 5- di chl or o- pyr i dPAVREINTWOEEhanone 10
et hanone (conpound 140), 21
2-(3,5-Dichloro-pyridin-4-yl)-1-(2-isobutoxy-3, 4-di net hoxy- phenyl ) - et hanone

(conmpound 141)./4 c_m; AT AN e 2 A ) )
4-(6-[2:(3,5 '8'23‘;';"’ P A AR 1 P R TSRy S HERSSS ) - butyri
acid ethyl est®nMped nd 142), 15

2;1 (3, I5] Di tCEI 0|iQQFBOIEJBdér{Mo‘)%W,é-dime[tl%x@ﬂi#eﬁm—h%ﬁ-aiclﬂlémnﬁrfﬂlﬁu-bﬁ)nZy| oxy) -

phenyl ] - et hanone (conpoun :

1-[ 2- (3- Chl or 558 5‘89")"1"&,]125'% met hoxy- phenyl ] - 2- (3, 5- di chl or o- pyri di n- 4-yl
) - et hanoné ( edBsolinklorbdgridin-4-yl}-1-(3,4-dimethoxy-2-pent-4-enyloxy-phenyl)-

_2- (28 gt hDéﬁnggﬁggyf{e‘;)@%ﬁb‘%ﬁl1)3831'_ [ 3, 4- di net hoxy- 2- ( 3- phenoxy- propoxy) - phenyl ]
2-(3,5-Dichl o?dBéynBiFHPW:MWIn’r%-xl){13§344-di%b%x%rmppzwehewﬁtqﬁwnﬂheny| ) - 2-
0x0- et hoxy) - pl@Ripohneifpypone (conpound 146),

2161 2 (3, 5~ o1l o8- UL e - e RSl hicho TR RSt fieng et 1)

4-{6-[ 2- (3p5- Bhehdrer(oempoundilddf- yl ) - acet yl ] - 2, 3- di met hoxy- phenoxynet hyl } -

benzonitrile §« bredevl}=1<f 2 i -3 4-di - -eth

2 (3,50 ch oig?%‘;’@%f@?ﬁ?ﬂﬂ"fﬁ ISR IS DS IONE oy -

phenyl ] - et hant6REWPEBhdtldnd 149) ,

:2),6( ? 5-Di ChLIOﬁgﬁmlﬁ@;ﬁ-D'rcHinbd—byri’hir{-&yﬂt-&bWLi}@Xﬂmé’thBQﬁbUér@XWblht@ﬂy| ) - et hanone
conpoun

1- (2-Cycl ohex?‘f'%@’%ﬁgr&%%ﬁuﬁggﬁ&y- phenyl ) -2-(3,5-di chl oro-pyridin-4-yl)-

et hanone (18onpdasadDitiarp;pyridin-4-yl)-1-[3,4-dimethoxy-2-(4-methyl-benzyloxy)-

phenyl]-ethanone (compound 143),
1-[2-(3-Chloro-benzyloxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin -4-y(}-
ethanone (compound 144),
2-(3,5-Dichloro-pyridin-4-yl}-1-[3,4-dimethoxy-2-(3-phenoxy-propoxy }-phenyl]-

20 ethanone (compound 145),
2-(3,5-Dichloro-pyridin-4-yl)-1-{ 3,4-dimethoxy-2-{2- (4~-methoxy-pheny!}-2-
oxo-ethoxy]-phenyl}-ethanone (compound 146),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-dimethoxy-phenoxymethyl}-
benzonitrile {(compound 147),

25 4-{6-{2-(3,5-Dichloro-pyridin-4-yl}-acetyl]-2, 3~dimethoxy-phenoxymethyi}-
benzonitrile {compound 148),
2-{3,5-Dichloro-pyridin-4-yl1)-1-[3,4-dimethoxy-2-(naphthalen-2-ylmethoxy)-
phenyl)-ethanene {compound 149),
2-(3,5-Dichloro-pyridin-4-y!)-1-(3,4-dimethoxy-2-pentyloxy-phenyl}-ethanone

30 ({compound 150),
1-{2-Cyclohexylimethoxy-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),



3-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxynet hyl } -
benzonitrile (conpound 152), WO 20051077404 PCTI DK2007/ 000564 22 1-{
2- [ 2- (4- Chl or a- phenoxy) - et hoxy] - 3, 4- di net hoxy- phenyl }-2-(3, 5-di chl oro-

pyridin-4-yl) - at§3g08 (compound 153),
22(3, 5-Di chi or g"?pyr(’i @?&44-yl ) -i-[2-(2-ethyl - but oxy) - 3, 4- di TR R ny 1 | -
et hanone (conpound 154), 5 2
2-(3,5-Dichloro-pyridin-4-yl)-1-[Z-(2-hydroxy- et hoxy) -3, 4-di net hoxy- phenyl | -
it ?gnfge( g cgrrrt))lpumt-pzs@}c:h|p:jq—pheony)-ethoxy]-3 Tdigneéhc:;(y-pheﬂyl}-2-(355-dichloro- hyl
-{6-[2-(3,5-Dichlarg-pyrjdin-4-yi)-ace - 2, 3-di met hoxy- phenoxynet hyl } -

benzoi ¢ acid mefhyI" gs‘ﬁﬁﬁ"@&%’??p@é'ﬁ%mi@és%g'
2- (3, 5- Di chl or o2g@ra-ichlode-pyrjdin-41y8)-1-{ 2H(PretHybhytoRy -2 4rdiphltheay-phe®dly| - 2- oxo 10
et hoxy) - phenyl j : d 157),
Z-(3,5-Dichlor oegkﬁﬁﬁoﬁsw%ﬁm%a{j? Z- (2, 5-di nmet hox)y- phenyl.) - 2- oxo- et hoxy] -
3, 4- di met hoxy- pReR-Plcblorppygfdin-¢ eni&rhydraxy -ethoxy]-3,4-dimethoxy-phenyl]-
2- (3, 5- Di chl or oeighérl @Rorhpiling 1549)3, 4- di met hoxy- 2- (2- oxo- 2-p-tol yl - et hoxy) -
phenyl ] - et hanone (conpound, 159), 15 .
2- (3, 5-Di chl or o-g' F [i%g&ng'g)-'%}/’hrg'fy T'%P'@Y'}'FEF&YI33t§éﬂ'mmjﬁh§f‘%ymeﬁw}ﬁoxy- phenyl
] - ethanone (cohpwoiracidoBithyl ester (compound 156),
2- (3, 5- Di chl or 05y Si-Aredi- L2443 hldRERoRep 2%l RsMdramnd gl B noxy- phenyl
]- ethanone corrgoi]r"nd 18& wr}zdh%Bﬂ)Si g"chﬂé'%?g@rizdﬁ aién’z 9|' #5K!
n-4-yl)-i- [ 3%4- gihreondepyii-ethanepe fqompererhd Ny | - benzyl oxy) - 20 phenyl ]
- et hanone (. conpeyBR®-B€Ribro-pyridin-4-yl)-1-{2-[2-(2,5-dimethoxy-phenyl)-2-oxo-ethoxy]-
2-(3,5-Dichl oro- YL dhg)- 4;%” %%ﬁh% 4- d@m&t hor@y-é- (3-trifl uoronethoxy-
bepzyl oxy) - phengi TS EENOXERESPUERERARY CBBPOUBLISP)5_ b chi or o- pyri d]
n-4-yl) - 1- [ 2- ( 32#(B5oRiohlbra-pyridintdrybire{ Byt ditbethzxt-2x(2jox8; 24p-tolyl-ethoxy)-
di met hoxy- phenyl|l : eht Hzﬂﬁ 9% 4), 25
2-(3,5-Dichlor obﬂ;l)egﬁ]ﬁn- %ﬁ(? - ?§935 I'met hoxy- 2- [ 2- (Z- met hoxy- phen}/I ) - 2-
oxo0- et hoxy] 1BheRyBI-Richiaropiidin: drvholnbd (4-§8gro-benzyloxy)-3,4-dimethoxy-phenyl]-
2- (13, 5- Di chl or oethyhdriél @orhpdiing- 160)Z- [ 2- (2, 4- di met hyl - phenyl ) - 2- oxo- et hoxy] - 3,
4- di met hoxy- phg-rl¥]51ﬁi%ﬁlgl%qur}%ir1(-gp ﬁpﬁw-?}}lggrzﬂbenzyloxy)—3,4-dimethoxy-phenyl]-

ethanone (compound 161),

2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-trifluoromethyl-benzyloxy)-

20 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-y!}-1-[2-{3-fluoro-5-trifluoromethyl-benzyloxy}-3,4-

dimethoxy-phenyi]-ethanone {compound 164},

25 2-(3,5-DichIoro-pyridin—4-yl)-1-{3,4-dimethoxy-2-[2-(2-m_ethuxy—pheny1)—2-

( _ oxo-ethoxy)-pheny!}-ethanone {compound 165),
2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-(2,4-dimethy]-phenyl)-2-oxo-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone (compound 166),
1-12-(4-Chloro-benzyloxy)-3,4-dimethoxy-phenyl}-2-(3,5-dichloro-pyridin-4-yl)-

30 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},



1-[ 2- (4- Cnhl or o- benzyl oxy) - 3, 4- di et hoxy- phenyl ) -2- (3, 5-di chl oro-pyridi n-4-yl
)- 30 et hanone (conpound 167), 2-(3,5-Dichloro-pyridin-4-yi)-1-[2-(2-difl
uor oret hoxy- benzyl oxy) - 3, 4- di nmet hoxy- phenyl ] - et hanone (conpound 168),
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(4-isopropyl - benzyl oxy) -3, 4-di net hoxy-
phenyl ] - et hanone (conpound 169), WO 20081077404 PCT/ DK20071000564 23
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-fl

uor o-6-trifluoronethyl -benzyl oxy) -3, 4- di met hoxy- phenyl ] - et hanone (conpound
170),

2- (3, S Di chl oW82WP77#4n- 4-yI ) - 1-[ 2- (2, 3- di f | uor o- 4- met hJF/BEBYI656)) - 3, 4-

di net hoxy- phenyl ] - et hanone (conpound 172, 5

2-(3,5-Dichloro-pyridin-4- yI) 1-[ 3, 4-di net hoxy- 2- ( 2- net hyl - benzyl oxy) -
pheny] ] - et hano ou

D03 5 ol ool PREFRERANT 430y 3 rmerrs usroms RN oxy ) -

phenyl ] - et handimeetioyrpeovii-etizdpne (compound 170),

2 (3, 5 Di chl or0py b ol Gyehn-a )’ B8 IR RetRA e 2n6RY 10Ky - Phenyl ) - 10

et hanone (conpou

2- (3, 5-Di chl ordﬁ"'fﬁ??’i\’d?*}‘i’ﬂwlﬂ")a"&“‘f{@owpall‘m’epﬁéxy 2- (2- net hyl - qui nol i n- 6-

{I [n;t ?gxxc/% l—sphenoBlE] Bahlhmawr?:rg 49ipDY3d- cafiét)ﬁoxy-lz ](2 Zme(tgyl St:eggylcﬁ(ly)- iAo

-[2-(2- or oz benzyl oxv) - - oxy- phenyl ]-2-(3, 5-dichloro-pyridin-4-y
DRESIEAhSOR (Sorigth Tr 2V - Phe

) - ethanone (CO :
2-(3,5-Dichl or2d3pﬁyBiculbm-mr'sdir‘)-gr-ld)fB[l%ﬂimethhm%—m-ﬂ(ekhmnmybenzyI oXxy) -

phenyl | - et hangpg) C&H&%B‘écﬂp&n
2-(3,5-Dichloro- -d| met hox - met hox benzyl oxy) -

pyri di n-4- ylr27 X
phenyl | - et hande: %EGW%MM @Dyl) -1- t3 4-dimethoxy- pent—Z enyloxy-pHenyl}- .
1- { 2- [ 2- ( 3oChlethanereh@oypourdtirayy] - 3, 4- di net hoxy- phenyl }-2-(3,5-dichloro 20 ' /

'FI)')(;; ijlpgrl d?/ln) ﬁ%f?ﬂ?ﬁ\?;ﬁ(@f@ﬁﬁgpﬂ 115"% réet{"é’fyh I(P"%%W g)‘(’&")o"pﬁenyl ] - ethanone
(conmpound 180Yimethoxy)-phenyl]-etharione (compound 175},

1-[2-(2-Cycl ofiq&y(lz-@mg»bﬁ),zy%ﬁy 8lamhlaenoky phemw]- i'(?S(d?’ch%TQJp(?hleﬁf@vIP-yr i di n-4-
yl) - ethanone g(i-n (?:ompour?d 176},

15 2-(3,5-chhlom—pynmn-4-yl)-1—[3,4-dimethoxy-z-(3—methoxy-benzyloxy)—
phenyi]-ethanone {compound 177),
2-(3,5-Dichloro-pyridin-4-yl)-1~[3,4-dimethoxy-2-{4-methoxy-henzyloxy}-
pheny!]-ethanone {compound 178),
1-{2-[2-(3-Chioro-phenyi)-ethoxy]-3,4-dim¢thoxy-phenyl}-2-(3,5-dichloro—

20 pyridin-4-yl)-ethanone (compound 179),
2-{3,5-Dichloro-pyridin-4-yl)-1-[ 3,4-dimethoxy-2-({5-methyl-hexyloxy)-phenyl] -
ethanone (compound 180},
1-[2-{2-Cyclohexyl-ethoxy)-3,4-dimethoxy-phenyl}-2-(3,5-dichloro~pyridin-4- [}
yl}-ethanone (compound 181},

25 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, S-dichloro-pyndm -4-
yl}-ethanone (compound 183),
2-{6-[2-(3,5-Dichloro-pyridin-4-y1)-acetyl ]-2,3-dimethoxy-phenoxy}-acetamide

30 (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}-
jscindole-1,3-dione (compound 186),



E—

25 .

5-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy} - pent anoi c
acid ethyl ester (conmpound 182),

1-[ 2- (3- Benzyl - y) - 3, 4- di et hoxy- phenyl ] - 2- (3, 5-di chl or o- pyri di n- 4-
yl ) - et hanone (32%%@%@9@83) , PCT/DR2007 0d0s64
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetylPf- 2, 3-di net hoxy- phenoxy} - acet ani de
30 (conmpound 184),

2-(2-{6-[2-(3, 550ichl_pro- Qi Os: 4= VAl s INEwR | JTE [ }-ethyl)
- i soindofe-1, 325{'63265’5(%%%%3911@%—% \)15 Qﬁty 23 arﬁt%wﬂéﬂﬁ}mmw

2- (3-{6-[2- (3, 5aRMidgr{EapRaundild7- yI ) - acet yl ] -2, 3- di met hoxy- phenoxy} - pr o
byl) - 1 s0i ndol ea(a3-BicAfo-bfnsPau1-18inox)2, 2 QA SHenIBHIRERO7( 000564
2-{6-[2-(3, 5 Di EPMPY BIP i n- 4-yI ) -acetyl ] -2, 3- di met hoxy- phenoxy} - N- et hyl -
acet am de ( c6npotBeyt®Piapylmethoxy-2,4-dimethoxy-phenyl)-2-{3,5-dichloro-pyridin-4-yl)-
2-(3,5-Dichlor oé@'}gﬁ&g (Eaﬁ\bé{&p)a'ﬂf;‘g@?" et hoxy- 2, 4- di met hoxy- phenyl ) - et hanone
(conpound 188), ) . o

1- ( 3- Cycl opr opy LrdtAgkeyy 3- buth-eriexy &y g Hexy1prenyll-3; (8, AadiemMprerrmyriginr4-dn- 4- yI ) -
it “S”X{‘-e fconpgm? kompound iy heny) 5-dj chl i di n-4-yl
) ] ( e'; h alngnglez; O}%g-ﬁ&l’g—}%n o?()y(fyz_,4—-dprgetpgx)§yﬁl'%n$ﬁ-)ﬁ-2§, -chﬁloré-pi'r?t:l?n-g[y?)_-pyrI ' n-a-y
1- ( 3- But - 3- any| ethgnéhedcdmpedrdaddiiphenyl ) - 2- (3, S-di chl oro-pyridin-4-yl)- 10
et hanone (conpoynd el covridinedovye1 {2 d-di -3 . -

2 (3. 501 chl o o2par A orp DA )1 2y dimptboxy - romssycphentll &PROE 2 one
(compound 192), {compound 192),

{50

Al iyl oxy- 2143 iIgmipexa-dipteemcy phenyl B 253 - Gibhieroep Riir-aHyl)-ethatohe €t hanone
(compound 193), ,15 1
2-(3,5-Dichlor OKCBWIOH?%-%B-)W )-1-[ 2, 4di net hoxy- 3- (4- net hyl - pent - 3- enyl oxy) -
phenyl ] - et hahona-(8Sodiplaredpyriiy-4-yl)-1-[2,4-dimethoxy-3-(4-methyl-pent-3-enyloxy}-

(23; ggngng ?Eg%gaﬁwg%ﬁ?%ﬂlddﬁ&ﬁﬂ gg“)t\ydr oxy- et hoxy) - 2, 4- di met hoxy- phenyl ] -
2- (3, 5- Di chl or 02§ irpore-pyridinedvh- Ll FrBYdeoxy ethoynepdrdippdeyy-phelr ) - 20
et hanone ( conpogigndidtempound 195),
2-(3,5-Dichloro-pyridin-4-yl}-1-( 2,4-dimethoxy-3-phenethyloxy-phenyl}-
20 ethanone {compound 196),
1-(3-Benzyloxy-2,4-dimethoxy-phenyl}-2-(3,5-dichloro-pyridin-4-yl}-ethangne
{(compound 197),
2-(3,5-Dichloro-pyridin-4-yl)-1-{2,4-dimethoxy-3-pent-2-enyloxy-pheny!)-
ethanone (compound 198),
_ 25  2-(3,5-Dichloro-pyridin-4-y)-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-y!)-
ethanone {(compound 200),
2-(3,5-Dichloro-pyridin-4-yl)-1-(2,4-dimethoxy- 3-prop-2-ynyloxy-phenyl)-
30 ethanone (compound 201),
2-(3,5-Dichloro-pyridin-4-yi)-1-[ 3,4-dimethoxy-2-{2-ox0-2-pyrrolidin-1-yl-
ethoxy)-phenyl]-ethanone {compound 202),
N-Benzyl-2-{6-[2+(3,5-dichloro-pyridin-4-yi)-acetyl]-2,3-dimethoxy-phenoxy}-
acetamide {compound 203},



1- (3- Benzyl oxy- 2, 4- di met hoxy- phenyl ) -2- (3, 5-di chl oro-pyridin-4-yl)-ethanone
(compound 197),

2-(3,5-Dichloro-pyridin-4-yl)-1-(2, 4-di net hoxy- 3- pent - 2- enyl oxy- phenyl ) -

et hanone (conpound 198), 25

2; ES, 5-Di ?hl or o- pér |18|9)n 4-1y(1é- é E 2, 4- di met hoxy- 3- ( 2- met hoxy- et hoxy) - phenyl ] -
et hanone (conpoun , 1-(3-But-

2-ynyl oxy- 2, 4- di net hoxy- phenyl ) -2- (3, 5-di chl oro-pyridin-4-yl)- ethanone
(conpound 200

2- (3, 5-Di chl o%VB'-’-B‘{?{”?7d?“n-4-y| )-1-(2, 4-di et hoxy- 3- pr op- 2 BFRPRINTOWE 4Ny ) - 30
et hanone (conpound 201),

2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di met hoxy- 2- (2- oxo-2-pyrrolidin-|-yl-

et hoxy) - phenyld.;£t] e 16 2Q2): -2-(2- in-4-vl-2-0x0-

N- Benzyi - 2- { 6- Eje'% ?@%ﬁg%ﬁ@ﬁ%ﬁ?ﬁ%@mﬂ“ YégegzyT?tpg?'éq ‘éiy}r\%toﬁgxy- phenoxy} -
acet am de ( corfstxndpbenyil-ethgnope feymprend3048€T/ DK2007/ 000564 25

c hoky) - phonyl st e roTr iy g TP 2 MGy THROR Mo 2 00
2-{6-]2-(3,5- %tﬁr"é‘feo@BTPé‘m%%?iﬂw )-acetyl ] -2, 3- di met hoxy- phenoxy} - N- pheny! -
acet am de (% orpdarizH{8Dichldro-pyridin-4-yl}-acetyl]-2,3-dimethoxy-phenoxy}-N-methyl- .
N pheny| - atet AT ae | Ahlicyfbihd 2661 V11 - 2, 57l et hoxy- phenoxy) - ety
6 15 (3. 5 (b £t S UaNRIPRYUS 4 ikagaty P Dot miRg By} - N- (3

hydr oxy- 3- net hyhroRi3ympthciRitaFiatarre Tpatiiind QBY),

70 aontan o CeEALRS BT Byrtantlakiif SEhN b, Rty R BIRRIYE - N PropYl-
2-{6-[ 2- ( 3156- Beethinidedcpnpdwhidr208),y| ) - acet yl ] - 2, 3- di net hoxy- phenoxy}- N )
| sopropyl - acetapd. 'gqﬁgﬁq&l 9 - -2,3-di -ph -N-

N But yl - 2- { 6- [zgfﬁ( g'f‘gi di chl o?%Y’g@r)i“a‘f'%?i‘?“ﬁ ) _Saglreq[e§/r?o)xy£ %r-‘%xiy?ret hoxy- phenoxy} -
acet ani de ( cor§BERRY!-2cetmidg frompound 209),

N- Cycl opent yl 12pdt9r-5-46¢[3(3;FdieMbror yripyr4-gi) rcétylj+2), 3-anedtibly-ghedogitret hoxy-

phenoxy} - acet apl,de, f.G0RAd 2261 -

15 N-Cyclopentyl-2-{6~[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-
phenoxy}-acetamide (compound 211},
2-{6-[2-(3,5-Dichloro-pyridin-4-y!)-acetyl ]-2,3-dimethoxy-phenoxy}-N-(3-
methyl-butyl}-acetamide (cornpound 212),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl}-acetyl]-2, 3-dimethoxy-phenoxy}-N-(4-

20  methoxy-benzy!)-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),

25  2-{6-[2-(3,5-Dichloro-pyridin-4-yl}-acetyl|]-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-

30 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),



2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N-(3-
nmet hyl - butyl ) -acet am de (conpound 212),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy-phenoxy}-N (4 20
met h

oxy-benzyl )y f#e (conmpound 213),
2-{6-[2-(3,5-Di cﬁ?@?%yn di n-4-yi) - acet yl1-2, 3- di met hoxy *SERBXYIRE 2, 2-
di met hyl - propyl ) - acet am de (conpound 214)
N Cycl ohexyl - 2-{6-[ 2(3, 5-di chl or o- pyr | di n- 4- yI) acetyl]-2, 3-di net hoxy- ( )

phenoxy} - acet an'(lﬂ)ez-({sqnﬁg@dmﬁl&v@pyr@ﬁ:%-yl)-acetyl] 2,3-dimethoxy-phenoxy}-N-(1-
2-{6-[2-(3,5-D c IO[S%% Cg%ﬁ}&% %h’% aCEti’zlﬂ , 3- 'di met hoxy- phenoxy} - N-( 3-

nmet hoxy- benzyl) 0
N- Cycl ohept yl - 22{{6-[[22(3(3D5:hbhrm>h1!mﬂlm~4py)r a@tyrl}—&,&vdiimeamevancany}w(?ﬁet hoxy-

h t
2 {ego?)ﬁ}(gcg gnh 0,(,}29{699?‘%9&3;11@&3 (“°’"F’°“”§'& 2122)2 3- di net hoxy- pheno 2y} N-(2 30

met hoxy- benzyl )Zafée&Za(r%%‘Bw{’l?mrﬁmﬂﬂfer4Z‘i)8§mW‘] 2,3-dimethoxy-phenoxy}-N-(

N- Cycl ohexyl net higthoRy{ebin Radetarhidé [@patss P¥3)} di n-4-yl ) -acetyl ] - 2, 3-di et hoxy
- phenoxy} - acet

DT o AR PRl A S 4y ler L 3 S REHIB Y BB By - v ( 2-

hydr oxy- et hyl ) - divetiaiarieo{ethyijpanetroni2e ompdM@RBB1077404 PCTI DK2007/ 000564
26 {Dl [2- ﬁ3 /5- chhlor? gyndln -4~ yl? acetyl][ 2,.3- dlmethOéy pherhoxy} N-

R -Z-{6-[ 2- t $‘| N-(1-
E)h)enyl {et Ly|1§l E'Bteﬂ?ﬁ'ﬂ!@“?d’é?ﬁ? cﬁ?&tazﬂz%% oo Oxy-phenoxy}- - (

ﬁ g 6-[2-(3,5. Dfw)Lzu{e»{,@s(sﬁdm.ah:&nydy)émgg«e»;,wake@n}32 dmmthwmmmﬁ@cu}ﬁw(&
rox ro -dace m ae cO oun
2 16 [g 53 Eyn i -h5§ﬁ§aW@’-¢PTP%§t§P;-2,3-di met hoxy- phenoxy} - N- ( 2-
met.hoxy- et hyl ) - 2dét[an{3¢e Dicblonppyritin-228)-acetyl]-2,3-dimethoxy-phenoxy 3 -N-(3~
2-{6-[2-(3, 5-Di di met h h N-(2-
ot Eret Lyl <(';1m > e%ﬁﬁﬁ&g%&ﬁ)ﬂ} gcé Mid)e'(&ﬁﬁ:g%h& g 7y3- di met hoxy- phenoxy} - N- (
2-{6-[2-(3, 3°Di % o3py Pichiorr-rynidi f)‘4a'é~)éig?rvllr 3-dmgthexr-RBsAPXphdhaR2N- (3 10
di met hyl am no- pyiaRity)-aestemre (@enganairesyd 225),

2 e L (2 RN B i st Yl RURSYAPRRRR) - (1

2-yimethyl-acetamide (cornpound 229),
2-{6-[2~ (3,5-Dachloro-pyrld|n-4-yl)-acetyl]-2,3—dlrnethoxy—phenoxy}-N-pyridin-

20 3-ylmethyl-acetamide (compound 230Q),
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),

25 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) -acety!]-2,3-dimethoxy-phenoxy}-N-(3,5-
difluora-benzyl)-acetamide (compound 234),
2-{6-[2-(3,5-Dichloro-pyridin-4-y!)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2,3-

30 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-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy} - N ( 3-
y- propyl ) -acetam de (conpound 227), 15

3,5-Di chloro-pyridin-4-yi)-acetyl]-2, 3-di met hoxy- phenoxy}-N-furan-2
| -acet am de (conpound 228),

3,5-Dichl oro-pyridin-4-yl)-acetyl]-2,3-di net hoxy- phenoxy}-N-pyridin
hyl - acet am de (conpound 229),

3,5-Di chl oro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-Npyridin
nmet hyl - acet am de (conpound 230),

3, 5WR VPBTB4 pyri dn-4-yl ) -acet yl ] - 2, 3- di net hoxBCTIHEALTS090564N- ( 2-

- et hyI ) -acetam de (conpound 231)27
-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}-N-pyridin
nmet hyl - npou

2-(3, 5- %C{gﬂﬁgbg B@&PWW’% '&%}Vﬁ 8‘9'ar71 3AImet oY rEs R IsNdAoxy ) - N- (4-

I benzyl ) Aucebamiyt) aacéaonigiofcachp@3 ) 238),

2 (3 o Pl BuhbA itk ﬁg@,{g'j 3 ArafbEb R RREOXY} - N- (3, 5-
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2-(3,5- DP phl- mvlwﬁ#tamez(ﬂemyo%éﬁ )] - 2, 3- di net hoxy- phenoxy}- N (2,3 30

-
| uo
-
E)r 0- benzyl{k-[aq s samichl6rof BPRHO4HY - aza':;v],z 3-dimethoxy-phenoxy}<N-(4-
i
-
| -

2- (23y|5 '@'DFW{? E‘%é‘%ﬁ@ﬁ&%’ﬂ%}% ] 2, 3- di met hoxy- phenoxy}-N-(2-

n-
2- ( 3, 5- B 6HRdB.S-Pightondtpyridingd )/l)maw+2],3-zir®tbl¢mﬂwnw}phenoxy}-N—(2-
yl - benzyi , WD 20081077404 PCT/ DK2007/ 000564
-{6-(2-( SQheﬂEﬁWﬁ‘%%g'}&& gd 3) acet%/d ]-2,3-di net hox% Ehenoxy}-N—(S-
I

r 0- benzyl & {ﬁﬂét(éqﬁ‘?iéh‘?r@mélmﬁ‘/é?&?t\"] 2 .
2- (305- @rfam-mpeﬂhylmadetammey(lcbmmﬁmhkh2, 3- di net hoxy- phenoxy} - N- ( 3- ‘

-[
y:[ 2b((3g23é| %)@ﬁ?é?‘?%@?’ r&'ﬂp u@?'yaféévgslﬁ 5'"?t5°xr¥e'frﬁ8%7}pﬂénoxy} N (4-
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methoxy phenoxy}-
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yl - benzyl pheaylegrapyildacefarditp (eompodad 243),
2 fSaEeﬁ% Q%slba&w)cﬂ Lo 4o 359,}: =Y o) ridin 3= ﬁj RIS Y5-BhrBR%YS - N
y phenoxy}-acetarnide (compound 244),

15 2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl}-2,3-dimethoxy-phenoxy}-N-(2-
piperidin-1-yi-ethyl)-acetamide (compound 245),
N-{3-Chloro-benzyi)-2-{6-[2-(3,5-dichloro-pyridin-4-yi)-acetyl]-2,3-dimethoxy-
phenoxy}-acetamide (compound 246),
2-{6-[2-{3,5-Dichloro-pyridin-4-yl)-acetyl1-2, 3-dimethoxy-phenoxy}-N-(2-

20 morpholin-4-yl-ethyl}-acetamide {compound 247), ‘
N-{4-Chloro-benzyl}-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]- 2, 3-dimethoxy-
phenoxy}-acetamide (compound 248), )
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acety!}-2,3-dimethoxy-phenoxy}-N-(2- [
pyridin-3-yl-ethyl)-acetamide (compound 249), '

26 2-{6-{2-(3,5-Dichioro-pyridin-4-yl}-acety! ]-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-Dichioro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-

30 hydroxy-2-phenyl-ethyl)-acetamide (compound 252),
(5)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetylt]-2,3-dimethoxy-phenoxy }-N-(2-
hydroxy-2-phenyl-ethyl)-acetamide (compound 253),
2-{6-[2-(3,5-Dichloro-pyridin-4-yi}-acetyl}-2,3-dimethoxy-phenoxy}-N-
thiophen-2-ylmethyl-acetamide (compound 254},

'CI\)
>

et



2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N(2 10
pyrid! n-4-yl-ethyl)-acetam de (conpound 242),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N-(3-
phenyl - propyl ) - ?, (compound 243),
N- ( 2- Chl or o- berﬁ@?@@ i [ 2- (3, 5-di chloro-pyridin-4-yi)- aESTPIPY2 95 et hox
y- phenoxy}-acetam de (conpound 244), 15 2
2-{6-[2-(3,5-Di chloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy-phenoxy}-N-(2-
pi peridin-1-yl-et yﬂz)ta@-@tcﬁméiﬁyrﬁcﬁ@qﬁﬁ’}i%tﬂf‘@}dimethoxr-)phenoxy}-N-[3-(2-

yl)-a

N- (3- Chl oro- benzyl ) - 2-16-[2- (3, 5-di chl ‘oro-pyri di n- 4- cetyl]-2, 3-di met hox
y- phenoxy} - ac&iﬁ%ﬂ@'@@aﬁ@tﬁ{ﬁp@&?,amim (dompound ZéS),

2-{6-[ 2- (3, 5- D (dN)er-06-D3(B 8t DicHlorglpyridined-yi)jacety§-2]B-niphdtbayy-pinaoeyy-N-- (2 20
nmor phol i n- 4-yl - ) < >t am_
N- (4- Chl oro- benQ{/tJl?g{i")z'nF%r?P;m g&é@?gﬁ%w%upérz%@f n-4-yl)-acetyl]-2, 3-di met hox
y- phenoxy} - acetiivcigberty {62[1%13:,5-dichloro—pyridin-4-yl%/-acetyl]—2,3—d|methoxy-
2-{_6&,[2-23, F‘%%ﬁ%?ﬁ@-ﬁbﬁt&rﬁi&@{&rﬂd&n@@ﬁ? I4] -2, g-di net hoxy- phenoxy}- N-(2- )
pyridin-os-yl-etnyl).- e (cop u
DY L6 5 (3 5. ) EHEZE o Prbe A S P L3 SR e AR BHEN R 2 ( 2-
pyrrolidin-1-yl hetrdwy-sthexgtetng i Heacetaoidp ¢eomehabd 2 58),
N- (2- Acet yl am ng-atByls)e 2-£6-12-(2 5-di 9~y i di 0. 4oy s aGeial ] -2, 3-
di met hoxy- phenog_f/:}ig -[gcégf%%chgr%é%%gﬂ %%kﬁf 23 %HEEHOQY %hé!:’n)xy?%?f&’
(it)-2-{6-[ 20( 3dimethyiamipedupiiracgiamide {qgompgyed ¢$59). 2, 3- di met hoxy- phenoxy} - N- (2
30 hydr oxy- 2- phenylcyebpet) it eingafod -4l HetReREBRerdP2d-(3, 5-dichloro-pyridin-4-
(S)-2-{6-[2-(3, %mqf chl Eerﬂg Egr:i ngG %?-yl ) - acseas'tlgl ]rﬁg 3-( i ml;}[ hD(;;;YBhlgnoxy} -N-(2-
hyﬁr— oxy- 2- pheny " EHRPPYE EREPAMRA#S P conpound 253)
2;] 6- LZ- (3, 5|— Di tﬁBmvdoppp'yldieMﬁZI—l)ydaw%rﬂe)tlﬂqu-;dienﬁl—hdﬁ;s—pihhmmxy} - N
t hi ophen- 2-yl ne L - acat an ﬁgm 4), WO 20081077404
heTT 2007/ 90058 ‘%3% m'%f"((g B 3s25
2-{ 6-[ 2- ( 3, 37 Di XPerRcyiorryrninat-yyLl-Grethgxy-2hydrary ieREeyy Fhemdky) - N-[ 3- ( 2-
ox0- pyrrol i di n- dth¥honeeOpyddnaases,am de (conpound 255),
(2R)-2-{6-(2- (3,50 chloro-pvrid n-4;yl)-acetyl 3-2, 3-di oXy-,phenoxy)
-N-(2- hydroxy-?“25’??1&_':LWVIO)'E@%@E%HHH]E'(%E%'% 'g' tgg’%"?'pﬂe'ﬁﬁﬂox#ptpe"yﬁ'
ethanone {compound 263),
1-[2-{5-Cyclopropyi-[1,3 4]thiadiazol-2-ylmethoxy}-3-ethoxy-4-methoxy-
20  phenyl]-2-(3,5-dichloro-pyridin-4-yl)-ethanone (compound 264),
{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]—2-ethoxy-3—methc_>xy-phenoxy}-acetic
acid benzyl ester (compound 265), _
1-(3-Allyloxy-2-hydroxy-4-methoxy-phenyl)-2-(3,5-dichloro-pyridin-4-y1)-
ethanone (compound 266},
25  2-{2-Allyloxy-6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl}-3-methoxy-
( phenoxymethyi}-benzonitrile (compound 267),
1-(3-Allyloxy-4-methoxy-2-phenethyloxy-phenyl}-2-(3,5-dichloro-pyridin-4-yi)-
ethanone {compound 268),
1-{3-Allyloxy-2-]2~(4-fluoro-phenyl)-ethoxy}-4-methoxy-phenyl} -2-(3,5-
30 dichloro-pyridin-4-yl)-ethanone (compound 269),
N-Benzyl-2-{6-[2-(3,5-dichloro-1-oxy-pyridin-4-yl)-acety!]-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),



5 .
N- Cycl oheptyl net hyl -2-(6-[2-(3, 5-di chl oro-pyridin-4-yl)-acetyl]-2, 3-di net hox
y- phenoxy}-acetam de (conpound 257),
2-(6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N[2-(2-
hydr oxy- et hoxy) - et hyl ] - acet am de (conpound 258),
2-{6-[2-(3,5-Dichloro-pyridin-4-yt)-acetyl]-2, 3-di net hoxy- phenoxy}-N-(4 10
di met hyl am no- but yl ) - acet am de (conpound 259),

1- (3- Cycl opent yl oxy- 2- hydr oxy- 4- met hoxy- phenyl ) - 2- (3, 5-di chl or o- pyri di n- 4-

yl ) - et hanone WOMSGHM 260), C PCT/DK2007/000564

1- (3- Cycl opr opyl net hoxy- 2- hydr oxy- 4- net haxy- phenyl) 2- (3 5-di chl or o-
pyri di n-4-yl)-et hanone (conpound 261) 15

2-(3, 5 Dichl or O@%ngnyo 1 chy)pyrldl t) 21[2 (hﬁ%rgz(%eﬁ'mr%hg% Y3 Ehenyl )-

et hanone (conys _
2-(3,5-Dichl 0rdnnembx;dphbrﬁl}yéthaﬂoné?qemmy-Zazy,ret hoxy- 2- phenet hyl oxy- phenyl ) -
ethanone(co e A )

1-[2-(5- Q/cl o P D?ﬁﬁo)r% )clykpyrlapaflzgi) 3 {%if'r%’s ?%89(’%2&2& Y(pv'zld'rret hoxy- 20
phenyl ] -2-(3, 5’1)d¢t o TRBBW ietftanone {gpnpeuri§adidhe (conpound 264)

{6-[2-(3, 5-9i cht ~@1d%rbiitda<y vh.h =AG811Y({2) hydrSd I 1 RethBiRaayiphenoxy} - acet i ¢
aci d benzyl ester é? oun

1- (3- Al | yl oxy-2513q9 %n&u% xy phenyl )-2- (3, 5-dichl oro-pyridin-4-yl)-

et hanone ( conpe(2a{b-P563,5-Méhloro-1-oxy-pyridin-4-y1)-acetyl]-2,3-dimethoxy-phenoxy}-

2-{2-Allyl di n- 4-yl tyl]-3-nmeth
ph{enoxyngtg;lv} PodRoneh At d, - I-y1) -acetyl] - 3-met hoxy. {

1- (3-Allyl oxyA%Pimwyo?vrw@ﬁe\ﬂhwaﬁydlrpﬁévﬁysr-?—:@:r(vﬁsi‘arwwhwd: pyridin-4-yl) .

L {eghilnlonflc(c ] PRESUPEhRche, (compﬁund 277), ) ) 2 5. 30 Lo
0X en oxyl = 0X

di chl or oypyr yd”@ ﬁs? gg’th\ﬁﬁ%ﬁ@y % rﬁ)ﬁhﬁ‘é&ﬁs—g et Y- ;ﬁ»eno%ﬂ eth""(

N- Benzyl - 2- { 6-belzop8iils- (dmmhdtmdd-?B},oxy pyridin-4-yl)-acetyl]-2, 3-di met hoxy-

h t 7 . -
FZ) ((ago>5<y|}) 2?}?0?283%60%%@?@ el YQ)) = 4 ('gethoéy (tz pg”dmzz B’h%ﬂ%ty%yl oxy- phenyl) -

et hanone ( conpbemdl- Qf‘aqonwgmm 9404 PCT/ DK20071000564 29
15  2-(3,5-Dichloro-pyridin-4-yl)-1-[ 3,4-dimethoxy-2-(2-pyridin-3-yl-ethoxy)-

phenyl]-ethanone {(compound 280),
2-(3,5-Dichioro-pyridin-4-yl)-1-{2-[2-(4-methanesulfinyl-phenyl}-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone (compound 281),
2-(3,5-Dichloro-pyridin-4-yl}-1-{2-[2-{4-methanesulfonyl-phenyl)-ethoxy]-3,4-

20  dimethoxy-phenyl}-ethanone (compound 282),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(1-phenyi-propoxy }-phenyl]-
ethanone (compound 283),
2-(3,5-Dichloro-pyridin-4-yl}-1-[3,4-dimethoxy-2-(2-phenyl-propoxy )-phenyl]-
ethanone {(compound 284),

25  2-(3,5-Dichloro-pyridin-4-y1)-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-

30 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-(3,5-Dichloro-I-oxy-pyridin-4-yl)-1-{2-[2-(4- tIuoro phenyl) - et hoxy] - 3, 4-
di nmet hoxy- phenyl } - et hanone (conpound 272),
2-(3,5-Dichloro-I-oxy-pyridin-4-yl)-1-{3, 4-di met hoxy-2-[ 2-(1-oxy-pyri di n-4-

yl') - et hoxy] - phepylebggbfagnone (conpound 274), 5
2-(3,5-Dichl oro-1- o§<y pyridin-4-yl)-1-(2- %ldroxy 3, 4-di rreF %@Ifl‘)&{wmﬁ)

et hanone (conpound 275),
4-(2-{6-[2-(3,5-Dichloro-I-oxy-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy) -
et hyl ) - benzoni t 2i[2,8-HidetieeyHee 22qifrialin-4-yl-acety! )-phenoxy]-N-propyl-acetamide

2- (-3, 5-Di chl or o; g%]’l d| zb yl)-1-[3, 4-di net hoxy-2-(2-pyridin-4-yl-ethoxy) | |
10 phenyl]-et haﬁ dn%%())'und 277) ,

4-(2-{6-[2-(3, 52'ﬁ;amlmemoawﬁi-@i-wﬂziWﬂ)ﬁac@vmp]lemmlﬂi-mpﬁmtapﬁmoxy} -et hyl)
- benzonitrile 78

2(35D|chlorop n4 -1[ 4- di met hoxy- 2- (2- pyridin-2-yl - et hoxy) -
phenyl | - et hahon& {%ﬂaﬁﬁ@qﬁ@o-@‘wsﬂn 4150 acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-

2- (3, 5- Di chl or caggyeimiglé (ofpyling 39)3, 4- di met hoxy- 2- (Z- pyri di n- 3-yl - et hoxy) -

h I th

DY 51 b ot or oF S P AP AP biidsm 1y sceslt R ATSIRNY PERIRST P8P oxy ] -3, 4-
di met hoxy- phenyacgtamidiertronpogrcb2Pjund 281) ,

2-(3,5-Dichl " O2-R¥ly h-‘iblth‘i’cvrwp){nzldﬂr%Lﬂ) ééé%% haffetblRBReRRY PR bbpRAL NOXY] - 3, 4

20 di net hoxy- phenyl’} -'et hano

2- (3, 5- Di cht®r AlANIYR (rompgynd 499)8, 4- di met hoxy- 2- (1- phenyl - pr opoxy) - phenyl ] -

et ?anone (ﬁf)rrpoumd -[283)Chloro-pyridin-2-yi)- at(:jetyI] 2h3 dumetho(xy phﬁnoxyl} -N-propyl- J-pheny! -

2 3,5-Dichloro ri, 3, 4- di met hoxy- 2- ( 2- phenyl - pr opoxy) - pheny
SIS amatugd 25

et hanone
2 (3 5- Di chl or o2- }691[211Emhnarqip)fFld:n{KvaathnfétZkﬁadrmeﬂW(XSt -pire 0wy -I2-ppivehy | - et hoxy) -

phenyl | - et hanong.6A6e 9
2-{6-[2-(6-Chl org ra?u%ogéf 6)' 3- di met hox henox - N propyl -

acet am de (E:%r‘rp% 3,& @g@}hoxy Gy d] (2 methoxy pyndm-4-yl) acetyl p eNoXy }- —propyl-

2- { 6- [ 2- ( 3- Br orazefayitida {cdmdoirtd 28 et vl ] - 2, 3- di met hoxy- phenoxy} - N-propyl - 30
acetam de (co

2-{6-[2-(2, 6- Bpic)ﬁgg??@{ 7 Pyrdiary-peeb s 2 et ey PRRRSIS N PRIPEY opy! -

acetamide {compound 298),
2-[2,3-Dimethoxy-6-(2-pyridazin-3-yl-acety!}-phenoxy]-N-propyl-acetamide

20 (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),

25  2-(3,5-Dichloro-pyridin-4-y!)-1-(4-ethoxy-3-methoxy-2-phenethyloxy-phenyl)-

( ethanane (compound 302},
_ {6-[2-{3,5-Dichloro-pyridin-4-y|)-acetyl]-2,3-dimethoxy-phenoxy}-acetic acid

(compound 504),
2-tert-butoxycarbony!methoxy-3,4-dimethoxy-benzoic  acid methyl ester

30 (compound 506a)},
2-carboxymethoxy-3,4-dimethoxy-benzoic acid methyl ester (compound 506b}),
3.4-Dimethoxy-2-propylcarbamoylmethoxy-benzoic acid methy! ester
{compound 506c), or



acet am de (conpound 288), .

2-[2, 3-Di met hoxy-6-(2-pyridin-4-yl-acetyl)-phenoxy] - N propyl -acet am de
(compound 289), WD 20081077404 PCT/ DK20071000564 30

2-[ 2, 3- D net hoxy-6-(2-qui nolin-4-yl-acetyl)-phenoxy]-N- propyl -acetam de
(conpound 290), 2-[2, 3-D nethoxy-6-(2-pyrazi n-2-yl-acetyl)

- phenoxy] - N-propy |-aceta mde (conpound 291), 5
2-{6-[2-(3-Brono-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N propy |-
acetam de (c gBound 292)

2-{6-[2-(3, 5- BP%W%yrl di n-4-yl)-acetyl ] -2, 3- di met hox PCHREAGHYPSHM: pr opy! -
acet am de (conpound 293), 2-{6-(2-(6-Chl3ro- pyrlmd in-4-yl)-acetyl]-2,
3-di met hoxy- phenoxy}-Np ropyl- 10 acetam de (conpound 294),

21512 (4 Chlarer pys b idhicbo Wi by 3RS BRIk :Pr 0P -

acetam de (co
2-{6-[2-(2- Chlaé'?témt&&er(ii‘émmu@dyaoﬁl:acetyl] 2, 3- di met hoxy- phenoxy} - N- propyl -

acetam de (copp@ H&n%@@)tmai%cceptable and physuolog:cally cleavable esters,

2-{2, 3. et h;}% k5l ESAEU B WShRiek N it SH Ml BGIRGY) -1+ pro oY1

acetam de (co
2-(6-[2- (2~5(,yano pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy} - N-propyl -
acet am de (co

T By ot A N el ambogimens of the preseqt inverien X; raprisents AN et ami de 20

(conpound 299)3(;, X4 and Xs represent -CH-. In another embodiment X, represents N, and Xs,

2- (2~ Lent - BULyl A o el €8 019 edotberk o Besdgbeb andt 0- pheny! ) -

et hoxy] - 3, 4- di net hoxgﬁs - et hanone (conpound H%pﬁ

ni no- 3, 5- di chXar’s aervesent, r§H-y In anther(e@mfjlﬁ‘i‘ﬁ"&xp gRentsdY: Re4 - 3, 4-

di met hoxy- mheml>}3~aaalxamqmesehcewotdﬂds dplesentg N, and X,, Xz, Xz and X4

2 (3,5 D o' OraBunl e ol diched sl B0 BBaMRNR Yo, X PREARHGY! 0xy-pheny!) -

C et hanone (co
{5-[2- (3, 5-Di tenreseot piyhi. a yetangther gmbedimpn X 3nd Xarariesept Bhandokey X» aceti c aci d

and Xs represent -CH-, or X, and X5 represent N and X,, X; and X, represent ~
CH-, or X3 and Xs represent N and X,, X3 and X, represent -CH-. In a further

15 embodiment X; and X; represent N, and X3, X4 and Xs represent -CH-, or X4 and
Xs represent N and X;, X; and X; represent ~CH-.

Suitahle substituents R,y of ring B comprise halegens such as chloro, bremo or
fluorn, cyano, methoxy, ethoxy, propoxy or alkylamines such as tert.-
20 butylamine.

Substituents R, of ring 8 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 ( .j'
to the acetophenone,

25
In another embodiment when R; is hydrogen, then one of X;, X3, X, X; or Xgis
nitrogen, '

In one or more embodiments of the present invention, the compounds of
30 formula I as defined above are useful in therapy and in particular usefu! for
treatment of dermal diseases.

In ona or more embodiments of the present invention, the dermal disease or
condition is selected from proliferative and inflammatory skin disorders,



(conpound 504), 2-tert-butoxycarbonyl met hoxy- 3, 4-di net hoxy-benzoic acid

nmet hyl ester 30 (conpound 506a), 2-carboxynethoxy- 3, 4-di net hoxy-benzoic
acid nethyl ester (conpound 506b),

3, 4- Di et hoxy- 2-pr | car banmoyl met hoxy- benzoi ¢ acid net hyl ester conpound
506c), or WD 206@‘18‘8%?6‘1?4 PCTI DK2007/ 000564 31 PCT/DR2007/000364
2-{6-[2-(3,5-Dichioro-pyridin-4-yl)-acetyl P22, 3-di net hoxy- phenoxy}- N-et hyl -
acet am de (eonpound 305), and pharnaceutically acceptabl e and

physi ol ogi cal |y A S t] Ly I'ts,
hydrates, N-oxi dgéso(?%g'ggé_gﬁ%egt é@a‘%ﬁg} @g%mggﬁn%l%%égﬁ@fgﬁ%‘ﬁ%ﬁﬁ%@i ment of

t he present i nveldbesg sKB tegphesedin ageina, ahefoxkin aoxipg, acne g@RIMRLtis, APRIS ent

-CH . I n anot her d@fanelsé, RBérrReic HERTZEE6E Hohtabt deAREHNE urticsda, pithrias) hndd
represent -CH. In another enbodi ment X2 represents N, and X1, X3, X4 and

X5 represent - CH®MA' anot her enmbodi ment X4 represents N, and X,, 10 X2, X3
and Xs represént -CH, or X5 represents N, and X1, Xz, X3 and X4 represent

-CH. In a furth | t X2 - r sent
TG 1n yet anopteSnipeBhiLe iRGS: H e bbaden Ssafiheiin Sner FEAEOEN
represent -CH, bB¥corgentrpdiondraneph exganic spivamarky cryglisationar respypladisafion CH- |

or X3 and X5 1 epfr&hRtordrdd$biveht orfidit@ oX4aid SBIVERENY a-debbiverltihat iy deher 15
enbodi nent X1 and X2 rePresent N, and X3, X4 and X5 re%esgnt CH%%J or X4
n PYeq P essenviRly;

and X5 repr esenfrIRMG AGNRIFANKD SULh s epters The.arystals reay be'l tuents
R11 of ring Bocosgvensfrehfdrogens ssulvata Sucthboa aydrbreoMoe mventidnumkers altyano,

Subst1tent o R, OOreRRE orll ok B ARG UAE s B morls AR By g ¢

posj-tion) and/ ortheechk (3 and 5 position) position fromwhere ring Bis
attached to the acetophenone. 25 In another enbodi mrent when R3 is hydrogen,

t hen one of X1 2, X3 4 or X5 is
: " Compounds é formulal:_f may or may not comprise asymmetrically substituted

15  {chiral} carbon atoms which give rise to the existence of isomeric forms, e.g.
enantiomers and possibly diastereomers. The present invention 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 varjous

20 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 l-ephedrine. Alternatively, enantiomers may be

_ 25 separated by chromatographic techniques using chiral stationary phases. Said
(._ pure sterecisomeric forms may also be derived from the corresponding puse
steresisomeric forms of the appropriate starting materials, provided that the
reaction occurs stereoselectively or stereospecifically. Preferably, if a specific
sterecisomer is desired, said compound will be synthesized by stereoselective or
30 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,



nitrogen. In one or nore enbodi nents of the present invention, the conpounds
of 30 formula | as defined above are useful in therapy and In particul ar
useful for treatnment of dermal diseases. In one or nore enbodi nents of the
present invention, the dermal disease or condition is selected from
proliferative and inflammatory skin disorders, W 20091077404

PCTI DI C20071000564 32 psoriasis, cancer, epidermal inflanmation, alopecia,
skin atrophy, steroid induced skin atrophy, skin ageing, photo skin ageing,
acne, dermatitis, atopic dermatitis, seborrheic dermatitis, contact
dermatitis, WO pruritis, and eczemn, 5 The corlSBMKIN7ESEHor nul a |
may be obtalned I n crystalline formeit¥er directly by concentration from
an organi c solvent or by crystallisation or recrystallisation from an
organt ¢ sol vegladle & cilchictuliheafl o dERker 816 pBcEA Y B u ik Y DO
organi ¢ or inorganic, such-as e
essentially 1I0T0bfefa&leﬁﬁﬂd mélemmtqw Sﬁndeoaiegolpwtaeis @ﬂnleﬁ': apidermaydr at e The

i nventi on COVrﬁﬂanﬁqla&mn eroxeé.@lskanrhemfpﬂ&,@emeuﬁ&hcae s@%&gmyphﬁneaekn?
pseudopol ynor and al so m xtures her eof %9?5?'58 formula | may or

may not conpr f‘§§° skiny A9RYG PE2G: F’?"‘%ﬁ%‘@t??%@ﬂ’maﬁ's eMBAYH at ons whi ch
gi ve rise $0 doneaceddraiatitls @ritdarib Sgromtis,ani@trsna.e. g.  enantioners and possibly
di astereoners. The present invention relates to all such isoners, either in
pure formor as mxtures thereof (e.g. racemates). Pure stereol soneric
forms of the Basiissheine usefel feruman eeat@ant tiescogipoundssofithe 8iese®n  nay be

obt ai ned by tlh@éfﬁi@ﬁ'ﬂia?%tsb(b@ u%quoQQél@Hﬁﬁ thaﬂwéhtlonaﬁahelsaﬁéludﬂgle various 20
i someric forns F'fé se£ rate :l%n"g‘f' si cal (ﬂtlon met hods such as
sel ective cryBeR fszsé{FrIB ARG E9f g@rpé‘?fhfl?? Mt ¥ues, e.g. liquid
chr omat oge@phy using chiral stationary phases, Enantlorrers may be separ at ed

from each other by i tﬁ&ra@f'cﬁ&rpwrﬁ!s%rr ¥rd ;ﬂ'le%]én% %F%noira%%ahy ﬁi PR FGHEOMEr i C

salts with opticall ve am nes, suc ﬁp ternatively,
enantiomers mrmgeg@q@hmnmml@y B‘lﬁlo\fﬁ'ﬂ:@@#@@ pre reldtgsrtPGues using chiral

stationary phaagfiaceSBédllcomposition comprising a compound of formula I, optionally
together with one or more other therapeutically active compound(s}, together

15 with a pharmaceutically acceptable excipient, vehicle or carrler(s). The excipient
must be "acceptable" in the sense of being compatibie with the other ingredients
of the composition and not deleterious to the recipient thereof,

Conveniently, the active ingredient comprises from 0.05-99,9% by weight of the
20 formulation.

In the form of a dosage unit, the compaund 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 |
25 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
30 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.q. daily or with weekly intervals. In general a single dose will be in
the range from 0.01 to 400 mg/kg body weight. Tha compound may be



pure stereol soneric fornms. may al so be derived fromthe correspondi ng pure
stereoi soneric forns of the appropriate starting nmaterials, provided that
the reaction occurs stereoselectively or stereospecifically. Preferably, if
a specific st i gﬁﬁr is desired, said conmpound w Il be _synthesized by
stereosel ecti v?‘“gr%o% Der eospeci fl ¢ met hods of preparati S IDRAUIR00NE: hods
wi | | advantageously enploy chiral pure stdrting materials. Conpounds of the
present |Invention, optionally in conbination with other active conpounds,
woul d be usef ul Ji@fyddied Lk SHoRT e the SRETRLIFHSRAR &3 misteRAd: bha) r inO
20081077404 PCT/aD,Kﬂ)%M%é%SM 333 oreacute 'o‘? chronic clfjt aneous%\/\oahnd

di sorders, in p4ivideg gprsas tvgor Mpse tiMeag M8kt of proliferative and

inflammat ory skin disorders, psoriasis, cancer, epidernmal |nflanmation,

al opeci a, skin atroph teroi d.induced skin atroph skin ageing, photo

ski n agei ng, acﬁ?eghecfgﬁ';?ﬁf?tteﬁ"g',cgﬂeg %fﬁd%'?‘ﬁﬁg?m%? QE%HBB?%iﬁé?E %fetP%ati tis, 5

cont act der mat i tussge unit edichalengies B istng 2, doam evhizb Ze papabBaex ibding admimgieregef ul

for human treal fedbatidnd CarbWRAIAGP b tedull? nBSARLRA pdcRUE PLGRinGTAE 21 SO be
ani mal s i1 ncluding ranmma

I
useful for veterinary treatnent o " Jdi ng, s such_as
horses, cattle, P%ﬁé’é[\g\{ any] ghemicly stablenitdess compriging Sithes theagtiva maserial
conpounds of t hes prcaseRtmixtive of it Ythabkd byIjjukBbHaymbbedtbsl diloénts oofarders.
pharmaceutical conposition. The invention therefore relates to a

pharmaceuti cal conposition conprising a conpound of fornula I, optionally
toget her wi tih ofke wrmigsagedmitéin ¢onpedipe withdabicsl use meass e aNfioune. ) , t oget her
15 with a phar haal : WM j d Eekiks). The
oxci pi ont st -t aeg oty SRS Dy (S3 FatBnbh FRPRIENER e
ot her i ngredi enP& saypreiagBtialip abtheiirctahareasy fige @ddng Bhggjt'“@ &fe reci pi ent
thereof . Convenprrirhdly froheo.2Gkd ¥L1 MADT eRl &tV e GiyiBieR el qléstibn 0. 05- 99. 9% by
wei ght of the 20 fornulation. In the formof a dosage unit, the conpound

may be adm nistered one or nore tines a day at appropriate intervals,
al ways dependi nl,is hissvemdsaged nhatlinecertomtieitiment ofoimés adeinigration avitl lpmger

accordance W t Nigkd}ga1Br &5 dvieRt ?tﬂ@r c{%?‘@vé?y weBE ?2vBE dith WnglF Aedrdil RAGT -
Conveniently, abéjggr?e l(gia]unl t 'of a tormulation contain

If the treatment involves administration of another therapeutically active

20 compound it is recommended 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
25 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,
30 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,



between 0.1 ng and 1000 ng, preferably between 1 ng and 100 ngy, such as 5-
50 ng of a conpound of fornmula I. A suitable dosage of the conpound of the

i nvention will depend; inter alia, on the age and condition of the patient,
the severity of the disease to be treated 30 and other factors well known
to the practising physician. The conpound rmay be adm nistered 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 from0.01 to 400 ng/ kg body wei ght. The conpound may be WO 20081077404
PC11DK20071009%6408/03804dm ni stered as a bolus (i.e. the remmxe7de@sdsy dosi s
I's adm ni stered at once) or in divided zoses two or nore tines a day. In
the context of topical treatnment it may be nore appropriate to refer to a 5
"usage unit", whic a single dose which is abl e of heing

adni ni st er ed ’f’b’"ﬁthﬁ‘g’t'l’gﬁfe th&r?&eﬂl\%i 'ﬂg'ﬁﬁﬁheo@w"éﬁ‘&f?%’ﬁgﬁﬂlaéﬁc'éﬂﬂn packed,
remai ni ng as amtfphysanal-IwhnMnsﬂmmsmhloymteadﬁﬂcessum ihgekdatschmpri si ng eit her

the active Mt Ghbal w@RrRielford oSk, ol Wb Bl cBbaihd Bl ¢

phar maceuti cal I"'Uents or carriers usa connecti on
with topical usstiveriearedieat i esspgiation with a liquid payrier @ro%@nelwpdbqi golgf bei ng

admi ni steregl tQpidrdt bith} Qnoathﬁﬂti!‘ ﬁéEeséaPy %ﬂaﬁ:ﬁlﬁh\egﬁ&d&f‘mt@&{e Mgy e centinetre
of the infected area of fromO C preferably from0.2 ng to

1 ng of the acdpimuat Ioﬁgredl ent |n questlon 15 It is also envisaged that in
certain treatnent reginmes, admnistration with Ionger Intervals, e.g. every

ot her day, _everypuealhe Bt CHERA A LANGRE ok RSBl I RGhansh o al . 1 f

the treatnent involves a ron o an|caIy active 20
compound |t | sthe &rmmbeisdete vmtwmsnﬁtﬂemhﬁfanta@etg ¢rria#¢n§esrr¢éch

Phar macol ogy ¢ alonBfiigsa pffedéftaﬁﬁ;a@@uﬁ]bmof%e detlve .nare@edrlamctﬁarbrﬁ\.rtd aL. E. Linbird( J
(Eds.), I\/bGravv-Hlll 1995, for eful ?goilétﬁl?ls of sai \%? ounds. The

admi ni strat i orPPEeOr @GR D %‘F PR of qrﬁ\f'é?ﬁﬁnﬁ'ﬁ" PRy more 25
ot her active dgojdawmds-aneeoub gt dueh asethamhor glytérgl; or irskhg@demt oidrl y. The

for il &t o0 |\ AGe i d PBSEwhidy - PER S SR Sud oy e nfd 81 U 0

sust ai ned or rel arentera cut aneous,
such as e.g. cottonseed oil, sesame 01I coconut oil or peanut oil. Suitahle

15 dispersing or suspending agents for aqueous suspensions include synthetic or
natural gums such as tragacanth, alginate, acacia, dextran, sodium
carboxymethylcellulose, gelatin, methylcellulose, hydroxypropylmethyiceliulose,
hydroxypropylcellulose, carbomers and polyviny!pyrrolidone. The active
ingredients may also be administered in the form of a belus, electuary or paste.
20
A tablet may be made by compressing or moulding the active ingredient
optionally with one or rmore accessory ingredients. Compressed tablets may be
prepared by compressing, in a suitable machine, the active ingredient(s) in a ( }
free-flowing form such as a powder or granules, optionally mixed by a binder,
25 such as e.g. lactose, glucose, starch, gelatine, acacia gum, tragacanth gum,
sodium alginate, carboxymethylcellulose, methylcellulose,
hydroxypropylmethylcellulose, polyethylene glycol, waxes or the like; a lubricant
such as e.g. sodium oleate, sadium stearate, magnesium stearate, sodium
benzoate, sodium acetate, sodium chloride or the like; a disintegrating agent
30 such as e.g. starch, methylcellulose, agar, bentonite, croscarmellose sodium,
sodium starch glycollate, crospovidone or the like ar 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.



intraperitoneal, intranuscular, intraarticular and intravenous),
transdernmal, 30 ophthalmc, topical, nasal or buccal adm nistration. The
formul ati ons may conveniently be presented in dosage unit formand nay be
prepared by an met hods well known in the art of pharnac e.g. as
di scl osed in R&rﬁ#&%@ﬁfmme Sci ence and Practice of Phar nﬁ‘éf/}’xﬁ‘@‘&%ég_,
2005. WO 2008/ 077404 PCTI DK20071000564 3% All methods include the step of
bringing the active Ingredient into association wth the carrier, which
constitutes one or nore accessory ingredients. In general, the fornul ations
are prepared by _uniformy and intimately bringi he _active | ngredient
"t o’ aenoc at i SFAHAR0R tor i) U TR Eob My B BTS fotof SaPoSEea TS car i er
or both, and t hehich tHe coepesshofithe phaspntigvdnitien pr abuigdéd with w ineltide siaterd

formul ati on. Foq j < i ty I al
admi ni stration %ali%/ﬂ]%%ﬂ ﬁ%ﬁut{?%%&np grs ﬁr:({r_%%ecg{:%gcr ete 'h@??g%“gttga?gges%ﬁégﬁg’sachet S,
tabl ets or |%bzerriethylensctiveeborcfolty arids ajers op peliethlene aveolawnilgtelivits t he acti ve

ingredient; in h5ebéprdpafl WBing myristPuREatOr granules; in the formof a
solution or a suspension In an aqueous |iquid or non-aqueous |iquid, such as

et hanol or glycerol; or inthe formof an oil-in-water enulsion or a
wat er -i n-oi |  erdravationssiusthbleifdrspaientedabadrtinistreticr dowenientbitoagpriee g,

cot tonseed 0f I ..sG3a0P 0Ll eoCO5AMMLG be BE ATAMMreBkhee, FHIA MlCreldry
di spersing or suspendi ng gensts or “aqueous “suspenst ons 1 nc € synthetic or
nat ural gun0 suedtoris withabebland hf thelregiriante ¢-galsatonis, satirey isokenic gluensam
(r:]a(rjboxymet hY: C%![oh.uiloﬂ%i? Ibuiﬁ&l s%'Fu‘tiB:?]. mtfbﬁﬁﬂﬁon: rHa\Jl F@anveniently stij:erilised by fodr

ydr oxypr opyl nme cel | ul ose, ydr oxypr opyl cel | ul ose, carbopers an
pol-yvi nyl pyr roI‘Pﬂ%?f@.f’lwnatgfq“\gB adqaﬁﬁ'gd?tgﬁ@ ity addiion, sgﬂﬁ%’?ﬁ &8t ed in
t hé_ form of a Boltbsformucibrdrradietiorpefthe form@tidn babéating wa yhafermuladnnby

conpr essing or &éh%ﬂﬂggmn&%taisﬁciogg ﬁ%.ﬁﬁ'ﬁncg‘?ﬁehﬁ@%?fﬁ&ﬁiﬁpe or nore
accessory ingredients. npressed taplets hmy be  prepare ? conpr essi ng,
in a suitable neashiaiegy, voled, 1894.\ase plsg suigabiafor syrenteral adpymigtratiopwi ng f or m such

as a powder or granules, optionally m xed by a binder, 25 such as e.g.

et O e e ) e rSRSAIL L B, s U
preparation, e.g. a freeze-dried powder, which is readily dissolved in a sterile
solvent immediately prior to use,

20
Transdermal formulations may be in the form of a plaster or a patch.

Formulations suitable ophthalmic administration may be in the form of a sterile
aqueous preparation of the active ingredients, which may be in microcrystalline
25 farm, 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.

3¢ 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,



hydr oxypr opyl net hyl cel | ul ose, pol yethyl ene glycol, waxes or the like; a

| ubricant such as e.g. sodiumol eate, sodium stearate,

magnesi um st ear at e,

sodi um benzoate, sodium acetate, sodiumchloride or the like; a

di sintegrating agent 30 such as e.g. starch, nethylcellu | ose, agar,
bentonite, croscarnellose sodium sodiumstarch glycollate, crospovidone or
the like or a dispersing agent, such as polysorbate 80. Mul ded tablets may
be made by nmoulding, in a suitable nachine, a m xture of the powdered
active ingredient and suitable carrier noistened with an inert liquid

di l uent. WO 200830807204 PCT|I DK2007/ 000564 36 For nul at i oreg/fkeno70esséal

adm nistration may be in the formof supgositories in

the present invention is adm xed with | ow nelting water

whi ch the conpound of
sol ubl e or

i nsol ubl e solids such as cocoa butter, hydrogenated vegetable oils, 5
pol yet hyl ene glycol or fatty acids esters of polyethylene glycols, while
elixirs may beorposiehaddinisiation, thie cahpdunpal forhakd. méyotypidalat beopresenui t abl e for

par ent eral admi SRR SRR 86 by AR Ir36e Bom3dRih! SR, G aqueous

preparation of e actlve 1ngredrent

i'sotonic with

the bl ood of tweboulclhioehut may alsp bepeasert i ah pmeunt dawrdaiabow dosikthsol ut i on
or buffer sel utdnpasitiéfe formulation may be conveniently sterilised by for
instance filtration through a bacteria retaining filter, addition of
sterilising agent Cto the formulation, irradiation of the fornulation or

rea 00 O L B e S bl BAGRLSD i fiisteln o 9
suitabl e for peropelingrand sachyi farmdiations oawch aﬁﬂ%féé%@ﬁ'd/@iiwsetshéuﬁibrrpounds of
fornula I may f ek 8 iPh@bick Qeta @ & 6. MBAGRPhahiRbutice, B¢ A
freeze-dried po%@?@mﬁifﬁs@seré %ll%liy ?tgsgil vgd in a steri etlc ol vent
i mredi at el 0 pr $br G50 Bafker E"2‘1)8"]"} ﬁﬁ%‘lféﬁfg‘r)f PRRs A /at? o iier Pellf}@r*i “he form of
a plaster or avgteddern Prarnataticnts «iyid.abbankepiid@rnRicoded (Edsi)s bagat | on may
be i n the formgled Skl £ AINEOHSKRE RAVEH B Blc/Lbgdipld ve | naredients,
al'fine orm for exarrpcl e, |

whi ch may be in mcrocryst

n the formof an

aqueous mi cr ocPhpsmagertiep Teahspleasivoh 10, 1.iSyaswsickland d:Gripden Orls). dpoe

bi odegr adabl e pAl-yIEMarbBHaNKEr, Nl Yo, di scl osed in
15

In addition to the aforementioned ingredients, the formulations of a compound
of formula I may include one or more additiona! ingredients such as diluents,

buffers, flavouring agents, colourant, surface active agents, thickeners,

preservatives, e.g. methyl hydroxybenzoate (including anti-oxidants),

20 emulsifying agents and the like.

When the active ingfedient is administered in the form of salts with pharmaceu-

tically acceptable non-toxic acids or bases, preferred saits are for instance easily

water-soiuble or slightly soluble in water, in order to obtain a particuiar and

25 appropriate rate of absorption.

The pharmaceutical composition may additionally comprise one ar more other

active components conventionally used in the treatment of dermal disease or

conditions, e.g. selected from the group consisting of proliferative and

30

inflammateory 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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Encycl opedi a of Pharmaceutical Technol ogy, vol.2, 1989, nay also be used to
present the active ingredient for ophthalmc admnistration. 30 Fornul ati ons
suitable for topical or ophthalmc adm nistration include |iquid or

sem -liquid prepgiRéheng such as lininments, lotions, gelsy ? ({0%%355
oil-in-water or water-in-oil emulsions such as creanms, o0in S of pastes;

or solutions or suspensions such as dropé"3 Conpositions for ophthalmc
treatment nmay preferably additionally contain a cyclodextrin. WO

2008/ 077404 PCT éﬂﬁ?ﬁ&%f&@@ﬁﬁ&dutmﬁl &8 EORpSRINtAHRY ﬂir%‘kérﬁbl‘e% sefeBt@dconmpound
of formula I ma of fro ﬁrﬂ(/)lto 20% by

i cal | [ n
i gt ot -t he c BB B cobtfioBE B tasnrite R BN PG VI RApRieBSE be
present in an aaﬂituﬂntamfnesm:lateleahnmuatlr@%mf (RATS antagomiseOaritich aiimergior mul at i ons

sui table for nasaloin BHAEAALTBNALIEANL Q0O IlE RIMKIEL solf§loles, or opel | ng

and spray fornulatiéons dtom sers or frul ati ons
are discl osed | indgethedn, Hdenamate, maproxeniregadineh aeldselts praisilaming, 10 ed.

G S. Banker andsdpurh.chieodes IdWetifg hgeRaidetideids, 4¢é salfddrge! Dekker, New Yor k;
Moder n Phar. maceutl as. Banker and C. T. Rhodes (Eds. ) page

618-619 and YIBSaf'Eﬁai'ﬁ?)é'%aé’gT'glE%kker New York and Encycl opedi a of

Phar maceuti cal Technol ogy voI 10, 3. Swarbrick and I.C Boylan (Eds), page
191- 221, WMarcel Qﬁ]ﬂ(ﬁ y15 In addition to the aforenentioned

i ngredients, the ftor rruPatlons 0 a conpound of formula I may include one or
more additi dPal Thegpmnpupds of the eresery iavantemean be prgpared dn 2 MUePeLefiwRySagent s,

col ourant, Surfﬂ@mkwd M6ahaBaRfISd .dﬂ%%ktecsf%&ﬁmes@rm% bbh&?off&nﬂlla et hyl
hydroxybenzoat e cI udi n% anti - oxj dant s&? emul KI n.? ao%x.el 5 ’F’d t he
i ke. When the % Y "\’fe“"‘F"P?@ i REpRaTeL U repeticRy 2y teF REAeE LEOWs Wit h
pharmaceu ti cal togethecejth aizitieods dnewnid theact afsyothetiasganic phatfisryest salts are
O pratance eallations tgRkehe Solrbitha By vtk ol in WL Ul Frekdhratihihoad 1 O deT

to obtain a par I cuU I’Opl’l te rat sorp

phar naceut i al @GJH%SFIUF Fwww'tsﬁmftth@ﬁ%ﬁeﬁvmﬁér?ﬁp% é’h%FP@CWnsr?ﬁ? éaraﬁ‘her

out In solvents appropriate to the reagents and materials employed and suitable
for the transformations being effected. Also, in the synthetic methods described
below, it is to be understood that all proposed reaction conditions, including
choice of solvent, reaction atmosphere, reaction temperature, duration of

20 experiment and work-up procedures, are chosen to be conditions of standard for
that reaction, which should be readily recognized by one skilled in the art, Not
all compounds falling into a given class may be compatible with some of the
reaction conditions required in some of the methods described, Such restrictions
to the substituents which are compatible with the reaction conditions will be

25 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 avallable, or they

30 may be prepared by routine synthetic methods well known to a person skilled in
the art.

GENERAL PROCEDURES, PREPARATIONS AND EXAMPLES |



active conponents conventionally used in the treatnent of dermal disease or
conditions, e.g. selected fromthe group consisting of proliferative and 30
i nfl ammatory skin disorders, psoriasis, cancer, epidermal inflamation,

al opecia, skin atrophy, steroid induced skin atrophy, skin ageing, photo
skin ageing, acne, dermatitis, atopic dermatitis, seborrheic dermatitis,
contact dermatitis, urticaria, pruritis, and eczema. WO 2008/ 077404

PCTI OK20071000564 38 Exanpl es of such additional active conponents nay for
exanpl e be selected fromthe group consisting of glucocorticoids, vitamn D
and vitam n DYQ3UB8YA%s  anti hi stamines, platel et acti PSUPKPOIHr ( PAF)
ant agoni sts, anticholinergic agents, nﬁehylxanthines, j1-adrenergi c agents,
COX-2 inhibitors, salicylates, 5 indonethacin, flufenamate, naproxen,

ti megadi ne, | ts nicil rum chal er ol g agents,
retinoids, zi n%g'g%l%r maagr{%g & "almce (‘FgF%)OSPSC 718 e'% '%ug reﬁordeé %@S OF
PREPARATI ON 1@1the§hcmq§bﬁmﬂ§a|©ﬁ5 (Sh@ :pmsaeemmrtﬁwnithe@nequ‘md sovepl epared in a

nunber of way $ejatialth .J&@mwt&@nkmamau @‘éoj&-émﬁoﬁ% (9L Aysithesis. The
conmpounds of fornula epared using the reactions and

t echni ques outsﬁnﬂ@'ﬂsb'@ed&ﬁ'“etqgg“éf“l’iﬁ?'eﬁnﬂtm?’ﬁéﬁ Soyiehd)-i tHPERE)ar t  of

synt hetic mrgalnareetqhgmrsbt Ym) 8 the dpgroQria®did puaiteodivers uslipgraings Bd by t hose
skilled in the erred | u e, no mted to,

t hose descri bga 1%’\/\7r%&'ﬁ%te? Ealfc |ong égﬂqecd; ;rr}'cg%lveg’ugtusgﬂ 0 EjsJa{%

appropri at e t @nhydeouse Shomatosianhyrwasaerfatmederpterylesilicenak! 60i(@ Q8P 0-for t he
transformatiopgs hﬁhmh@fséue&{te&ms%o%ted Rrdr Bev SYIHI RS bliferiBE Rada, descri bed
below, it is to be understood that all proposed reaction conditions,

i ncluding choice of solvent, reaction atnosphere, reaction tenperature,
duration aifo 20heiqﬂewing’ebbreaiaﬂomdvelbperpngedehiuuﬁmut:are chosen to be
condi ti ons of ndard or whi ch should be readily

recogni zed by %Pg ski I][ (Azotdpﬁ;m;'ﬁ?&&kﬁ[&m all conpounds falling into a
given cl ass mﬁ@Nnaconﬁ@$F§P@ﬂWWﬂWﬂ§one of the reaction conditions required
in sone of thermrt hodsafesetiybed. Such restrictions to the substituents

whi ch are co i bl e reaction conditions will be 25 readily
ohgt h'?{og*ﬁe"

apparent to skill e &rt and alternative nethods can be used.
15 DCM dichloromethane
DMF N,N’-Dimethylformamide
DMSQO dimethyl suifoxide
Et ethyl
h - hour(s)
20 HATU 0-(7-Azabenzotriazol-1-yl)-1,1,3,3-tetramethyluronium
hexafluorophosphate

HetAr-Me  heteroaryl-methyl

L litre ()

LDA lithium ditsopropylamide

25 LiHMDS lithium hexamethyldisilazide
n milli
MCPBA m-chloroperoxybenzoic acid
Me methyl
NBS N-bromosuccinimide

30 NMP 1-methyl-2-pyrrolidinone
NMR nuclear magnetic resonance
rt room temperature
RT retention Time

TBAD di-tert-butyi-azodicarboxylate



The conpounds of the present invention or any internmediate may be purified
if required using standard nethods well known to a synthetic organi st
chem st, e.g. nmethods described in "Purification of Laboratory Cheni cal s",

5th ed. 2003. j materials are either known compou ially
avai l abl e, or tvﬁ%?/“rogé)’q%éy be prepared by routine syntheti @&FEI‘%"@@MH
known to a person skilled in the art. GEMERAL PROCEDURES, PREPARATI ONS AND

EXAMPLES WO 2008/ 077404 PCT/ DK20071000564 39 'H nucl ear nagnetic resonance
(NWR) spectra wegge usualiiyudres@tidggdgat 300 MHz. Chem cal shift values (6,
in ppm are quoi@g in the specified solvent relative to internal

tetranmet hyl sil ahe (6 = 0SBH)YEFY@RI orof orm (8 = 7.25) standards. The val ue
of a multiplet, T t her deéthpietingdoubl et (d), triplet (t), 5 quartet (q)) or
not (m at the 9pproxi MRLR: jd point is given unless a range is quoted.
(bs) indicates a broad singlet. The organic solvents used were usually
anhydrous. Chromat ography was perfornmed on Merck silica gel 60 (0.040 - O-

063 mMm). The sobgég%]i:?t-!\g@mq_ﬁmi_;ndi cated refer to v:v unless otherw se noted.
10 The fol | ow n%ﬁs?r?r ev] at] ons have been used throughout:  ADDP

1,1' - (Azodi carb Y TiR&T Ha MR8 PERPBIFIR b PN AR yYRT 115 foAr - Me
ar y! -net hyl  DCBhithiaghi ER166{phepl @umpb aRiCMTHeM 105Q MRishease spidtrometer.
N, ety e P Ty L4, S LBl By o) 20, T
Het Ar - Me hefl@r owdtpr (Gribfh{grmic acid) mad BDA atqtenitrilg{ Wi s tnomisagidanfieke rate =
18 mL/min; method {10 min): Linear gradient method going from 10 % B to
100 % B In 6 minutes and staying at 100 % B for another 2 minutes. The
( fractions were collected based on ion traces of relevant ions and PDA signal
(240-400 nm).
15
Analytical HPLC/MS
Method A:
Analytical HPLC/MS was performed on a Dionex APS-system with a P68B0A
analytical pump and a Thermo MSQ Plus mass spectrometer. Column: Waters
20 XTerra C-18, 150 mm x 4.6 mm, 5 pm; solventsystem: A = water {0.1 % formic
acid) and B = acetonitrite (0.1 % formic acid); flow rate = 1.0 mL/min; method
(10 min}: Linear gradient method going from 10 % B to 100 % B in 6.6 minutes
and staying at 100 % B for another 1.5 minutes.
Method B:
25  Analytical HPLC/MS was performed on a system consisting of a Waters 2795
( HPLC, Micromass ZQ mass spectrometer, Wate.rs 996 PDA. Column: Waters
- XTerra C-18, 50 mm x 3.0 mm, 5 ym; solventsystem: A = water:acetonitrile
95:5 {0.05 % formic acid) and B = acetonitrile (0.05 % formic acid); flow rate =
1.0 mi/min; method (8 min): Linear gradient method going from 10 % B to 100
30 % 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:



25 UHVDS it hium hexanethyl disilazide mmlli MCPBA mchl or oper oxybenzol c
acid M nethyl NBS N bronpsuccinimde 30 NVP 1-nethyl-2-pyrrolidinone NWR
nucl ear magnetic resonance it roomtenperature RT retention Tinme TBAD

di -tert-butyl -azodi car boxyl ate WO 2008/ 077404 PCT/ DK20071000564 40 TFA
trifluoroacetic acid THE tetrahydrofuran 115 triethylsilane v volunme 5
Preparative HPLC/ MS Preparative HPLC/ M5 was perfornmed on a Di onex APS-system
with two Shinmadzu PP150 prep. punps and a Therno MSQ Pl us nass

spectroneter. - Waters XTerra G 18, 150 mm x 19 5

sol ventsystemwog%:s%%n‘bvat er (0.i. %formic acid) and B %@’é‘[zﬁﬂ}lﬂ?"ﬁf“l e (0.1 %
formc acid); flowrate = 18 mL/min; netthod (10 min): Linear gradient

met hod going from10 %B to / 100 % B in 6 mnutes and staying at 100 % B
for another 2 mnutes. The fractions were collected based on ion traces of
rel evant ions ang PDA signal (240-400 nm. 15 Analytical HPLC/ M5 Method A
Anal ytical HPL d s perforned on a Dionex APS-systemw th a P680A

anal yti cal puniporni diaikidetionmf bistpdiinds with $ernfeciat r onet er. Col utm: Waters 20
XTerra C-18, 150 mmx 4.6 mm 5 pm solventsystem A = water (0.1 %formc

5

-——= [¢ {l where R3 is not hydrogen)

wherein R1 is as described herein, with suitable alkyl or alkenyl chlorides,
bromides, iodides, mesylates or tosylates under basic conditions {Protective

10  Groups in Organic Chemistry, John Wiley & sons, Ed: T. Greene and P. G. Wuts,
3" edition (1999), p 249-72), or by suitable akohols, e.g. alkyl alcohols, using
Mitsunobu conditions (see Synthesis (1981), 1; Tet. Lett, (1993), 34, 1639-42
and Eur. 1. Org. Chem. (2004), 2763-72), in a suitable solvent such as THF,
benzene or DMF. The reaction may either be one-pot or in two subsequent

15  steps. '

Method b)

Alkylation of compounds with formula Ic,



acid) and B = acetonitrile (0.1 %formc acid); flowrate = 1.0 nL/m n;
method (10 mn): Linear gradient nmethod going from10 % B to 100 %Bin 6.6
m nutes and staying at 100 % B for another 1.5 mnutes. Method B: 25

Anal ytical HPLG/Mas@seper formed on a system consi sting Ofwcﬁn%ﬁ[{o&ﬁ?mS (
HPLC, M cromass ZQ nmass spectroneter, V\atfzrs 996 PDA. Col umm: ters XTerra
C18, 50 Mmmx 3.0 mm 5 pm solventsyste A = water. acetonitril e 95:5
(0.05 %formc acid) and B = acetonitrile (0.05 %formc acid); flowrate =
1.0 mM./mn; nmethod (8 Rin): Linear gradient nethod going from10 % B to 100
30 %Bin 6.0 mnutes @nd staying at 100 % B for 1 mnute. General Methods
and Exanpl es: The conppunds of the invention may for exanple be prepared
according to the folkawiAgHnon-1initing general methods and exanpl es: WO
D0564 41—Met+hed=a)l Mono or dial kyl ati on of
compounds with formurabfa. .5 Rl I I ONOHIlalc (I where R3 is not
hydrogen) 0 d gl Id [N vReRai n R is as described herein, with suitable

al kyl or al kenyl chl gp&des, brom des, iodides, nesylates or tosyl ates under
basic conditions (Pr hted?ive 10 G oups in Organic Chemstry, John Wley &
sons, Ed: T. G@epespnd.® G Wits, 3rd edition (1999), p 249-72), or by
sui tabl e al cohol s,["e. al kyl al cohols, using M tsunobu conditions (see
Synt hesis (1981), et . Lett. (1993), 34, 1639-42 and Eur. J. Og. Chem
(2004), 2763-72), iMa suitable solvent such as TI-IF,

wherein R1 and R3 (R3 = H) are as described hergin, with alky), alkenyl or

alkynyl chlorides, bromides, iodides, mesylates or tosylates under basic
( ' conditions or with alky! alcohols using Mitsunobu conditions in a suitable solvent
5 such as THF, acetone, benzene, toluene or DMF,

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

F|{1
o

10

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

Method d)



benzene or DMF. The reaction may either be one-pot or in tw subsequent 15
steps. Method b) Al kylation of conpounds with fornula Ic, WO 2008/ 077404
PCTI DK20071000564 42 R1 1 O OHI 1c OR3 O d 5 d Nwerein RL and
R3 (R3 mH) are as described herein, with al kyl, al kenyl or al kynyl
chl orides, brom des, |odides, nesylates or tosylates under basic conditions
or with al kyl al cohols using Mtsunobu conditions in a suitable solvent 5
such as THF, acetone, benzene, toluene or DMF. Method c Al kyl ati on of
conmpounds with Fornula Id (I where R3 = hydrogen), Rl I O le OR2 OHId
Ol d d 10™M3¥MW¥Ph RL and R2 (R2 0 H) are as descr iPGEPEREAPOH64 wi t h

43

al kyl, al kenyl or

Amide formation of compounds with formula Ie,

T
0

wherein R1 and R2 are as described herein, with primary or secondary amines

5 using for example a coupling reagent such as HATU (Carpino, L. A, J. Am. Chem.
Soc. (1993), 115, 4397), or any other standard peptide coupling reagents
(Larry Yet, Albany Molecular Research, Technical Reports Vol 4, number 1, p 1-
7).

10 Starting materials of formula Ia-le 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;CO; or EtzN.in a suitable solvent such as DMF, THF or
DCM at temperatures from t to 100°C. The resulting ester is then condensed

15  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:

20 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 BCly, BBrs or AlCl; in a
suitable solvent, such as dichloromethane at temperatures from 0° to rt

25 to provide compounds of formula Id.



al kynyl chlorides, brom des, iodides, nesylates or tosylates under basic
conditions or by al kyl al cohols using Mtsunobu conditions in a suitable
solvent 15 such as THE, acetone, benzene, toluene or DM. Method d WO
20081077404 P 00564 43 Ami de formation of conp ormul a
| e, (¥¥éé%QQﬁ%%OOH le O A C N wherein R 3%@} é@mﬁ
descrlbed hereln, wth primary or secondaﬂ@ amnes 5 u3|ng for exanple a
coupling reagent such as HATU (Carpino, L. A J. Am Chem Soc. (1993),
115, 4397), or anyi#myeionsi v Lﬁlmaw&hIf@#ﬂm@taommglké@ﬁ@maﬁaes, blotidas, Yet ,
Al bany Ml ecul af esearcp Tec l% gorts Vo

AE )

1
Starting materi %?P et F P B@sﬁ?céﬁﬁraegé"tagggf’ﬁ ﬁﬁcrﬁf’]]?f:éhda
procedures well orkEtan 3 euitabjecsab@nt sichlas &MA, NMPhEHEDPL DCH. &) teroparateresi al | y

available 2,3, 4 | Lf ] ] | in
t he presence of a Sul %(%(1 P?ﬁ‘ﬁ%éé“ﬁ‘@d’g Réﬁ%ﬁ%@%:ﬂ %L‘E%ﬁem bei’d%tgﬁttogb{%yb

sol vent such5asCqMpundsmith formutavibdn thapiseanse of asuitatimigwis eeid.1voas The
resul ting esterpes, BE¥e6r ARNGEBSEREbIOsNENE sBcPaslbicRAbRinftdargithy! pyri di ne

I(-lgt gr og;gf)ggegz%%ﬁ-‘)%gé%g ft@%‘ig '8’4rtof|°ﬂ‘r‘-"@gd§’f&7ajg§ t‘°"ﬁ”'f9rhékédw£gg?f&°§5'of a

sui t abl e base, Bmhdasiotﬂaés aneslylﬂ\@&rtnsylaesitmthabfesemml oferztmtaiﬂelbhseas THF, at

t t f 7 | t ed
elegﬁg:a SBGZ) rﬁﬁp%’k“goa &CEt |\?|nré sm%Ql‘é sBl@?h& s"u'cﬁ'g Suéﬁﬁp'ﬁw S%WEFCI ﬁ a

sui tabl e SO|1{)en§emperatures from rt to 100°C prowde unsymmetrical compounds of formula Ib.

0

Selective monoalkylation of compounds with formula 1a with alkyl, alkenyl
or alkynyl bromides or iodides in the presence of a suitable base, such as K;CO;
C in a suitable solvent such as DMF or NMP at temperatures from rt to 100°C
provide compounds of formula Ic or Id.

15 Alkylatio'n of compounds with formula Id with alkyl chloro or bromoacetate
in the presence of suitable base, such as K;COs; in a suitable solvent such as DMF
or NMP at temperatures from rt to 100°C followed by hydrolysis of the carboxylic
ester under standard conditions (Protective Groups in Organic Chemistry, John
Wiley & sons, Ed: T. Greene and P. G. Wuts, 3" edition (1999), p 384- 86)

20 provide compounds of formula Ie,

Preparation 1 {compound 501}

Methyl 2,3,4-trimethoxybenzoate

OMe OMe
( OMe OMe
OMe OMe
25 COOH COOMe

2,3,4-Trimethoxybenzoic acid (Aldrich) (20g, 94 mmol) was dissolved in dry

DMF {250 mL). K2CO3 (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
30 was cooled to rt and water {250 mL) was added, EtOAc (1L) was added and the



such as AcOH at tenperatures from50C to 120C to provi de conpounds of
formula la. B) In the presence of a suitable Lewis acid, such as BCl 3, BBr3
or AICI3 in a suitable solvent, such as dichl oronet hane at tenperatures
fromOO to it 25 to provide conpounds of formula Id. WD 20081077404
PCTJDK2007/ 000564 44 Di al kyl ati on of conpounds with forrmula la with al kenyl
chlorides, brom des, iodides, nesylates or tosylates in the presence of a
sui tabl e base, such as K2C03 or Et3N in a suitable solvent such as DWVF,
NVP, THE or %;4% 7_}4ﬁ{wper atures fromit to 100C provide conpounds of
formula Ib. g Zfe deprotection of 5 conpounds wi t FF4X T40056¢ i n t he
presence of a suitable Lewis acid, suchf®s BCI3, BBr3 or AIC3 in a

sui tabl e solvent, such as dichl oronet hane at tenperatures fromO0O to it,

foll oned by rge al.maae WaD wikKdY Vet GRsk Mdarm%d rrenpmtﬁl%éa dsQP'j des,

nmesyl ates or tosy ates in the presence of sui t abl e base, such as K2CCB or
Et3Nin a suﬂr&tﬂ"%ar%‘b?'\?é?lt"aﬁl?@ﬁ’@g ‘3‘IY)‘FVFM‘?"‘WN’P‘F teT‘FiEa‘Z‘ﬂ' ‘:Wt&tteﬁ@? Ya&ter at ur es
fromit to 10&@5&5!0&6 :deoluwmaeéwapaatedcMamumds,@fmdtmmér&ohu‘e wasSel ecti ve

ol 3 MG o b L LB e

brom des or |o esence a “sul in a
sui tabl e s®I v-’bﬁ‘-i (3Hish B (Vi shr3.8VEBHats) tedpEtasiirnésld 2o RI%). to 1000C
provi de conmpounds of formula Ic or 1d. 15 Al kylation of conpounds with
formula Id with alkyl chloro or bronpacetate in the presence of suitable
base, such adreeREtgn Z(campoundAllzd 5o vent such as DMF or NMVP at
t enper at ur es I-(HvADidhldre-pRadiNG-§ phl(Q)ettiyethydr-phengl) stigdhotdie car boxyl i c
ester under standard conditions (Protective Goups in anic Chem stry,
John Wley & sons, Ed: T. Geene and P. G Wits, 3rd
384-86) 20 provide conpounds of fornula le. Preparati
Met hyl 2, 3,4 4- t r Pt hoxybenzoat e O M OV M
OMe cl c!

|

=
OMe \N
COOMe Cl

10
Methyl 2,3,4-trimethoxybenzoate from preparation 1 (2.7g, 10 mmol) and 3,5-
dichloro-4-methyipyridine (prepared according to literature procedures} was
dissolved in dry THF (40 mL). The reaction was cooled on ice and treated
dropwise (during 5 minutes) with 1M lithium bis(trimethylsilyamide (12 ml, 12

15 mmol). After 1.5 hours at D°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 washed with NaCl (sat, 100 mL). The organic phase
was dried over Na,S0,, evaporated in vacuo and putified by flash
chromatography using a gradient of EtOAc in heptane as eluent. 2-(3,5-

20 Dichloro-pyridin-4-yl)—1-(2;3,4—trimethoxy-phenyl)-ethanone was obtained as a
white solid. 'H NMR (CDCl;) § = 8.43 (2H, s), 7.55 (1H, d), 6.69 (1H, d), 4.61
(2H, 5), 4.02 (3H, s), 3.87 (3H, s), 3.84 (3H, s), Yield 2.3g (65%).

Example 1 {(compound 101)
25  2-{3,5-Dichloro-pyridin-4-yl}-1-{2-hydroxy-3,4-dimethoxy-phenyl)-ethancne



25 cool -{ cooMe 2, 3, 4-Tri net hoxybenzoic acid (Al drich) (20g, 94 mol) was
dissolved in dry DWMF (250 nL). K2CO3 (13g, 94 mmol) and Mel (6.5 niL, 103.4
nmol ) were added and the reaction m xture was heated to 50C for 5h. The
reaction m xtu cooled to it and water (250 m -) t OAC
(1L) was addedwﬁ%%&?ﬁgﬁﬁo 20081077404 PCT1D1C20 0 710 O Ogﬁ@Dgﬂﬂﬁémﬁgganic
phase was washed with water (3x 500 nlL) af’ finally with Nad (sat.). The
organi ¢ phase washed dried over MyS04, filtered and concentrated in vacua.
Redi ssol ved i n tol uenepged evaporated. Met hyppg, 3, 4-tri net hoxybenzoat e was
obtained as a slightlylyel Low oil. 1H NVR (CPp |3.N§ = 7.60 (11-1, d), 6.70
(1H, d), 5 3.99 (3H .91 (3H, s), 3.89%3H, f), 3.88 (3H, s). Yield
21g (99% . Preparati{ (conpound 5021 2- Di chl oro-pyridi n-4-yi)-1-(2,
3, 4-trinet hoxy-phe n etfgraone Ove Owe oOv C A Owv QOw + |V
OCOOWw C d N 10 Methyl 2,3.4-triJgret hoxybenzoate from preparation |
(2.7g9, 10 nmol) and 3yS¥qdi chl or o- 4- et hyl Dy TRgi ne (prepared according to
literature proceduregs) was dissolved in dfy THE (40 nl). The reaction was
cool ed on Ice afb \f e dropwi se ( LA nutes) with IMIithium
bi s(trimethylsilyl] e (12 niL, 12 15 After 1.5 hours at 0OC the
reacti on was quenche ith NHACl (sat, 10 .). The organic products were
extracted with Et OAc (2x100 m ), and the onbi ned organi ¢ phases washed
with NaCl (sat, 100 nlL). The organi c phase was dried over Na2SO4,
AT A e L e AR e /B4 £ A SR LREH AN e 07 2 ent of
preparation 2 {20g, 56 mmol) was dissolved in DCM (75 mL) under argon. BCl;

( 5 (95 ml of a 1M sclution in DCM) was added slowly at room temperature for 2
hours, Water (50 mL) was added slowly followed by EtOH (200 mL). The white
precipitate was filtered and re-crystallised from EtOH. 2-(3,5-Dichloro~pyridin-4-

yh-1-(2-hydroxy-3,4-dimethoxy-phenyl}-ethanone was obtained as a white
solid. 'H NMR (CDCly) § = 11,92 (1H, s), 8.54 (2H, s), 7.68 (1H, d), 6.60 (1H,
10 d), 4.67 {2H, s), 3.98 (3H, s), 3.90 (3H, s). Yield 14.2g (74%)

Preparation 3 (compound 503)
2-(3,5-Dichloro-pyridin-4-yl}-1-(2,3-dihydroxy-4-methoxy-phenyl)-ethanone

OMe OMe
OMe OH
( OMe CH
o] 0
Cl yZ I Cl Ci Z l Cl
" =
N N

15

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



20 Dichloro-pyridin-4-yl)-1-(2,3,4-trinethoxy-phenyl)-et hanone was obt ai ned
as a white solid. "HNW (CDCI3) 6 = 8.43 (21-1, s), 7.55 (11-1, d), 6.69
(11-1, d), 4.61 (2H, s), 4.02 (3H, s), 3.87 (31-1, s), 3.84 (3H, s), Yield
2.39 (659 . Example 1 (conpound 101) 25
2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hydroxy-3, 4-di net hoxy- phenyl ) - et hanone WO
2 0 0 810 7 74 04 PCT/DK2007/000564 46 Ove OV OV OV f OB 1 x, OHOO
ad Cc1d d NN
2-(3,5-Dichlor 4-yl)-1-(2,3,4-trimethoxy-phenyl)-et hanone_from
prepar ati on 2‘?93é) %@ﬁnnnl) was di ssolved in DCM (75 niFCUREANO¥dn. BC 3
C5 (95 nL of a 1M solution in DCM was #4dded slowy at roomtenperature for
2 hours. Water (50 nmL) was added slowy followed by EtOH (200 nlL). The white
preci pitate waggb nend R JIQWOE{
2-(3,5-Di chl oro- p%/‘r‘c%rglréﬁgua Iﬁ; agﬁdﬁh@{&'rr%%ggé %oevapo tedg - et hanone
was obt ai ned adaeionfpHEOs (§af Ep0 m HW"FMB; fB”C’WQHPYQ‘!PC{ ﬂ.ﬁqt §mlg. 54 (2H,
i) Ig ?2 (2 1H( 73‘?}1&: oﬁ;PaﬁQ prdddcts Mkrél pxtrabrirwit 2 ELOAS X 4x1D09BL)( Bk combing 90 (3H, s).
i e g reparation
2-(3, 5-Di chl or &I AP eslf”ey?j”aihe(dfwfedwmci%# 40P o X953 Re % 8P hanone
Ove Ov OV | nil)Oied@ver BHSO: 8nd Stap@tatedl in@pcuol 3-(BL SNDichlaro-pyridin-4-yi)-
2-(3,5-Dichlorg: @gj aﬂw}o -xlraeti:iy?pr?agén %Er}%ﬁé@%x@h@dﬂﬁémﬁ@@ne from

preparation 2 | SsO I_n nmL) under
DG, H _(55- SENMRKCBELNS & Vs UHEM CarhN2ne): 7ol iof. 5 (Ao heisOheat od  at

(1H, bs), 4.67 (2H, s), 4.00 (3H, s). Yield 0.935g (81%)

10 General procedure for preparation of compounds with formula If, wherein R3 is

as defined herein {R3 = hydrogen):

" OMe OMe
OH OH
OH 0-R3
o o
G _A_Cl Ch | cl
" l -~
N N

2-(3,5-Dichloro-pyridin-4-yl)-1-(2,3-dihydroxy-4-methoxy-phenyl)-ethanone

15 (0.1 mmol) from preparation 3 was dissolved in dry DMF (0.75 mL). KyCGO, (0.1
mmol) was added followed by 0.1 mmol of an alkyl bromide or iodide. 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 (3x1mdl).
The combined organic phases were washed with NaCl (sat, 1mL) and then dried

20 over Na;S0,. The pure compounds were obtained by redissolving the reaction
mixture in DMSQ followed by standard preparative HPLC purification, |

Using this pracedure the following compounds were obtained:

25 Example 2 (compound 102)
2-(3,5-Dichloro-pyridin-4-yl}-1-(3-hydroxy-2,4-dimethoxy-phenyl)-ethanone



WO 2008/ 077404 PCT/ DK2007/ 000564 47 80C for 18 hours. The reaction m xture
was cooled to it and evaporated in vacuo. NaHCO3 (sat., 150 m-) was added
slowy followed by NaC (sat., 50 nlL). The organic products were extracted
wi th Et OAc (4xjvpn£€ 0%%\.% ghe conbi ned organic phases were washed twice with
Nad (sat, 100 NiJ "fa¥%$208 (10% 100 5 ni), dried over NESEPK2097/pposed
evaporated in vacuo. 2-(3,5-D chloro-pyri n 4-yl) -

1- (2, 3-di hydr oxy- 4- met hoxy- phenyl ) - et hanone was obtai ned as a brown solid.
"H NMR (CDCl 3) L, ( (1H, d),
A e fcmsl(hﬁﬁob]d)' rﬁ)z)lsgzii”mh?qt RP _3%42&% ;i'd?‘g%g)w §/§%
CGeneral procedu gylf'"ti'ﬁd?)r'%a‘([d?q% of corrpounds with fornula If wherein R3
is as defined herein (R3 ;A hydrogen): Ov OV OH OH OH OR3 0OO0If O
aad NN E i co d 10

2-(3,5-Dichlor , 3- di hydr oxy- 4- net hoxy- phenyl ) - et hanone
15 (0.1 mmol ¥ flﬁmwvlemﬁdwdmxy@ m&om-smeeZi-(B,ﬁ dichjorDidiyridio;478)nl) . K2C03

The. react] on miarars \gus HEROP B dydl e PR ey s gt 8 (Rl (07

water (1 m-) Wd89%dded and the organic products were extracted with Et OAc
(3xinL). The carfinaggk:ugRhrofmidehases were washed with NaC (sat, inlL) and
then dried 20 over Na2SO4. The pure conmpounds were obtai ned by redi ssol ving
the reaction mixture in DI\/SO foI I ovved by standard pr epar atl ve HPLC
purificatiom® ENE . ) ; i sherei

25 Exanple 2 (mem a;Qi%)' dher m 3 = hydrogen

2-(3,5-Dichloro-pyridin-4-y ydr OXy- -d| met hoxy- phenyl ) - et hanone WO
20%8/ 077404 PCT/ DK2007/ 000564 48 LC/I\/S (I\/ETHOD B): (mz) 342.1 (M#); RT =
4 min; purity (W) emMé00% OMe

Fe

15  2-+(3,5-Dichloro-pyridin-4-y!}-1-(2,3-dihydroxy-4-methoxy-phenyl)-ethanone
(0.1 mmol) from preparation 3 was dissolved in dry DMF (0,75 mL}. K;CO5 (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

20 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,S04. The pure compounds were obtained by fedissolving the reaction
mixture in DMSO followed by standard preparative HPLC purification.

25 Using this procedure the following compounds were obtained:



Al kyl halide: Methyl iodide Exanple 3 (conpound 103) 5

1- (2- Al l yl oxy- 3-hydroxy- 4- nmet hoxy- phenyl)-2-(3,5-di chl oro-pyridin-4-yl)-
et hanone LG/ M5 (METHOD B): (mz) 368.2 (MH#); RT = 3.81 min ; purity (W)
100% Al kyl halide: Allyl brom de 10 CGeneral procedure for preparation of
conpounds with fornula Ig wherein R2 = F R3 and are as defined herein (R3 m
hydrogen): We W OHL OR2Z OHI OR3 009 d d d d NNI15
2-(3,5-Dichloro-pyridin-4-yl)-1-(2, 3-di hydr oxy- 4- net hoxy- phenyl ) - et hanone
(0.1 mmol) fromFreFaration 3 was dissolved in dry DW &0. 75 % K2CO3 (0.2
mol ) was add®828P18%ed by 0.2 nmmol of an al kyl chl ori dETPERMHPES4 or

iodide. In the case of the al kyl chlori48es additional KI (0.05 nmol) was
added. The reaction mxture was heated to 70C for 18 hours. After cooling

toit, water E}. 20, m d and the organic products were extracted
with EtOAc (3 . O d organi c phases were washed with NaC (sat,
1m) and t hen 2@ e@ichigirapyrigin dodl-1-The-dirthexycbmsthmyPhgayletBieiened by

redi ssol vi ng t hgud aREtHORNB): Timpd)udea. 1 (MRYBRr 04 bowad, frits tavydangoRr epar at i ve
HPLC purificati og. éS. éﬁl gﬁit i's procedure the follow ng conpounds were
obt ai ned: WO 2UENalFGUERYIHRLIA®K 20071000564 49 Exanple A (conpound 104)
2-(3,5-DictHl oro-pyridin-4-yl)-1-(2, 3-dl et hoxy- 4- met hoxy- phenyl ) - et hanone

LC M5 ( METHODER) - 6 ¥ (29 Lgght); RT = 4.69 mn; purity (W) = 100%
Al kyl hal i de: i odr de _
{2-tert-Butoxycarbonylmethoxy-6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-3-
methoxy-phenoxy }-acetic acid tert-butyl ester
LC/MS (METHOD B): {m/z) 554.3 (MH-); RT = 5.39 min; purity (UV) = 100% .
10 Alkyl halide: Tert-butyl bromoacetate (\__

Example 6 {compound 106

1-(2,3-Bis-allyloxy-4-methoxy-phenyl}-2-(3,5-dichloro-pyridin-4-yl)-ethanone

LC/MS (METHOD B): (m/z) 408.2 (MH+); RT = 4.94 min; purity (UV) = 100%
15 Alkyl halide: Allyl hromide

Example 107 {compound 107}

1-(2,3-Bis-difluoromethoxy-4-methoxy-~phenyl)-2-(3,5-dichloro-pyridin-4-y!)-

ethanone LC/MS (METHOD B): (m/z) 428.1 (MH+); RT = 4.23 min; purity (UV)
20 =100%

Alky! halide: Sodium chlorodifluoroacetate. Heated to 100°C for 30 minutes.

General procedure for preparation of compounds with formula Ih, whergin R3 !

(R3 = hydrogen) is as d'efin,eg ahove:

OMe OMe
OMe OMe
OH O0—R3
O
Cl o Ci Cl th
7 i a
- "y
N N

25

o



Exanpl e 5 (conmpound 105) .
t 2-tert-But oxycar bonyl nmet hoxy-6-[2-(3, 5-dichl ord-pyridin-4-yl)-acetyl]-3-
nmet hoxy- phenoxy}-acetic acid tert-butyl ester LG MS (METHOD B): (nfz) 554.3

(MH); RT = 5. %m%mmrlri ty (UV) = 100% 10 Al kyl hali de: PJ’EHQOQHJOB’J@
bronpacetate C e 6 (conmpound 106

1-(2,3-Bis-allyl oxy-4- rret hoxy- phenyl ) - 2- (%95 di chl oro- pyri di n-4- yI) et hanone
L M5S (METHOD B): (mz) 408.2 (MH); RT = 4.94 min; purity (UV) = 100% 15
Al kyl halide: Allyl brorri de Exarrple 107 (conpound 107)

1- (2, 3-Bis-difl hoxy- 4 ph 5- dICh| di n-4-yt)-

et hanone LC/ M5 %ﬁé Igsp=pypigip QSQS(ZIWM3 ‘%Fée?ih‘”ﬁ’ “Bfgn ﬁ?h%éi’ Fty (uv) 20
= 100% Al kyl ha{o.oss: rnﬁokjlfnmm Mmﬂmbbdtss@mdeihdr\eDMEea(D% ). AQeHusor 30

m nut es. Gener (ol qu.?c! mul a | h,
wherein R3 4, aikc? %ngﬁ‘?é’wzpﬁ V&?%Bgésd@ |ne ove: #%ﬁ/@r Oove W OH
EOR OO0 Ih aorige, kgpomg eorrlprw; Qm&@dwa@zsmm@oﬁwwmwmwe

2- (3, 5-Di chl or opdayet dt Ft‘félré/é houks. (Belpofd fpodnds WBeh®WIn Adafy hanone
(0.035 nmol) from exanp wgs di ssolved in dry DVSO (0.25 nL). Aqueous

K2CCB (0. 025 mpfs?afat"‘pr%ﬂé’ ¢80 ol | owed by 0.053 mmol of an alkyl 5
chloride, bromde or iodide dissolved in 0.025 nL DMSO. The reaction m xture

vas left 3l 1L il L Dot FRSIBYIG EATRGHAIR LSS @Yt Al ned by standard

preparative HPL urificati pr scedure the fol | ow ng conpounds
wer e obt ai n&d:

Example 108 (compound 108)
2-(3,5-Dichloro-pyridin-4-yl)-1-[ 3,4-dimethoxy-2-(5-methyl-isoxazol-3-
(__ ylmethoxy)-phenyl]-ethanone
LC/MS (METHOD B): {m/z} 437.1 (MH+)}; RT = 4.01 min; purity (UV) = 100%
15  Alkyl halide: 3-Chloromethyl-5-methylisoxazole

Example 109 {compound 109)
2-(3,5-Dichloro-pyridin-4-yi}-1-[3,4-dimethoxy-2-(2-methoxy-ethoxy)-phenyl ]~
gthanone '

20 LC/MS (METHOD B): (m/z) 400.1 (MH+); RT = 3.90 min; purity (UV) = 100%
Alkyl 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)-
25 ethanone LC/MS (METHOD B): (m/z) 394.1 {MH+); RT = 4.30 min; purity {UV)
( = 100%
5 Alky! halide; 1-Bromo-2-butyne

Example 111 {compound 111}

30 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



10 Exanpl e 108 (conpound 108)

2-(3,5-Dichloro-pyridin-4-yl)-1-]3, 4-di met hoxy- 2-(5-net hyl -i soxazol -3- C

yl met hoxy) - phenyl ] - et hanone LC/ M5 (METHOD B): (mz) 437.1 (MH); RT = 4.01
mn; purity (UY) = 100% 15 Al kyl halide: 3-Chloronethyl-5-nethylisoxazol e
Exanpl e 109 (conpound 109)

2-(3,5-Dichloro-pyridin-4-yl)-1-]3, 4-di met hoxy- 2- ( 2- net hoxy- et hoxy) - phenyl | -
et hanone 20 LC/ M5 (METHOD B): (mz) 400.1 (MH); RT = 3.90 min; purity (UV)
= 100% Al kyl halide: 1-Brono-2-nethoxy-ethane Exanple 110 (conpound 110)

1- ( 2- But - 2- ynM(03098/87484 di et hoxy- phenyl ) - 2- ( 3, 5- di chl or ;xquyp2067080464y | ) - 25
et hanone LG/ Mb (METHOD B): (mz) 394.1 (8wH+); RT = 4.30 min; purity (UV) =
100% Al kyl halide: 1-Bronp-2-butyne Exanple 111 (conpound 111) 30
2-(3,5-D chl oro-pyridin-4-yl)-1-[3, 4-di net hoxy- 2-(3-net hyl - but - 2- enyl oxy) -
phenyl ] - et han £ (mz) 410.1 (MH); RT = 4.83 min; purity
(W) = 100% At-k3;5-OhaligroyridinBrgyr-(2;4atitrieiHox-2bplica sty &y -pRERAO 77404

PCTI DK2007/ 000504,,,21 Exanple 112 (conpound 112)

2-(3,5-Di chl oro-pyridin-4-yl)-1-(3, 4-di net hoxy- 2- phenet hyl oxy- phenyl ) -

et hanone ' H NVR NNEDXGXY:) 5 =8884@H, (D763 Y 1H. )63 1408 (BH, n), 8#571dsd} SH, ),

6.75 (1H, d9, 4.50-4.4034; 1412, 1.4¥1(3Ms), B7PEBH, 3V).3.89 &2I—§-tﬂ7 (3H s), 3.18 (2H Q
2 eny| anple 113 (conpound 113)

/fl- (kﬁ' Bgﬁlz;/fjgkﬁ"ﬁ’ﬁg‘%ﬁéf'ﬁawéﬁwgqg'%qﬁ@% 3, 5-di chl or o- pyri di n- 4-yl ) - et hanone
10 LOMS (METHOD B): (mz) 432.1 (MH#); RT = 4.70 mn; purity (UV) = 100%
Ex le 113 (compound 113
1-(2-Benzyloxy-3,4-dimethoxy-phenyl}-2-(3,5-dichloro-pyridin-4-yl)-ethanone
10 LC/MS (METHQD B): (m/z) 432.1 (MH+); RT = 4.70 min; purity (UV) = 100%
Alky! halide: Benzyl hromide

Example 114 {compound 114}
1-(2-Allyloxy-3,4-dimethoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yi)-ethanone

15 LC/MS (METHOD B): (m/z) 382 (MH+); RT = 4.34 min; purity (UV) = 100%
Alky! halide: Allyl bromide

Example 115 {compound 115)

1-[2-{Benzooxazol-2-yImethoxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-
20 pyridin-4-yli}-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)
25  2-(3,5-Dichloro-pyridin-4-yl}-1-[3,4-dimethoxy-2-(2-methyi-thiazol-4-
ylmethoxy}-phenyl]-ethanone
LC/MS (METHOD B): (m/z) 453 (MH+); RT = 4.02 min; purity (UV) = 100%
Alkyl halide: 4-(chloromethyl)-2-methylthiazole

30 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

—

i



A kyl halide: Benzyl brgm' de Exanple 114 (conpound 114)
1-(2- Al lyl oxy- 3, 4-di met hoxy- phenyl ) -2- (3, 5-di chl oro-pyridin-4-yl)-ethanone
15 L Ms (METHOD B): (mlz) 382 (MH); RT = 4.34 min; purity (UV) = 100%

Al kyl halide: Aly[ brom de Exanple 115 conpound 115)

1- [ 2- ( Benzooxaz®d 2@8/¢i7ast hoxy) - 3, 4- di met hoxy- phenyl ] - 2- ( 3, rorixasl0gEsd 20
pyridin-4-yl)-ethanone LG/ M5 (METHOD B): (g81z) 473 (M+); RT = 4.36 mn;
purity (UV) = 100% Al kyl halide; 2-(chloronethyl)-1, 3-benzoxazole I.
Exanpl e 116 (conpound 116) 25

2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di met hoxy- 2-(2-net hyl -t hi azol -

yl met hoxy) -pheg ‘.;011 |@t1li|@ dugély% I\/ETHCD B): (mz) 453 (M#); RT -4 02
mn; purity ( y 4- (chforomet hyl ) - 2- et hyl t hi azol e 30
Exanpl e 117 (co aéﬁlatclllgqg pyrrdm-4-yl) 1 [3 4-dimethoxy-2-([1,2;410xadiazol-3-

1-[ 2- (5- Cycl opr gpysthdxd) -phédviiethdhaieol - 2- yl met hoxy) - 3, 4- di met hoxy- phenyl | - 2-
(3,5-dichloraq-pyLj.di n-4- et.ha .n ( B )4 1 (MH);
RT 2 386 ni & }blgr’”fgt@'#ﬂ@f’)@ { 8@&%%[2"5%“@ s i, Buried (V- 168

2- (chl or onet hy| pkglhajidé:op{ Spglonfethyd): ] 2 Aloxddiazodd e WO 20081077404

PCTI DK20071000564 52 Exanple 118 (conmpound 118)

2-(3,5-Dichloro-pyridin-4-yl)-1-]3,4-di met hoxy-2-([1, 2, 4] oxadi azol - 3-

yl net hoxy)-phen@ﬁﬁ@%&@@ﬂm (METHOD B): (miz) 424 (MH#+): RT = 3.65
nmn; purity (U\/)(s—'fz-ls)@%lcbﬂb&ayﬂ;yrmai h-g8-acdty(1d) B anihembky bherloky Raddti)perdi azol e
Exarrpl e 119 Png

{6-]2-(3, 5- Iﬁch Fo¥ oS ?)'rldln 4-yl)-acetyi]-2, 3-di net hoxy- phenoxy}-acetic aC|d

10 ethyl ester *HNMRRCDCBIG 3)8.88 248 s39. QP_H,H sh, 6.76 6IH,(dhH8.9a)(1H65)78701H, d),
4.92 (1H s), 4AP sy, 4.25 (2H, q), 3.93 (3H, s), 3.88 (3H, s), 1.27 (3H, t).
(, Alky! halide: Ethyl bromoacetate

15 Example 120 (compound 120}
1-{2-[2~(4-Chioro-phenyl}-ethoxy]-3,4-dimethoxy-phenyl}-2-(3,5-dichloro-
pyridin-4-yl}-ethanone
'H NMR (CDCl3) 8 = 8.49 (2H, s), 7.61 (1H, d), 7.23-7.18 (4H, m), 6.75 (1H, d},
4.45 (2H, t), 4.37 {2H, s), 3.93 (3H, s), 3.77 (3H, 5), 3.14 (2H, t).

20 Alkyl halide: 4-Chlorobenzy! chloride

Example 121 (compound 121}
1-[2-(5-Chloro-thiophen-2-ylmethoxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-
pyridin-4-yl}-ethanone
25 LC/MS (METHOD B): (m/z) 474 {(MH+); RT = 5.01 min; purity (UV) = 100%
( Alkyl halide: 5-Chloro-2-{chioromethyl)-thiophene

Exampie 122 {compound 122}

2-(3,5-Dichlorg-pyridin-4-y1)-1-[ 3 4-dimethoxy-2-{2-phenoxy-ethoxy}-phenyl]-
30 ethanone 'H NMR (CDCl;) 6 = B.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), 3.54 (3H, s), 3.92 (3H, s5).

Alkyl halide: 1-Braomo-2-phenoxy-ethane



T (2H s). 4.25 (2H Q). 5 03 (3H, 8). 3.88 (3H o). 127 (3H t). C Akyl

hal i de: Ethyl bronpacetate 15 Exanple 120 (conpound 1201

1-{2-[2-(4-Chl or o- phenyl ) - et hoxy] - 3, 4- di net hoxy- phenyl }-2-(3, 5-di chl oro-
pyrid i n-4-yl) ethanone "H NWR (CDCI3) 6 = 8.49 (2H, s), 7.61 (1H, d),
7.23-7.18 (4H, m, 6.75 (1H, d), 4.45 (2H, t), 4.37 (2H, s), 3.93 (3H, s),
3.77 (3H, s), 3.14 (2H, t). 20 Al kyl halide: 4-Chlorobenzyl chloride

Exanpl e 121 (conpound 121)
1-[ 2- (5- Chl or o- t hi ophen- 2-yl net hoxy) - 3, 4- di et hoxy- phenyl ] - 2- (3 5-di chl or o-

pyri di n- 4-yl weeibwnrame 25 LC MS (METHOD B): (mz) 474 (Mﬁmﬂﬁﬁﬁﬂsﬁp 01 mn;
purity (W) = 100% ( Al kyl halide: 5-ng or o- 2- (chl oronet hyl ) -t hi ophene
Exanpl e 122 (conpound 122)

2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di net hoxy- 2- (2- phenoxy- et hoxy) - phenyl ] -
30 et hanone ' EkanhfR (ZIXcb@podhd-128}48 (21-1, s), 7.65 (1H, d), 7.23 (2H, t)

6.92 (1H, t §) 3 (2H,

S 3e. 45 ()zﬁ%%é’ﬁg%ﬁgaﬂ“ glcéﬂbﬂ %“ﬁ‘*‘y Ba-fipyPlhafdReibs (

L Bromo 3. ShestbasAnel R A (VTR Bl 6 s R OKRD 573 BB OB B arpl ¢ 123
(conpound 123)00%

et hanone 06 WReli Bprkriid Rl enlE IR = 5558 o pur (U doovs

5 Al kyl halide; 1-Brono-2-(4-nethylphenyl)-ethane Exanple 124 (conpound

124) xample 12 0 d 24

2-(3,5-Dichlo 5y 4- di met hoxy- 2- ( 3- phenyl - pr opoxy) - phenyl ] -
et hanone xH nglw -pyridingd- 14'9'1(@4 d@)ethUP‘Y‘EEé(—’( E’P%"YB?VOPWYZ_P hemtli- ), 6.75
10 (HH, d), 4etBSndndPH NMR (CbCRT s 284149 (AH, 3, BBo (iH,-db, 7.22 (5B Af 6(BL1, s), 2.85

-

(2H 1), 25233k, 8 (P B 65,05 BROIO 3R 3RMY 2RsBAMS, 2.21 ()
(2H, m).
Alky! hatide: 1-Bromo-3-phenyl-propane

Example 125 {(compotnd 125)

15  2-(3,5-Dichloro-pyridin-4-yl)-1-{3,4-dimethoxy-2-[2-(3-methoxy-phenyl}-
ethoxy]-phenyl}-ethanone
LC/MS (METHOD B): (m/z) 476.2 (MH+); RT = 4.86 min; purity (UV) = 100%
Alky! halide: 1-Bromo-2-(3-methoxyphenyl)-ethane

20 Example 126 (compoynd 126}
2-(3,5-Dichloro-pyridin-4-yl}-1-{3,4-dimethoxy-2-[2-(4-methoxy-phenyl)-
ethoxyl-phenyi}-ethanone
LC/MS (METHOD B): (m/z) 476.2 (MH+); RT = 4.84 min; purity (UV} = 100% { }
Alkyl halide: 1-Bromo-2-(4-methoxyphenyl)-ethane -

25

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-ds) 5 = 8.62 (2H, 5), 7.54 (2H, m), 7.26 (3H, m), 6.97 (1H, d),
30 4.43 (2H, t), 4.36 (2H, s), 3.88 (3H, s), 3.70 (3H, s), 3.14 (2H, t).

Alky! haiide: 1-Bromo-2-(3-bromophenyl}-ethane

Example 128 (compound 128}



' Exanmpl e 125 (conpound 125) 15
2-(3,5-Dichloro-pyridin-4-yl)-1-{3, 4-di met hoxy- 2- ( 2- ( 3- net hoxy- phenyl ) -

et hoxy] - phenyl } - et hanone LC/ M5 (METHOD B): (mz) 476.2 (MH); RT = 4.86 mn;
purity (UV) = 100% Al kyl halide: 1-Brono-2-(3-nethoxyphenyl)-ethane 20
Exanpl e 126 (co¥Y®uusier7426) PCT/DK2007/000564
2-(3,5-Dichl oro-pyridin-4-yl)-1-{3, 4-di netghoxy- 2-[ 2- (4- net hoxy- phenyl) -

et hoxy] - phenyl } - et hanone LG/ M5 (METHOD B): (miz) 476.2 (MH+); RT = 4.84 min;
purity (UV) = 100% Al kyl halide: 1-Brono-2-(4-nethoxyphenyl)-ethane 25
Exanpl e 127 (cofpdaneichionpypyridin-4-yl)-1-{3,4-dimethoxy-2- [2-(2-methoxy-phenyl)-

1-{2- [ 2- ( 3- Br omethgh@pHehyi§tdtRanbne 3, 4- dI met hoxy- phenyl} 2- (3, 5-dichloro-

o LR B e b o5 Bl %

(3H, s), 3.14 (ABKylta)ide:Al~ B;dmd?m(ﬂdnethdx@hemm)-éthér&b br onophenyl ) - et hane

Exanpl e 128 ¢conpound 128) WO 20 0 8/ 077 4 04 PCTI DK20071000564 54
2-(3,5-Dichl oro- pyr|d|n 4-yl) - 1 {3 4- di met hoxy- 2-[ 2- ( 2- met hoxy- phenyl ) -

et hoxy] - pheny| } Exampa b andg 1 ): (mz) 476.2 (M#); RT = 5.08 nmin;
purity (W) = 19Q%/os Iﬁflcllﬂb!nlo-ﬁ‘ﬁidirﬂ@-yl)lt Bo G52 2n,6 PRINDQSHRAG T8 4- uRtRARG- 5
Exanpl e 129

2-(3,5-Dichl orog&f‘ﬁ'rd‘i’tﬁa M) - 1-{2-[2-(4-fl uoro- phenyl ) - et hoxy] - 3, 4- di net hox

y- phenyl } - et habtyms (METNBD(BYE[HCED 4B)1.3 (MH42) R7644.83 piN+uritR{UW 4.186%ni n;
purt ty () 15 18R56nahe A kiend1310hHorcbhBifTBngsd 4- 11 uor opheny! ) -t hane

Exanpl e 130
2-(3,5-Dichl oro pyr|d|n 4-yl)-1-{2-]2- (2 fl uor o- phenyl) - et hoxy] - 3, 4- di met hox

y- Example 130 (compound 130
(.. 2-{3,5-Dichloro-pyridin-4-yl}-1-{2-[2-(2-fluoro-phenyl)-ethoxy]- 3,4-dimethoxy-
phenyl}-ethanone '
15 LC/MS (METHOD B): (m/z) 464.2 (MH+); RT = 4.99 min; purity (UV) = 100%
Alkyl halide: 1-Bromo-2-(2-fluorophenyl)-ethane

Example 131 {compound 131} _
2-(3,5-Dichloro-pyridin-4-y1)}-1-{2-[2-(3,4-dimethoxy-phenyl}-ethoxy]-3,4-
20  dimethoxy-phenyl}-ethanone
'H NMR (DMSO-dg) & = 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, s5), 3.06 (2H, t).
Alky! halide: 1-Bromo-2-(3,4-dimethoxyphenyl)-ethane
25
( Exampie 132 {compound 132}
{6-[2-{3,5-Dichloro-pyridin-4-yi)-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%
30 Alkyl halide: Benzyl bromoacetate

Example 133 {compound 133}
{6-[2~(3,5-Dichloro-pyridin-4-yl}-acetyl]- 2, 3-dimethoxy-phenoxy }-acetic acid
isopropy! ester



phenyl } - et hanone 15 LC/ M5 (METHCOD B): (mz) 464.2 (M+); RT = 4.99 nin;
purity (W) = 100% Al kyl halide: 1-Brono-2-(2-fluorophenyl)-ethane Exanpl e
131 (conpound 131)

2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[ 2-(3, 4-di met hoxy- phenyl ) - et hoxy] - 3, 4- 20
di met hoxy- phenyl ) - et hanone 'H NVMR (DVSO-d6) 8 = 8.60 (2H, s), 7.52 (11-1,

d, 6.95 (11-1, d), 6.89 (1H, d), 6.81 (1H, d), 6.73 (1H, d), 4.43 (2H, t),
4.26 (21-1, s), 3.88 (3H, s), 3.76 (3H, s), 3.68 (31-1, s), 3.55 (31-1, s),
3.06 (2H, t). Al kyl halide: 1-Brono-2-(3,4-dinethoxyphenyl)-ethane 25
Exanpl e 132 (worpawrdod32) PCT/DK2007/600564
{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetylds 2, 3-di net hoxy- phenoxy}-acetic acid
benzyl ester LC/ MS (METHOD B): (m'z) 490.2 (M#); RT = 4.66 min; purity (W)
= 1009/6 30 Alkyl halide: Benzyl bronoacetate Exanple 133 (corrpound 133)
{6-[ 2- (3, 5- Di HVYBEMBTHORIBH- (mfyl 94222 Y1 ); RY, 4 eftdrainh awity (HéhsxPP%acet i ¢ aci d

i sopr opyl estqwmamo%g@qmomgggeg@om000564 55 LG/ M5 (METHOD 8): (i z)

442.2 (MH); RT = 4. mn; purity (UV) = 100% Al kyl halide: |sopropyl
br onpacet at e Exarrpl e 134 (corrpound 134) 5
3- (6-[2- (3, 5- Exahpte Bagyernpbund43¢) ) - acet yl ] - 2, 3- di net hoxy- phenoxymet hyl } -

b 9 = 8.14
o Car ey (oS G YRR M e, %?Lﬂﬁ%?%@ L G
ester 10 Exanpteszdigscid owHpybeser 135)

2- (3, 5-Di chl on@ymy | 1( elmbcﬂnyl( n{iydﬁﬁtmﬁtmaxn-xa rﬁﬁgﬁmtpxbv)butmwa) phenyl ] -

i'(t)goa/none LCMG Ilgy all_tPD3 el'ﬂor met %rl benzotg acid metﬂester mn; purity (W) _

10 xample 135 {compound 13
2-(3,5-Dichloro-pyridin-4-y})-1-[ 3,4-dimethoxy-2-(3-methyi-butoxy)-phenyl]-
ethanone LC/MS (METHOD A): (m/z) 412 {MH+); RT = 8.99 min; purity (UV) =
100%
Alkyl halide: 1-Bremo-3-methyl-butan

15
Example 138 {compound 136}
| 2-(3,5-Dichloro-pyridin-4-y1}-1-(2-hexyloxy-3,4-dimethoxy-phenyl}-ethanone
LC/MS (METHOD A): (m/z) 385.9 (MH+)}; RT = 9.42 min; purity {UV} = 100%
Alky! halide: 1-Bromo-hexan
20

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)
= 1060%

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

Example 138 {compound 138)
2-(3,5-Dichloro-pyridin-4-yi}-1-(3,4-dimethoxy-2-pent-4-enyloxy-phenyl)-
ethanone LC/MS (METHOD A): (m/z} 410 (MH+); RT = 8.62 min; purity (UV) =
30 100%
Alkyl halide: 5-Bromo-pent-1-ene

Example 139 (compound 135
2-{3,5-Dichloro-pyridin-4-yi}-1-(3,4-dimethoxy-2-propoxy-phenyl}-ethanone



Al kyl halide: 1-Brono-3-nethyl-butan 15 Exanple 136 (conpound 1361
2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hexyl oxy-3, 4-di met h oxy-phenyl) - et hanone
L MS (METHOD A): (mz) 395.9 (MH); RT = 9.42 min; purity (UV) = 100%

Al kyl halide: 1-Brono-hexan 20 Exanple 137 (conpound 137)

t - (2- But - 3- eny VHX300807440di net hoxy- phenyl ) - 2- (3, 5- di chl or o- pgT/DEzN07F/ebessH ) -

et hanone LC/MsS (METHOD A): (mz) 395.9 (Ms#t); RT = 8.27 min; purity (W) (.
) = 100% 25 Al kyl haI i de 4 Brom) but-1-ene Exanple 138 (corrpound 138)
2-(3,5-Dichlor o-% 33 4- di met hoxy- 2- ‘gent 4- enyl oxy- phenyl )

et hanone LC/ M5 ¥ N&B”A?D p()nfr%z 2999 (Mi+): RikT 8=3mys awige (Y !‘EJ)O%U\/) 30
100% Al kyl hal i alryl Hatidd: Q¥vdpiidpan- ene  Exanpl e 139 (conpound 139)
2-(3,5-Dichloro-pyridin-4-yl)-1-(3, 4-di met hoxy- 2- propoxy- phenyl ) - et hanone WO
20081077404 PCT/ DK20071000564 56 LG M5 (METHOD A): (mz) 383.9 (MH); RT =

8.34 min; puri tsxamms 140 foagiountl 14} hal i de: 1-1 odo- propan Exanple 140 (conp
and 140) 5 2- Butox -3,4-djmethoxy-phenyl)-2- 3 5 dichloro- rdm-4 e thanon
1- (2- Butoxy34é 5 PyRerg) 2 Ay ethpnone

g or O- pyri ) ethanone
LC/ M5 ( METHOD m?rﬂ"’f‘)’ Hé@fﬂg(m §7. fﬁ‘ﬂ“* r8RT72 W%m"}awhy(%\?) A00%

Al kyl halide: lakgdatidaitiapdebagy e 141 (conpound 141) 10
2-(3,5-Dichloro-pyridin-4-yl)-1-(2-isobutoxy-3, 4-di met hoxy- phenyl ) - et hanone
L MS (METHOD A): (mz) 397.9 (MH); RT = 8.72 min; purity (UV) = 100%

Al kyl halide: 1E Y ne Exanpl e 142 (conpound 142)

10 2-(3,5-Dichloro-pyridin-4-yi}-1-(2-isobutoxy-3,4-dimethoxy-phenyl)-ethanone
LC/MS (METHOD A): (m/z) 397.9 (MH+); RT = 8.72 min; purity (UV) = 100%
( Alkyl halide: 1-lodo-2-methyl-propane

Example 142 {compound 142)

15  4-{6-[2-(3,5-Dichloro-pyridin-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 ethy] ester

20 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%
Alky! halide: 4-Methyl-benzylchioride

25
( : Example 144 (compound 144)
1-[2-{3-Chloro-benzyloxy)-3,4-dimethoxy-phenvl]-2-(3,5-dichloro-pyridin-4-yi)-
ethanone
LC/MS (METHOD A): (m/z) 465.9 (MH+); RT = 8.69 min; purity (UV} = 100%
30  Alkyl halide; 3-Chloro-benzylchioride

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

ethanone



15

4-(6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-di met hoxy-phenoxy)-butyric

acid ethyl ester LG MS (METHOD A): (nmlz) 456 (MH); RT = 7.89 mn; purity

(W) = 100% Al kyl halide: 4-Bronmo-butyric acid ethyl ester 20 Exanpl e 143

(conpound 143) 2-(3,5-D ch loro-py ridi n-4-yl)-1-[3,4-d i

nmet hoxy- 2- (4- nmet hyl - benzyl oxy)- phenyl]-ethanone LG M5 (METHOD A): (nifz)

445.9 (M#); RT = 8.69 min; purity (W) = 97.1% A kyl halide:

4- Met hyl - benzyl chl ori de 25 Exanpl e 144 (conmpound 144)

1-[ 2- ( 3- Chl or wohenmylsoxy) - 3, 4- di met hoxy- phenyl ] - 2- (3, 5- dicghixi00@zds di n- 4-yl

)- ethanone LC/ M5 (METHOD A): (mlz) 46559 (MH+); RT = 8.69 mn; purity (W)

= 100% 30 Al kyl halide: 3-Chloro-benzylchloride Exanple 145 (conpound 145)

2-(3,5-Dichl oro-pyridin-4-yl1)-1-(3, 4-di net hoxy- 2- ( 3- phenoxy- pr opoxy) - phenyl ]

- et hanone WO L2068 (BFTHIMAPOTY AKFOAFHG0DBD 4 8.5 mirG/vBty (WYTHOEB.AY (i z) 476

(MH); RT = 8. Lide: b o- - % Al kyl halide:

( 3- Br ono- propo@é’)I mg‘eaﬁzg;g*&&aﬁﬁ%xquﬁz(%gmound 146) 5

2-(3,5-Dichl oro-pyridin-4-yl)-1-{3, 4-di net hoxy- 2( 2- (4- met hoxy- phenyl ) - 2-

0x0- et hoxy] - plExsivbie-1a6 iesogoand 1@6VS (METHOD A): (mz) 490 (MH+); RT = 7.74

mn; purity. (U, &30 10 ALKyl hallde,, ] 2.

2- Br ono- 1- (4- nli\e/hﬁ%?&c}{?ﬁ’eHVl‘A%"5<ét%\;}aﬁéﬁg‘ei@mei@x\%a@p@emiﬁ'?w BRIt 147)

2-{6-[ 2- (3, 5- Dxetethnxpl-pyanydrethanopk) - acet yl | - 2, 3- di met hoxy- phenoxynet hyl } -

benzanitrile « Anyzy( ORP = (A in: Rlirity L & Qg purity
LL%M&/PGRH?DNBB&% gt;nfzf)) 43’0?4&%?,( RP= A hin; ?frﬂ('vlﬁ\ﬁ &% o

(W) = 97.1% NIV 2H S, . d). '7.81 (1H, d),
Alky! halide: 2-Bromo-1-{4-methoxy-pheny()-ethanone

10 Example 147 (compaound 147}
2-{6-[2-(3,5-Dichloro-pyridin-4-yi}-acetyl]-2, 3-dimethoxy-phenoxymethyl}-
benzonitrile LC/MS (METHOD A): {m/z) 456.9 (MH+); RT = 7.81 min; purity
{UV) = 97.1%. 'H NMR (DMSQ-ds) & = 8.60 (2H, s), 7.91 (1H, d), 7.81 (1H, d),
7.78 {(1H, t), 7.59 {1H, t), 7.55 (1H, d), 7.02 (1K, 4}, 5.43 (2H, ), 4.50 (2H, s),
15  3.92 (3H, s), 3.81 (3H, s).
Alky! halide: 2-Chlaromethyl-benzonitrile

Example 148 {(compound 148)

4-{6-[2-(3,5-Dichloro-pyridin-4-y})-acetyl 1-2, 3-dimethoxy-phenoxymethyl}-
20  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)

25 2-(3,5-Dichloro-pyridin-4-v1)-1-[3,4-dimethoxy-2-{naphthaten-2-ylmethoxy}-
phenylj-ethanone
LC/MS (METHOD A): (m/z) 481.9 (MH+); RT = 8.86 min; purity (UV) = 77.3%
Alkyl halide: 2-Bromomethyl-naphthalene

30 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 = §.06 min; purity (UV) = 100%
Alkyl halide: 1-Iodo-pentane

i .



7,78 (1H, t), 7.59 (1H t), 7.55 (1H, d), 7.02 (1H, d), 5.43 (2H, s), 4.50
(2H, s), 15 3.92 (3H, s), 3.81 (3H, s). A kyl halide:

2- Chl oronet hyl -benzonitrile Exanple 148 (conpound 148) 4-{6-[2-(3,

5-Di chl oro-pyridin-4-yl)-acetyl ]-2, 3-dinethoxy-phenoxynethyl}- 20
benzonitrile L&YMNEHOD A): (mfz) 456.9 (MH); RT = 7. 8CT/RKMNITAN0Rt y
(UV) = 98.5% Al kyl halide: 4-Chloronethylsdenzonitrile Exanple 149
(conpound 149) 25

2-(3,5-Dichloro-pyridin-4-yl)-1-13,4-di net hoxy- 2- (napht hal en- 2-yl net hoxy) -
phenyl | - et hanor&2 9331) (1 z) 481.9 (M) RT = 8.86 nin; purity
(W) = 77.3% A-k3ACyticti axglimetitoxigr 3)Aalimdthgty- plegpipl) f2a [ 3 ralicB@rd=ppnhgit -@-2 50
(conpound 150) . o R _
2-(3,5-Dichlor oe-tB?/'ﬁnaiLﬁME W?T-HP-[%%),'ifnéf)r#eatah(g‘xH3ﬁ)2BEeﬁn?'3??6“)(’9-’SﬁgtrYy(lst-) et hanone
LC/ VB (METHOD A00% i z) 411.9 (M#+); RT = 9.06 min; purity (UV) = 100%

Al kyl halides IajkjiGande B-shemWRyRERREDGAI04 PCT/ DK20071U00564 58 Exanpl e
151 (conpound 151‘5

1- (2- Cycl ohexyl met hoxy- 3, 4- di met hoxy- phenyl ) - 2- (3, 5-di chl or o- pyri di n-4-yl)-
et hanone. LC/ MExaMplHD Admpourddz)52438 (MH); RT = 9.59 min ; purity (UV) _

100% 5 Al kyl hal i-de-: - I I d 152
3-(6-[2-(3 5 Df’%'ﬁﬁﬁﬁzs?%‘i'?'?@.ﬁ"ﬁ%dﬁi‘?-g@Eﬁ%@{ﬂ%?%%&é@%ﬁ@%ﬁ%t i)
benzonitril e L&NEPNERMISAMETIRPA): B8R) §5¢.MMP-H AT = ZBBminipuritpurity 10
(W) = 96. 5% Aldyh =hed sde: 3- Chl oronet hyl - benzonitrile Exanple 153

(conpound 153) . o
1-{ 2- [ 2- (4- chi M2 PRkARO BySIRPRERY]PaNZ8P i fet hoxy- phenyl } - 2- (3, 5-di chl oro- 15
pyrt di n-4-yi)-etha none

(- Example 153 (compound 153)
1-{2-[2-(4-Chloro-phenoxy)-ethoxy]-3,4-dimethoxy-phenyl}-2-(3,5-dichloro-
15  pyridin-4-yl)-ethanone
LC/MS (METHOD A): (m/z) 495.9 (MH+); RT = 8.56 min; purity {UV) = 100%
Alkyl halide: 1-(2-Bromo-ethoxy)-4-chloro-benzene

Exampte 154 (compound 154}

20  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) =
52.5%

Alkyl halide: 1-lodo-2-ethyl-butane

25 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/z2) 385.9 (MH+); RT = 6.22 min; purity {UV)
= B8.0%

Alkyl halide: 1-lodo-2-hydroxy-ethane

30
Example 156 {compound 156}
4-{6-[2-(3,5-Dichloro-pyridin-4-yl}-acetyi]-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%




L M5 (METHOD A): (mlz) 495.9 (MH); RT = 8.56 min; purity (UV) = 100%

Al kyl halide: 1-(2-Brono-ethoxy)-4-chloro-benzene Exanpl e 154 (conpound 154)
20

2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-ethyl -butoxy)-3, 4-di net hoxy- phenyl ] -
et hanone L/ M5 (METHOD A): (mz) 426 (M#); RT = 9.39 mn; purity (U
92.5a/a Al kyl halide: 1-l1lodo-2-ethyl-butane 25 Exanple 155 (compound 155)

2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-hydroxy-ethoxy) -3, 4-di net hoxy- phenyl ] -
et hanone LC/ MsoGidsdti¥r A): (mz) 385.9 (MH); RT = 6. 22 pgxdiadaviboodey (UV) =
88. 0% Al kyl halide: 1-1odo-2-hydroxy-ethlgne 30 Exanple 156 (conpound 156)
4-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxynet hyl } -
benzoic acid nmethyl ester LG MS (METHOD A): (mz) 489.9 (MH#); RT = 8.17 Mn;
purity (UV) =AS9| 6SHde\CH-ZBB8Ir0ativilnRETAMMKDeDwLEEO564 59 Al kyl hal i de:
4- Chl oronet hyl benzoic acid nethyl ester Exanple 157 (conpound 157)
2-(3,5-Dichl oro- pyr|d|n 4-yl) - 1 3, 4- di met hoxy- 2- ( 2- napht hal en- 2-yl - 2- oxo- 5
et hoxy) - pheny THOD A): (mfz) 509.9 (MH); RT = 8.41 mn;
E;(JI‘I tly (llJ\Sl) (—28(% Q&(acme}dcwf.d“rah*w)ei [345m8@oky- PR HapRthelan2-yll gl anone

anpl e o
2-(3,5-Dic Fﬁ‘ngﬁ’ré}tﬁ"ﬁfhiﬁ"?"i {2-[2-(2, 5-di met hoxy- phenyl ) - 2- oxo- et hoxy] -
3, 4- di met hoxy LR {METHOON N dméz) L5CO I MHVEETRIOB 8631 mimi puritb(L8/) 5= 8IVBRG) | RT =

7.99 mn; pur sy (ddYe: ZpRind Yenaphtflen!
2- Br ono- 2, 5- dprr%t hoxy phenyl - aﬁgnoﬁgrﬁ% e@%mmlee 159 (corrpound 159)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di rrethoxy 2- (2- 0xo0- 2- p-tol yl - et hoxy) -
Example 158 {(compound 158)
10 2-(3,5-Dichloro-pyridin-4-yl}-1-{2-[2-(2,5-dimethoxy-phenyi)-2-oxo-ethoxy]-
3,4-dimethoxy-phenyl}-ethanone
LC/MS (METHOD A): {m/z) 519.8 (MH+); RT = 7.99 min; purity {UV) = 95.7%
Alkyl halide: 2-Bromo-2,5-dimethoxy-phenyl-ethanone

15 Example 159 (compound 159)
2-(3,5-Dichloro-pyridin-4-yi}-1-{3,4-dimethoxy-2-(2-0x0~2-p-tolyl-ethoxy}-
phenyl]-ethanone
LC/MS (METHOD A): (m/z) 473.9 (MH+); RT = 8.11 min; purity {UV) = 88.1%
Alky] halide: 2-Bromo-1-p-tolyi-ethanone

20
Example 160 {compound 16Q0)
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(4-fluoro-benzyloxy)-3,4-dimethoxy-phenyi]-
athanone
LC/MS {(METHOD A): (m/z) 449.9 (MH+); RT = 8.32 min; purity (UV) = 100%

25  Alkyl halide: 4-Fluoro-benzylehloride

Example 161 (compound 161)
2-(3,5-Dichloro-pyridin-4-yl}-1-[ 2-(2-fluoro-benzyloxy)-3,4-dimethoxy-phenyl]-
ethanocne

30 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)



phenyl ] - et hanone LG/ M5 (METHOD A): (mz) 473.9 (M#); RT = 8.11 mn; purity
(UV) = 88.1% Al kyl halide: 2-Brono-I|-p-tolyi-ethanone 20 Exanpl e 160
(conpound 160)

2-(3,5-Di chl oraq- Xri di n-4-yl)-1-[2-(4-Fl uoro-benzyl oxy) 3, 4- di net hoxy- phenyl
]- ethanone LC/ D A): (nz) 449,9 (MH): RT = 8, 3PCTHDK200005¢4y (V)
= 100% 25 Al kyl halide: 4-Fluoro-benzylclboride Exarrpl e 161 (conpound 161)
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-Fl uoro-benzyl oxy) - 3, 4- di net hoxy- phenyl

]- ethanone 30 4 X urity
(W) = 95. 7% a &ZP:%BP {CFETOH‘%%A%A‘ f) B 4b‘14 %'P%%NF‘E% tHET"é% ﬁ%'lyﬂbépgﬁrofﬁorrpound
162) WO 2008/ 07?14@4(']%@&2007/ 000564 60 2-(3, 5-Dich loro-pyrid
|n4yl)1[34 hy, ph et ha
hone L0 MB (VE alt M@ﬁﬂﬁﬁbﬁ) ﬁn}zﬁh@bmm-)”ﬁ’r éﬁp‘ﬁﬂﬁﬁd’?%‘&’gﬁ\{) 9 % S 98, 9%
Al kyl halide: SAWU?al“d%r%PPB Lf‘i’y‘l’m%ﬂz‘iﬁ”éHF'HP”Qfe 5 Exanpl e 163 (corrpound 163)
2-(3, 5-Di chloro-pyrid in-4-yl)-1-[ 3, 4-dinethoxy-2-(3-trifluoronethoxy-
benzyl oxy )-phe ,ylnl etl gne L (METHOD A): (m'z) 515.9 (MH); RT = 8.72
purity ( 2 hal i de: 5-Trifl uoronet hoxy-benzyl chl ori de
Exarrpl e 164 (coaﬂaﬁnalcﬂlem)pmmn 4-yl}-1-[3,4~dimethoxy-2-(3-trifluoromethoxy-
2-(3,8-Dichloro M;,gog‘li)n II]-)etr;lante(3 fluoro-5-trifluoronethyl-benzyl oxy) 3

4- di met hoxy- phen I n 15 LG Ms ( METHOD A; (mz) 558.9 g /)
8.71 min; purithe EIH@Q”Q%“‘[@WF SHYHHERT = 8.72 min; purity (UV) = 98.99
3- Fl uor o- 5- i f Aupriineé:ns-rrifepaiéthbtyobdi@lchloride

Example 164 (compound 164
( 2-(3,5-Dichloro-pyridin-4-yl)-1-[ 2-(3-fluoro-5-trifiluoromethyl-benzyloxy)-3,4-
dimethoxy-phenyl]-ethanone
15  LC/MS (METHOD A): (m/z) 558.9 (MH+); RT = 8.71 min; purity (UV) = 98.9%
Alkyl halide: 3-Fluore-5-trifluoromethyl-benzylchloride

Example 165 {compound 165)

2-(3,5-Dichlore-pyridin-4-y[)-1-{ 3, 4-dimethoxy-2-[2-{2-methoxy-phenyl)-2-
20  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)
_ 25  2-(3,5-Dichloro-pyridin-4-yh)-1-{2-[2-(2,4-dimethyl-phenyl}-Z-oxo-ethoxy]-3,4-
( dimethoxy-phenyi}-ethanone
LC/MS (METHOD A): (m/z) 487.9 (MH+); RT = 8.49 min; purity (UV) = 99.1%
Alkyl halide: 2-Bromo-1-(2,4-dimethyl-phenyl}-ethanone

30 Example 167 (compound 167)
1-[2-(4-Chloro-benzyloxy)-3,4-dimethoxy-phenyi]-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%
Alky] halide: 4-Chloro-benzyichloride



Exanpl e 165 (conmpound 165)
2-(3,5-Dich!oro-pyridin-4-yl)-1-{3, 4-di met hoxy- 2-[ 2- ( 2- net hoxy- phenyl )-2- 20

oxo0- et hoxy] - phenyl } - et hanone LG/ M5 (METHOD A): (mz) 490 (M#); RT

mn; purity (UY) = 95.8% Al kyl halide;

2- Brono- | - (2- met hoxy- phenyl ) - et hanone Exanple 166 (conpound 166) 25

2-(3,5-Dichlor

4- ~. di met hoxy- phenyf}-ethanone LC M5 ( METHOD A):
8.49 mn; purit

= 7.96

o-pyridin-4-yf)-1-{2-[2-(2, 4-di nmet hyl - phenyl ) - 2- oxo- et hoxy] - 3,

= 99.1% Al kyl halide:

(mz) 487.9 (MH#): RT =

(
2-Brono-1-(2, M%?%Q’f’ﬁ‘&ﬁi‘- pheny) - et hanone 30 Exanpl e 167 (RCHRKATHOE6 )

1-[2- (4- Chl or o- benzyl oxy) - 3, 4-

di met hoxy-gthenyl ] - 2- (3, 5-di chl or o- pyri di n- 4-yl

)- et hanone LG/ M5 (METHOD A): (mz) 465.9 (MH#); RT = 8.72 min; purity (UV)

98.5% Al kyl

hal i de: 4-Chl oro- benzyl chl ori de WD 2008/ 077404

PCT10K20071000564 61 Exanple 168 (conpound 168)
2- (3, 5- Di chl orExampld Hhgh(campbynd]182- ( 2- di f | uor onet hoxy- benzyl oxy) - 3, 4-

di met hoxy- phenyk3 S%Hﬁ&ﬂrﬁ

mn; purity (UY)

diliddréhiethbiy-BenA gy B3 aMH) |

Exarrpl e 169 (c‘éiﬁ‘ﬁﬁl?ﬁ‘érp%!gd]-ethanone
2- (3, 5- Di ché or /g r(METHEB AY] Jm/%) @ﬁﬁmﬂsnmalmﬁmwhwxwﬁ =%gceget hoxy- 10

phenyl ] - et ha Q@E’a hlaﬁéﬁwgdéw%-{ %ho}%bénzy%%l 4 (MH); RT = 9.21 mn;

ﬂzylchlorlde Exanpl e 170 (conpound

(W) = 100%
170) 15
2-(3,5-Dichlor

- di met hoxy- phen - ef L z}
M Rt %lg%pymilkﬁ ylp]ér[lza(é isopropyl enzyloxyJ-3,4-dimethoxy-

mn; purity (
2- FI uor o- 6adri

15

20

25

30

pyl

id £H cgm j,l)ndllﬁ[g (2 Fuoro 6-tri fI uor onet hyl - benzyl oxy) - 3, 4

517, 9 ( NHH) ;

gHengli-ethaihbiyd - benzyl chl ori de
LC/MS (METHOD A): {m/z) 474 (MH+); RT = 9.21 min; purity (UV) = 100%
Alkyl halide: 4-Isopropyl-benzyichloride

Example 170 (compound 179}
2-(3,5-Dichloro-pyridin-4-yt)-1-[2-(2-fluoro-6-trifluoromethyi-benzyloxy)-3,4-

dimethoxy-phenyll-ethanone
LC/MS (METHOD A): (m/z) 517.9 (MH+); RT = 8.52 min; purity (UV) = 98.9%
Alkyl halide: 2-Fluoro-6-trifluoromethyl-benzylchioride

Example 171 {compound 171)
2-(3,5-Dichloro-pyridin-4-yh)-1-[2-(2,3-difluoro-4-methyl-benzyloxy}-3,4-
dimethoxy-phenyl]l-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%
Alkyl| halide: 2-Methyl-benzylchloride

Example 173 {compound 173)
2-(3,5-Dichloro-pyridin-4-yl}-1-[3,4-dimethoxy-2-(3-methyl-benzyloxy)-
phenyl]-ethanone

i3 i Jdi%da RT = 8.19
= 98.5 A |rll“‘Ig’zﬁl %E -Di f [ uor omet hoxy-benzyl chl ori de

purity

RT = 8.52

0



20 Exanple 171 (conpound 171)

2-(3,5-Dichloro-pyridin-4-yl)-1-[12-(2, 3-di fl uoro-4-net hyl - benzyl oxy) - 3, 4-

di met hoxy- phenyl ]-etha none LC/ M5 (METHOD A): (nfz) 481.9 (M—I+) RT 8.71
mn; purity ( = % Al kyl halide: 2,3-Dif|uoro-4-rret | - benzyl chl ori de
25 Exanpl e 17%@&%@%&“% 172) " 2- (3, CEwictoiiobses

5-Di chl oro-pyridin-4-yl)-1-[3, 4-di net hoxy®2- (2- net hyl - be nzyl oxy) -

phenyl] et hanone LC/ M5 ( METHOD A): (rﬂz) 445 9 (MH); RT = 8.67 mn; purity

(WV) 98. 5% £ I (conpound
173) 2 (3, 5- D%%ﬁ%lrmhﬁrl d? (rﬂﬁ} d| #ecétgh'ﬁ{? ggri%%gzt_ﬁgﬁqﬁenzyf oxy) -
phenyl ) - et hanorr‘ékKAbaMm§1U¢thlaem 71000564 62 LC/ M5 (METHOD A): (nl z)
446 (MH); RT = 8.69 mn; purlty(U\/) = 98.4% Al kyl hali de:

3- Met hyl - benzylé:hl or| % 0 Ie (conpound 174) 5

2-(3,5-Dichlor ~4- di met hoxy- 2- pent - 2- ényl oxy- phenyl ) -

et hanone LC/ WIS 1 Mi!ﬂ-ﬁﬁﬁldk): py(-ldthzé vn%(mﬁMﬂhoxy%pmt& éaylosyaphepyit ty (UV) =
98. 3% Al kyl h 1- Brom) pent - 2-ene 10 Exanple 175 (conpound 175)
2(35D|chloro r|8|n4 1) 3, 4- di met hoxy- 2- (2- et hyl - qui nol i n-6- vyl
met hoxy) - phenyll}C/@’@KHﬁ'&ri@DIM?/ Wzg RESRICBHA): RT 18267 @8y pORRHUY) RT9&3%. 27 ni n;

purity (W) = 98k Handd: KyBrohl hed@-2-&eBr omonet hyl - 2- met hyl - qui nol i ne 15
Exanpl e 176 (conpound 176)

1-[ 2- (2- Chl or o- benzyl oxy) - 3, 4- di met hoxy- phenyl ] - 2- (3, 5-di chl oro- pyri di n- 4-yl
)- ethanoneic Example 175 (compound 175)
2-{3,5-Dichloro-pyridin-4-yl)-1-[ 3,4-dimethoxy-2-{2-methyl-guinolin-6-
N ylmethoxy}-phenyl]-ethanone
(.- LC/MS (METHOD A): (m/z) 497 (MH+); RT = 5.27 min; purity (UV) = 98.1%
Alkyl halide: &-Bromomethyl-2-methyl-quinoline
15
Example 176 (compound 176}
1-[2-(2-Chloro-benzyloxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin-4-yi}-
ethanone
LC/MS (METHOD A): {m/z) 465.9 (MH+); RT = B.71 min; purity {UV) = 96.3%
20 Alky! halide: 2-Chloro-benzylchloride

Example 177 {compound 177)
2-(3,5-Dichioro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(3-methoxy-benzyloxy}-
phenyl]-ethanone
. 25 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-yI)-1-[ 3,4 -dimethoxy-2-(4-methoxy-benzyloxy)~-

30 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)



LC M5 (METHOD A): (mz) 465.9 (M#); RT = 8.71 min; purlty(UV) 96 3% 20

Al kyl halide: 2-Chloro-benzylchloride Exanple 177 (corrpound 177)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di net hoxy- 2- ( 3- met hoxy- benzyl oxy) -
phenyl ] - et hanone 25 LC/ M5 (METHOD A): (mz) 461.9 (MH); RT = 8.26 mn;
purity (W) = 96.3% ~- Al kyl halide: 3-Methoxy-benzyl chloride Exanple 178
(conmpound 178)

2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di net hoxy- 2- (4- met hoxy- benzyl oxy) -
phenyl]-etha none LG M5 (METHOD A): (mlz) 461.9 (MH); RT = 8.22 min; purity
(W) = 77. 9%wdNokgd77doal | de: 4- Met hoxy- benzyl chl ori de Exg@riphodsoosbs£onmpound
179) WD 2008/ 077404 PCT/ DK2007/ 000564

1-{2-[2-(3-Chl or o- phenyl ) - et hoxy] - 3, 4- di'net hoxy- phenyl } - 2- (3, 5-di chl oro-
pyridi n-4-yl)-etha none LG M6 (METHOD A): (mlz) 479.9 (MH); RT = 8.81 mn;
purity (UV) =1-93-[B%3- Wd(g-lphhml)i-etboxﬂ—fd-dhmetﬁen(yapt@hylofb@oﬁd'rtylo;:o-- et hane 5
Exanpl e 180 (‘gﬁ) IR el
2-(3,5-Dichl oro- gyrl i n-4- ;IQ 4- di met hoxy- 2- (5-neth i/ﬁ’ hexyl oxy) phenyl]
- et hanone LC/GM4 MEW@)AA)(W(‘M %94MU+I NFE5 & Gmin; guty ( (LV) =
100% 10 Al kyAikhabiidte 1-BroRbaav(B-BhBRI-henyhexmme Exanpl e 181 (corrpound 181)
1-[2-(2- Cy%l ohexyl - et hoxy) - 3, 4- di net hoxy- phenyl ] - 2- (3, 5-di chl oro- pyri di n- 4-
yI)-ethano e 15 L M5 (METHOD A): (mz) 452 (MH); RT = 9.92 min; purity
(W) 97. 7% Exalripld 180xlcompound2L88) ono- et hyl ) - cycl ohexane Exanple 1B2

(COWPOU”d 182 3,5-Dichloro-pyridin-d-yl)-1-{3 4-dimethaxy-2-(5-methyl-hexytoxy)-phenyll-

5-{6-[2-(3, 5- 5 Ioroqr?))?ﬁ |n ) -acet rﬁw (3 di m%’t o>‘<!y Y)h?ano?(f);} pent anoi c
ethanone

LC/MS (METHOD A): (m/z) 440 (MH+); RT = 9.69 min; purity (UV) = 100%

10  Alky! halide: 1-Bromo-5-methyl-hexane

Example 181 (compound 181}
1-[2-(2-Cyclohexyl-ethoxy)-3,4-dimethoxy-phenyl]-2-(3,5-dichloro-pyridin-4-
yl)-ethanone

15  LC/MS (METHOD A): (m/z) 452 (MH+); RT = 9.92 min; purity (UV) = 97.7%
Alkyl halide: {2-Bromo-ethyl)-cyclohexane

Example 182 {compound 182

5-{6-[2-(3,5-Dichloro-pyridin-4-yl}-acetyl]-2,3-dimethoxy-phenoxy}-pentanoic
20  acid ethyl ester

LC/MS (METHOD A): (m/z) 470 (MH+); RT = 8.11 min; purity (UV) = 100%

Alkyl halide: 4-Broma-pentanoic acid ethyl ester

Example 183 (compound 183)

25  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

30 Example 184 (compound 184
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-acetamide
H NMR (DMSO-ds) § = 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



20 acid ethyl ester L MS (METHOD A): (mz) 470 (M#); RT = 8.11 min; purity
(W) = 100% Al kyl halide: 4-Brono-pentanoic acid ethyl ester | _. Exanple
183 (conpound 1831 2S '

1-[ 2- (3- Benzyl , 4- di met hoxy- phenyl ] -2-(3, 5-di¢hl or o- r|d| n 4-
yl ) - et hanone LW{)@%@% A) (mz) 490 (M#); RT = 8. 645’%#{8 % =
97.5% Al kyl halide: (3-Brono-propoxynethyt)-benzene 30 Exanpl e 184
(conpound 184)

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-acet am de
"H NVR (DMSO-d5) 8 = 8.64 (2H, s} 7.67-7.58 (2H, m, 7.37 (1H, bs), 6.98
(1H, d), 4.79 (M—M@W—w , 3.90 (3H, s), 3.80 (31-1, s), Al kyl

hal i de: 2- Chl or >{2d6t[anB Do AP 444)4aceiyT)- D200 é(HORP-phdnoxgH-etifpyanpl e 185

(corrpound 185)
2-(2-{6-[2-(3, SS(BP %3?309'0?/':"“ di n-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy} - et hyl)

- isoindol e-1, 3*6“*6‘%\@@3’3)}4 NERE((CBCFRY -1 @Hgmae/ - éQIGBH:s'T') S7Y@H2H m), 7.60
(3H m, 6.75 (4—'5&&29 t? 444§?2|-(,%5"4ﬁ(2|41t)4%§12 H|§) 383 &hH,62H t), 3.91 (3H

s), 3.83 (3H, 5 )i soi ndol e- 1, 3-d[ one
Exanpl e 186 (C UL!I"F' eléG@ q_r@mo-eth E |somdoie 1 3 dione
2-(3-{6-[2-(3,5-Di chloro-pyridin-4-yl)- acetyl ] - 2, 3-di net hoxy- phenoxy} - pr opyl

)- isoindole-1, -g”nfgs'cm\/l?i‘ q 3) 5 8.48 (2H, s), 7.81 (2H, m, 7.70
(2H, m, 759(%5—‘2(5——@%—9%—'%1 d)467(2H s), 4.31 (2H, t), 3.96 (2H,
t), 3.93 (3H s3-(3-36489- (@@kplcw?ro mmdam(ym-acerﬂ] 2,38limetopky-phéncae: -propyl)-

2- (3- Brono- progg“,dd@@@n‘ﬂg,l,ee , 3-di one Exanple 187 (conpound 187)

gc{ 6a£n2d(es - Dk ?c@gr)'ad-' 8.48 ()ﬁh) s)?%ef}lyg ]—r m'),37 g TS, hrgf%_.?ghﬁrﬁ?)é}/,}_ N-methyl -

6.75 (1H, d), 4.67 (2H, s), 4.31 (2H, t), 3.96 (2H, t), 3.93 (3H, s), 3.89 (3H, s),
2.30 (2H, m).
15  Alkyl halide; 2-(3-Bromo-propyl)-isoindcle-1,3-dione

Example 187 (corppound 187
2-{6-[2~(3,5-Dichioro-pyridin-4-yl}-acetyl }- 2, 3-dimethoxy-phenoxy}-N-methyl-
acetamide

20 'H NMR (CDCl3) 6 = 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

Exampte 305 (compound 305)
_ 25  2-{6-[2-(3,5-Dichioro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-ethyl-
( acetamide
'H NMR (DMSO-dg) & = 8.64 (2H, s), 8.18 (1H, bs), 7.61 (1H, d), 6.99 (1H, d),
A4.77 (2H, s}, 4.62 (2H, s), 3.91 (3H, s), 3.79 (3H, s), 3.15 (2H, m), 1.01 (3H,
t).
30 Alkyl hatlide: 2-Chloro-N-ethyl-acetamide

General procedure for preparation of compounds with formula Ii or Ij, wherein

R2 is as defined above:;



20 "H NVR (CDCI3) 5 = 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). Al kyl

hal i de: 2-Chl oro- N-net hyl -acet am de Exanpl e 305 (conmpound 305) 25
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl)-2, 3-di net hoxy- phenoxy}- N et hyl -
acetam de 1H NWR (DVMSO-d6) 6 = 8.64 (2H, s), 8.18 (1H, bs), 7.61 (1H, d),
6.99 (1H, d), 4.77 (21A, s), 4.62 (2H, s), 3.91 (3H, s), 3.79 (3H, s), 3.15
(2H, m, 1.01 (3H, t). 30 Alkyl halide: 2-Chloro-N-ethyl-acetam de CGeneral

procedure for preparation of conpounds with formula Ii or |j wherein R2 is
as defined ab¥P2003513490081077404 PCTADK20071000564 65 GNE/MENe07/0@EH40- R2 O\ve
O 00N d ddd NNOEBOE He--R2 01 A/ Ad d / d1 NNS5

2-(3,5-Dichloro-pyridin-4-yl)-1-(3-hydroxy-2, 4- net hoxy- phenyl ) - et hanone
(0.035 mmol ) fromexagple 2 (1i) or 1-(2-allyl oxy-3-hydroxy-4-mnmethoxy-
phenyl)-2-(3, 5-dichl ~pyridin-4-yl)-etha e (0.035 nmmol ) from exanple 3
(I'j) was dissol ved ryOE8- pent anone (0. 4 O-W2id K2CAB (0.052 nmol ) was
added fol | oned by mmol of an al kyl 1 de or iodide dissolved in 3 10

pentanone (0.1 niL). Lhe case of the al% Qr o des additional KI (0.5 eq)
was OMe OMe

OMe
OH 0—R2
o \F O’f\xﬁﬁ.
0 0 i
C\__~ I cl Ch~ l Ci
N N
N N

5  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
{1j) was dissolved in dry 3-pentanone (0.4 mL). Solid K;CQ; (0.052 rmmol) was
added followed by 0,052 mmo! of an alkyl bromide or iodide dissolved in 3-

10 pentanone (0.1 mbL). In the case of the alkyl bromides additional KI {0.5 eg) was
added, The reaction mixture was heated to 70°C for 18 hours. The samples were
filtered in the solvent removed /n vacuo. The pure compounds were obtained by
redissolving the reaction mixture in DMSO followed by standard preparative
HPLC purification.

15
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



| l l |

added. The reaction m xture was heated to 700C for IS hours. The sanpl es
were filtered in the solvent renpbved in vacua. The pure conpounds were
obtained by redissolving the reaction mxture in DVb0O foll owed by standard
- preparative HPLC purification. 15 Using this procedure the follow ng
conpounds were obtained: Exanple 188 (conpound 188)
2- (3, 5-Di chl or avpsmos/elireva 4- yl ) - 1- ( 3- et hoxy- 2, 4- di met hoxy- phenpkloogbdsaone WO
2 00 810 7 74 04 PCTI DK20071000564 66 Lg{MsS (METHOD B): (mz) 370 (MH);
RT = 4.45 m n; purity (W) = 100% Al kyl halide: |odoethane Exanple 189
(conpound 189)
| - (3- Cycl opr opy#@fﬂﬁﬁWHQD@)d(fﬁ#ﬂ BER YMIBhBIRT 5 4245 BinG PUlityHIUY) &-199P4 di n- 4-yI ) -
et hanone LC/ MS £MaHafde: Bbdoekidne) 396.1 (M#); RT = 4.78 min; purity (W) =
100% Al kyl hal i de: Brononet hyl -cycl opropane 10 Exanple 190 (conpound 190)
1-(2- Al l yl oxy- 3- but - 3 enyl oxy-4- rret hoxy- phenyl ) -2- (3, 5-di chl oro-pyridi n-4-yl
)- C et hanone a ) 422.1 (MH+); RT = 5.27 mn; purity (W)

= 100% Al k h 1)
L (3 But -3 Pyl DY ‘*Sc'affaﬁﬂe 82 52 ooy AP aF o AcB AR 4%‘@
et hanone LC/ M5 @Wﬂq@cﬁtﬂs (MY Dd"BZ)(WW*RW) RTg= Sgarﬁ"ﬁ; Py i(HY (U\/) =
94. 0% 20 Al kyl hahb#e: 4-Brono-but-Il-ene Exanple 192 (conmpound 1921

2-(3,5-Dichl oro- n- 4- di met hoxy- 3- pr opoxy- phenyl ) - et hanone
LC/ M8 ( METHOD Af)"E‘y ﬁﬁ‘% %@ﬁ%%ﬁ-ﬁ’ﬁcmpw D88 42 min; purity (UV) = 100% / 25
Al kyl halide: 1-1odoethane
10 Example 190 (compound 190)
1-{2-Allyloxy-3-but-3-enyloxy-4-methoxy-phenyl}-2-(3,5-dichloro-pyridin-4-yl)-

: ethanone
( LC/MS (METHOD B: {m/z) 422.1 (MH+); RT = 5.27 min; purity (UV} = 100%

Alky! halide: 4-Bromo-but-1-ene

15
Example 191 (compound 191}
1-(3-But-3-enyloxy-2,4-dimethoxy-phenyi)-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%

20 Alkyt halide: 4-Bromo-but-1-ena

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%
25  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 (METHCD A): (m/z) 382,3 (MH+); RT = 8.01 min; purity (UV) = 100%
30  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




Exanpl e 193 (conmpound 193)

1-(3-Allyloxy-2, 4-

di met hoxy- phenyl ) -2-(3, 5-di chl oro- pyri di n-4-yl) - et hanone

LC/ M5 (METHCD A): (miz) 382.3 (MH+); RT = 8.01 min; purity (U = 100% 30

Al kyl

hal i de:

Ailyl brom de Exanple 194 (conpound 194)

2-(3,5-Dichloro-pyridin-4-yl)-1-[ 2, 4-di nmet hoxy- 3-(4-nethyl - pent -
3-enyl oxy) -
(METHCD A) :

hal i de:

phenyl ] - et hanone WD 20081077404 PCT/ DK2007/ 000564 67 LC/ M5
(mz) 424.3 (MH#); RT = 8.99 min; purity (UY) = 100% Al kyl
5- Br onp- 2- net hyl - pent - 2- one Exanpl e 195 (conpound 195) 5

2- (3, 5- Di chl owe-2pasormdean- 4-y1 ) - 1- [ 3- ( 2- hydr oxy- et hoxy) - 2 péraiamy/bsxs- phenyl | -
et hanone LC M5 (METHOD A): (m'z) 386.3 @Ehtt); RT = 6.21 mn; purity (W) =

70.5% Al kyl halide: 2-1odo- et hanol 10 Exanpl e 196 (corrpound 196)
2-(3,5-Di chl oro- l\i)%“ din-4-yl)-1- 4- di met hoxy- 3- phenet hyl oxy- phenyl)
et hanone LC/ MbC( W@!’JOQA) ((W%'))4 @6("2**()NP~|1)=* B mingourity (A = 1B0%i ty (UV)

82. 0% Al kyl

1- (3- Benzyl oxy- 2, 4- di met hoxy- phenyl ) -2- (3, 5-di chl oro-pyridin-4-yl)-
LC/ MS (METHOD A): (rrlz) 432.2 (M) ; RT = 8.49 min; purity (W)
g g O D (B

Al kyl

hal i de:

2-(3,5- ch

et hanone L

t

= 91.9% 2

10

15

20

25

30

halriydgande- Sapsmé-2lmemhpnRmebhare 15 Exanpl e 197 (conpo

9%xanpl e 198 (corrpound 1981

A s Rt R T
5 eplaagne Ko MSH¥H ﬂOBMnﬂﬂlﬁbﬁ 6.3 {@Hg); RT = 6.21 min; purity (UV)
= 70.5%

Alkyl halide: 2-Iodo-ethanol

Example 196 {campound 1
2-(3,5-Dichloro-pyridin-4-yl)-1-(2,4-dimethoxy-3-phenethyloxy-phenyi}-
ethanone L.C/MS (METHOD A): (m/z) 446.2 (MH+); RT = 8.71 min ; purity (UV)
= 82.0%

Alky| halide: 2-Phenyl-1-bromo-ethane

Example 197 (compound 197}
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%
Alky! halide: Benzyl bromide

Example 198 {compound 198
2-(3,5-Dichloro-pyridin-4-yl}-1-(2,4-dimethoxy-3-pent-2-enyioxy-phenyl)-
ethanope LC/MS {METHOD A): {m/z) 410.3 (MH4+); RT = 8,67 min ; purity {UV)
=91.9%

Alkyl| halide: 1-Bromo-pent-2-ene

Example 199 {compound 199}
2-(3,5-Dichioro-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)

und 197)
et hanone

= 96. 3%

enyl) -
(

w) (.

R



Exanpl e 199 (conpound 199)
2-(3,5-Dichloro-pyridin-4-yl)-1-]2, 4-di met hoxy- 3- ( 2- net hoxy- et hoxy) - phenyl | -
et hanone 30 L/ M5 (METHOD A): (mz) 400.3 (MH); RT = 7.34 min; purity (W)
= 91.6% Al kyl halide: 1-Brono-2-nethoxy-ethane Exanple 200 (conpound 200)
WO 2008/ 077404 WSEAIHBBH7/ 000564 68 PCT/DK2007/000564

1- (3-But-2-ynyl oxy- 2, 4- di net hoxy- phenyl )-é (3, 5-di chl oro-pyridin-4-yl)-

et hanone L/ M5 (METHOD A): (mz) 394.3 (M#); RT = 7.81 min; purity (UV)

100% Al kyl halide; _1-Brono-buyt-2-yne 5 EX le 2 conpoun 01)

2- (3, 5-Di chl or &'E{?Pi}’dgﬁ!‘!ﬂi’w#ﬂiéE%?‘A’i‘}ﬁﬁpﬁﬁfﬂ@g%fgé:‘gf éf? %‘HWE‘% > phenyl ) -
et hanone LC/ VS €thMBbRODCA)S (METHOD B8 @m2z)(F9S) (MHR); RT&= 2481min; ppityi(ty) (UV)
100% 10 Al kyl hg?%g% 3-Brono-propyne C Preparation 4 1 Exanple 273
(conpound 504) -[2-(3,5-Di chl oro-pyridin-4-yl)-acetyl

) - 2, 3- di met hox APt Eplidey L -Bempikut-2cy® Ove W O OV CLOHOOH 0 O G d d
Cl 15 NN 5

2-(3,5-Dichlorq:pyrjdin-4-yl)-1- %-hydroxy-3,4-mat hoxy- phenyl ) - et hanone
(1.37 g, 4.1 s dissolved in dry NWP (50 niL). Ethyl

br onpbacet at e ( 66(B, RIDichfxrd-pavidih 4 -yips - (@ did dichet radxly eBrpebp Ry yis2GHBpHeBRIP- Ny, 6.1 20

nmol ) and the r I ! L SLIN i1y, aver ai _ I 00 )
was added and e?ﬁag'tobgg ucgt(E exé Pﬁég%ﬁ)tfﬁGMH( %§258'4%L%'?1' mﬁé‘é‘?ﬁi ned
organi ¢ phasess %% washed with water (250 nl), brine (250 nL) and dried
over 10 Alkyl halide: 3-Bromo-propyne

C Preparation 4 / Fxample 273 (compound 504)
{6-[2-(3,5-Dichioro-pyridin-4-yl)-acetyl]- 2, 3-dimethoxy-phenoxy}-acetic acid

 OMe OMe
OMe OMe
OH
OH 0’\[r
p——— 0
0 0
Ch A ] cl Ch | cl
N ey

2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hydroxy-3,4-methoxy-phenyl)-ethanone
( (1.37 g, 4.1 mmal} from example 1 was dissolved in dry NMP (50 mi). Ethyt

bromoacetate (660 pL, 6.1 mmol) was added followed by K,C0; (830 mg, 6.1

20 mmol) and the reaction mixture was stirred at rt overnight. Water (500 mi) 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
MgSC.. The solvent were removed i vacuo and the pure product obtained be
standard silica gel chromatography to provide {6-[2-(3,5-Dichloro-pyridin-4-yl}-

25 acetyl]-2,3-dimethoxy-phenoxy}-acetic acid ethyl ester as a white solid. Yield
990 mg (78%). The compound was re-dissolved in MeOR-water (1:1, 200 mL)



MySO4. The sol vent were renpved in vacuo and the pure product obtained be
standard silica gel chromatography to provide
{6-[2-(3,5-Dichloro-pyridin-4-yl) 25 acetyl]-2, 3-di met hoxy-phenoxy) -acetic
acid ethyl ester as a white solid. Yield 990 ng (78% . The conpound was
re-dissolved in McOHwater (1:1, 200 nL) WO 20081077404 PCTI DI C2007/ 000564
69 by heating, LiOH (490 ng, 12 mml, 5 eq.) was added and the reaction

m xture was stirred at it for 1 hour. The reaction mxture was acidified to
pH =1 by addition of 1IN HCI (15 nL) and extracted with Et OAc (2x250 ni).
The conbi ned worgmnraoiphases were washed with brine (25@crpx2endoosksi ed over
MySO4. The 5 solvent was renoved in vacga to provide
{6-[2-(3,5-Dichloro-pyridin-4-yl)- acetyl]-2, 3-di met hoxy- phenoxy}-acetic
acid as a white solid. '"HNWR (CDCI3) s = 8.52 (2H, s), 7.76 (1H d), 6.81
(lH d), 4. 85 byhepting) LiO (eeoomﬂlzsvmolBSgg)(V@Haddesl)andgheser'(cgpn miRturey;j e| d
k858\h(92% MS%SQT&'&quclﬁﬂ#rﬁ}efr%ctﬂh%ﬂﬁhﬂathﬁhdﬁnﬁ&ﬂﬁ&@#ﬂﬂs with formula
IO N~ngrelon0 éddlpﬁn Q{i%igl(ﬁslnﬁ) aﬁdlﬁggacte with EtOA\é\‘iz% mL). T C1§|/.5‘c:':>mt:une OCO0H |
{6-[ 2- (3, 5- D orjanicephpsesivbre washdd)witchring (R5@ mi) dndT&nﬁétboqengsoEmWe-aceti c acid

15 (0.037 rgmolgl f t%s%rﬁg\?erdai% g%"tm‘ﬁg@a% dﬁ?@ dﬂio%-ex( )20 M), A

primary or “secon ary amn m.) was
added fol | ome@cq;yllﬂ@r@rr(eo"mﬂvhﬁn@w} mtscsasldva,sop wh-temﬁd( tH ¥HR (GD§!s) The

reaction m xt Wesyes, lsg i, 78814, d)f 81 484,04 85 (Fh&) P4EE (D9G 0318 $amer e
obt ai ned by si {? s§ ¢ t| \32 HPEfC Bﬂn fi éatl ())J[r?"I (S r’g?ng tf%ll S procedure
the follow ng (J‘r%o d) 359 9378Y:

10 General procedure for preparation of compounds with formula Ik, wherein

and R12 are as defined herein:

OMe CMe
OMe OMe
RO
N
o~ “cooH 0’\[( “R12
. I |
0 o
ca/lm CI/ICIIk
= -
N N

{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-dimethoxy-phenoxy }-acetic acid
15 (0,037 mmol) from preparation 4 was digsolved in dry DMF {0.25 mL). A (
primary or secondary amine {0.045 mmol} dissolved in PDMF (0.05 mL) was R
added followed by HATU (0.045 mmol) dissolved in DMF (0.050 mL), The
reaction mixtura was left at rt for 48 hours. The pure compounds were obtained
by standard preperative HPLC purification.
20 “
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-oxo-2-pyrrolidin-1-yi-
25  ethoxy)-phenyl]-ethanone



Exanmpl e 202 (conmpound 202)

2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di met hoxy- 2-(2- oxo-2-pyrroli di n-1-yl -
25 et hoxy) - phenyl ] - et hanone WO 2008/ 077404 PCT/ DK20071000564 70 H NVR
(CDC13) S = 8. g %é, 7.64 (1H, d), 6.76 (1H, d), 4921(4, 4.88
(2H, s), 3.94 0771408 99" (3H, s), 3.53 (211, t), 3.39 POIPKi 7f°&5698 (2H,
m, 1.86 (ZH, m. Amne: Pyrrolidine 5 #anple 203 (corrpound 203)
N-Benzyl-2 {6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy) -
acetamde 'H N 8 1 d),
7.29-7.20 (5H, Nﬁ“g “WDQ%S"? &7A(9'6| 4y 535“' f—?l%%ﬁl(]m %Qs%?p §§34(%é450 (2H,
d), 3.95 (3H dph, 9, 8P4 (@B}-ﬁ)f§)89(ﬁ %3 B Hyt)a%&SéZHEﬁahﬁﬁéwm)(corrpound
204) 15 186 2H m) _ _

2-(3,5-Di chl oro é gl )-1-[ 3, 4-di met hoxy- 2- ( 2- nor phol i n- 4-yl - 2- oxo-

et hoxy) - phenyl 1* b HARBHEE H VR (CDCI3) S = 8.48 (2H, s), 7.63 (1H d),
6.78 (1H, d)5 4. 96 (2H, s), 4.80 (214, s), 3.94 (3H, s), 3.89 (3H, s),
3,72-3.61 (6H, éﬂum - OL(H%I%DB . Am ne: Morpholine 20 Exanpl e 205
(conpound 205)

2-{6-[2-(3,5- D|l\‘:ﬁe@ﬁvw;i;ﬁri2dﬁ3rﬁ-mcplpoa—@)@@wﬂjvl)zacsrvén Zsrhoriophehencyy3 N- phenyl -
acetam de 'H NMRefalhi¥d 3) S = 9.97 (1H, bs), 8.50 (211, s), 7.75 (1H, d),

7.59 (2H, d), t 1 0. (2H, s),
4.65 (2H, s). ZHS@‘“X@%&)— ségég‘”‘ 503&« i‘}” ‘%ﬁ%ﬁégjfﬂér‘r ?ngglgx% Hs' 206
(conpound 206) m), 6.77 (1H, d), 4.72 (2H, s), 4.55 (2H, 5), 4.50 (2H, d), 3.95 (3H, s), 3.81

(3H, s).

Amine: Benzylamine

Example 204 {compound 204)

15 2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-{2-morpholin-4-yi-2-oxo-
ethoxy)—phenyl]-ethénone
H NMR (CDCl5) & = 8.48 (2H, 5), 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 {€H, m), 3.54-3.45 (2H, m).
Amine: Morpholine

20
Example 205 (compound 205)
2-{6-[2-(3,5-Dichlorg-pyridin-4-yl)-acetyl}- 2, 3-dimethoxy-phenoxy}-N-phenyl-
acetamide
'H NMR (CDCl3) 5 = 9.97 (1H, bs), 8.50 (2H, s), 7.75 (IH, d), 7.59 (2H, d), 7.25
' 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)

30 2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl1-2, 3-dimethoxy-phenoxy}-N-methyl-
N-phenyl-acetamide
'H NMR (CDCl3) § = 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).



30

2-{6-[2-(3, 5-
N- phenyl - acet
(311, m, 7.2
(3H, s), 3.77

64 71 Am ne:

2-{6-[2-(3, 5-
hydr oxy- 3- met

Di chl or o- py!ri di n-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy} - N- net hyl -

amide 'H NMR (CDCI3) S = 8.48 (2H, s), 7.59 (1H, d), 7.45-7.32

5-7.19 (2H, nm), 6.70 (1H, d), 4.83 (2H, s), 4.6B (2H, s), 3.90

(3H, s), 3.32 (311, s). WD 2008/077404 PCTVDK2 0 O 710 0 05
N- Met hyl aniline Exanple 207 (conpound 207)

Di chioro-pyridln-4-yl)-acetyl)-2, 3-di net hoxy- phenoxy}-N-(3- 5
hyl - butyl ) - acet am de LC/ M5 (I\/ETHOD A): (mlz) 485 (MH); RT =

5.89 min; purWOgwgRBM4= 100% Am ne: 3-hydroxy- 3-nmet hyl PCODEL0y7/d00sE4 M | ne

Exanpl e 208 (
2-{6-[2-(3, 5-
acetam de LU
89.3% ' H NWR
(1H, d), 4.67
q), 1.50 (2H,
(conpound 209

2-{6-[2-(3, 5-

(W) = 87.7%

conpound 208) 10 71

Di chl oro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy} - N-propyl -

METHOD mz) 441 (M#); RT = 6.71 mn; purit =
@tﬂ%fé‘)”%hﬂ%'"ﬁ‘ (2?4 s), (7 723 (1H, bs), 7.67 (EH, dgl,(flSJ.V)?B
(2H, s), 4.60 (2H, s), 3.97 (3H s), 3.87 (3H s), 3.27 (2H,

A S0Pt Sl 247 Am ne: n-Propyl amine Exanple 209
BiI{6HR B S-Pighiom-pyritlisy iy aasetiir 3,3 dligethprepheseyypNddoxy} - N 20

¢

7.65 (11-1,

|sopropyl gceﬁ%ge}h@m@&,ﬁg@nﬁae (mz) 441 (MH); RT = 6.72 mn; purity

d), 6. 99 (i H
1.04 (6H, d)
N- But yl - 2-{ 6-
acetam de LC/

10

15

24

25

30

Lgls WETG k) Fo5 09 3= B oplier by 1o 51 s

Avwmtinee 3-Hydopyepyethyl- betylaﬂ’uheExarrpl e 210 (compound 210)

[ 2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy} -
M5 (METHOD A): (mz) 455 (M#); RT = 7.09 min ; purity (W)
Example 208 (compound 208

2-{6-[2~(3,5-Dichloro-pyridin-4-yl}-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide

LC/MS (METHOD A}: (m/z) 441 (MH+); RT = 6.71 min; putity (UV} = 89.3%

tH NMR (CDCl3) 8 = 8.51 (2H, s), 7.79 (1H, bs), 7.67 (1H, d), 6.78 (1H, d), 4.67
{2H, s), 4.60 (2H, s), 3.97 (3H, s}, 3.87 (3H, s), 3.27 (2H, q), 1.50 (2H, m),
0.87 (3H, t).

Amine: n-Propylamine

Example 209 {compound 209)
2-{6-[2~(3,5-Dichloro-pyridin-4-yi}-acetyl]-2,3-dirmethoxy-phenoxy}-N-
isopropyl-acetamide

LC/MS (METHOD A): (m/z) 441 (MH+); RT = 6.72 min; purity (UV) = 87.7%
'H NMR ({DMS0-d;s) § = 8.64 (2H, s5), 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, 5), 1.04 (6H, d)

Amine: -Isopropylamine

Example 210 {compaund 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 = 7.02 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

[N



= 100% 30 Am ne: Butyl am ne Exanple 211 (conpound 211) N- Cycl opentyl -2-{
6-[2-(3, 5-dichloro-pyridin-4-yl )-acetyl]-2,3-d inethoxy-

phenoxy} - acet am de V\O 2008/ 077404 PCT/ DK2007/ 000564 72 LC/ M5 (METHOD A):
(mz) 466.9 (MdH); RT = 7.19 min; purity (W) = 100% Am ne:

Cycl opent yl ami W@@@&ﬁiﬂpﬂe 212 (corrpound 212) 5 PCT/DK2007/000564
2-(6-[2-(3,5-Dichloro-pyridin-4-yl)-acety¥2]-2, 3-di net hoxy- phenoxy} - N-( 3-
met hyl - butyl )-acetamide LC M5 (I\/ETHCD A: (mz) 469 (MH); RT = 7.42 mn;

i = 0 1 . :
2‘{;;” (V)= 10008 (AEHS5 A (] add o P A =08 Qi s (Bvs 231dgse mPound

2- {6-[ 2- ( 3, 5- Di arhiner Oycpentgiamide yl ) - acet yl | - 2, 3- di met hoxy- phenoxy) - N- ( 4-
nmet h oxy-benzyl)-aceta mde "H NVMR (DMSO-d6) o = 8.67 (1H, t), 8.64 (2H, s),

7.61 (1H, d), 7.15 (2H, d), 6.99 (1H d), 6.75 (21-1, d), 4.75 (21-1, s),
4.70 (2H, s), mw 2 (gam H 15 s), 3.76 (3H, s), 3.70 (31-1, s)
Am ne: 4- Methoxy ybsaomm-e IRy 622341 (£ 9 HRIREK }-N-(3-
2-{6-[2-(3, 5- Dcﬁiﬁ% \ﬁ?’(g; ﬁ -ggetéﬁ] 3. 3-di net‘ﬁ%lﬁ/nog eno(xy} N (2,2 20

di met hy! - prOpylf)1e i (I\/ETHOD A: (mz) 469 (M#); RT = 7.44 nin;
purity (W) LE@PHS (MBTHED AR, (Bh/B) A6Y (MH+)p RIBY ¥ aginie; puraple) 2150¢%conpound
215) 25 N )
N- Cycl ohexyl - 2-&%'51?'2% {Vlgtl-gl BP‘XF"I“?)'P% pyridin-4-yl)-acetyl]-2,3-di met hoxy- ~..
phenoxy) - acetam de LG/ M5 (METHOD A): (mlz) 481 (MH#); RT = 7.52 min; purity
(W) = 100%, ArgyRinle 48! (ahe¥MirdPiR¢ 30 Exanple 216 (conpound 216)
2-{6-[2-(3,5-Dichloro-pyridin-4-yli)-acetyl]-2, 3-dimethoxy-phenoxy }-N-{4-
( : methoxy-benzyl}-acetamide
H NMR (DMSO-ds) 8 = 8.67 (1H, t), 8.64 (2H, s}, 7.61 (1H, d), 7.15 {2H, d),
6.99 (1H, d), 6.75 (2H, d), 4.75 (2H, s), 4.70 (2H, s), 4.26 (2H, d), 3.90 (3H,
15 5), 3.76 (3H, s), 3.70 (3H, s}

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-
20 dimethyl-propyl}-acetamide

LC/MS (METHOD A): (m/z) 469 (MH+); RT = 7.44 min; purity (UV) = 100%

Amine: 2,2-Dimethyl-propyiamine

Example 215 (compound 215)
25  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

30 Example 216 {compound 216)
2-{6-[2-(3,5-Dichtoro-pyridin-4-yl}-acetyl]-2,3-dimethoxy-phenoxy}-N-(3-
methoxy-benzyl}-acetamide



i

2-{6-[2-(3,5-Dichioro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N-(3-

met hoxy- benzyl ) -acet am dé a WD 2008/ 077404 PCT/ DK20071000564 73 'H NWR
(DVSO-d6) S = 8.72 (11-1, t), 8.63 (2H, s), 7.60 (1H, d), 7.12 (11-1, t),
6.99 (11-1, d), 6.83-6.74 (3H, m, 4.75 (2H, s), 4.73 (2H, s), 4.30 (2H, d),
3.90 (3H, s), 3.78 (3H, s), 3.69 (3H, s). Amne: 3-Mthoxy-be nzylam ne 5
Exanpl e 217 (conpbound 217)

N- Cycl oheptyl -2-{6-[2-(3, 5-di chloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy-
phenoxy}-acetam de LG M5 (METHOD A): (mlz) 495 (MH#); RT = 7.84 mn; purity

(W) = 92. 2%wd thodipiipe: Cycl oheptyla mne Exanple 218 (sepBRWIHodks)
2-{6-[2-(3,5-Dichioro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}- N ( 2-

nmet hoxy- benzyl )-acetam de 15 I H NVR ( dé) S = 8.64 (21-1, s), 8.50
(11-1, t), 7.62 (1H, d), 7.19 (11-1, t), 7.12 (1H, d), 6.99 (11-1, d), 6.93
(1H, d), 6.76'HHMRYPMED:dNs E38.P211H, 1), 8)63 @2H! 4),(7264 (1Hs)), A1BUH, 2}, d), 3.91

(3H, s), 3.79 S)v 7 . .ne. -)ge(tzo b_f, | am 20
Exanpl e 219 (3%’%3%@&?' Q%&)éﬁé @/_{Hdlnﬁ ﬁé@;ﬂznh%)t’ %w - 91 %)Yg n@q' ?g%dbe
5-di chl or o- pyf3tilish-4Z8/(3H, shcké9/(3H,5).2, 3-d i m et hoxy- phenoxy}-acetam de
LC M5 ( METHODaRne: BtMethodOenkNefiine RT = 7.86 min; purity (W) = 100%K ..1
Am ne: Cycl ohexyl net hyl am ne 25 Exanpl e 220 (conpound 2201
2-{6-[2-( 325- Di chl or o- pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N-(2-
hydr oxy- et hy| Excué ati lempOldd2 {AVETHOD A): (' z) 442.9 (MH+); RT = 5.41 nmin;
purity (W) =nIQ0%eptyl-2-£6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-
phenoxy}-acetamide
LC/MS (METHOD A): (m/z) 495 (MH+); RT = 7.84 min; purity (UV) = 92.2%

10 Amine: Cycloheptylamine

Example 218 {compound 218)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl}-2, 3-dimethoxy-phenoxy}-N-(2-
methoxy-benzyl)-acetamide

15  *H NMR (DMSO0-ds) & = 8.64 (2H, s), 8.50 (1H, t), 7.62 (1H, d), 7.19 (1H, 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 |

20 Example 219 (compound 219)
N-Cyclohexylmethyl-2-{6-[2-(3,5-dichlore-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: Cyclohexyimethylamine

25
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%

30 Amine: 2-Hydroxy-ethylamine

Example 221 {compound 221}
(R)-2-{6-[2-(3,5-Dichlora-pyridin-4-yl}-acetyl]-2,3-dimethoxy-phenoxy}-N-(1-
phenyl-ethyl)-acetamide



30 Am ne: 2- Hydr oxy- et hyl am ne Exanpl e 221 (conpound 221)

(R -2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}-N-(1-
phe nyl -ethyl )-acetam de WD 20081077404 PCTI DK2007/ 000564 74 LC/ Ms ( METHOD
A): Cmz) 502 H% = 7.37 min; purity (UV) = 1000/0 Am ne:

(R)-1- Phenyl e‘f"ﬂ%‘i’“ﬁ’ 169-3‘ Exanpl e 222 (conpound 222) 5 PCT/DK2007/000564
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyM] -2, 3-di net hoxy- phenoxy}- N ( 3-
hydr oxy- propyl ) -acetam de L M5 (METHOD A): (mz) 457 (M#H); RT = 5.51 mn;
puri ty (W)= 18R (ABHISD At /Sy 855 BORY WAL 957 Rin 53R Bvf 2 uduspPound
2-{ 6- [ 2- ( 3, 5- DAghhewr(B}yRhiedyirethylgimjneacet yl | - 2, 3- di met hoxy- phenoxy} - N- ( 2-

met hoxy- et hyl ) -acetanide LG M5 (METHOD A): (nmfz) 457 (MH+); RT = 6.12 nmin;
purity (UV) = 100% Am ne: 2- Met hoxy et hyl am ne 15 Exanpl e 224 (conpound
224) Example 222 (compound 222)

2-{6-[2- (3, 3 Dixc{u- EHEB‘rthl'ﬂervp‘}rlth)tt-ﬂ%béﬂd]-223 -dinslith®lyhsheyiop)1enqay} - N-(2- d i
meth yla min o-eth czp acetam de LC/MS (METHOD A): (mz) 470 (MH); RT =

4.26 mn; puri Wd"{’ "% Ami ne: 2- Di met hyl am no- et hyl am ne Exanpl e
225 (corrpound 20895 (METHOD A): (m/z) 457 (MH+); RT = 5.51 min; purity (UV) = 100%

2-{6-[2- (3, 5- Diaghjear b acetyl ] -2, 3-di net hoxy- phenoxy}-N-( 3-
di met hyl am no- p?‘ﬁ‘l[‘)y ?Hg%et‘ghl }Z{Jg) L M5 (METHOD A): (rn/z) 484 (MH); RT =

4.29 mn; purity (UV) = 100% ~.. Am ne: 3-D nethyl am no-propyl am ne Exanpl e
226 ( COWDOL!fDd Exfhple 223 (compound 223)
(5)-2-{6-[2-(3 {&gﬁa%r gcgrrl)c}/nralpg:'l&n% ¥|5 )ace%(r:l?rzy'al ]:Ilmétlgn)’oxy- %Q}?y)f}YNRE'?nOXy} -N-(1-

30 phenyl-ethy
(. ~ methoxy-ethyl)-acetamide

~. LC/MS {METHOD A): (m/z) 457 (MH+); RT = 6,12 min; purity (UV) = 100%

Amine: 2-Methoxy-ethylamine

15
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%

20  Amine: 2-Dimethylaming-ethylamine

Example 225 (compound 225)
2-{6-[2-(3,5-Dichloro-pyridin-4-y(}-acetyl}-2,3-dimethoxy-phenoxy}-N-(3~
dimethylamino-propyl}-acetamide
25 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-Dichlora-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(1-
30 phenyl-ethyl)}-acetamide

LC/MS (METHOD A): {m/z) 503 (MH+); RT = 7.39 min; purity (UV) = 100%

Amine: (5)-1-Phenyl-ethylamine

Example 227 {compound 227}



LG MS (METHOD A): (mz) 503 (M#); RT = 7.39 min; purity (UV) = 100% Am ne:
(5) - 1- Phenyl - et hyl am ne Exanpl e 227 (conpound 227) WO 2008/ 077404
PCTI DK2007/ 000564 75
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}- N ( 3-
i sopropoxy-prop y |)-acetamde LC M5 (METHOD A): (mz) 498.9 (MH); RT =
6.89 mn; purity (UV) = 100% Anm ne: 3-1sop ropoxy-propyla mne 5 Exanple
228 (conpound 228)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-Nfuran-2
-yl net hyl - acebassadesddC/ V5 (METHOD A): (mfz) 478.9 (MHeorBkamwboodd M n;
purity (UV) = 100%, 10 Am ne: Furan-2-yl-nethylam ne Exanple 229
(conpou(ld 229)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-Npyridin
- 2-yl met h yl 2atfelZa(d, Bdidhro-CFnan-GoBFEEY T AR; 3-gimegoxd POeddyN-(RT = 5. 17 mi n;
puri)ty (W) :isggg%xﬁmuraﬁ:)_a%}ngyene- 2-yl - et hyl am ne Exanpl e 230 (conpound
230
2-{6-[ 2- (3, 5- bR FTHRRNAiRZ-APB. @Bty RT 2682 Mifie Ui (NP ABYSF) - N- pyri di n
- 20 3-yl net hyhine: S-BoprdpotyGodyidindHOD A): (nmfz) 490 (MH); RT = 4.62 min;
purity (U). = 100% Am ne: Pyridine-3-yl-nmethylamne f | Exanple 231
(conpound 531) 25
2-{6-[2-(3,5- 0248 pnd 228)) ) - acet yl ] - 2, 3- di met hoxy- phenoxy}- N-( 2-
phenoxy- et hyl »- ' idiRa iRt ety - i - 5. 7.19 mn;
purity (UV) = 9?%/?%%&#5%%'%% nh@eﬁ?létz ylﬁ%g%%pﬁg% )Ilfvxgl%g 232
( conpound 232)ylmethyl-acetam|de

LC/MS (METHOD A): (my/z) 478.9 (MH+); RT = 6.74 min; purity (UV) = 100%

10 Amine: Furan-2-yl-methylamine

LT

Example 229 {compound 229)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl ]-2,3-dimethoxy-phenoxy}-N-pyridin-
2-ylmethyl-acetamide

15 LC/MS (METHOD A): (m/z) 490 (MH+); RT = 5.17 min; purity (UV) = 100%
Amine: Pyridine-2-yl-methylamine

Example 230 {compound 230)

2-{6-[2-(3,5-Dichloro-pyridin-4-y!}-acetylj- 2, 3-dimethoxy-phenoxy }-N-pyridin-
20 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)

25  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

30 Example 232 (compound 232
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-dimethoxy-phenoxy} -N-pyridin-
4-yimethyl-acetamide
LC/MS (METHOD A): (m/z} 490 (MH+); RT = 4.46 min; purity (UV) = 100%
Amine: Pyridine-4-yl-methylamine



2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-Npyridin
- 4-y | methy l-acet mi d e LM (METHOD A): (mz) 490 (MH); RT = 4.46
mn; purity (UY) = 100% Anm ne: Pyridine-4-yl-nethylam ne WO 20081077404
PCTTDK2007/ 000564 76 Exanole 233 (conmpound 2331

2-{6-[2- (3, 5- BiOAWETOhyri di n-4-yl)-acetyl]-2, 3-di met hoxyephuomophseN- ( 4-

et hyl - benzyl )-acetamde 5 LCOMS (METHOD 4 : (mz) 517 (MH); RT = 7.71 mn;
purity (UV) = 96.8% Am ne: 4-Ethyl-benzy fa m ne Exanple 234 (conpound
234)

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-di net hoxy- phenoxy}-N (3, 5-
10. di fl uor o- ixample)23qebmpbwtel 3BYMS (METHOD A): (nfz) 524.9 (MH+); RT =

(7 ;;(Z)erg‘uﬂa ggg')f—{%-([%,S?Digrﬁbr%g/ﬁyntd‘n—é%Daecét%l]rci,?ldfir'né't%%?—;qﬁé‘nﬁglz}a-ﬁ‘-ﬂ? Exanpl e 235
2-{6-[ 2- (3, 5- Bitketitbenzy)pgaetatnide4- yl ) - acet yl ] - 2, 3- di net hoxy- phenoxy}-N-(2, 3- d
L1 u 0 10-De /Ay (kTGS RS AMATS LM MELHOD1 Abin: bl UTRA o3 dobH) . RT =
7.22 mn; purit /_ (L(JV)E = 102)‘%%%?71 nﬁ: 2,)8- Difl uorolj’bgnz!til(am}zne 20 Exanpl e 236
(conmpound 236)A ine: 4-Ethyl-benzylamine
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N-(2-
pyrid i n-2-yl -xgl'gnh I % %etan‘in% M5 (METHOD A): (mz) 503.9 (MH); RT =
4.54 mn; puri = e: 2-Pyridine-2-yl-ethyla mne 25 Exanple
237 (conpound 28&)2-(3,5-Dichloro-pyridin-4-yl)-acetyl}-2,3-dimethoxy-phenoxy}-N-(3,5-

2-{6-[ 2- (34~ DimlLbRM I dinuds Y ) -acetyl | - 2, 3-di met hoxy- phenoxy} - N- (2-

met hyl - be nzyl )I-acetazg‘lwl é:gta?‘) I\/Bﬁéql\/ETHOD Ari%: m z) 503 (W; RT = 7.37 mn;
purity (UV) = HO8R (MBEHORANM/Z) Rad-BMEBE AT dmd migin; purity (UV) = 95.3%

( Amine: 3,5-Diflugro-benzylamine

Example 235 (compound 235

15  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

20 Example 236 (compound 236)
2-{6-[2-(3,5-Dichlorg-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

25

(__ Example 237 {(compound 237)
2-{6-[2-(3,5-Dichioro-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%

30 Amine: 2-Methyi-benzylamine

Example 238 {compound 238)
2-{6~[2-(3,5-Dichloro-pyridin-4-yl}-acetyi }-2,3-dimethoxy-phenoxy}-N-(3-
fluoro-benzyl)-acetamide



Exanpl e 238 (conpound 238)

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}-N-( 3-

uo ro- benzyl)-aceta mid e WO 20081077404 PCTI DK2007/0 005 6 4 77 LC/ M5
(METHOD A): (mz) 506.9 (MH); RT = 7.14 min; purity (UV) = 100% Am ne:
3-Pl uo rn-frenzy lami ne Exanple 239 (conpo_und 239) 5
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}- N ( 3-
nmet hyl - benzyl )-aceta mde LCOMs (METHOD A): (mz) 503 (MH); RT = 7.39 mn;
purity (UV) = 100% Am ne; 3-Methyl-benzylam ne 10 Exanpl e 240 (conpound

240) WO 2008/077404 PCT/DK2007/000564
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}- N (4-
nmet hyl - be nzyl) -a ceta mide LCMsS (METHOD A): (nfz) 502.9 (MH); RT =
7.39 min; purity (UY) = 100% Anm ne: 4-Methyl-benzyl am ne 15 Exanple 241
(conpound 241)C/MS (METHOD A): (m/z) 506.9 (MH+); RT = 7.14 min; purity (UV) = 100%

2-{6-[2- (3, 5- sl QLY. éy Rnflay! ) -acetyl ] -2, 3-di met hoxy- phenoxy} - N
phenet hyl - aceta%}de Lé?l\/éb METHOD A): (m'z) 503 (M+); RT = 7.29 min; purity

= 100% 20 Am ne: 2- Phenyl - et hyl am ne Exarrpl e 242 (conpound 242)
2-{6-[2-(3, 5- Bﬁﬁ@wﬁwl) acetyl ] -2, 3-di mi‘thoxy phenoxy}-N-(2-

Enzerl did;] 8gl SE{J%HJZ ‘P;ﬂsc B gf?d'?‘ff in- V')‘ I@”@%%ﬂ’“e §xy- é“%‘@’g &2@@3)4 344?2H
s), 4.62 (2H me§hyl- Beml)(ﬁﬂﬁn'@e 3 75 (3H, s), 3.44 (2H q) 2.81 (2H, t),
Am ne: 2-Py /ﬂ%(ﬂrﬁhoﬁ%‘ﬂrﬁ;‘ﬂ 9@:? Srs%%)E)ﬁ@b%sa%ﬁ bSRYROVNG 136)

2-{6-]2- (3 5 D|chI or o- |E.) din-4 acetyl ] di met hoxy- phenoxy} N-(3-
mine: 3-Methyl- benzylamme

10 Example 240 (compound 240}
2-{6-[2-(3,5-Dichloro-pyridin-4-vl)-acetyl ]-2, 3-dimethoxy-phenoxy}-N-(4-
methyl-benzyl)-acetamide
LC/MS (METHOD A): (m/z) 502.9 (MH+); RT = 7,39 min; purity (UV) = 100%
Amine: 4-Methyl-benzylamine

15
Example 241 {compound 241
2-{6-[2-(3,5-Dichloro-pyridin-4-yl}-acetyt]-2,3-dimethoxy-phenoxy}-N-
phenethyl-acetamide
LC/MS (METHOD A): (m/z) 503 (MH+)}; RT = 7.29 min; purity (UV) = 100%

20 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

25 'H NMR (DMSQ-d;) 8 = 8.65 (2H, s), 8.44 (2H, d), 8.33 (1H, t), 7.60 (1H, d),
7.30 (2K, 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

30 Example 243 (compound 243)
2-{6-[2-(3,5-Dichioro-pyridin-4-yl)-acetyl ]-2,3-dimethoxy-phenoxy }-N-(3-
phenyl-propyl)-acetamide
LC/MS (METHQD A): {m/z} 517 (MH+); RT = 7.56 min; purity (UV) = 100%
Amine: 3-Phenyl-propylamine



ph enyl - propyl)-acetamide LC M5 (METHOD A): (mz) 517 (M#); RT = 7.56 m n;
purity (UV) = 100% Am ne: 3-Phenyl -propyfam ne WO 20081077404

PCT/ DK2007/ 000564 78 Exanple, 244 (conpound 244)

N- ( 2- Chl or o- benz -2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hox
y- phenoxy}- ac‘@?é WE4Y | o Vs (METHOD A): (mz) 522.9 (M#cjrmwwmﬁ.ma mn;
purity (W) = 100% Am ne: 2-Chl oro-benzyBam ne Exanpl e 245 (conpound 245)
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N-(2- 10
pi perl din-1-yl-ethyl)-acetam de LG M5 (METHOD A): (mlz) 510 (MH); RT = 4.46
mn; purity (U\/) = 92.5% Am ne: 2-Pi peridin-1-yl -ethyl am ne Exanpl e 246
(conpound 246) E le 244 {(compound 244

N- ( 3- Chl or o- begpzyl { = { dirrethox
y- phenoxy}- acgtz(grr?hacgm b@nk@ ?T\Q’E%Cﬁ?ﬁm ’°°W’§ 36)8 ell\%—ﬁ?% d‘ln]efh%ﬁ% mn
purity (UV) = RORFSYIAAFSE®MIdS. Chi or n- benzyl ami ne 20 Exanpl e 247 (conpound

24{7) (2 5 LC/mS (METHOD .éa) (m{z) 52)2 .9 (MH+)i izT 7. 48 min; ;?]urlty (U\Q = 100;/:: N (2
2-{6-[2-(3,5-D,chl o VARKSING! acety 2, 3- di met hoxy- phenoxy -
morp hol i n- Ehyr"e P)begé’@?’&'ﬁed e LONS (METHOD A): (mz) 512 (MH): RT

4.31 mn; purity (U\/) = 98.1% Am ne: 2-Mrpholi n-4-yl-ethylamne 25
Exarrpl e 248 (c d

N- (4- Chl or o- benz - di chl or o- r|d|n m)qgacetyl 2 3- di et hox
y- phenoxy) - acé ’t{é i re-RETiR yh)ac E@t@"( POXYRINE2-7. 49 ni n;
purity (UVo= 8er7&’u-13ﬂ—eﬂwmeceﬂarﬁihéoro benzyl am ne Exanpl e 249 (conpound

249) LC/MS (METHOD A): (m/z) 510 (MH+); RT = 4.46 min; purity (UV) = 92.5%
(- Amine: 2-Piperidin-1-yl-ethylamine

Example 246 (compound 246)

15 N-(3-Chloro-benzyl)-2-{6-{2-(3,5-dichlore-pyridin-4-yl}-acetyi}-2,3-dimethoxy-
phenoxy}-acetamide
LC/MS (METHOD A): {m/z} 522.8 (MH+); RT = 7.46 min; purity (UV) = 100%
Amine: 3-Chloro-benzylamine |

20 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 (MH4); RT = 4,31 min; purity (UV} = 98.1%
Amine: 2-Morpholin-4-yl-ethylamine

_ 25
( 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%
30  Amine: 4-Chloro-henzylamine

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



2-{6-[2-(3,5-Dichloro-pyrid! n-4-yl)-acetyl ]-2,3-dinethoxy-phenoxy}-N(2-

pyridi n-3-yl -et hyl)-acetam de WD 20081077404 PCT/ DK2007/ 000564 79 LC/ M5

(METHOD A): (mz) 504 (MH); RT = 4.47 min; purity (W) = 100% Am ne:

2- Pyridi ne-3-yl -et hyl am ne Exanple 250 (conpound 250) 5

2-{6-[2-(3,5-Dichloro-pyridin-4-yi)-acetyl]-2, 3-di met hoxy- phenoxy}-N-(2- py

rrrol i di n-1-y i-ethyl)-aceta mi d e LM (METHOD A): (mz) 496

(MH); RT = 4.37 min; purity (UV) = 100% Am ne: 2-Pyrroli d i

n-1-yi-ethyl am ne 10 Exanple 251 (conpound 251)

N ( 2- Acet yl arwoecombdinyd) - 2- { 6-] 2- (3, 5-di chl or o- pyri di n- 4pgl/pbrkaeeioydsd - 2, 3-

di met hoxy- phenoxy}-acetam de LG/ M5 (METHgD A): (mz) 484 (M#); RT = 5.31

mn; purity (UV) = 100% Am ne; 2-Acetyl am no-ethyl am ne 15 Exanple 252

(corrpound 252)

(R) - 2-{ 6- [ 2- ( 3CAID(MHIHODA ) Y/ i 3944 Myit+) - BE 8tdy47) min; puditvn@ivih oxi003menoxy} - N—(2-

hydr oxy- 2- phemﬂm@tﬁb’\}ﬁdfn@cﬁwié& i@mife M5 (METHOD A): (nfz) 518.9 (MH);

6 47 mn; purity (W) = 73.4% 20 Am ne: (R)-2-Hydroxy-2-phenyl -ethyl am ne
Exanpl e 253 (conpound 253)

(S)-2-{6-[ 2- ( ExampecH nd db@y 4-yl ) -acetyl ] -2, 3-di met hoxy- phenoxy}-N-(2-

G 05y~ 2 BNeit e ) e Dl E LIS, AEab SIS AAFIHER Alnd AL 19 (M) T
o e R R Al

2-{6-[2-(3, 5- bcakd m@m)dléam %%mﬂﬁ%m A)ﬁmm n?ﬁﬁ'ﬁ%%) mﬁmg} % 206 o7

t hi ophen- 2-yl neth
mn; purity ( ‘zzi%@fﬂj Stﬁnll H‘éethyllﬁ'i“ hen- 2-yl - net hyl ani ne

10 Example 251 {compound 251
N-{2-Acetylamino-ethyl}-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl}-2,3-
dimethoxy-phenoxy}-acetamide
LC/MS (METHOD A): (m/z) 484 (MH+); RT = 5.31 min; purity (UV) = 100%
Amine: 2-Acetylamino-ethylamine

15
Example 252 (compound 252)
(R)-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) 518.9 (MH+); RT = 6.47 min; purity (UV) = 73.4%
20 Amine: (R)-2-Hydroxy-2-phenyl-ethylamine

Example 253 (compound 253}
(5)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-(2-
hydroxy-2-phenyl-ethyl)-acetamide

25 LC/MS (METHOD A): {m/z)} 519 {(MH+); RT = 6.47 min; purity (UV) = 73.8%
Amine: (8)-2-Hydroxy-2-phenyl-ethylamine

Example 254 (compound 254)
2-{6-[2-(3,5-Dichloro-pyridin-4-yi)-acetyl]-2,3-dimethoxy-phenoxy }-N-

30 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)



Exanmpl e 255 (conmpound 2551 WD 2008/ 077404 PCT/ DK20071000564 80
2-{6-(2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}- N[ 3-(2-
oxo-pyrrpl i di n- 1-yl)-propyl]-acetam de LC/ M6 (METHOD A); (mz) 524 (MH); RT

5.66 mn; w&d% s(/% = 95.7% Am ne:
3- (2- Oxo- pyr r oM i 4) propyl amine 5 Exanpl e 256 (- conpolFER08EHese4
(2R)-2-{6-[2-(3,5-Dichloro-pyridin-4-y!)-&etyl]-2, 3-di met hoxy- phenoxy}-N-(2
- hyd roxy-inda n-1-yl)-acetam de LC M5 (METHOD A): (mz) 530.8 (MH); RT =

6,62 mm,_puri Ly, gma%@fh@@ oA Siceb A 32N A BN 7 am ne

Exanpl e 257 (co
N- Oycl ohept yI medxeypyrrelidig=3-pl)psopslcaceidmide- pyri di n- 4- yl ) - acet yl | - 2, 3- di met hox

y- phenoxy}- acalcansdmeiﬁobﬁl)w;(z)\/ﬁ&mﬁ» RT(mszs)s PP plidHy) Ros748. 19 min;

purity (UV) = 100% @ % h&z | Irretr am ne Exanpl e 258 (conpound 258)
2-{6-]2- (3, 5- DI'UANGY %;h’ﬁooﬁ 401 YZIEEW %‘%3 di net hoxy- phenoxy}- N-[ 2- ( Z-
20 hydr oxy-ei hoxy)-ethyl]-acetam de LG MS (METHOD A): (mz) 487 (MH); RT =

5.41 min; puri ;%&EH%QZ% (JCQIQ]%UM%Q: 2- (2- Hydr oxy- et hoxy) - et hyl am ne Exanpl e

259 d
2- {6( F(zj (gug Di @RI-8ri&-Rr(3, &meyn@e-érw “peety|3-26f -dierehlpy -nhRaereityy (&t ( 4-
di met hyl am no- biyiaydxy-iadeat- 2ghaelaidS (METHCD A): (nfz) 497.9 (|va) RT =
.3 T oo o e ORLE AL R TS A0 B ) g

2- (3, 5-di i chd orfowipgr (20h) 12-Bydrb3y-ibdgr2 1 34-difinedr oxy- 4- et hoxy- phenyl )- et hanone
W) 2008/ 077404 PCP/ DK20071000564
. Exarmple 257 (compound 257
(‘ N-Cycloheptylmethyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-
phenoxy}-acetamide '
15  LC/MS (METHOD A): {(m/z) 509 (MH+); RT = 8.19 min; purity (UV} = 100%
Amine: Cycicheptylmethylamine

Example 258 {compound 258)

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyi]-2,3-dimethoxy-phenoxy}-N-[2- (2~
20  hydroxy-ethoxy)-ethyi]-acetamide

LC/MS (METHOD A): (m/z) 487 (MH+); RT = 5.41 min; purity (UV} = 100%

Amine: 2-(2-Hydroxy-ethoxy)-ethylamine

Example 259 {compound 259}
_ 25  2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-{4-
(5 dimethylamino-butyl}-acetamide
LC/MS (METHOD A): {m/z) 497.9 (MH+); RT = 4.36 min; purity (UV) = 100%
Amine: 4-Dimethylamino-butylamine

30 Preparation S {compound 505)
Resin bound 2-(3,5-dichioro-pyridin-4-yl)-1-(2,3-dihydroxy-4-methoxy-phenyl)-
ethanone



10k OB OHI LOH(H1T OHR/ O~/ O0K2CG8, NWWO O 4 A d N
-(3,5-Dichloro-pyridln-4-yl)-1-(2, 3-di hydroxy- 4- nmet hoxy- phertyl)-et hanone
530 ng, 1.6 nmol) from preparation 3 was dissolved in dry NW (5 nlL), K2C03
(210 ng, 1.5 mol) was added foll owed by brononet hyl -\Wang resin (560 ng, L
1.45 mmol /g, 0.81 mmol ). The reaction m xture was vortexed at rt
overnight. The resin was filtered and washed with McOH water (4:1, 3x10 ni),
NVP (3x25 mL), MeOH (3x25mL), dry THE (5x25 nlL) and dried in vacua to

provi de 760 ng of resin bound

2- (3, 5-di chl ov@20080F7dsn-4-yl ) - 1- (2, 3-di hydroxy-4- 10  PCT/DK2007/000564

nmet hoxy- phenyl ) - et hanone. General procegiure for preparation of conpounds
with formula Im wherein R2 is as defined above: O OV KLOH OR2 0" UW
R2-OH TFA OH O Mtsupobu OIm Cl d d C 15 N Resin bound

2- (3, 5-dichl oro-pyri AVA- 4-yl)-1-(2, 3-di hydr oxyO et hoxy- phenyl ) - et hanone
(90 ng, L = 1.07 DA :DHS was treated with al
m - of a stock sol §ti op of R2-OH (0.5 nmol) §

2008/ 077404 PCT/ DKRQQ.£LQ00564 %?‘@ed to and thep-{reated with 0.5 nL
of a stock solution ¥f TBAD (0. ), AfterY3 h®urg Wt} rt the reaction

m xture was filteredesand 1 nlL -ef-thew stock sqlyti on o~R2-OH (0.5 mml ) and
PBu3 (0.5 mml) wag added. Aftegcogamieing to0C™0.5 nL of the stock solution
of TBAD (0.5 ppuol ) lwasg@dded. The Cl

I o1/ N 0

2-(3,5-Dichlero-pyridin-4-yl)-1-{2,3-dihydroxy-4-methoxy-phenyl)-ethanone

(530 mg, 1.6 mmol) from preparation 3 was dissclved in dry NMP (5 mL), K,CO3
5 {210 mg, 1.5 mmol) was added followed by bromomethyl-Wang resin {560 mg,

L = 1.45 mmol/g, 0.81 mmol). The reaction mixture was vortexed at rt

overnight. The resin was filtered and washed with MeOH:water (4:1, 3x10 mL),

NMP (3x25 mL), MeDH (3x25mL), dry THF {5x25 mL) and dried in vacuo to

provide 760 mqg of resin bound 2-(3,5-dichioro-pyridin-4-yl)-1-(2,3-dihydroxy-4-

10 methoxy-phenyl)-ethanone.

General procedure for preparation of compounds with formula Im, wherein R2 is
as defined above:

OH O—R2 ;
0/\@ R2-OH  TFA OH
—_————— ———
0 Mitsunobu O Im
Cl . Ci Cl Z I Cl
™ l =~
N N

15

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 R2-0H (0.5 mmol) and PBu; (0.5 mmol.}



5 reaction mxture was vortexed at it overnight. The resin was washed with
THE (5x3 nL) and DCE (5x3 mlL). C eavage of the products was perfornmed by
addition of a stock solution of DCE-TFA-TIS (90:10:1, 1 nlL). After 30 mn
the cleavage solution was replaced by 1 nL of a fresh cl eavage sol ution.
After additi o3P M0 the conbined cl eavage sol uti ons PRAPKEPZPWEAt ed i n
vacuo. The 10 pure conpounds were obtai nd by redissolving the reaction
mxture in DMO fol lowed by standard preparative HPLC purification. Using
E Elofrpglrjggegg(r))e c&ﬂ&j l}cood"lcoavr\\nd e GERQY rvlvcltﬁ 0§t t:n?lajits%}:;cpggl:ution1 gf ‘F@&\W? 260
1- ( 3- Cycl opent yinoxt}-Afteh 3 dwoons\at 4t thetrhastipn piietyd WasfilteBedbant £ hilarfdbgyri di n- 4-
yl) - et hanone LGMSCAMETHRLBHH (681 khod g GhbTHis Rhop W hrdpUri ty (W) =
&/CF I 26 Ollyye gl 3(()) ondéazsmd@l'lnAfte‘?

100% Al cohol : cl opent ano Exanﬁé 2 conpoun

1- ( 3- Cycl opr op§PeHEe EORSK B-SHYlPictk StckwelyEaR of TRAR(0) S mimoeb) wasgaddrd oFhs:

pyri di n-4-yl) - eéd&gmmtw\&@ VOBt Bpvertight Tha BadinlwhdMrkishied RAth=THE 36 m n;
Py ) T L e BRSOV ELSRIGRRY LS BN il ko alTR) © 262

2- (3, 5- Di chl or edqjtien ofi nstdskydojution 8 DEEHGTAYIZS { 93:d e dx § -l-) ndfero3dy mphtbay | ) -

et hanone 30 V0.i2alod <o 4ds AebeBET VIO PRER oo QMicireH damt  OH

2-(3, 5- Di chl or 89¢enalphmin Yeycombined Fleavagraolstions WA BYRFR PALeth@rkAcye- dhRanone

10  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:

15 Example 260 {compound 260)
1-(3-Cyclopentyloxy-2-hydroxy-4-methoxy-phenyl)-2-(3,5-dichioro-pyridin-4-

yl}-ethanone
L.C/MS (METHOD B): (m/z) 396 {MH+)}; RT = 4.84 min; purity (UV) = 100%
Alcohol: Cyclopentanol
20
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%
25 Alcohol: Cyclopropylmethylalcohol

Example 262 (compound 262)
2-{3,5-Dichloro-pyridin-4-yl}-1-{3-ethoxy-2-hydroxy-4-methoxy-phenyl)-
ethanone

30



5 (450 mg, 1.4 mmol) from preparation 3 was dissolved in dry DMF (10 nl).
K2C03 (566 ng, 4.1 mmol) was added followed by Ethyl iodide (442 1L, 5.5
nmol ). The reaction m xture was stirred at rt overnight. Water (10 nL) was
added and the organic products were extracted with EtOAc (2x25 nL). The
conbi ned organi c phases were washed with water (10 m-) and brine (10 nL) 10
and then dried over MgSO4. The sol vent was renoved in vacuo and the pure
product obtained be standard silica gel chromatography to provide 2-(3,5-

D chl oro-pyridin-4-yl)- 1-(2,3-di et hoxy-4-nethoxy-phenyl)-ethanone as a
white sol i dYORBPHF4P20 ng (42% . The conpound was r ediPETHERW0GOFE4 DCM ( 1
m-) under argon. BA 3 (0.97 nL of a @M solution in DCM was added slowy
at room 15 tenperature. EtOH (2 m-) was added slowy after 2 hours. The

sol vent were renpveg in vacuo and the PULg T oduct obtai ned be standard
silica gel chromatdgtfaphy to provide
2- (3, 5-Di chl or o- pyrigl
hydr oxy- 4- met hoxyp
(OvsO-d6) 8 = 11.

~ .

ed as a white solid. "H NWR
7}?8 (11-1, d), 6.77 (1H, d),
4.80 20 (2H, s), sPH1.26 (31-1, Q Yield 100 ny
(49% CGeneral edure for—preparation g _conpounds with formula In.
wherein R3 (R3_* (S:ben) is as defined &e: WD 20981077404
Q O0CI d Ad d NNIn

j ﬁy 2- hydr oxy- 4- met hoxy- phenyl )- 5
et hanone frome pPfe 263 (12 ny, O0.034 nmol) was dissolved in dry DWVbO
(0.25 m.). Aqueoud'K2COB (0.025 nL of aN2M was added fol lowed by 1.5 eq. of
an al kyl brom de or iodide dissolved in 0.025 nL DVMSO. The reaction m'xture(
was |left at it for 48 hours. The pure conpounds were obtained by standard
preperative HPLC purification.

2-(3,5-Dichloro-pyridin-4-yl)-1-{2,3-dihydroxy-4-methoxy-phenyl)-ethanone

| ) - et hanone was of
, s), 8.67 (2H,

2-(3, S Dichl oro-;(

5 {450 mg, 1.4 mmol) from preparation 3 was dissolved in dry DMF (10 mL).
K,CO; (566 mg, 4.1 mmol) was added followed by Ethyl iodide {442 L, 5.5
mmol). The reaction mixture was stirred at rt overnight, Water (10 mL) was
added and the organic products were extracted with EtOAc (2x25 mL). The
combined organic phases were washed with water (10 mi) and brine (10 mL}

10 and then dried over MgSQ0,. The solvent was removed in vacuo and the pure
nraduct obtained be standard silica gel chromatography to provide 2-(3,5-
Dichloro-pyridin-4-yl)-1-(2,3-diethoxy-4-methoxy-phenyl}-ethanone as a white
solid. Yield 220 mg (42%). The compound was redissolved in DCM (1 mL) under
argon. BCl; (0.97 mL of a'1M solution in DCM) was added slowly at room

15 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-methoxyphenyi)-ethanone was obtained as a white solid. *H NMR
(DMSO-ds) 8 = 11.36 (1H, s), 8.67 (2H, s), 7.88 (1H, d), 6.77 (1iH, d), 4.80

20 (2H, s), 3.96 (2H, q), 3.1 (3H, s), 1.26 {3H, t). Yield 100 mg (49%)

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

(R3 z hydrogen) is as defined above:




10 Using this procedure the follow ng conpounds were obtained: Exanple 263
(conmpound 263)

2-(3,5-Dichloro-pyridin-4-yl)-1-(3-ethoxy-4-mnet hoxy 2- phenet hyl oxy- phenyl ) -
15 ethanone' H NMR (CDC13) S =M7 (2H, s), 7.61 (1H, d), 7.26 (4H m, 7.10
(1H, t), 6.75W%WQ308077804 4 49 (21-1, t), 4.43 (21-1, s), BLTEK200ZEN05¢) , 3. 91
(3H, s), 3.17 (21-1, t), 1.35 (3H, Q Alggyl halide: 2-Brono-I|-phenyl-ethane
20 Exanpl e 264 (conpound 264) '

1-[2- (5-Cycl opropyl -[1, 3, 4]t hi adi azol - 2-yl net hoxy) - 3- et hoxy- 4- net hoxy-
phenyl)-2- (3, 5-dichl opMprrl di n-4-yl)-et hano®® ' H NMR (CDCl 3) 8= 8.47 (2H,
s), 7.61 (1H, d), 6.8%X (1lkh_ d), 5.64 (21-1, sh 43\5\§/(2H s), 4.15 (211,
q), 3.95 (31-1, s), (1271, m, 1.41 ( t), 1.56-1.11 (41-1, 25 m.
Al kyl halide: 2-Chl hyl - 5-cycl opr opyl - 3L 4] t hi adi azol WD 2008/ 077404

acid benzyl ester 5
(SH m, 6.96 @%H,
s), 1.27 (3H, t) ARy
266 (conpound 266} 10
1-(3-AIIyIoxy-2-hyoﬂcxy-4-nethoxy-phenyl)TXr 3,5-dichtoro-pyridin-4-yi)-

et hanone O OV OH O Pd (0) d O A d N N 15

1- (2, 3-Bi s-al | yl oxy- 4- met hoxy- phenyl ) - 2- (3, 5-di chl or ofpyri di n- 4-yl ) - et hanone

VR (DI\/ISOdG) 5 .2 OZH, s) 7.51 (1H d), 7 32
Cﬁ.lQ (2H, s), &. (S), 3.98 (2H q), 3.88 (3H
al i de: 2-Bronp-3 aC| d benzyl ester Exanple

2-(3,5-Dichloro-pyridin-4-yl)-1-{3-ethoxy-2-hydroxy-4-methoxy-phenyl)-

( : S  ethanone from example 263 (12 mg, 0.034 mmol) was dissolved in dry DMSO
{0.25 mL), Aqueous K>CO; (0.025 mL of a 2M) was added followed by 1.5 eq. of
an alky! bromide or iodide dissolved in 0,025 mL DMSO. The reaction mixture
was left at rt for 48 hours. The pure compounds were obtained by standard
preperative HPLC purification,

10
Using this procedure the following compounds were obtained:

Example 263 (compound 263}

2-{3,5-Dichloro-pyridin-4-yl)-1-( 3-ethoxy-4-methoxy-2-phenethyloxy-phenyl)-
15 ethanone *H NMR (CDCls) & = 8.47 (2H, s5), 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 (34, s), 3.17

(2H, t), 1.35 (3H, t).

Alkyl halide: 2-Bromo-1-phenyl-ethane

20 Example 264 {compound 264)
1-[2-(5-Cyclopropyl-[1,3,4thiadiazol-2-ylmethoxy)-3-ethoxy-4-methoxy-
phenyl}~2-(3,5-dichloro-pyridin-4-yl)-ethanone
'H NMR (CDCl;3) 5 = 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,

25 m),

Alkyl halide: 2-Chioromethyl-5-cyclopropyl-[1,3,4]thiadiazoi



fromexanple 6 (3.99, 9.55 mmol) was dissolved in McOH (96 nt) and cool ed
to OC under argon. Pd(PPh3)4 (110nmg, 0.0955 mmol) was added fol |l owed by
K2C03 (1.3g, 9.55 nmmmol ). The cooling bath was renoved and the reaction

m xtured was stirred for 3 hours and then evaporated in vacua. The crude was
20 redissolved in EtOAc (100 m.) and washed twice with NH4Cl (sat, 50 niL).
The organic phase was dried over Na2SO4 and evaporated in vacua and
purified by flash chromatography using a gradient of toluene and 2% Et OAc
as eluent. 1-(3-

Allyl oxy-2- et hoxy- phenyl ) - 2- (3, 5-di chI or o- {'%L‘—’( et hanone
was  obt ai negms a v@ﬁlte solid. 'HNWR (CDCI3) 6 = 11. i @"ﬂ'ﬁ’ﬁ% 53 (2H,
s), 25 7.68 (SH, d), 6.58 (1H, d), 6.1% (1H m), 5.26 (2H ), 4.66 (2H, s),
4.59 (2H, d), 3.96 (3H, s). Yield 2.2g (64% WO 20081077404 PCTMDK200 710

00 56 4 86 Ceneral procedure for preparation of conpounds wth formula to.

wherein R3 R3 xydrogenl is as_defined above: We O OH OR3 0 0 10 C d
c c N N Example 265 (compound 265

2-(3,5-Di chI{3mmsiuﬂ&nmré-pyhc)m%fl%ﬁthﬁ»&yatﬁoh%ﬂb@ﬁ-nﬁ@hh@}meﬂnenyl)

et hanone fron\aegea}‘ R’% 263 (12 ng, 0.034 mmol) was dissolved in dry DVSO
(0.25 nm). A ueous E‘E{B (0.025 nL of a 2M was added followed by 1,5 eq. of
10 an al k! YN¥MR GeMSe- dbbﬁjF@eﬁle@s@L\?e'ijlﬁlﬂ:d):chy (AH, DNBE26TAY, Weact i on

mxture Wasshefinab, d.be (as, 55183 BOYIHE-), 19183 RIS, %)FP'TP@M-N? vere obtai ned by
st andard pre aratlve ification. Using this procedure the follow ng

conpounds wetkY! fatidg: @e@-omolge@(%p@zgl()eﬁ ‘-{"corrpound 267) 2-{ 2-Ally
| oxy-6-[2-(3, 5-dichloro-pyridin-4-yl )-acetyl)-3-nethoxy- C
phenoxynet hy, -b?en i ri&ﬁ] ngs (METHOD B): (mz) 383.2 (MH); RT = 4.72
mn; purity = 0 [
10 1-(3-Allyloxy-2-hydroxy-4-methoxy-phenyl}-2-(3,5-dichloro-pyridin-4-yl}-
ethanone

OMe
O
O OH
Pd (0) 0
Cl Z | Ci
N
N

15  1-(2,3-Bis-allyloxy-4-methoxy-pheny!)-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(PPhs)4 (110mg, 0.0955 mmol) was added followed by
K2C03 (1.3g, 9.55 mmol}. The cooling hath was removed and the reaction
mixtured was stirred for 3 hours and then evaporated /n vacuo. The crude was

20 redissolved in EtOAc {100 ml) and washed twice with NH,Cl (sat, 50 mL). The
organic phase was dried over Na;S04 and evaporated in vacuo and purified by
flash chromatography using a gradient of toluene and 2% EtOAc as eluent. 1-(3-
Allylaxy-2-hydroxy-4-methoxy-phenyl)-2-{3,5-dichlora-pyridin-4-yl}-ethanone
was obtained as a white solid. *H NMR (CDCl;) 5 = 11.90 (1H, s), 8.53 (2H, 5),

25 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 2.2q (64%)



20 Al kyl halide: 2-Chloronethyl-benzonitrile Exanple 268 (conpound 268)
1- (3- Al yl oxy- 4-net hoxy- 2- phenet hyl oxy- phenyl )-2-(3, 5-dichloro-pyridin-4-yl
)- ethanone 25 LG M5 (METHCD B): (nz) 472.3 (MH+); RT = 5.32 mn; purity

= 100% Al kyl halide: 1-Brono-2-phenyl-ethane WO 2008/ 077404
PCTI DK20071000%8B400887%7 404y appl e 269 (conpound 269) PCT/DK2007/000564
1-{3- Al yl oxy-2-[2-(4-fl uoro-phenyl) -et h®sy] - 4- net hoxy- phenyl }-2- (3, 5-
di chl oro-pyridin-4-yl)-ethanone 5 LCM5S (METHOD B): (mz) 490.2 (M#); RT =
5.26 min; purity (UV) = 100% Al kyl halide: |-Bronp-2-(4-fluoro-phenyl)
-ethane General procedure for preparat| on of corrpounds W th for mul a | p,
wherein R3 i s Gepech iobif c6oY

a dip ~ |1 n | '
1- (2- Al koxy- 3, %#%@%%%S di chl oro- pyri di n-4-yl ) - et hanone

fromthe previous exanples (0.021 mml) was dissolved in dry DCM (0. 25 nE).
15 Met hyl trioxor heni upp®. 105 mmol ) was added fqhisewed by hydrogenperoxi de

at_it overnight. MO02
(0 063 nmmol) was addéd m nutes the rgedd (H\m%lre was after
filtered and the ron m xture evapor at ed cuo. The crude was

re-di ssol ved i n DMSO 0pdL) - The pure conpobRgE™ VgL @q0bt ai ned by standard
preperative HPLC ,

2-(3,5-Dichloro-pyridin-4-yl)-1-(3-ethoxy-2-hydroxy-4-methoxy-phenyl)-
ethanone from example 263 (12 mg, 0.034 mmol) was dissolved in dry DMSO
{0.25 mL). Aqueous K,CO; (0.025 mL of a 2M) was added foliowed by 1.5 eq. of

10  an aiky] bromide or jodide dissolved in 0.025 mL DMS0, 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:
15
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%
20  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

25 LC/MS {(METHOD B): {m/z) 472.3 (MH+); RT = 5,32 min; purity (UV) = 100%
Alkyl halida: 1-Bromo-2-phenyl-ethane



20 purification. Using this procedure the foll ow ng conpounds were obtai ned:
. Exampl e 270 (conpound 270) WD 20061077404 PCTI DK2007/ 000564 88

N-8enzyl - 2-{5-[2- (3, 5-di chl oro-1|-oxy-pyridin-4-yl)-acetyl]-2, 3-di met hoxy-

| phenoxy}-acetamde 'H NVR (CDC13) 8 = 8.15 (2H, s), 8.10 (1H, bs), 7.62 (1H,
d), 7.30 (51-1, m, 6.76 (1H, d), 4.72 (2H, s), 4.50 (ZH, d), 4.46 (21-1
ts), 3.95 (3H, s), 3.80 (3H, 5 s). Using

! N-benzyl -2-{6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy-

. phenoxy) - acetam de from exanple 203 as starting material. Exanple 271
 (compound 271)WO 2008/077404 PCT/DK2007/000564

. 2-(3,5-Dichloro-1-oxy-pyridin-4-yl)-1-(3gA-di net hoxy- 2- phenet hyl oxy- phenyl ) -
- 10 ethanone "HNWR (C DCI3) S =28.13 (2H, s), 7.61 (11-1, d), 7.26 (5H, m,
i 6.75 (1H, d), 4.40 (2H, t), 4.30 (2H, s), 3.93 (3H, s), 3.79 (31-1, s),
©3.17 (2H, t). Using

+ 2- (3, 5-dichl ormw 4- di met hoxy- 2- phenet hyl oxy- phenyl ) -
gthanone from eXaHh 222l bhdiin The-mech S 5Rply%2 443 (compound
 2- (3, 5- Di chi or dichleroxyyrigined- dﬁ)mlﬂanyhe) 1-{2-[2-(4-fl uoro-phenyl)-ethoxy] -3, 4-

NS s ke W i et e T
- (21-1, s), 3. 9ikyidplide: 1s§r°m327 -flapo-phpnylgetpang 211 ). US| ng
: 2-(3,5-dich|oro pyridin-4-yl)-1-{2-[2-(4-fl uoro- phenyl) et hoxy] - 3, 4-

f S;ZEE Egﬁ%bﬂggn# gqtfggh%ggur}g fcﬁrrp?@gae{g)&?onpg clifegomlgzoun swstkafgrrmu gmﬂ;[h%lt:éll'? I’{B‘ is Exanpl e
1 2-(3, 5-Di chi orgedefioed/almyei di n-4-yl)-1-{3, 4-di met hoxy- 2-[ 2- (1-oxy-pyridin-4- .
i yl)-ethoxylzphenyl }-ethanone 'H NMR (DMBO-d5) 6 = 8.62 (2H, s), 8.11 (2H, tod
- d), 7.54 (11 1, d), 7.39 (21-1, d), 6.97 (JH, d), 4.41 (41-1, m, 3.88
+ (314, s), 3.67 (3H, Mes 11 (21-1, t). Using fipl e 100 as starting
. material.

4
)
&

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}. {" \]
15 Methyltrioxorhenium (0.105 mmol) was added followed by hydrogenperoxide ‘

{0.042 mmol) and the reaction mixture was stirred at rt overnight, Mn0; (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 obtalned by standard preperative HPLC
20  purification.

Using this procedure the following compounds were obtained:

Example 270 {compound 270)



30 Exanpl e 275 (conpound 275)

2-(3,5-Di chl oro-1-oxy-pyridin-4-yl)--1-(2-hydroxy- 3, 4-di net hoxy- phenyl ) -

et hanone i WD 2008/ 077404 PCT/ DK20071000564 89 'H NMR (DWVBSO-d6) 5 = 11.20
(1H, bs), 8.64 _) 7.84 (111, d), 6.77 (1H d), 4.70 (21-1, bs), 3.91
(31-1, s), 3. 7% (qu&li)‘? §94 Usi ng PCT/DK2007/000564
2-(3,5-dichloro-pyridin-4-yl)-1-(2-hydroxg- 3, 4-di net hoxy- phenyl ) - et hanone
fromexanple 1 as starting material. 5 Exanpl e 276 (conmpound 276)

4-(2-{6-[ 2- (3 or rl n4 C hoxy- phenoxy) -
et hyl ) - benzoni t rP?"zYlel {%I\f& @ﬁ(@@" 8’“’-"%" %’1% ‘gif%'ie]mi)z% g"%ﬁo(xﬁH d), 7.55
(3H, mM, 6.96 (Phenoxy}-acetamide 45 (21 1, t), 4. 20 (211, s), 3.88 (3H, s), 3.66
(3H, s), 3.22 (RMAQcdd) @g= @&Qfmh es),lﬂ(iof&ﬂ Sﬁﬁri B@QMTB&)G? '3@'(511(3%%?3'
procedure for pr_{fgar ation_of ds
hydrogen) is a$-thetiHhed %B%Vé"f Slf %(% d),\ﬂg4%2H G)+ %)9%3‘@ 9 3.8 (&, CI / CI
I2 |(3| 5| (El)l Nh:‘§ 5). Using N- bezzyl ~2-{6-[2-(3,5- dg:hloro pyndln-4 yl)-acetyi]-2, 3r-]dimelth)oxy- )
C oro n ne y- pheny et hanone
r om oxanpl o1 F0avnaBpiamile B SXaliie of¥ b5 ety JESRI i b g 719 1. (2 20
hydr oxy- 3, 4- di rret hoxy phenyl ) - et hanone from exanple 274 (1.5 mmoi ), PBu3
(1.5 mcl) and Eﬁg’m@é 2(7}.[90%%), 2995 di ssolved in dry benzene (10 nlL) under
2-(3,5-Dichloro-1-oxy-pyridin-4-yl}-1-(3,4~dimethoxy-2-phenethyloxy-phenyl)-
10 ethanone
'H NMR (CDCls) & = 8.13 (2H, s}, 7.61 (1H, d), 7.26 (5H, m), 6.75 {1H, d), 4.40
~ (2H, t), 4.30 (2H, s), 3.93 (3H, s), 3.79 (3H, s), 3.17 (2H, t).
(\_ Using 2-(3,5-dichioro-pyridin-4-yl})-1-{3,4-dimethoxy-2-phenethyloxy-phenyl)-
ethanone from example 112 as starting material.
15
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 (CDCl3) 8 = 8.19 (2H, s), 7.61 (1H, d), 7.26 (2H, t), 6.95 (2H, t}, 6.75
20 (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-y1}-1-{2-[2-{4-fluoro-phenyl)-ethoxy}-3,4-
dimethoxy-phenyl}-ethanone from example 129 as starting material.

Example 274 (compound 274}
' 25  2-(3,5-Dichioro-1-oxy-pyridin-4-yl}-1-{3 4-dimethoxy-2-[2-(1-oxy-pyridin-4-
( yl)-ethoxy]-phenyl}-ethanone
'H NMR (DMSO-ds) & = 8.62 (2H, s), B.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.

30
Example 275 (compound 275)
2-(3,5-Dichioro-1-oxy-pyridin-4-yi}~1-(2-hydroxy-3,4-dimethoxy-phenyl)-
ethanone




[
argon. The reaction m xture was cooled to OC and then treated with ADDP (1.5
mml ). After 0.5 hours the reaction mxture was brought to rt and stirred
overnight. Decalite was added and the reaction m xture was evaporated in
vacua 25 and purified by flash chromatography using a gradient of petrol eum
| ether and EtQOAc as eluent. WD 20081077404 PCTI DK20071000564 90 Using this
procedure the follow ng conpounds were obtained; Exanple 277 (conpound 277)
. 5 2-(3,5-Dichi oro-pyri di n-4-yl )-1-[3, 4- di met hoxy- 2- (2- pyridl n-4-yl - et hoxy) -
* phenyl ] -ethanone 'H NVR (DVBSO d6) 8 8.63 (2H, s), 8.44 (2H, d), 7.53 (1H,
. d)y, 7.37 (211 697(1H d), 446(4H m, 3.88 (3H, 3.66 (3H, s),
13,15 (2H, t). “ﬁé’?éﬂi‘i‘ ®tpyrid in-4-yl-ethanol 10 Exanpl e"c??%f“("lf’@?ﬁé%nd 278)
P 4-(2-4 89
{ 6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-di met hoxy- phenoxy}-et hyl ) -

- Depzonitrile "1k MR GENELOPL .20 Bif ol B byl B0 ARy By Gy°, (37
3.23 (2H, t). RIVCRH, ‘2‘5)(3291-19311 &xy3-8% [B3H. 5 .benzoni trile prepared from

i 2-(4-brono- phewhgz (9t5tm¢mtlmaﬁﬁ§md¢ P91t @- rﬁ)@a&mLm%?raetﬁ g p- 279) 20

. 2- 35D|ch|oro i n-4- dlrrethox 2-pyridin- et hoxy) -
phfanyl] et hanofiBe %é@%s%ﬁ“‘gg“%‘f ?2% s§ 8 41 (1H, %l) 7.65y%1H,
©t), 7.50 (18, d), 7 38 (1H, d), 7.10 (1H, m, 6.95 (1H d), 4.61 (2H t),
. 4.38 (2H, s), agﬁﬁléﬁlcg% !!@gf?g(w s), 3.28 (2H, Q 25 R3-OH:
- 2-Pyridin-2-yi (compound 280
. 2-(3, 5- Di chl or &{yeildi(AS54Dighlgrosl- PBY'QYFdﬂ"ﬁréMbmbél‘%@ -dipetharyrpBeRaxy it hoxy)

- phenyl | - et hanogfiyi}-benzonitrite

'H NMR (DMSO-dg) § = 8.61 (2H, s), 7.73 (2H, d), 7.55 (3H, m), 6.96 (1H, d),
10 4.45 (2H, t), 4.20 (2H, s), 3.88 (3H, s), 3.66 (3H, s}, 3.22 (2H, t).
Using example 100 as starting rnaterial.

General procedure for preparation of compounds with formula Ig. wherein R3

{R3 # hydrogen) is as defined above:

OMe OMe
OMe OMe
OH O—R3
O O
Cl = I Cl Cl P I Cl
\ =
N N

2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hydroxy-3,4-dimethoxy-phenyl}-ethanone

15

from example 1 (1.5 mmol} or 2-(3,5-Dichioro-1-oxy-pyridin-4-yl}-1-(2-

20  hydroxy-3,4-dimethoxy-phenyl)-ethanone from example 274 (1.5 mmol), PBu;
(1.5 mmol} and R3-0OH (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 rnixture was evaporated in vacuo

25 and purified by flash chromatography using a gradient of petroleum ether and
EtOAc as eluent,



30 "H NWVR (DVSO-d6) o = 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, Q R3-0H 2-Pyridin-3-yl-ethanol WO
20081077404 PQ% 000564 91 Exanple 281 (conpound 281
2- (3, 5- Di chl or 6° ?‘3 -4-yl)-1-{2-[ 2- (4- net hanesul fi nyl ESERHAWHoxy] - 3, 4
- di nmet hoxy- phenyl } - et ha none (CDCI3) 5 #08.50 (2H, s), 7.59 (3H m, 7.49
(2H, d), 6.78 (IH, d), 4.48 (4H 5 m, 3.93 (3H, s), 3,74 (3H, s), 3.24
(2H t), 2.63 (31-1, s) R3 OH: 2-(4- Met hanesul finyl - phenyl) - et hanol ,
prepared by oxidising 2- | sul fanyl - phenyl ) -ethanol with 1.5 eq MCPBA
in DCM rt overHF'gmthls EWCRWRe tf(@ﬁwpg sor&pozmdswembtapeﬁ 45 (2H, d), 3.92
(2H, t), 304(311 s), 2.97 (2H, t), 1.70 (1H bs). LG M (METHOD B):
(mz) 185 (MH); i R‘I; = 27 m n % Exanpl e 282 (conmpound 282)
2-(3,5-Dichlor - [ 2- (4- et hanesul f onyl - phenyl ) - et hoxy] - 3, 4
di met hoxysphe#)5-biebloe-pyoridn-4+)NVES,  dboetBdxy8 242 yhifint £l-ethpxy)7. 88 (21-1,
, 7.59 (1H, enyé%ﬁ E d) 6.77 15 (1H, d), 4.51 (21-1, s), 4.49 (2H,
, 3.93 (3H, ,32782Ht),298 5.3HS R3- OH:
(4- Met hanesu HUWfll(D MSErge) B —e@ﬁ&uﬁ%iﬂ. p&eﬁ&m)w 5§><( i &) Ag7A2Had),
met hyl sul fanyl g Y t I @ggb tyoverni ght. "H NWR
(CbCl3) 5 =17. 5]3'7612 QTQMQH 368$3I55§ : H, g4t)(2H t), 2.72
(3H, s), 20 1.8 %é“mﬂ "'LYt‘F "?NETHOD B) (n12) 201(M—I+) RT = 1.48 nin
Exanpl e 2830( conpound 283)
2-(3,5-Dichlorg; ,' g % {, 4 d| nmet hoxy- 2- ( 1- phenyl - pr opoxy) - phenyl | -
( ,' ethanone = 8.65 (2H, s), 7.34 (6H, m, 6.85 (1H,
d) P 5.48 (1H, #)(2-{64[26{3,%-Righlogy- PYI‘EIHB“& mBH:et!é)2330fmtf(03V+Ph§')0Xv2-elwf)( 1H m,
1.95 (1H, m, QBeB8nitidel ).

*H NMR (DMSO-ds) 5 = 8.63 (2H, s), 7.70 (2H, d), 7.55 (3H, m}, 6.97 (1H, d),

15  4.47 (2H, t), 4.30 (2H, s), 3.89 (3H, s), 3.68 (3H, 5), 3.23 (2H, t).
R3-0H: 4-(2-Hydroxy-ethyl)-benzonitrile prepared from 2-(4-bromo-phenyl)-

d)
)
2.

ethanol according to

Example 279 {(compound 279}

20 2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-(2-pyridin-2-yl-ethoxy)-
phenyl]-ethahone
'H NMR (DMSO-d;) & = 8.62 (2H, s), 8.41 (1H, t), 7.65 (1H, 1), 7.50 (1H, d),
7.38 {iH, d), 7.10 {1H, m), 6.95 {1H, d), 4.61 (2H, t), 4.38 (2H, s), 3.88 (3H,
s), 3.72 (3H, 5}, 3.28 (2H, t).

25 R3-0OH: 2-Pyridin-2-yi-ethanol

Example 280 (compound 280)
2-(3,5-Dichloro-pyridin-4-yl)-1-[ 3,4-dimethoxy-2-{2-pyridin-3-yl-ethoxy)-
phenyl]-ethanone

30 'H NMR (DMSO-de) 5 = B.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,
5), 3.64 (3H, s), 3.15 (2H, v).
R3-0H: 2-Pyridin-3-y!-ethanol



R3-OH 1- Phenyl -propan-1-ol 30 Exanple 284 (conpound 284)
2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di met hoxy- 2- (2- phenyl - pr opoxy) - phenyl ]
et hanone WD 2008/ 077404 92 PCTI DK20071000564 'H NWR (DMSO-dfi) S = 8.62
(2H, s), 7.51 (1H, d), 7.35 (2H, d), 7,23 (2H, t), 7.06 (1H t), 6.95
(112-1, d), 4.33 (41-1, m, 3.88 (3H, s), 3.69 (3H, s), 3.33 (iH m, 1.37
(31-1, d). R3-OH 2-Phenyl-propan-l-ol 5 Exanple 285 (conpound Z85)
2-(3,5-Dichloro-pyridin-4-yf)-1-[3, 4-di met hoxy- 2- (1- et hyl - 2- phenyl - et hoxy) -
phenyl]-ethanone 'H NVR (DMSO-dfi) 5 = 8.66 (21-1, s), 7.46 (1H, d), 7.28
(41-1, d), 7.VG2008477404 ), 10 6.93 (1H, d), 4.94 (11- 1pCEPpK047®®s{21-1, m),
3.88 (3H, s), 3.58 (31-1, s), 3.02 (ZH,91m, 1.18 (31-1, d). R3-OH

1- Phenyl - propan-2-ol Preparation 6 (conmpound 5061: 15 Ove OV Owe OWe H
ok O .N,~~_ O MOO MOO thyl 2,3,4-trimethoxybenzoic acid (25.7g, 114
mol) was dis 2 u ) under argon. BCI3 (133 nmL of an 1M

sol ution i n DENB,si3ichiorsegyridies-yl)20{ aqz2ies nitlopessenyhptenileethegdid,on m xture

was |left at it.f . 3 (200 S nm.) was added and the reaction
m xture was sbﬁ"}era{eoéaf%rg%?ﬁgh%gé Filter the precipitate and recryst, from

Et OAc- pet rol €40y 3t-085P &9 .a, B§9(28o). G54 RA2HagHreos8 (131, 4) - AR{Hbxy- benzoi ¢
<'7ici58 net hyls e?nt),ei.gﬁgarﬂ sT,/fB'.fr@é:aQ'sg,da.zi: HIMR2. d48BH, 3). 8 = 10.90 (11-1, s),
' (11-1, d?13~0?1': Ai~(4(~l\:1|'et-h%ﬁesu?ﬁhyl—ﬁh%:éyl -gim’angl, brepa'r%g bgw%}d-d%singsg-[&
methylsulfanyl-phenyl)-ethanol with 1.5 eq MCPBA in DCM rt overnight. *H NMR
(CDCls) § = 7.88 (2H, d), 7.45 (2H, d), 3.92 (2H, t), 3.04 (3H, s), 2.97 (2H, t),
1.70 (1H, bs). LC/MS (METHOD B): {m/z) 185 (MH+); RT = 1,27 min (
10 '
Example 282 (compound 282}
2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-{4-methanesulfonyl-pheny!}-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone
I NMR (CDCl5) 6 = 8.50 (2H, s), 7.88 (2H, d), 7.59 (1H, d), 7.53 (2H, d), 6.77
15  {1H, d), 4.51 (2H, s), 4.49 (2H, 1), 3.93 (3H, s), 3.72 (3H, s), 3.27 (2H, 1), 2.98
(3H, s). .
R3-0H: 2-(4-Methanesulfonyl-phenyl)-ethanol, prepared by oxidising 2-(4-
methylsulfanyl-phenyl)-ethanol with 1.5 eq MCPBA in DCM rt overnight, H NMR
(CDCls) 5 = 7.59 (2H, d), 7.40 (2H, d), 3.90 (2H, t), 2.94 (2H, t), 2.72 (3H, s),
20 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-y1)-1-[3,4-dimethoxy-2-{ 1-phenyl-propoxy }-phenyl]-
_ethanone
25 'H NMR (DMSO-ds) & = 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). .
R3-0H: 1-Pheny!-propan-1-ol

30 Example 2 compound 284
2-(3,5-Dichloro-pyridin-4~-y))~1-[3,4-dimethoxy-2-(2-phenyl-propoxy )-phenyl}-

ethanone



25 3.89 (31-1, s). 2-Hydroxy-3,4-di net hoxy-benzoic acid nethyl ester (6g,
28.2 mol) was redissolved in NWP (35 nL) and treated with tent--butyl
bronpacetate (42.4 nmmol) and K2C03 (42.4 nmol ). The reaction m xture was
heated to 50C ‘gxer n}' g’hi The reaction m xture was poured into water (300
mL). The organitO P8ttt s were extracted with Et OAc (2x106THREZ074P(564 he
conbi ned organi c WO 2008/ 077404 PCT/ DK20072000564 93 phases washed with
NaCl (sat, 100 nL). The organic phase was dried over Na2SO4, evaporated in
acuo and Pur ! AR (iRl G BT QN 85138, 7. s UE Y 2Pl T

' heptane as el uent rovi

' but oxycar bony| n@tdobiyl 8, £-95 (FHt Ab¥y3 Dz o1)c 386i(aHnBt BupP (8Ht ¥ 3(38dAPound 5

. 506a) as a col oygy, ey @Hl g).' H NMR (CDCI3) a = 7.58 (11-1, d), 6.71 (11-1,
d), 4.56 (2H, %)3 3.90 (S)H, s), 3.87 (31-1, s), 3.86 (31-1, s), 1.50 (91-1,
's). Yield 8.19gR3(¥Yof-Prenvi-grapeiirxycar bonyl met hoxy- 3, 4- di met hoxy- benzoi ¢
vacid methyl ester (8.19g, 25.1 mmol) was dissolved in DCM (50 nlL) and

treated with t%@(?&npwzﬁi&lg&{ﬁ? &ﬁ&%iSl mmol ) and TFA (9.66 nL, 125.5 mmal).
i The reaction 10 rnight. The reaction m xture was

i evapor ated i n vaci3e-Dichleeh-pwidin-ddyii-h-{Bdtdimethok e Innpthihd-pheryhetheoxedt t o

i dryness. This poRgRAlédaNghe repeated three tines to afford

it 2- car boxynet hoxy- 3. 4- di met hoxy-benzoic acid methyl ester cor’rpoun(% 506b) as
L white Bolid. HNGHOMESHS) 58B618Hes) 146(1H, Doy 2843sd) 71TALAEM) 6 73
(1H, d), 4. 86 (BB (18) d),3.96(163 in)14.68)(2H3mP3.88kEH,3), 3.88 &3, ), 1.81(2H, s).
~Yield 6.71g (99%?). 12.1'ngﬂb xynmet hoxy- 3, 4- di met hoxy- benzoic acid nethyl ester
. (6.71g, 24.8 mvol’) "was™di sSolved in dry DMV (130 ml -) under argon.

 Propyl am ne (4. R3r@H: Ugh@vhroippn®edl added fol | owed by HATU (11.32g, 29.8

- mml.) and the reaction mxture was |eft overnight. The sol vent was

. evaporated in vacuo and the crude m xture was redissolved In EtOAc (150 ni).
. 20 \Wash the or gRrsparalinnS{compound 3861 4q. (2x50 nl), water (2x50 m-) and
vbrine (50 n5). The organi c phase was dried over Na2SO4, evaporated in vacuo
tand purified by fl chr omat ogr aphy usi ng 8 %r adi ent of Et OAc in heptane
- as eluent. 3,4-Di %xy- 2- propyl car banoyl M oxy- benzoi ¢ add net hyl ester
~ (conpound 506¢c) wa PMed as a white sol ' MR (CDCI 3) 6 = 8.47 (1H,
25 bs), 7.71 (11- 1, s), § 93 (31-1, s), 3.87

(311, 5), 3.83 O/YN\/\
0

Methyl 2,3,4-trimethoxybenzoic acid (25.7g, 114 mmol) was dissolved in DCM (

25 mL}) under argon. BCl; (133 mL of an 1M solution in DCM, 133 mmol) was

20 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
{CDCl3) 8 = 10.90 (1H, s), 7.59 (1H, d), 6.48 (1H, d), 3.93 (3H, s), 3.92 (3H, s},

25 3.89 (3H, s). 2-Hydroxy-3,4-dimethoxy-benzoic acid methyl ester (6g, 28.2
mmol) was redissclved in NMP (35 mL) and treated with tert-butyl bromoacetate
(42.4 mmeb) and K;C0;5 (42.4 mmol). The reaction mixture was heated to 50°C
overnight. The reaction mixture was poured into water (300 mL). The organic
preducts were extracted with EtOAc (2x100 mL}, and the combined organic



(312-1, s), 3.33 (21-1, qg), 1.64 (2H, M, 0.99 (3H, t). Yield 6.67g (86%.
CGeneral procedure for preparation of conmpounds with fornula Ir. wherein Ar
and HetAr is as defined above: 30 WD 2008/ 077404 PCT/ DK20071000564 94 Me
Ok Ov O 0 OMo 0 O Ar or HetAr Jr

3, 4- Di et hoxy- 2- propyl car banoyl nmet hoxy- benzoi c acid nethyl ester (28ng,

0.09 mmol ) obtained fromPreparation 6 and a Ar-Me or Het Ar-Me conpound 5
(1.2 eq, see below) was dissolved in dry THE (1 nL) under argon. The m xture
was cooled to 00 and treated dropwi se with LIHVDS (0.273 nL of a 1M
solution). CVORWSPEHMti on ni xture was brought to room PERPEWATWPS4 and | ef t
overni ght. The reaction was quenched w & NH4Cl (sat., 2 nL) and the organic
products were extract ed vvith Et OAc (2x2 nm). The conbi ned organi ¢ phases

was washed wt ) a ri ed ver
Na2SOM4, evaporpg?sga i \9%\ %’ 958 10301""v)e8{:ITCL Q#&%Eﬁg%g%%gn‘ﬁ - of owed by
st andard HPLCNg:fiQ.f iegapdrgad in U@ng anﬁawrlﬁed)d:edmse ctiremaioltaghy n!glfuoarpounds

ver e obt ai nedy  Ha.nFxagp! %t@@@ (iROR&Bt 5\% 28&@) eluent to provide 2-tert-
2-{6-[2-(6-Chloro-pyrazjn-2-y -aceté 3-di et hoxgvlp enox yl -
3

st an de. LG REORIEHIH SR 3 Fraeshoty-Reres . e rasthy Do ACOMASHRY 3 { Lv)
91% Het Ar sMe5082)G3l ® e6lodridse bhyH VR azbClg 20 E3Zsutph ed)28771((aa;rﬁptmde 287)
oot an de Lo (M NETRED 0 S DS s S (A er 585 S YEDBRe S vy
86% 25 Het Ar {w&) 2- mautogycnmohylmeﬂpua@%élmethoxy ~benzoic acid methyl ester
(8.19g, 25.1 mmol) was dissolved in DCM (50 mi) and treated with
triethylsilane {(4mL, 25.1 mmol) and TFA (9.66 mL, 125.5 mmoal), The reaction
10 mixture was left overnight. The reaction mixture was evaporated in vacuo,
redissolved in toluene (200 mL)} and evaporated to dryness. This procedure was
repeated three times to afford 2-carboxymethoxy-3,4-dimethoxy-benzoic acid
methy! ester (compound 506b) as a white solid. 'H NMR (CDCly) § = 12.6 (1H,
bs), 7.75 (1H, d), 6.73 (1H, d), 4.84 (2H, s}, 3.95 (3H, s), 3.92 (3H, s), 3.85
15 (3H, s). Yield 6.71g (99%). 2-Carboxymethoxy-3,4-dimethoxy-benzoic acid
methyl ester (6.71g, 24.8 mmol) was dissolved in dry DMF (130 mL) under
argon. Propylamine (4.1 mL, 49.8 mmol) was added followed by HATU (11.32g,
29.8 mmol) and the reaction mixture was [eft overnight. The solvent was
evaporated in vacuo and the crude mixture was redissolved in EtOAc (150 mL).
20 Wash the organic phase with CaCl; aq. (2x50 mL), water (2x50 ml) and brine

(50 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.
3,4-Dimethoxy-2-propylcarbamoyimethoxy-benzoic acid methyl ester . J
{compound 506¢) was obtained as a white solid. "H NMR (CDCl3) 8 = 8.47 (1H,

25 bs), 7.71 (1H, d), 6.70 {1H, d), 4.69 (2H, s), 3.93 (3H, s), 3.87 (3H, &), 3.83
(3H, s), 3.33 (2H, q), 1.64 (2H, m}), 0.99 (3H, t). Yield 6.679 (B6%).

General procedure for preparation of compounds with formula Ir, wherein Ar and
HetAr is a5 defined above:
30



Exanpl e 288 (conpound 288)

2-{6-(2-(2,6-D chl oro-phenyl)-acetyl]-2, 3-di net hoxy- phenoxy} - N propyl -

acet am de V\O 2 00 810 7 74 04 PCTI DK2007/000564 95 "H NWR (CDCI3) S = 7.84
(1H, bs), 7.34 (2H, d), 7.19 (1H t), 6.77 66 (2H,
s), 4.60 (2H §3“§°73%“(3H, s), 3.86 (3H, s), 3.25 (2H, d’)c(”]'“"f"‘ﬁ’é“"f“éH

0.86 (3H, t). Ar-Me: 1, 3-Dichloro-2-net¥l-benzene 5 Exanple 289 (corrpound
289) 2-[2, 3-Di nmet hoxy-6-(2-pyridin-4-yl-acetyl)-phenoxy]-N propyl -acet am de
'H NMR (DMBO-de) 5. 49 (2H, bs), 8.15 (1H, t), 7.&%e(1H d), 7.24 (2H,
d), 6,95 (1H, d), 4.56hé?2_<H, s), 4.44 (2H, s), 3.88 [3H, la;%/e 3.77 (3H, s),
3.09 (2H, 10 q), , 0.81 (3H, t). Het AL<Ng; oy t hyl - pyri di ne

Exanpl e 290 (conp 290) H H

2-[ 2, 3- Di met hoxy-¥ p el g9t acet yl ) - phenoxy Meerani de 15
LG M5 (METHOD B): (jmz)” 42314 (MH+); RT = 2,45 nin; | y ( = 100%
Het Ar - Me: 4- %I‘}{}% X nol @ne Exanpl e 291 (conpoupd O

2-[ 2, 3- D net hoxy-"6- ( 2- pyr azi n- 2-yl -acet yl ) - phenoxy| - N-pr opyl - acet am de 20

LC/ M5 (METHOD B): Cmz) 374.1 (M#); RT = 2.58 ni ®roptetAry (Uv) - 819% He to
r-Me: 2-Methyl- py ra z i ne Exanple 292 (conpound 292)

acet am de L V& (REFHEY S PArHE ety ettt S s LA () -

100% H et Ar - M@ mmol qhsained from. Rreparptiomr andi & As-Ma arpethrads comeapdund 293)

30 5 {1.2 eq, see below) was dissolved in dry THF :51 ml) under argon. The mixture )
2-{6-[2-(3, 5- Dbrorr?doty g ¥d) acet rj thox Phenoxy I\S-propyl-
acet am de was coocled to 0% and treated dropwisé with L:HMDS 273 mL of a 1M solution

(- The reaction mixture was brought to room temperature and left overnight. The
reaction was quenched with NH,Cl (sat,, 2 mL) and the organic products were
extracted with EtOAc (2x2 mLl). The combined organic phases was washed with

10 NaCl (sat, 2 mL). The organic phase was dried over Na,50,, evaporated /n vacuo
and redissolved in MeOH (0.350 mL) followed by standard HPLC purification.

Using this pracedure the following compounds were obtained:

15 Example 286 (compound 286}
2-{6-[2-(6-Chloro-pyrazin-2-yl)-acetyl ]-2, 3-dimethoxy-phenaxy}-N-propyl-
acetamide
LC/MS (METHOD B): (m/z) 408.4 (MH+); RT = 3.33 min; purity {UV) = 91%
HetAr-Me; 2-Chlorp-6-methyl-pyrazine

. . 20

( Example 287 (compound 287)
2-{6-[2-(3-Bromo-pyrazin-2-yl)-acetyl]-2,3~-dimethoxy-phenoxy }-N-propyl-
acetamide _ '
LC/MS (METHOD BY}: {m/z) 454.3 (MH+); RT = 3.26 min; purity (UV} = 86%

25 HetAr-Me: 2-Bromo-3-methyl-pyrazine

Example 288 {compound 288}
2-{6~[2-(2,6-Dichloro-phenyl)-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide



LG M5 (METHOD 5): (mz) 531.0 (M#); RT = 3.68 min; purity (W) = 100%

Het Ar- Me: 3, 5- 01lbr ono- 4- et hyl - pyri di ne WO 2008/ 077404 PCTI DK20071000564 96
Exanpl e 294 (conpound 294)

2-{6-[2-(6-Chl oro-pyrimdin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N propyl -
acetam de LC/MS (METHOD B): (m(z) 408.3 (MH); RT = 3.19 and 3.79 mn
(probably 5 keton and enol isoner); purity (UV) = 100% Het Ar - Me:

4- Chl oro- 6-net hyl - pyri m di ne Exanple 295 (conpound 295)

2-{6-[2-(4-Chl oro-pyridin-2-yl)-acetyl]-2, 3-di net hoxy- phenoxy}-N propyl- 10
acetami de LC/'WB2004148D B): (il z) 407.4 (MH); RT = 3. 5CCHRIDE200pMosay (UV) =
100% Het Ar-Me: 4-Chl oro-2-net hyl - pyri disge Exanpl e 296 (conpound 296) 15
2-{6-[2-(2-Chl oro-pyridin-3-yl)-acetyl] -2, 3-di met hoxy- phenoxy} - N- propyl -

t d LC/ |\/H+ ; =,3.2 i 0 t =
100% " Het Ar- VR AR . RBRICEH. g 188 SN, Bk iae2d S Qheobd 267)
212, 33 ot e, {258 E2herop- 3, S 7SS (3h) RS 3mSR oy -

acetam de LU FiﬁDo z) 403.3 (MH); RT = 3.24 min; purity (W) =
100% Het Ar - I\{S‘l#\lﬁé @543#9 hyl - pyri di ne 25 Exanpl e 298 (corrpound 298)

2-{6-[ 2- (2- Cydrdigyyle3- Qichlﬁm'ﬁ‘rfyf-‘thﬂel’tequez 3- di met hoxy- phenoxy} - N- pr opy! -

acetamde LC/MS (METHOD B): (m(z) 398.4 (MH); RT = 3.23 min; purity (W) =

339/3 30 Het Ar I)\(/alenn Iﬂefzygtchgll B rlngne 2-carbonitrile Exanple 299 (conpound
2-[2,3-Dimethoxy-6-(2-pyridin-4-yl-acetyl)-phenoxy]-N-propyl-acetamide

'H NMR (DMSO-dg) & = 8.48 (2H, bs), B.15 (1H, t), 7.55 (1H, d), 7.24 (2H, d),

6.95 (1H, d), 4.56 (24, s), 4.44 (2H, s), 3.88 (3H, s), 3.77 (3H, 5), 3.09 (2H,
10 q), 1.42 (2H, m}, 0.81 (3H, t).

HetAr-Me: 4-Methyl-pyridine

Example 290 {compound 250
2-[2,3-Dimethoxy-6-(2-quinolin-4-yl-acetyl}-phenoxy]-N-propyl-acetamide

15 LC/MS {METHOD B): {(m/z) 423.4 (MH+); RT = 2,45 min; purity {UV) = 100%
HetAr-Me: 4-Methyl-guinoline

Example 291 (compound 291}
2-12,3-Dirmethoxy-6-(2-pyrazin-2-yl-acetyl}-phenoxy]-N-propyl-acetamide

20  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)-acetyl1-2,3-dimethoxy-phenoxy }~N-propyl-

25 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)

30 2-{6-[2-{3,5-Dibroma-pyridin-4-yl)-acety!]-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



2-[ 2, 3- D net hoxy- 6- (2- pyri.dazi n-3-yl -acetyl)-phenoxy) - N-propyl - acet am de
LCOMS (METHOD B): (mz) 374.2 (MH); RT = 2.39 mn; purity (UV) = 90% WO
2008/ 077404 PCTI DK20071000564 97 H etAr- Me: 3-Methyl -pyridazi ne Exanpl e
300 (conpound

2-(2-tert-But y‘%‘g%%"é"% di chl or o- pyri di n-4-yl) - 1- {2 [ 2- (PETHI%WB"“B%nyU

et hoxy] - 3, 4- di met hoxy- phenyl } - et hanone W86Ove W/ FOWB F 0 - 3 OC CI
ad ad NN NI H O

2- (3, 5-Dichlorgs YoRYidnihddng »¥hy - 1-{2-[ 2- (4-f 1 uor o- phenyl ) - et hoxy] - 3, 4-
10 di met hoxy- p%‘%’%ﬂ‘ejﬁ_ﬁg ned from exanple 272 was converted into
2- (2-tert-Butgt ¢i-Ghigragpwimiging-phracetiyh-243-gimethexysphepoxy-Roevb- phenyl ) -

et hoxy] - 3, 4- di getrtheis- phenyl } - et hanone according to the procedure descri bed

in.1. O Ch 54-57, Pure
o (2-tert 9t yﬁ@rﬁ%@%—%[’o‘?km@% 4083 (MH+); RT = 3.19 and 3.79 min (probably
pyri di n- 4- yls5) - ketoR-ap2 efd-ifdmeyy;opupine (UM))= £00%WXY] - 3, 4- di met hoxy- phenyl } 15

et hanone was (V\)/ﬁ+?! r}%‘pbgg;fa@%twg%&mrl fi catl on. { LC Ms (METHOD B):

(mz) 535.2 ( = 100% Exanpl e 301 (conpound

301) 20
2-(2-am no- 3, SEgérﬁ@éQgQIMd'oqmzésyl) 1-{2-[2-(4-fl uoro-phenyl)-ethoxy] -3, 4-
,? IC\r;E t ho%prhonQY,gGl[z_ r-]((2_‘{1-‘c(?rrc])-e-'\pyrrl in-2- :-LaothZ; 0243%%ét%yoggéngggfﬁ%mgﬁ Ve Ove

10 acetamide
" LC/MS (METHOD B): (m/2) 407.4 (MH+); RT = 3.50 min; purity {UV) = 100%
- HetAr-Me: 4-Chlorp-2-methyl-pyridine

Example 296 (compound 296}

15 2-{6-[2-(2-Chloro-pyridin-3-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide
LC/MS (METHOD B): (m/z) 407.4 (MH+); RT = 3.26 min; purity (UV) = 100%
HetAr-Me: 2-Chlore-3-methyl-pyridine

20 Example 297 (compound 297}
2-{2,3-Dimethoxy-6-[2-(2-methoxy-pyridin-4-yl)-acety!]-phenoxy}-N-propyl-
acetamide
LC/MS (METHOD B): (m/z) 403,3 {MH+); RT = 3.24 min; purity (UV) = 100%
HetAr-Me: 2-Methoxy~4-methyl-pyridine

25

(__ Example 298 (compound 298}
2-{6-[2-(2-Cyano-pyridin-4-yi)-acetyl]-2,3-dimethoxy-phenoxy}-N-propyl-
acetamide
LC/MS (METHOD B): (m/z) 398.4 (MH+); RT = 3.23 min; purity {UV) = 94%

30 HetAr-Me; 4-Methyl-pyridine-2-carbonitrile

Example 299 (compound 299)
2-[2,3-Dimethoxy-6-(2-pyridazin-3-yl-acety!}-phenoxy]-N-propyl-acetamide
LC/MS {METHOD B): (m/z) 374.2 (MH+); RT = 2,39 min; purity {(UV) = 90%




Cl CI G C NhN" N NH2

2-(2-tent-Butylam no-3, 5-dichloro-pyridin-4-yl)-1-{2-[2-(4-fluoro-phenyl)

et hoxy] - 3, 4- di net hoxy- phenyl } - et hanone obt ai ned from exanple 300 (16.5 ng,

5 0.0308 mol ), triethylsilane (2 eq.) and TFA (0.1 nl) In dichl oroet hane
(0.2 L) was heated to 50C for 24 hours. The crude m xture was evapor at ed
in vacuo, redissolved in dichloroethane (1 nL) and washed with NaHCO8 (sat,
2x0.5 nL). The organi c phase was dried over Na2SO4 and t he sol vent
evaporated in vacuo. Pure 2-(2-am no-3,5-dichloro-pyridin-4-yl)-1-{2-[2-(4
10 f 1 uor o- pheWigRyosetiaxy] - 3, 4- di met hoxy- phenyl } - et hanonecwagzmbtmssaaed by
flash chronmat ography using a gradient ef MeOH i n di chl oronet hane as el uent.
LG M5 (METHOD 6) : (niz) 479 3 (MH); RT =4.53 mn; purity (UV) = 100% 15
Exanpl e 302 (conpound 3

2- (3, 5- Di chl oH8As e Weﬁ‘ykll“)”diz"(‘% et hoxy- 3- net hoxy- 2- phenet hyl oxy- phenyl ) -
et hanone WD 2008/ 077404 PCT/ DK2007/000564 99 O\ / ~OOW co 00 O C1 d
C NN

3- (3, 5-Di chl oF§RMRIeAY0 (comeoad 301, 1 i ot hoxy- 2- phenet hyl oxy- pheny! ) -

et hanone obt aRri@deftristylaniapi, &-dichierg-ggid -fy)-b-{2-[Ardtuomeshanybat ed with 5

pi peri di ne 5(0e§,°gh%_ QQﬁ'm@éﬂBW phdhyBetidnone The yel | ow suspension was heated to
90C for 54 hours he sol vent was evaporated in vacua. The crude nixture was
treated with NHACI (sat., 1 nlL) and the organic products were extracted with
Et OAc (3x2 nL). The gwmbined organi ¢ phases was dri ed ®Mer Na2SO4 and
evaporated in vacuo. Purigfl\chati on by flash chromatography ygeng a gradigent
of 10 EtOAc in tol 2 ue gvi ded

hydr oxy-
3 nethoxy 2- pheneth f hanone as a white

2-(3,5-Dichloro-1-oxy-pyridin-4-yi)-1-{2-[2-(4-fluoro-phenyl}-ethoxy]-3,4-

10 dimethoxy-phenyl}-ethanone obtained from example 272 was converted into 2-
(2-tert-Butylamino-3,5-dichlora-pyridin-4-yt}-1-{2-{2-(4-fluoro-phenyl)-
ethoxy]-3,4-dimethoxy-phenyl}-ethanone according to the procedure described
in J. Org. Chem. (2007), 72, 4554-57_ Pure 2-{2-tert-hutylamino-3,5-dichloro-
pyridin-4-yl)-1-{2-[2-(4-fluoro-pheny!}-ethoxy]-3,4-dimethoxy-phenyl}~

15 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)
20  2-(2-amino-3,5-dichloro-pyridin-4-yl}-1-{2-[ 2-{4-fluoro-phenyl)-ethoxy]-3,4-
dimethoxy-phenyl}-ethanone



(209 . 2-(3,5-Dichloro-pyridin-4-yl)-1-(4-hydroxy-3-nethoxy-2-phenet hyl oxy-
phenyl) - et hanone (5.5 ng, 0.013 mml) was dissolved in DVMSO (0.45 nL) and
treated with K2CO3 (0.019 nL of a 1M ag. solution) followed by ethyliodide
15 (0.019 nL Qg gm) . olution in OMSO . The reaction mxture was left at rK
for 48 hours &R éMr ¥ ed by standard HPLC purification. PCTDRIY 0003604
2-(3,5-Dichloro-pyridin-4-yl)-

1- (4- et hoxy- 3- et hoxy- 2- phenethyloxy-phenyl) et hanone was obtalned as a
colourless solid. Yighg3.2 ng (36% 20 1H NWR (CQghe’S) o = 8.48 (2H, s),
7.59 (1H, d), 7.27 (4 7.11 1|—|= t), 6.73 (1 448 4H,.m, 4.14
(2H, q), 3.78 (3H PDE4 assay

S , 3. X (2 1.49 (3H t) 2
25 Hunan reconbi nan B 4 Gened k accessi on no i
for 1 hour, respectiWwely,o'w The test conpound a ' +rat¥ons up to 10

i ncubat ed

i ncubati on, th@|cl eavagg of the substrate isgueva uathzd by the binding of
ShA ads, which generate emyy” | um nescence when bound
J j%The AVP product 5 inkibfts the binding of the
radi oactive tracer No eads, and the | um nesdent NHgignal is conpet ed.
The results are cal cul a ed as the nolar concentrations resulti ng in 50%
inhibition of the substrate cl eavage conpared to controls sanples, and are

d - - 150- 155,
%?f ggge 283-2 '3?'%’%%%‘&%'“245%%B%q§'i%}qé4bzl&4@i&9%%" 560- 272,
274-5, 277- 285¢thpgyl-Z4alimethpxy-phenytpefbange pbiaieedinom surrarie 3G0M1¢.6 m®
efficient ighibigkes Snmbfh hméu%ub@cpz @B@ arld_TrAbEY.€ rBt.) iJan.Em@rsedhené@élz

el o el cang, TP kPRl LR, Ionenuchear 65l e EOMR P o
1: 1, and the PBMioj sed:ssolvaﬂ gd dighldrbethane (1 mL) and washed with NaHCO; (sat,
2X0.5 mlL). The organic phase was dried over Na,S0, and the soivent
evaporated in vacuo. Pure 2-(2-amino-3,5-dichloro-pyridin-4-yl)-1-{2-[2-(4~
10 fluoro-phenyt}-ethoxy]-3,4-dimethoxy-phenyl}-ethanone was obtained by flash
chromatography using a gradient of MeOH in dichloromethane as eluent.

LC/MS (METHOD B): {m/z) 479.3 (MH+); RT = 4.53 min; purity (UV) = 100%

15 Example 302 {compound 302)
2-(3,5-Dichioro-pyridin-4-yl)-1-{4-ethoxy-3-methoxy-2-phenethyloxy-phenyl)-

ethanone



use of Lynphoprep tubesTM (Nyconed, Norway). The PBMC is suspended in 20
RPML1640 with 2 % foetal calf serum (FCS), pen/strep and 2 mM L-gl utam ne at
a concentration of 5 x 105 c¢/m . The cells are pre-incubated for 30 m nutes
with the test conpounds in 96 well tissue culture plates and stinulated for
18 hours wth |ipopolysaccharide 1 ng/m (Sigma). The level of TNF-a is
measured in the culture supernatant by enzynme imuno assays using primary
and secondary 25 biotinylated anti bodies from R& systens. Results are
expressed as pl CSO val ues cal culated frominhibition curves using as
posi tive cow®yNewde secretion in LPS stinul ated wel PeI/BKmoEBOSAE£gat | Ve
controls the secretion in unstimnulatedggcells. Conpounds 101, 104, 106-138,
140- 148, 150-153, 155, 157,161-164, 168, 30 170, 171, 176, 177, 182-186,
188-190, 193, 202-206, 208-241, 243, 244, 246, 248, 249, 251-258, 260-275,
: : 1L : shetirgt o be efficient
i nhibitors vm'th-lo ‘ . /DK2007100 05 64

R11 . 51 wherei
represent -CH or
represent -CH or
and form part of

Ci

2-(3,5-Dichloro-pyridin-4-yl}-1-(3,4-dimethoxy-2-phensthyloxy-phenyl)-
ethanone obtained from example 112 (89.3 mg, 0.1 mmol) was treated with
5 piperidine (0.8 mi} and water {0.32 mlL). The vellow suspension was heated to
90°C for 54 hours. The solvent was evaporated /in vacuo. The crude mixture was
treated with NH,Cl (sat., 1 mL) and the organic products were extracted with
EtOAc (3x2 mlL}. The combined arganic phases was dried over Na;S04 and
evaporated in vacuo. Purification by flash chromatography using a gradient of
10  EtOAc in toluene as eluent provided 2-(3,5-dichloro-pyridin-4-yt}-1-(4-hydroxy-
3-methoxy-2-phenathyloxy-phenyl)-ethanone as a white solid. Yield 8.6 mg
(20%). 2-(3,5-Dichloro-pyridin-4-yl)-1-(4-hydroxy-3-methoxy-2-phenethyloxy-
phenyl}-ethanone (5.5 mg, 0.013 mmol) was dissolved in DMSQ0 (0.45 mL) and
treated with KyCO; {0.019 mL of a 1M aq. solution) followed by ethyliodide

15 (0.019 mL of a 1M solution in DMSQ0). The reaction mixture was left at rt for 48 (o

hours and purified by standard HPLC purification. 2-(3,5-Dichloro-pyridin-4-y1)-
1-(4-ethoxy-3-methoxy-2-phenethyloxy-phenyl)-ethanone was obtained as a
colourless salid. Yield 3.2 mg (36%).

20 'H NMR (CDC;) 6 = 8.48 (2H, s), 7.59 (1H, d), 7.27 (4H, m), 7.11 (1K, 1), 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

25 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,



wherein R represents al kyl, al kenyl, al kynyl, haloal kyl, hydroxyal kyl, or
15 al kyl carbonyl, all of which are optionally substituted by one or nore,
same or different substituents selected fromR4, or Rl represents hydrogen;

R2 represents cl oal kyl, al kenyl, cycl oal kenyl, al kynyl, hal oal kyl,
hydr oxyal kyl w&ép‘é{%é‘y%l oal kenyl, alkylaryl, arylalkyl . } ar bonyl ,
20 alkylcarbonyloxy or alkoxyalkyl al F0%f which are optionally substituted
by one or nDre sane or different substituents sel ected from 115; or

represents (9?(1 2 aﬁg twﬁoﬁﬁﬁouﬁ%ﬁrm%ﬁ@#{'ew cycl oal kyI

al kenyl , cycloa ken : al oal dro

het er ocycl oal Hahejied C‘H‘f“kﬁté %/P”d efritpe H]CRQA‘:'W&*W'G&IVR%( ¢he Bwate L8
2005/ 077404 P@él%@@?kﬂ@ﬁﬁﬁiﬂg ot the mﬁ(b(ﬂoﬁé’d’tQQEthbéﬂds, Whichlgenxrsad kyI all of

whi ch are optipnally substit i ff
onbeti fuent o €BF BRI ARET RN ook o e adafene tablr S AP produe "
-CH2-C( O - tret emttﬂmgsaheaiddyig o the GdRad{ve)thiegr &l the bEacR, reg theslemtrestentir ogen,

al kyl, al kenylg ‘g#ﬂ.}q Eal ogen, oxo, al koxy, hydroxy, or haloal kyl; R5
represents al 5@ car al kyl, al kenyl, cycl oal kenyl, al kynyl,

hal oal kyl , 6%ﬁUIt§Pre eyslated ReciigImolergopeansptionsseaving il 4%, ar yi oxy,
al koxycar bO”Y'llﬂthon &&habkw@é@@élt@mgé corfpdBX Yo catittoaadpies] andsingl . @

het erocyclic rin al kyl t hi o, al kyl carbonyl am no, hydroxy,
al kyl car bonyl *© %‘% Eg gcﬁﬁ Q%kyl car bonyl oxy, or am no, all of which are

optionall ylnsum:smpbum:BdMy 103)e1 00y losClm)rlép A 561206, 208223618, | tuent S

sel ected from, bg be nitro;
15 R6 representgg a k Iarifs,ozcar 5( gyd%'élég?% Z?i ?,,az ?oaﬁgéigg? al kynyl ,
hal oal kyl , c?@Bo@ﬂﬁk?pl aU?éOZ)&'IeRBe‘:‘rWWn t@éf—'l@ﬁ?ﬁ@t '"hﬁ’y‘drsdw?aﬂkg'lwsa éM%/I oxy,

| koxycar bonylagg%,s al koxycar bonyl , al koxy, al koxyal kyl, aryl, a

het erocyclic ring, am nocarbonyl, alkylthio, alkylcar bonyl am' no,

aryl carbonyl, hydroxy, alkyl car bonyI , 20 al kyl car bonyl oxy, or am no, all of
whi ch ar e wpt Egmable\B0dubstituted by one or nore, sane or different
substituents spigeted.dd.0om Rs; or R6 represents hydrogen, oxo, hal ogen,

cyano, or nitro,
Human peripheral blood mononuclear cells (PBMC) are isolated from buffy coats.

The blood is mixed with saline at a ratio of 1:1, and the PBMC is isolated by the
use of Lymphoprep tubesTM (Nycomed, Norway). The PBMC is suspended in

20  RPMI1640 with 2 % foetal calf serum (FCS), pen/strep and 2 mM L-glutamine at
a concentration of 5 x 105 ¢/mi. The cells are pre-incubated for 30 minutes with
the test compounds in 96 well tissue culture plates and stimulated for 18 hours
with lipopolysaccharide 1 mg/ml [Sigma). The level of TNF-a is measured in the
culture supernatant by enzyme immuno assays using primary and secondary

25 bictinylated antibodies from R&D systems. Results are expressed as pIC50

( values calculated from inhibition curves using as positive controls the secretion

in LPS stimulated welis and as negative controls the secretion in unstimulated
cells.
Compounds 101, 104, 106-138, 140-148, 150-153, 155, 157,161-164, 168,

30 170,171, 176, 177, 182-186, 188-190, 193, 202-206, 208-241, 243, 244, 246,
248, 249, 251-258, 26Q-275, 277-282, 284, 285, 288-290, 292 and 293 were
shown to be efficient inhibitors with -log ICsy (M) above 6.



R7 represents al kyl, al kenyl, cycloal kyl, cycl oal kenyl, al kynyl, al koxy,
hal oal kyl, - 25 al kylthi o, heterocycl oal kenyl, heterocycloal kyl, aryl,

al kyl carbonyl, heteroaryl, aryloxy, alkoxycarbonyl, hydroxyal kyl, am no,
hydr oxy, or carboxy; all of which are optionally substituted by one or
nore, same or different substituents selected fromR G or R7 represents
hydr ogen, hal ogen, or oxo; 30 Rs represents al kyl, alkenyl, cycloalkyl,
cycl oal kenyl , al kynyl, al koxy, hal oal kyl, alkylthio, aIkyIsquonyI

al kytsul finyl, heterocycloalkenyl heterocycloalkyl ar al k Icarbonyl
heteroaryl, WOHBE4%,0 Koxycar bonyl, hydroxyal kyl nnﬁ%“mﬁﬁ @%

car boxy; aft of which are optlonally sidisti tuted by one or nore,

2008/ 077404 PCT/ DK20071000564 103 sane or different substituents selected
from Rlo; orlﬁﬁw%epresents hydr ogen, hal ogen, or oxo; RO represents

hydr ogen, al ky al oal kyl, or hydroxyal kyl; 5 Rlo represents hydrogen,
al kyl , oxo, hydroxy, hal ogen, carboxy, am no, al koxy, haloal kyl, or
hydroxyalkyl1‘Rcoﬁggﬁﬁﬁaﬁ&q"@qgﬂgﬁ“mpre same or different substituents
sel ected fromiO hydrogen, halogen, cyano, amino, alkyl, nethylsulfinyl,
met hyl sul fonyl, am no, cyano, or al koxy; R12 represents al kyl aryl,

aryl af kyl , carboxy, al kyl, a)kenyl R al kynyl, hal oal kyl, cycl oal kyl,
cycl oal kenyl , carbanoyl , hydroxyalgyl aryloxy, al koxycar bonyl oxy, i5

al koxycar bonyl , al koxy, al koxyal kyl a heterocycllc ring,

am nocar bonyl, al kylthio, alkylcé g Iaﬁﬁ hydr oxy, al kyl carbonyl,
aryl carbonyl, al kyl carbonyl oxy, 1 no, aII of whi ch are optionally
substituted by one or - nore, same~gF dfifgrent substituents selected from
RB, or R12 represents hydrogen; with the proviso Rl, R2 and R3 cannot
all be nmethyl; with the proviso thakh,when R2 and R3 are both hydrogen, Rl
cannot be nethyl or

wherein X;, Xz, X3, X4 and Xs independently of each other represent ~CH- or N;

10 or X3, X4 and Xs independently of each other represent —~CH- or N, and X; and X3
independently of each other represent C and form part of an additional 6-
membered aromatic ring;

wherein R; represents alky), alkenyl, alkynyl, haloalky!, hydroxyalkyl, or
i5 alkyicarbonyl, all of which are optionally substituted by one or more, same or
different substituents selected from R4, or R, represents hydrogen;

R, represents alkyi, cycloalkyi, alkenyl, cycloalkenyl, alkynyl, haloalkyl,
hydroxyalkyl, heterocycloalkenyl, alkylaryl, arylalkyl, alkylalkoxycarbonyl,

20 alkylcarbonyloxy, or alkoxyalkyl, all of which are optionally substituted by one or
rmore, same or different substituents selected from Rs; or R, represents
hydrogen or =CH,-C{O}NRg-Ry3;

Rj reprasents alkyl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, haloalkyl,
25  hydroxyalkyl, heterocycloalkenyl, alkylaryl, arylalkyl, altkylalkoxycarbonyl,



hydrogen; with the proviso that when R1L is nethyl or hydrogen, R2 is nethyl
and R3 is 25 hydrogen, then ring B cannot be phenyl; and pharnaceutically
accept abl e and physiologically cl eavable esters, pharnaceutically
accept abl e sal rates, N-oxides or solvates thereof. 30 2. A conpound
according to e*égﬁg%ﬁ“aherein ring B represents pyridyl, PoyPEFH07{§0564

qui nol yl, pyrimidinyl or pyridazinyl opti®nhally substituted with one or
nore sane or different substituents selected fromfluoro, chioro, brono,

cyano, | met Mox e MigefitClr 48130, WPoPRARA 7 AnBFILEKARRIAN0RGY 104 3.
A conpound according to any one of clains I- erein ring B, ‘optionally
substituted wi fMPrREPMe Qs iftesentcubatyanis paienter f59mdsi PRR:)rePEESERIF azi ny| |

4- (13- brono- pyhidhghen, “EHE-8(O)y-BétBFoRPIM bAYER,-Ce)NRs-RI| Or 0- pyri m dinyl),
2-(4-chloro-pyridyl), 3-(2-chloro-pyridyl) , 4-(2-nmethoxy-pyridyl),

4- (2-cyano-pyridy)), 3-pyridazinyl, 5

4- ( 2- t ent - bt y Rareprasedts Swdiogén, ailyd, mkeingly Blkynyl, halogen, oxo, alkoxy, hydroxy,

4-(2-am no- 3, 56%95'%!9}!0‘ pyridyl), 4- (3,5-dichioro-pyridyl),

2- (3-brono-pyrazinyl),” 4-pyridyl, 4-quinolyl or 4-(3,5 - d

i chl oro-1-oxy-pyri dy | ). 4. A conpound according to claim1, wherein
fornula | represesprésef@eakddryl, d&tbbdy, BB alik@énylReyickikery), &kfhyl, haleklkkl, O X3 1z

P el XS FERRIRE Y gk ok PR RN S SRR o
accordi ng ti6 aakoxyrerbofiylf hlkoxyr elkexiialky!, @ndi anbetsheydicninBzaminocarbonyl,
alkylthio, alkylcarb onylamino, hydroxy, alkyicarbonyl, arylcarbonyl,
- alkyicarbonyloxy, 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;
15
Rs represents alkylaryl, carboxy, alkyl, alkenyl, cycloalkenyl, alkynyl, haloalky),
cycloalkyl, cycloalkenyl, carbamoyl, hydroxyalkyl, aryloxy, alkoxycarbonyloexy,
alkoxycarbony!, alkoxy, alkoxvyalkyl, aryl, a heterocyclic ring, aminocarbonyl,
alkylthio, alkylcarbonylamino, arylcarbonyl, hydroxy, alkylcarbonyl,
20  alkylcarbonyloxy, or amino, all of which are optionally substituted by one or
more, same or different substituents selected from Rg;

or Rg represents hydrogen, oxo, halogen, cyano, or nitro;

R; represents alkyl, alkenyl, cycloalkyl, cycloalkenyl, atkynyl, alkoxy, haloalkyl',
25  alkylthio, heterocycloalkenyl, heterocycloalkyl, aryl, alkylcarbonyl, heteroaryl,
( aryloxy, alkoxycarbony!, hydroxyalkyl, amino, hydroxy, or carboxy; all of which
are optionally substituted by one or more, same or different substituents
selected from Ryp;
or Ry represents hydrogen, halogen, or oxo;
30
Rs represents alkyl, alkenyi, cycloalkyl, cycloalkenyl, alkynyl, alkoxy, haloaikyl,
alkylthio, alkylsulfonyl, alkylsulfinyl, heterocycloalkenyl, heteracycloalkyl, aryl,
alkylcarbonyl, heteroaryl, aryloxy, alkoxycarbonyl, hydroxyalkyl, amine,
hydroxy, or carboxy; all of which are optionally substituted by one or more,



represents Cl-C6al kyl, Cl-C6al kenyl, Cl1-C6al koxyd - Céal kyl ,

hydr oxyCl- C6al kyl , hal oCl- C6al kyl, Cl-C6al kyny[, Cl-C6cycloal kyl, G

Coéal kyl C6-C oaryl, Cl1-C6al kyl C1_ 5al koxycarbonyl or Ci1-C6al kyl carbonyl oxy,
all of which are optionally substituted by one or nore, sanme or different
substituents selected fromRs. 25 WO 20081077404 PCT/ DK2007/ 000564 10s 7. A
conpound according to any one of the preceding clains wherein R2 represents
nmet hyl, ethyl, propyl, tert-butoxycarbonyinethyl, altyl, difluoronethyl,

et hyl benzene, nethyl benzene, butenyl, hydroxyethyl, tolyl, pentenyl,

met hoxyet hy| WORMBHOF  prdpi nyl, cyclopentyl, all of WRCHRKWE0WHHE onal |y 5
substituted by one or nore, sane or difdBerent substituents selected fromR5.
8. A conpound according to any one of the preceding clains wherein R3
represents t hyl h . : t vl ntyl, hexyl, hydroxyethyl,

but enyl , pg%?@ fr?ﬁ%‘%@F?ﬁ%ﬁgﬁgi?@aﬁéﬁ§9f§”hethyIbenzene, et hyl benzene,

et hyl pyri di ner R reptasegts hydrobero\halogem. appktienzene, net hyl napht hyl ,

et hyl napht hyl , net hyl car bonyl net hoxy, methyl carbonyl et hoxy, methoxyet hyl,

met hoxypropyl, all of which are og}ionally subftituted by one or nore, sane
or different RsEppesentsfwatogenaligbthalpathrbfl RrowaiiliRe substituent bei ng

optionally substituted wth one or nore, sane or different substituents

selected from Rs re sent - - - he cycl oal kyl
o G- (O e pas el BGH: R By e R B O g
cl ai ms wher eihalogByl, pelmdesexyaky!; net hyl , tert-but oxy, ethenyl, cycl opropyl,

propenyl, phenyl, butenyl, propinyl, nethylhydroxy, ethinyl, allyl, ethyl,

or nethoxy, 20 all of which are optiopally substituted by one or nore, sane
or different RudEHEFHTRAM Y ’E@’Feﬁ&o&“p’%‘?ﬁéﬁugﬁﬂuw F"Sﬁ"rt%'zgﬂ'?s hydr ogen, oxay
chi oro, fiouom@drogen, hialpde eyandl @mink, alkplp metitisatfinel, eiettyyldutfoaylyamine, of t he )

precedi ng cl gj N R6 25 represents ethenyl, nethyl, tert-butoxy,
i soxazol yl %ggﬁb§egkﬁ¢bpinyl, but enyl, phenyl, pyridyl, benzoxazol yl,
thiazolyl, [1,3,4]thiadiazolyl, [1,2,4]oxadiazolyl,

2, 3- di hydr o- IRt rbs@bdmiPhitbiaryR aRAXNy1, LAAPNARM] alkdhyd RynyIEhil¥diky but yl , pentyl,

a1 T SOPLORSAN, SO carslRIN G, SRR LNy o oPEnT

15 aikoxycarbonyi, alkoxy, alkoxyaikyl, aryl, a heterocyclic ring, aminocarbony!,
alkylthio, alkylcarb onylamino, hydrdxy, alkyicarbonyl, aryicarbonyl,
alkylcarbonyloxy, or aming, all of which are optionally substituted by one or
more, same or different substituents selaected from Ry,
or Ry; represents hydrogen;

20 '
with the proviso R;, R, and R cannot all be methyl;
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 Ry is

25  hydrogen, then ting B cannat be phenyl;

and pharmaceutically acceptable and physiologically cleavable esters,
pharmaceutically acceptable salts, hydrates, N-oxides or solvates thereof,

30 2. Acompound according to claim 1, wherein ring B represents pyridyl,
pyrazinyl, quinolyl, pyrimidinyl or pyridazinyl opticnally substituted with one or
more same or different substituents selected frorn fluoro, chlore, bromo, cyang,
methoxy, -NH; or C;..amino.



tolyl, toluoyl, benzoyl, carbonyl naphthal ene, ethyl benzene, quinolinyl,
-NH2, 30 et hoxycarbonyl, nethoxycarbonyl, carbanoyl, isoindole, nethylam ne,
pyrrolidyl, morpholinyl, nethylsulfonyl, nethylsulfinyl, butylam ne,

propyl am ne, cycl oheptyl, hydroxyethyl, hydrox | |ndanyl,
or ethoxyethytﬁHEékﬁF% mhich are optionally substituted Xﬁg@g%

sanme or different WD 20051077404 PCT/ DK2®40 7/0005 6 4 106 substltuents
selected fromRe, or R6 represents hydrogen, oxo, fluoro, chloro, or cyano.

11. A conpound g aﬁ%%gbtﬂ%léc%u%ﬁ% tﬁ@ﬁgg{w F%lﬁgﬁcf%ﬂégeﬁwﬁopyw iﬁoxy

represents, meth pheny cg

met hoxy, all y|5ub9éltqt@wtth Rewtr W%eatsb% EhionegRyr mw* 4-E3r8rammeexy| |

nmet hoxycar bonyl yrldyFPJhQ Nibrdn&ppfﬁﬂ?!)x% 6=chigFo- pffﬁﬁlhﬁ}vﬁnlilﬁvchw& Fﬂl.dy@blt nyl,
en

hol I I"sul f I
vl oxynet hyl 3 (Mt%wéw% A tﬁsxﬁat#ﬁ%’is GrSpp PV o prmeagingh
pi peridinyl 5 a@e{&ytbrt—hlﬁyfﬁrhinotﬂ)mtdhtorccpsarltdynept(wamnad-l? Dilickbrecpyrityd, optional |y
suestituted by 86 Morfiayh, 3932 Bty BTk, SHBR! kldfiaht oPgligel ed from

RIO or Re rep esen 0XO0 ano, or trifl
uor om et hyl . lﬂmhhﬁtéﬁﬁbmm Ykcording to any one of the preceding clains
wherein RO 15 represents hydrogen, nmethyl or ethyl. . 13. A conpound
according to any,one of the preceding. clains wherein RIO represents

ydr ogen. oxo. IyACHIPO TRl B FRGT o: MEYBRIOITGR bRETegP BRGLy 20 14. A
conpound aaeor &rmglatle, any one of the preceding clains wherein RB represents
-CH2. C(0)NHR, 2, -CH2-(0)-heterocyg oal kyi, -CH2CH2-phenyl - R6, or

- CH2- phenyl -R6. 15. A conpound accordi’hg to any one of the preceding clains
wherein R2 and/or 25 R3 represents £CH2000H, methyl, hydrogen, allyl,

ethyl, tert- butoxycarbonyl nethyl, dj qupqmgthyl,

3-net hyl - 5-net hyl i soxazol e, 2-net hg et hane, 2-butyne, 2-nethyl-2-butene,
2- phenyl et hane, benzyi, 2-methyl-1, P
4- et hyl - 2-net hyl t hi azol e, 2-met hyl - cy@-dpgopyl - [1, 3, 4]t hi adi azol e,
3-nmethyl -[1, 2, 4] oxadi azol e, et hyl ate, (4 30 chl orophenyl) et hane,
5-chl oro- 2- net hyl -t hl ophene, phenoxyettane, (4-

Henzoxazol e,

1z

15 wherein X3 represents —-CH- or N,

L : 5. A compound acecording to any one of claims 1-4 wherein R1 represents methy!

or ethyl.

20 6. A compound according to any one of the preceding claims wherein R;
represents C-Cgalkyl, Ci-Csalkenyl, C,-CsalkoxyCy-Csalkyl, hydroxyC,-Cealkyl,
haloCy-Cgalkyl, Ci-Csalkynyl, C,-Cscycloalkyl, C;-CealkylCe-Chparyl, Ci-CealkylCy.
salkoxycarbonyl or C,-Cgaltkylcarbonyloxy, all of which are optionally substituted
by one or more, same or different substituents selected from Rs.

25



met hyl phenyl ) et hane, 3-phenyl prope ne, (3-nethoxyphenyl)ethane, (4-

nmet hoxyphenyl ) et hane, (3-bronophenyl)ethane, (2-nethoxyphenyl)ethane, (4-
fl uorophenyl ) et hane, (2-fluorophenyl)ethane, (3,4-dinethoxyphenyl)ethane,
benzyi acetate, isopropyl acetate, 3-nethyl benzoic acid nmethyl ester,
3-net hyl WD 20081077404 PCT/ Di {2007/ 000564 107 butane, 1-hexyl, but-1-ene,
pent-1-ere, 1l-propyl, 1-butyl, 2-nmethyl-propane, butyric acid ethyl ester,
4- et hyl - benzyl, 3-chl oro-benzyl, propoxybenzene, 1-

(4- met hoxy- phenyl ) - et hanone, 4-nethyl -benzonitriie, 2-nethyl-naphthal ene, 1-
pentyl:, met hyWog)Bi0gHexane, 3-nethyl-benzonitrile, PCT/DK2007/000564

1- et hoxy- 4-chl or o- benzene, 5 2-ethyl - but@ne, 2-hydroxy-ethane, 4-nethyl
benzoic acid nmethyl ester, 1- naphtha | en-2-yl-ethanone,

2,5-dinethoxy- hen ano - et han 4-f | uor o- benzyl ,

2-f1 uor o- benz x‘PF“(‘ WP gl?@ttﬂﬁ'BY B%‘l"\g e pS“F‘?W F’ﬁ'(g?sd’#eefﬁ'&&?- benzyl ,
3-fluoro-5-tr iréﬂramnmmemyl ebhgh pyodpyl, Ieﬁ%umvmmwphmhyﬂ iyt hanone, 1-

(2.4 di et byl gHnel ekt 05 & rhlth AL BED Bhdeny 21 SAbkyiRh ATEBR 10Xy - benzyl . 4

10 i sopropyl - benz orone
2, 3-di f | uor o- #epEpyymethesyethyl, btgmwbmrgunvbém@wenmﬁﬂ’e@fwwdwnepmonaﬂuent 2- ene,

6- et hyl - 2- srretsbwémuteal &9#14- Bemork, §4the de:h‘&@ﬁf/}.ubsﬁtuaﬁfsf%@léh’tebmﬁryﬂlg
4- et hoxy- benzyl , | or o- phenyl) et hane, 5-nethyl - hexane,

et hyl - cycl ohexane, pent anoic acid ethyl ester, (propoxynethyl)-benzene,
acetam de, 2- &t Rybmpswidnatodréing t3ady oneof the prenetyhg dibimssatiengiolRg- 1, 3- di one,

N-met hyl - acet g gseehtsrm{e{r}il WF QP%? ?l)[}(la’ pe?ﬁlg{n exﬁnRYdrgx%Lrgl t]:Hl‘:en r;ne

2- et hyl - pent - éne

acetate, 1- pyrpﬁ@tlemd: ?ilvl,bytlﬂ\ét progvn erethylieazeng) aﬁbé'be.lmede Ettw'mfﬁﬁ'f]?hol i n- %
4-yl -et han@nemafr myl %ﬁi@n@ememyﬁﬁbmh NtrWh%}it acet am de, N (3- "
hydr oxy- 3- nmet h i "%H et am d px N-et h cet am de,
20 N-i sopropyl 5'¥F| inetRexy, mefhy %Wﬁﬁﬁ@‘@ V*Iﬂ-‘%@%’f"&ﬂyﬁt th%@?"& N ( 3-
met hyl - but yl ) -alloBwhioh de, opilo(allyrsabititatyed be vy by maos tsame de differgdn®, 2- dlnethyl

propyl) - acet aig, g, e'h‘fs %Fecfégffk%ﬂ %ﬁigjﬁi}}‘ gﬁstm'n\# @%e.ﬂ@%ﬁﬁ&éﬂ?@ﬁéﬂ&ecﬁca am de,

N-cycl ohept yl - acet enz
cycl ohexyi net Wh-oaééf mﬁiéamﬂﬂfﬂﬁ%*éb@ﬂié{enw selestedifenm Be,or Rs ( 1- phenyl - 25

et hyl ) - acefsamiglfesehts(iFubsdh menzmceplyﬁbaer&qa&amz@erch& -E@)NRL-ROXY - et hyl ) -
acetam de, N-(2-dinethyl am no-ethyl)-acetam de, N (3-dinethylam no-propyl)-

9. A compound according to any one of the preceding claims wherein Rg
represents methyl, tert-butoxy, ethenyl, cyclopropyl, propenyl, phenyl, butenyl,
propinyl, methylhydroxy, ethiny!, allyl, ethyl, or methoxy,

20 ali of which are optionally substituted by one or more, same or different
substituents selected from Ry, or Rs represents hydrogen, oxo, chloro, fluoro, or
hydroxy.

10. A compound according to any one of the preceding claims wherein Rg

25  represents ethenyl, methyl, tert-butoxy, isoxazolyl, methoxy, propinyl, butenyl,
phenyl, pyridyl, benzoxazolyl, thiazolyl, [1,3,4}thiadiazolyl, [1,2,4]oxadiazoly],
2,3-dihydro-1H-isoindolyl, ethoxy, thiophenyl, propyl, ethyl, butyl, pentyt, ally!,
isopropoxy, isopropyl, naphthyl, cycichexyl, hydroxy, cyclopentyl, phenoxy,
tolyl, toluovl, benzayl, carbanylnaphthalene, ethylbenzene, quinolinyl, -NH;,

30 ethoxycarbonyl, methoxycarbonyl, carbamoyl, iscindole, methylamine,
pyrrolidyl, morpholinyl, methylsulfonyl, methylsulfinyl, butylamine, propyiamine,
ethylamine, cycloheptyl, hydroxyethyl, hydroxypropy!, indanyl, or ethoxyethyl,
all of which are optionally substituted by one or more, same or different



acetam de, N-(1-phenyl-ethyl)-acetam de, N (3-isopropoxy-propyl)-acetam de,
N-furan-2-yl net hyl -acet am de, N-pyridin-2-yl nethyl -acetam de, N-pyridin-3-
yl met hyl - acet am de, N-(2-phenoxy-ethyl)-acetam de, N-pyridin-4-ylnethyl 30
acet am de, enzyl)-acetam de, N-(3,5-difluoro-benz acet am de,
N (2, 3-difl uéff‘%fﬂsgﬁzg»% acet ami de, |\L(2bqp6 yridin-2-yl - H’W’P“g@?ﬂ&?ﬁ“de
N-(2- nethyl -benzyl)-acetam de, N-(3-fl ubtro-benzyl)- acet am de,

N- ( 3- et hyl - benzyl ) - acetam de, N-(4-nethyl - benzyl) acet am de,

N- phenet hyl - acﬁib%mu@ﬁts Solrelcrdd PR Réj'o'FRffrébl'esgﬁL}Q rogﬁﬁf'tcﬁ(m fi€oro, chioro, o
N- ( 3- phenyl - %F\él) acet am de, N-(2 chl oro WO 50 08/ 077404 PCTI DK20071000564

108 benzyl)-ac fh de, N (2-piperidin-1-yl-ethyl)-acetanide,
N- (3-chl oro-benzyl)- acetam de, N-(2-norpholin-4-yl-ethyl)-acetam de,

N-(4-chl oro- beﬂfiﬂ );?m;?t}(f.l l%?&oq&n%yi é%ﬁrdfqh@p%c%‘mge&gm haiAeSh im de,

N-(2-pyrrolidi
N- ( 2- acet yl &mi rﬂﬂf@Fhk}I Wﬁb’bt&mﬁifdﬁolﬁﬂ)bwl( phanyh cwolgpropyhirthgdy, Brethoxy,

ethyl) -acet am gy difinDtekRoubony 1RURRFMHEnaH L doRAT, HEtfSyclibady,00hen- 2-
yl met hyl - acetam de, &‘%‘PE’&‘P 0XO- pyrr lidin- \ﬂ%‘{% acetam de, N-(2-
hydr oxy- i ndan- RI§XPXYa HE'NNFdW YR@ey P SF'F’ P e, N-[2-(2-

hydlr oxy- et hoxymatytswﬂ}nyia,oﬁétamdﬂnyrll,l\éy(:l%ebtﬂet‘m{ipaﬁwnWbmkvma:tim;et ian‘i de,

cycl opentan, c e cetlc. nzyl ester, 2
10 net hyl -benz%ﬁr%ﬂ@c @?‘%Wam"P°p?‘ﬁ‘?‘%‘f‘h@ﬁ@@?)‘%’?h@hﬁ&'@ﬁ ESELﬁB’?’dyl ) et hane, (3-
pyri dyl ) et ABnethiqphepyr ¢vdiphiriyihathel whigh Beernntianallyi subgtibutied iy one or more,

(4-methyl sul fifithe oer]ﬁé})éHQ SflbS@ents eéne&ea hﬁhmlnf&rnglreﬁ&s%m byRikdiRA Cexo,

1- phenyl propa%}ﬁ\ 'phen gane or 1- phenyl - et hane. 15 16. A
cospound accor ' P(?"E’né”?fﬁec‘@ °¢‘Hé”5‘|‘°é8’@8'i Hé claims wherein R2 represents
methyl . 17. A corrpound according to claim 16, wherein R12 represents al kyl,

cyel oal Kyl Kyt Qg becoHfi v AR Hhe bl EARRMGATA R ol I o

which is optlona subs one” or e safre or d| ferent
substituent8 s@ﬂé&?ﬁ@fd tydmeead methyl or@iedl.oal kyl , al koxy, heterocycl oal kyl,
het eroaryl, aryl oxy, am no, hydr oxy, hal ogen oxy, all of which is

optionally substituted with oxo or 0 R12 .represents hydrogen. 25
18. A con%oundﬂ(cﬁ:%‘?"&?"r‘l’@df"ﬁwéﬁwg @n@‘%‘?“etqﬁghep'?réﬁeéjﬁignﬁaiw&%e‘ t°h Zl m)lgecul ar

represents hydrogen, oxo, methyl, hydroxy, fluoro, cyano, chioro, or methoxy.

20 14. A compound according to any one of the preceding claims wherein
Rirepresents ~CH,-C(0O)NH-R,z, -CH,-C{O)-heterocyctoalkyl, -CH,CH,-phenyl-
Rg, or -CH;-phenyl-Rs.

15. A compound according to any one of the preceding claims wherein R; and/or

25 Rjrepresents —CH,COOH, methyl, hydrogen, allyl, ethyl, tert-

( butoxycarbonyimethyl, difluocromethyl, 3-methyl-5-methylisoxazole, 2-methoxy-
ethane, 2-butyne, 2-methyl-2-butene, 2-phenylethane, benzyl, 2-methyi-1,3-
benzoxazole, 4-methyl-2-methylthiazole, 2-methyl-5~cyclopropyl-
[1,3,41thiadiazole, 3-methyl-[1,2,4]oxadiazole, ethy! acefate, (4-

30 chlgrophenyl)ethane, 5-chloro-2-methyl-thiophene, phenoxyethane, (4-
methylphenyl)ethane, 3-phenylpropane, (3-methoxyphenyl)ethane, (4-
methoxyphenylethane, (3-bromophenyl)ethane, (2-methoxyphenyl}ethane, (4-
fluorophenyl)ethane, (2-flucrophenyl}ethane, (3,4-dimethoxyphenyl)ethane,
benzyl acetate, isopropyl acetate, 3-methyl benzoic acid methyl! ester, 3-methyl-



(. weight below 800 Dalton. 19. A conpound according to claim1l sel ected
from 2-(3,5-Dichloro-pyridin-4-yl)-1-(2-hydroxy-3, 4-di met hoxy-phenyl)
-et hanone 30 (conpound 101), 2-(3,5-Dichloro-pyrid!

n-4-yl)-1-(3-hydroxy- 2, 4-di net hoxy- phenyl) -ethanone (conpound 102),

1- (2- Al l yl oxy- 3- hydr oxy- 4- net hoxy- phenyl )-2-(3,5-d!chic ro-pyridin-4-yl)-
et hanone (conpound 103), WD 20081077404 PCTI DK2007/ 000564 109
2-(3,5-Dichioro-pyridin-4-yi)-1-(2, 3-di et hoxy- 4- met hoxy- phenyl ) - et hanone
(conpound 104),

(2-t ert - But oxyeapBoviedret hoxy- 6- [ 2- (3, 5-di chl or o- pyri di ®C#DKed07/B086Y| | - 3-
met hoxy- phenoxy}-acetic acid tert-butyligster (conpound 105), 5

1- (2, 3-Bi s-al | yl oxy-4- net hoxy- phenyl ) -2-(3,5-di chl oro-pyridin-4-yi)-ethanone

conpound 106 fl uor onmet ho 4- ho
(5- dimghror o- py&’f’ﬁ‘f‘ﬁ' jzl‘hﬁ’l‘yl?)b”tg{'ﬂ?lrle?f& B3 % rrei)“?)lg(v}/ 2- me{mfl Eropar(e,

2- (3, 5- D chl obotypy atidicthyl esten, 41m{at‘ﬂyl4beinylp8+mbbopo—ler(z§l— pedpbyybensowarol - 3- 10 vyl

met hoxy) - phenyl
5-(3.5.Di chl of ‘¥"1 ”‘ E%Eﬂﬂgﬁ h(’ﬁg'fg)gjn‘%"#eqﬁ?m?t”f CIr e RS 33 - phenyl ) -
et hanone (Conﬁéﬂm nmw-cvqai(egamt&methyl benzonitrile, 1-ethoxy- 4-chloro benzene,

(2 ynyl OXé iflgzcatnﬁrdﬁu%é PhgBky-ethahs, £k beizarcRitid Méiyidesidr) t- et hanone
co oun
2- (gp 5-Di chi 0%69%9?'?%?#'2?"%5’"91 25sdimethoriintgnyl-eshang o pplyisthancsea ny | oxy) -

phenyl ] - et hanGFfmofccbmwl,lﬂd‘lubﬁo]:):enzyl 5-trifluoromethyl-benzyl, 5-trifluoromethoxy-

g t E}g ngn? ?ELOBanﬁV 3L 4l oPs-4-thihdardmbehy e dlzPE L N9 atraRaNahehngaheny ) -
1- ( 2- Benzyl ox{ﬁs danem phroxly-=H1ReAe, p-chiqre-bsoe, AhiiBreomeiiony Bemvy |4y - et hanone |
20 (conpoupgd 3513690 yl-benzyl, 2- ﬂuoro—ﬁ—trlﬂuoromethyl benzyl 2,3-difluoro-4-methyl-

L-(2-Alyl Oxyjaenzyl % metthyl éé/nza r}Xetzlyl 2be$'nz‘/i, pent- Shelng_,r 8 n@éﬂyl% meé]iy}/l ) - ethanone

(conpound 114
quinoline, 2-chloro-benzyl, 3-methoxy-benzyl, 4-methoxy-benzyl, (3-Chloro-

phenyl}-ethane, 5-methyl-hexane, ethyl-cyclohexane, pentanoic acid ethyl ester,
{propoxymethyl)-benzene, acetamide, 2-ethyl-isoindole-1,3-dione, 2-propy!-

15 isoindole-1,3-dione, N-methyl-acetamide, methyl-fzyclopropane, but-1-ene, 4-yl-
but-1-ene, 2-methyi-pent-2-ene, ethanol, 2-methoxy-ethane, but-2-yne,
propyne, acetate, 1-pyrrolidin-1-yl-ethanone, N-benzylacetamide, 1- morpholin-
4-yl-ethanone, N-phenyl-acetamide, N-methyl-N-phenyl-acetamide, N-{3-
hydroxy-3-methyl-butyl}-acetamide, N-n-propyl-acetamide, N-ethyl-acetamide,

20 N-isopropyl-acetamide, N-butyl-acetamide, N-cyclopentyl-acetamide, N-(3-
methyl-butyl)-acetamide, N-(4-methoxy-benzyl)-acetamide, N-(2,2-dimethyl-
propyl)-acetamide, N-cyclohexyl-acetamide, N-{3-methoxy-benzyl)-acetamide,
N-eycloheptyl- acetamide, N-{2-methoxy-benzyl)-acetamide, N-
cyclohexylmethyl-acetamide, N-(2-hydroxy-ethyl)-acetamide, N-(1-phenyl-

25  ethyl)-acetamide, N-(3-hydroxy-propyl)-acetamide, N-(2-methoxy-ethyl)-
acetamide, N-(2~dimethylaming-ethyl}-acetamide, N-(3-dimethylamino-propyl)-
acetamide, N-{1-phenyl-ethyl}-acetamide, N-(3-isopropoxy-propy! J-acetamide,
N-furan-2-ylmethyl-acetamide, N-pyridin-2-yimethyl-acetamide, N-pyridin-3-
yimethyl-acetamide, N-{2-phenoxy-ethyl}-acetamide, N-pyridin-4-yimethyl-

30 acetamide, N-(4-ethyl-benzyl}-acetamide, N-(3,5-diflucro-benzyl)-acetamide, N-
(2,3-difluoro-benzyl)-acetamide, N-(2-pyridin-2-yl-ethy})-acetamide, N-(2-
methyl-benzyl)-acetamide, N-(3-fluoro-benzyl}-acetamide, N-{3-methyl-benzyl)-
acetamide, N-{4-methyl-benzyl}-acetamide, N-phenethyi-acetamide, N-(2-
pyridin-4-yi-ethyl)-acetamide, N-{3-phenyl-propyl)-acetamide, N-{2-chloro-



1-[ 2- (Benzooxazol - 2-yi met hoxy) - 3, 4- di net hoxy- phenyl ] - 2- (3, 5-di chl or o-
pyridin-4-yl)-ethanone (conpound 115), 25
2-(3,5-Dichioro-pyridin-4-yi)-1-[3, 4-di met hoxy- 2- (2- et hyl -t hi azol - 4-

yl met hoxy) - ph - none (compound 116),
1-[ 2- (5- Cycl OS‘?%%J;’F’.E??T% 4] t hi adi azol - 2- yi met hoxy) - 3, 4- diE RS *PiEnyi ] - 2-
(3, 5-dichloro-pyridin-4-yi)-ethanone (co#ﬁ’ound 117),

2-(3,5-Di chl oro-pyridin-4-yl)-1-[3, 4-di met hoxy-2-([1, 2, 4] oxadi azol -3 30

yi met hoxy) - pheﬁghzlyneécbéﬁﬂﬁ@, N-copperdid-1l &)thyl)—ace_tamidﬁ, N-(3—cﬂloro-benzy1)- _ _
Lo so o D C SR hi@ymorbihdiin 4SSy acéramide, RE(a"SioroBaRRANY) - acett ¢ act
1-{2-[ 2- (4- Chl acaramiienyt(p-wridionwd-y-haih acetatnbdax W-(2hsmyol idin2t-¢Bethyl}H chl or o-

pyridin-4-yl)-ett en(/5C } . 8/ Y (494 DK 000564 110
1-[ 2- (5- Chi o o?'ﬁ?‘ﬁ@ﬁ@ﬁ-@ﬁ%"ﬂ%xﬁﬁ%%ﬁe ﬁ@&&”‘%ﬁ‘aﬁﬂﬂﬁﬁ% _di chl or o-
pyri di n- 4-yl5) - QEWB'WQW@W%(S%B&RC” gcyy;z-phenyl-ethyl)-acetamide, N-thiophen-2-

2; f} 3,5-Di fhl or Qmwdwixzikaaﬂ%aé, N-=[5= {280t S\ rFERHIROX YN Drdpdt PR Me, 8-p2XY ) - phenyl ] -
et hanone (conmpou : . .

o (318 Di Gt of VgRT-GoRiAY)-pestemste, N syiRISRBY 9L SRR W[ Roxy) - pheny! | -
et hanone. (C0rrphmdxy}%):xy)—ethyl]-acetamide, N-(4-dimethylamine-buty!)-acetamide,

2L (3, 5D e O Syl eviophdoydefyr s TRLAGHY ofer SRR r i Apexy) - Phenyl ]
2- (3, 5- Di cHior edyi-banaeniitile 9-(1-oxg-prridinreylieshaner (4-pvidy)etanextd- phenyl ) - to
et hoxy] - phenyl hy@dynafiaRe, ©C 299-b itrile)eth -methylsulfinyl-

2- (3, 5-Di chl Y| b heoane 4@2y.slyﬁ_asln_yag,arie_2 i ngnzﬁniggf)z%t&azn-e{ ot hoy - Bhenyl ) -

et hoxy] - phenyl Pb%ﬁaﬁan@ (63'5%5!5-&,8: Ibglje,nyﬁet?ua e, 1-phenyl-propane, 2-phenyl-

1- EZ- [ 2- ( 3- Br opmppheayl-mathiyi@xpyhendl-dhanaret hoxy- phenyl ) - 2- (3, 5-di chl or o-
pyridin-4-yl)-ethanone (conpound 127), 15
2-(3,5-Dichloro-pyridin-4-yl)-1-{3, 4-di met hoxy- 2-[ 2- ( 2- met hoxy- phenyl ) -

et hoxy] - phéfiy| 16eh remeniad @sentdioa el any e of the preceding claims wherein R,

2- (3, 5- Di chl or esppydeh@imethyly| ) - 1-{ 2- (2- (4-fl uor o- phenyl ) - et hoxy) - 3, 4- di net hox
y- phenyl } - et hanone (conpound 129),

17. A compound according to claim 16, wherein R;; represents alkyl, cycloalkyl,
hxydroxyalky!, aryl, arylalkyl, alkylcarbonylamino, all of which is optionally

20  substituted: with one or more same or different substituents selected from atkyl,
cycloalkyl, alkoxy, heterocycloalkyl, heteroaryl, aryloxy, amino, hydroxy,
halogen, oxy, all of which is optionally substituted with oxo or hydroxyl, or R;;
represents hydrogen.

25 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

30 (compound 101),
2-(3,5-Dichioro-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),



2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-(2-fl uoro-phenyl) -et hoxy] -3, 4-di net hox
y- 20 phenyl }-et hanone (conpound 130),
2-(3,5-Dichloro-pyridin-4-yi)-1-{2-[2-(3, 4-di net hoxy- phenyl ) - et hoxy] - 3, 4-

di met hoxy- phenyl } - et hanone (conpound 131),
{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}-acetic acid
benzyl ester (conpound 132), 25

{6-[2-(3,5-Di chloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}-acetic acid
i sopropyl ester (conpound 133),

3-{6-[2- (3, 5-BPEMBETLMpyri di n-4-yl ) -acetyl ] -2, 3- di net hoPETHEWROpHEL hy| } -
benzoic acid nethyl ester (conmpound 134)ps
2-(3,5-Dichloro-pyridln-4-yl)-1-[3, 4-di met hoxy- 2- ( 3- et hyl - but oxy) - phenyl ] -
30 et hanone (co und, 135), .. . _

2-(3,5-Dichl or%%toi‘cgl°ﬁ9'ﬁzr§ﬂ")'f"iy})(' b (R Ypthyy-4-metheXrarhfoXy SBIRBATA ) - et hanone
(conmpound 136)(sompound 104},

1- ( 2- But - 3- enyl,axy- - dl - bhamgl h-e2a: -di.chl or Q- 1di_n-4-yl) -

et hanone (corrpég(t};% %%ygér%%g%‘f%%%fjéz& 5: %?é Fg)r@gjlﬁglg aggfygc% 111

2- (3, 5- Di chl oreethgsyiriteRoY yACRtic oq & tert-Butybe FRigopPPEdiLlOE)eny | oxy- phenyl ) -

et hanone ( apmowslak3atyioxy-4-methoxy-phenyl)-2-(3,5-dichioro-pyridin-4-yl)-ethanone
2-(3,5-Dichloro-pyri gi 8 4-yl)-1-(3, 4-di net hoxy- 2- propoxy- phenyl ) - et hanone
(conpound 139)conpound 106),

1- ( 2- But oxy- 3,148 -Bistdituoycrpdtboyy-4 -nitidkyseheh g2 6(3¢b-pighl o pyridiny4-yHet hanone

et hanone (co

2-(3,5-Dichl g%g%gg?%é‘?)r?pﬂu% J)O-Q'- (2-1 sobut oxy- 3, 4- di met hoxy- phenyl ) - et hanone

( conmpound 141)2; 3,5-Dichloro-pyridin-4-y1)-1-[3,4-dimethoxy-2-(5-methyl-isoxazol-3-

4-{6-[ 5- ( 3lr?5|_ Eﬁrﬁéth@fv%ﬂwudétgaﬂarw (tordp@inglipsf, 3- di met hoxy- phenoxy}-butyric
2 (3551 br ol 0PaeET PR B 40 3 e ROK -3 PR RPN ) -
phenyl ] - et hanetentooftpopochd US), -

)1: [ (23{ ﬁgn ﬁgaz gé@p@@ﬁ#d&?ﬁ%%,é-a%&ﬁ&ﬂﬁ&ﬁ/éni?ﬁ%ﬂ&,%-ai%nl()?’o-ﬁyrﬂiiﬁzmslﬂt o-pyridin-4-yl

ethanone {(compound 110),

15  2-(3,5-Dichloro-pyridin-4-yl)-1-[3,4-dimethoxy-2-{3~methyl-but-2-enyloxy)-
phenyll-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

20 . (compound 113},
1-(2-Allyloxy-3,4-dimethoxy-phenyl}-2-(3,5-dichoro-pyridin-4-yi)-ethanone
(compound 114),
1-[2-(Benzooxazol-2-ylmethoxy)-3,4~-dimethoxy-phenyl]-2-(3,5-dichloro-
pyridin-4-yl)~-ethanone {compound 115),

25  2-(3,5-Dichioro-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-ylImethoxy)-3,4-dimethoxy-phenyl}-2-
{3,5-dichloro-pyridin-4-yl)-ethanone (compound 117),
2-(3,5-Dichloro-pyridin-4-yl)-1-f3,4-dimethoxy-2-([1,2,4]oxadiazol-3-

30 ylmethoxy)-phenyl]-ethanone {compound 118},
{6-12-(3,5-Dichloro-pyridin-4-yi}-acetyl]-2,3-dimethoxy-phenoxy }-acetic acid
ethy! ester (compound 119},
1-{2-[2-(4-Chloro-phenyl)-ethoxy]-3,4-dimethoxy-phenyl}-2-(3,5-dichloro-
pyridin-4-yl)-ethanone (compound 120),



15
2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di met hoxy- 2- ( 3- phenoxy- propoxy) - phenyl ]
- et hanone (conpound 145),
2-(3,5-Dichl oro-pyridin-4-yl)-1-{3, 4-di net hoxy- 2-[ 2- (4- et hoxy- phenyl ) - 2-
oxo- et hoxy] - phER#BOZ¥Manone (conmpound 146), PCT/DK2007/000564
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acet¥1g - 2, 3- di net hoxy- phenoxynet hyl } - 20
benzonitrile (conpound 147), _ _
402 (3, 5 Dol Qs purd Mohe s nheGRh Y A-ufndth Sy TBHAADI - LS BRI Y1 -
2- (3, 5- Di chl or @yginiddylivethappie (cof@punddl 3iBt hoxy- 2- (nap ht hal en- 2-yl net hoxy) -
1 phenyl]- et han@nep(ARBPEN-44M-1-[323-di -2-(2-phenoxy-ethoxy)-phenyl]-
2-(3,5-Dichlor o-D(gyri dl n- 4%%%-%4% i-%i drlr'én{eﬂigg/-zé- p%r?tngfyogy?gﬂe%fln Jet hanone
(conpound 150) ,ethanone (compolnd 122)
1- (2- Cycl ohaxy 2r@t HDKilode-Pyrtinrat e Xy 3 ahdimpthoxy-2¢@ - B taly | cdthexyp-phgyildi n- 4-yl ) -
et hanone (corrpg nd 1‘95(]%#n oupd 123)
3-{6-[2- (3, S D eR O BIPPENIZy1 ) - acet yI ] - 2, 3- di met hoxy- phenoxynet hyl }- 30
benzonitril e (&ddgobistlotsayridin-4-yl)-1-[3,4-dimethoxy-2-(3-phenyl-propoxy )-pheny|]-
1-{2-(2-(4-Cnhl g&@hg,l;@&gﬁ%),mg y] - 3, 4-di nmet hoxy- phenyl } - 2- (3, 5-di chl or o-
pyri di n-4-yl)-et hanone (conmpoun 15%, o
2- (3, 5- Di chl or &@ytPlshisrorpyidin-g-yh1{3.4¢impthamtloldy §3- methoxy Bemdky - phenyl ] -
et hanone ( aonpethogy ILeeny VEh8/(Eofidd 128), PCTI0R20071000564
e oo SN At AL LRl R0 Py
4- {6- [ 2- ( 3, 5- DediokylphapyH-ethanche ftgmpatied R§), 2, 3- di net hoxy- phenoxynet hyl } -
behkzoic acid ngt -B8B&md- LUAhxd R )a-qi - -2-(3,5-dichloro-
2-(3,5-Dichlor o%trzl ?isn- 4- y?@g[ 3, E}gl %re‘%"ﬁ'gifi}’-"ﬁ-"J“Ef'yri?aﬁhGh‘réfjgn?rz"- yl - 2- oxo-
et hoxy) - pheny! PYdir4rdhethaepeiplsamaound A7),
g- El 365_ Di ﬁh|50r Q=(13)5-?ﬁhlﬂrcﬂpwcinn-lwﬁﬂx{{apqééﬁnﬁtrg:i)xmttmoewmehmyipheﬁﬂpxo- et hoxy] -
, 4- di met hoxy- phen - et hanone onpoun ,
2-(3,5-Dichl or ggﬁi}%i’%ﬂeﬁ‘yﬁf%ﬁ?@fgF?%oaf"ﬂé%%d)xy- 2- (2- 0x0- 2- p-t ol yl - et hoxy) -
10 phenyl ] - et haf(8rfeDicblormppyritin-25%)1-{2-[2-(4-fluoro-phenyl}-ethoxy]-3,4-dimethoxy-
2-(3,5-Dichlor BEM‘ﬂ-QﬂhQﬁé\‘ieytlcémﬂﬁl.[n%'i(zﬂ},f | uor o- benzyl oxy) - 3, 4- di et hoxy- phenyl
- 2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-{2-fluoro-phenyl}-ethoxy]-3,4-dimethoxy-
20 phenyl}-ethanone {(compound 130},
2-{3,5-Dichloro-pyridin-4-yi)-1-{2-[ 2-(3,4-dimethoxy-phenyl)-ethoxyl-3,4-
dimethoxy -phenyl}-ethanone (compound 131),

r

{6-[2-(3,5-Dichloro-pyridin-4-yl}-acetyl]-2, 3-dimethoxy-phenoxy }-acetic acid
benzyl ester (compound 132), |

25  {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]-

30 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),



et hanone (conpound 160),

2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(Z-fluoro-benzyl oxy)- 3, 4-di met hoxy- phenyl
]- ethanone (conpound 161), 15

2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di net hoxy-2-(3-trifluoronethyl -benzyl ox
y) - phenyl]-et hanone (conpound 162),

2-(3,5-Dichloro-pyridin-4-yl)-1-]3, 4-di met hoxy-2-(3-trifluorof net hoxy-
benzyl oxy) - phenyl ] - et hanone (conpound 163),
2-(3,5-Dichloro-pyridin-4-yl)-1-[12-(3-fluoro-5-trifluoronethyl-benzyl oxy) -3,
4 20 di met ho¥WP-2BBORWM - et hanone (conpound 164), PCT/DK2007/000564
2-(3,5-Dichloro-pyridin-4-yl)-1-{3, 4-diyet hoxy- 2-[ 2- ( 2- net hoxy- phenyl ) - Z-
0x0- et hoxy] - phenyl } - et hanone (conpound 165)

e R iR 0 110

1-[ 2- (4- Chl orethanen {doowypynd3] 38)di net hoxy- phenyl ] - 2- (3, 5-di chl or o- pyri di n- 4-yl
) - ethanone ( P}&Hggolgyr d’m-g-\ﬁrgl E?, Q'cﬁlfﬂhf%ﬂr ?yﬂrb@ap p‘?‘ieﬁ(}ll? eﬂ'la[n%we( Z-di f1

uor omret hoxy- be oXYy- none npound 168),
2-(3,5-Dichl dFQSUWf‘iid W 4-yl)-1- 2- (4 |sopropyl benzyl oxy) 3 4- di met hoxy- 30

phenyl ] - etshanoreBt6a7Patdistethby- phé?ny()Sz 53, Bictdhlor@pridiy-ailj-aevdnore) - 1- [ 2- (2- |
uoro-6-triflu orret €C¥I - be %ﬂ xy) - 3, 4- di met hoxy- phenyl ] - et hanone (conpound
170), 2(3§ et B‘F’“W 4y|) 1-[2-(2,3-difl

38{) 3137%8 Zylz._SF,l. D}chb;z%\ggiggj-m;ﬁzﬁmhytoméﬁyﬁimemmawbﬁm’lX*ekand 171), WO
2- (3, 5- chhlthroIgﬁa g|n4 )-1-[3, 4-di net hoxy- 2- ( 2- net hyl - benzyl oxy) -

phenyl ] - et haﬁfo{fé %WM,{)@O—EMW4 yh-acetyl]-2,3-dimethoxy-phenoxy}-butyric

2- (3, 5- D ohl eeig-epit estbnecdmpbindlid23, 4- di met hoxy- 2- (3- et hyl - benzyl oxy) -

I[2)h ((agylt_)] D?E:Efig()@e%éPcﬁ(rFonpﬂ' "%'%) ](gaﬂ déﬁ'ﬁtg?’ﬁ'o%“ n eﬁgﬂtbefzyl%yl) oxy- phenyl) -

et hanone ( compeantidethdnine (compound 143),

2- (3, 5- Di chl qr@=@yetistb etz ydny)-5;4-Sinfbutix BB 223 S2di RS BYdyHEIMLAOh L Nn- 6-
ethanone {compound 144),

i5  2-(3,5-Dichloro-pyridin-4-yl}-1-[3,4-dimethoxy-2-{3-phenoxy-propoxy }-phenyi}-
ethanone (compound 145),
2-(3,5-Dichloro-pyridin-4-y{)-1-{3,4-dimethoxy-2-[2-(4-methoxy-phenyl}-2-
oxo-ethaxy}-phenyl}-ethanone (compound 146},
2-{6-[2-(3,5-Dichloro-pyridin-4-y{)-acety!}-2, 3-dimethoxy-phenoxymethyl}-

20 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-yimethoxy )- .
phenyl]-ethanone {compound 149),

25 2—(3,5—Dichloro-pyridin~4-yl)—1—(3,4-dimethoxy-Z-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}-

30  benzonitrile (compound 152),
1-{2-{2-(4-Chloro-phenoxy)}-ethoxy]-3,4-dimethoxy-pheny!}-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-phenyi]-
ethancne (compound 154),



' 1-(2-]2- (3 Chl or g

I met hoxy) - phenyl | - et hanone (conpound 175),

10 et hanone (conpound 176),

y
1-[ 2- (2- Chl or o- benzyl oxy) - 3, 4- di met hoxy- phenyl ] - 2- (3, 5-di chl oro- pyri di n-4-yl
)
2-(3,5-Dichl oro-pyridin-4-yi)-1-[3, 4-di net hoxy- 2- ( 3- met hoxy- benzyl oxy) -

| phenyl ] - et hanofe0 Y8%evsand 177) , PCT/DK2007/000564

2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di metiaoxy- 2- ( 4- net hoxy- benzyl oxy) -
phenyl ] - et hanone (conpound 178), 15

henyl ) - et hoxy] - di met hoxy- phenyl }-2-(3, 5-di chl oro-

Cpyridin-4-yl)- e%‘lﬁ%%b?f@h'?‘@d?’r‘ﬁ@@n%v@'ﬂg 2-(2-hydroxy-ethoxy)-3,4-dimethoxy-phenyl}-

- 2- (3, 5- Di chl or ocetpyfidndi (Borfpatnyi-155§,3, 4- di met hoxy- 2- ( 5- net hy!
: -h | h 18 .
T (58 e onekb e R SRR A sty BheReH eIy ¢ i n- 4-

20 yl) - et hanonebgneoimacid meethyB Eter (compound 156),

5612, (5, 5 D gleh gt shinda Y r- 25 6lakhdundy 2 4o FEbARNEA ROANRK.- Pent anol ¢

-acid ethyl ester

nmpoun

" 1-[ 2- (3- Benzyl o@&i}mﬁfr)tpassw; e@aawm(ﬁﬁmnw BHényl ] - 2- (3, 5-di chl or o- pyri di n- 4-
iyl ) - et hanone (Cpl(mgtmdﬂér%?ﬁyrld@&-yl) 1-{2-[2-(2,5-dimethoxy-phenyl}-2-oxo-ethoxy]-

$2-{6-[2-(3,5-Di §Q| ethg}/yr Iplgnjenyt} et¥|a|)|one (corXpJun% 1%89' met hoxy- phenoxy} - acet am de

(conpound 184),

| 2-(2-{6-[ 2- (3, 52-[B,5HDichiaromyrididi-4ry)-1yl34-divedthody-2-(2-odo-2eg-tubWyetiphxghoxy} - et hyl )

2 I(:SD,OI{ ngge% é:t%h@ﬁ%gﬁagrgﬁ@&dﬁ&o&@?ﬁ% acetyl]-2, 3-di met hoxy- phenoxi/} pr opyl

)- 30 i soindol e 13:§“[H¢%?T8‘F’(Y56‘ﬁﬁbbjﬂd EI?SGWUOFO be“ZYloxV} -3,4-dimethoxy-pheny!

- 2-{6-[2-(3, 5- Dlé?chJaerne-(ébfﬁ;bdithB*léayp acetyl]-2, 3-di net hoxy- phenoxy} - N- net hyl -

acet am de (conp

©.2-(3,5-Dichlor of E-\;/]g [#rﬁ -RYTigingd-yl-1ak2s Ffuoso-beppvinny K3 & dime iRy e knone

_-? (conpound 188) , etioheQcdini@id 16YY 04 PCTI DK20071000564 114
- 1-(3-Cycl opyopyj. gys@gﬁ{or&p@rﬂmrﬂa@@%mw}@x@z (Bl SR BBl dhn- 4-yi ) -

" ethanone (conpound

C1- (2- Al |yl oxy- 3heavil-sthepgnelepmpoura KAy - phenyl ) - 2- (3, 5-di chl or o- pyri di n- 4-yl
) 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-

20 dimethoxy-phenyl]-ethanone (compound 164),
2-{3,5-Dichloro-pyridin-4-yl}-1-{3,4-dimethoxy-2-[2-(2-methoxy-pheny])-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),

25 1—[2-(4—Chloro—benzyloxy)-3,4-dimethoxy-phenyl]—z-(3,5—dichlor0-pyridin—4-yl)-

( ethanone (compound 167),
2-{3,5-Dichloro-pyridin-4-yl)-1-[2-(2-diflucromethoxy-benzyloxy)-3,4-
dimethoxy-phenyl}-ethanone {compound 168},
2-(3,5-Dichloro-pyridin-4-yl)-1-[ 2~{4-isopropyl-benzyloxy)-3,4-dimethoxy-

30 phenyl]—ethanorje (compound 169), -
2-(3,5-Dichloro-pyridin-4-yl)-1-[2-(2-fluoro-6-trifiuoromethyl-benzyloxy)-3,4-
dimethoxy-phenyi]-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},



et hanone (conpound 190), 5

1- ( 3- But - 3- enyl oxy- 2, 4- di net hoxy- phenyl )-2-(3, 5-di chl oro-pyridin-4-yl)-

et hanone (conpound 191),

2-(3,5-Dichl oro-pyridin-4-yl)-1-(2, 4-di net hoxy- 3- propoxy- phenyl ) - et hanone
(conpound 192),

1- (3-Allyl oxy-2, 4-di met hoxy- phenyl ) -2- (3, 5-di chl oro-pyridin-4-yl)-ethanone
10 (compound 193),

2-(3,5-Dichloro-pyridin-4-yl)-1-[2, 4-di net hoxy- 3- (4- met hyl - pent - 3- enyl oxy) -
phenyl ] - et haMdh80§EBhpound 194), PCT/DK2007/000564
2-(3,5-Dichloro-pyridin-4-yi)-1-[3-(2-hyxdroxy- et hoxy) -2, 4-di net hoxy- phenyl | -
et hanone (conpound 195), 15 :

2 Ol o e frnda-5 25 STBl R RS M BLloy~PPeny!)

1- ( 3- Benzyl oxpheBylj-ecthanedehmrynppdreiyd2),- 2- ( 3, 5- di chl or o- pyri di n-4-yl) - et hanone
(conpound 197)_ 4= c_ms iAol T2 4. ot . _

5-(3.5-Di chl 2 B B pre iy Ay )3 ey e e 2 O ) o xy - phenyl ) - 20
et hanone (confi§avidethaagne (compound 173),

2- (13, 5- Di chl or-gz, paoidttbirs-perittihia- -1 434 SRR P9 Ypett-02eivRixpQrYngy-hoxy) - phenyl ] -
et hanone (co ﬁund %EQ%

1- (3- But - 2-y$ e Sompgupd bl y - phenyl ) - 2- (3, 5- di chl or o- pyri di n-4-yl ) -

et hanone ( cond(i)5rdidBDY-py@din-4-yl}-1-[3,4-dimethoxy-2-(2-methyl-quinolin-6-

2-(3,5-Dichl = s 4y s d s = di net-lkoxy- 3- prop- 2- ynyl oxy- phenyl ) - ~.
et hanone (co?é@ﬁtﬁgwﬂgﬁé nﬁ] ¥lnandrid &?épgurm?lgg ] L

2- (3, 5- Di chl okB-prFEhigrmbenzyioyy)13.4-slimetipxyetheaxhy-2203 D dishigropysidin-divdi n- 1- yI -
et hoxy) - phenydthardhb adaiipuie apppund 202),

N BNz e RSO RLL% PY s Hindinthd 36 St Bl 1oxy - phenoxy)
2- (3, 5- Di chl crtenyiiethdnoned {gdmpoling 372, di net hoxy- 2- ( 2- nor phol i n- 4-yl - 2- oxo-
et hoxy) - phenyy_}s et 18 GG RO 4 -2-f4-methoxv-benzyioxy)-
2-(6-[2-(3, 5- l%ﬁ}d(}?'omgﬁrlﬁtgﬁﬁ@ﬂygfh%acé??ﬁy %,%-ra?tng%(yho?(r;ﬁgﬁgnoxy} - N- phenyl -
acet ani de ( coWgBdhathepdie (compPoyndsy’§%7404 PCTADK2007/ 000564

15 1-{2-[2-(3-Chioro-phenyl)-ethoxy}-3,4-dimethoxy~-phenyl}-2-(3,5-dichloro-

pyridin-4-yl}-ethanone (compound 179),

2-(3,5-Dichloro-pyridin-4-yl)-1-[ 3,4-dimethoxy-2-({5-methyl-hexyloxy)-phenyl]-
ethanone {(compound 180},
1-[2-(2-Cyclohexyl-ethoxy}-3,4~dimethoxy-pheny!]-2-(3, 5-dichloro-pyridin-4-

20  vylj-ethanone {compound 181), '
5-{6-{2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethaoxy-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},

25  2-{6-[2-(3,5-Dichloro-pyridin-4-yl}-acetyl]-2,3-dimethoxy-phenoxy}-acetamide
(compound 184},
2-(2-{6-[2-(3,5-Dichlora-pyridin-4-yl}-acetyl]-2,3-dimethoxy-phenoxy}-ethyl}-
isoindole—i,a—diohe (compound 185),
2-(3-{6-[2-(3,5-Dichlora-pyridin-4-yl}-acetyl]-2,3-dimethoxy-phenoxy}-propyl)-

30 isoindole-l,.‘i-dioﬁe {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},



115

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyt]-2, 3-di net hoxy- phenoxy} - N net hyl -
N- phenyl - acet am de (conpound 206),

2-{6-[2-(3,5-Di.chl oro 4yrldln 4-yl)-acetyl]-2,3-di rrethoxy heno%/(? -
hydr oxy- 3- met hWPBBYTH4 acet ani de (conpound 207), 5 P hists
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl4-2, 3-di net hoxy- phenoxy}- N propyl -
acet am de (conpound 208),

2.(6-12- (3. 5 D chl el Qe ol aalosy bonde S TR BRRHRARY AN

i sopropyl - aceta
N- But yl - 2-{ 6- [zetr(@osemomoemd)l@ﬁ/)n di n-4-yi)-acetyl]-2, 3-di net hoxy- phenoxy} -

10 acetani de (QOSEDRWyZEJ-QI)b-B-@nWW @9@&5&6&&:&%&2 ﬁafen@k&h&m@uwrl di

n-4-yl)-acetyl] di net hox henoxy} - acet am de (conpound

2-{6-[2-(3, 5- DGE%"BP%IWHDH? 1991 ) - acet yl ] - 2, 3- di met hoxy- phenoxy} N- ( 3-

met hyl - but yl5) - de3-Bum-BrengleonpdidicieBdRy -phdryl)-2- (3 5-dichloro-pyridin-4-yl)-

et hoxy- benay )\ ReSp S Blpathd gy ) 575 v! 1 -2 Sl et hoxy- phenoxyd I (4

2-{6-[2-(3,5- DZCW:WW%PWCM&-XD} (aﬁﬂedme}hczy@mmmmpa@ﬁwwew(z 2-
di net hyl - propyl&m@%a@g (conpound 214),

e et B b I Iy o o 29
2-{6-[ 2- (3,5 Di{cdvhmrumdpgB),di n-4-yl ) -acetyl ] -2, 3-di met hoxy- phenoxy}-N-(3-

h b I 3, 5-dich
Y Y AR A
@5 [ 2-(3, 5- Dipcfy, ﬁb@tthYéJp?ﬁd?nﬁM i[@f(QIM'd}ox? ebnidky R d@metRSxG ey (2-

rret hoxy- benzyl)-acetamd
N- Cycl ohexy! meteHAnebe ‘38’"[92”?"31 )i chI oro pyridin-4-yl)-acetyl]-2,3-di met hoxy

- phenoxy} -13c e2agsi, SHeidhedrpridie- 4248 ) +(2,4-dimethoxy-3-phenethyloxy-phenyt) -

ﬁ-EG-[Z-(f,rISl D| hI or%(cg}(nrl g cﬂp&%g) 2:étgetyl] 2, 3-di met hoxy- phenoxy}-N- (2 30
ydr oxy- et hyl) SHEE

(R-2-{6-[2-(3 15(3Eiiemvlexbzﬁyﬁlh‘@th@xuw!ﬁl)vlhééﬁ@kqicm@midbtﬁuﬂyﬂmexy} -N-(1-

{compound 197),
2-(3,5-Dichloro-pyridin-4-yl}-1-(2,4-dimethoxy-3-pent-2-enyloxy-phenyl)-

20 ethanone (compound 198),
2+(3,5-Dichloro-pyridin-4-yl)-1-{2,4-dimethoxy-3-(2-methoxy-ethoxy)-phenyl]-
ethancne (compound 199),
1-{3-But-2-ynyloxy-2,4-dimethoxy-phenylt}-2-(3,5-dichloro-pyridin-4-yl}-
ethanone {compound 200),

25 2—(3,5—Dichloro-pyridin-4—yl)-1—(2,4—dimethoxy-3—prop—2-ynyloxy—phenyI)-

(_ 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}-

30 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-y|)-acetyl]-2,3-dimethoxy-phenoxy}-N-phenyl-
acetamide {compound 205),



AN

phenyl - et hyl ) - acet am de (conpound 221),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyt]-2, 3-di net hoxy- phenoxy}- N ( 3-
hydr oxy- propyl ) - acet am de (conpound 222), WD 2008/ 077404 PCT/ DK2007/ 000564
116 2-{

6-[2-(3,5-Di chl oro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}- N ( 2-

nmet hoxy- et hyl ) - acet am de (conpound 223),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N-(2-

di et hyi am no- et hyl ) - acet am de (conpound 224), 5

2-{6-[2- (3, 5w bd@tea pyri din-4-yi)-acetyl] -2, 3- di met hopymbsnmssss N (3-

di met hyl am no- propyl ) -acet am de (conpouRgd 225),
(S)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N(1-
phenyl - et hyl ) - acet am de (conpound 226),

2-{6-[ 2- ( 3, 5- Di{6HRdBAE-Pighlodi-pyriding4-y) eazetyijl-2,3 2irBetbipxye plremeyy jpNenakyly - N- (3 10

[ 227
IZS?ETE)O)((% Er%%h%é%g&%ﬁ'megﬁ%@ﬁ%ﬁp)géggetﬁ j3d|3 di met hoxy- phenoxy}-N-furan-2

| net hyl - acet&riRdé Stgiéhlﬁwumldgtz@-yl)-acety imethoxy-phenoxy}-N-(3-

2- gﬁ I5 B} dedMyos- ﬂTeDlMﬂdetyn%Eebéh)’de?@ehbbﬂlncﬂzu'ﬂf)ﬂl met hoxy- phenoxy} - N-pyridin
ne ou
2 (305, DUBHRAPo R PaT R ARy Ay D Aeg i3 S P REPHEBRSNERRY) - N pyr i i

met hyl - aettrgide mmpoomp2e8id 230) ,
2-

2 ( f’h5 ?{anb%%wm m,syrfa.ryal,aaaewu 3 ZimedbAEL A RRENOXY} - N- ( 2-

2- (3, 5 'E?R!ﬂFPY(BIaBQtWIdFdF‘HUQD“{/‘F’)ZO%etyI] 2, 3- di net hoxy- phenoxy}- N-pyri di n

6- [

yl

[

|

-[

ox acetam de
-[

3[/I met hy | n-®uel-ar] &l p2-(3; Daralrs pd iy -4-yi)-acetyl]-2, 3-dimethoxy-phenoxy }-
[

0

-[

0

6- [

di n-4- vl tyl]-2, 3-di neth h N ( 4-
beni?/l )acggag? g“hf‘:ﬁg%%l(‘{%dn%loéhé )232336 yl1- i met hoxy- phenoxy} - N- (
2-(3, 5 mwmbww{m—mmmmmwm acatilirdtndingthsbenoxy} - N- ( 3, 5-

| uor o- benz 34) 25
2-(3, 5- w&ﬁme&@fgﬂ%& CE’%-Byn acet v ]2, 3-di et hoxy- phenoxy} - N- (2, 3-

| 'or Oa[R‘F” din
u r 0- benz§§-[&d deaNrRierocRysiisotna- 32%% -dimethoxy-phenoxy}-N-(3-
2-(3, 5- rﬁbmblll-mltﬂ)-layéthﬁida (borsipoumacepy! ] - 2, 3- di net hoxy- phenoxy} - N- ( 2-

15 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-propyi}-acetamide (compound 214),
N-Cyclohexyl-2-{6-[2-(3,5-dichloro-pyridin-4-yl}-acetyl]-2,3-dimethoxy-

20  phenoxy}-acetamide {compound 215),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl}-acetyl]-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),

25  2-{6-12-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-( 2~
methoxy-benzyi)-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~

30 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)-acetyt]-2,3-dimethoxy-phenoxy}-N-(3-
hydroxy-propyl)-acetamide (compound 222),

ND.I\)Q.NCD I\)I\JN'GI\)' l\)' I\)'



pyridin-2-yi-ethyl)-acetam de (conpound 236), 2-{6-[2-(3,

5-Di chl oro-pyridin-4-yl)-acetyl ]-2, 3-d i nethoxy- phenoxy}- N-(2- 30

nmet hyl - benzyl ) - acet am de (conpound 237),

2-{6-[2-(3,5-Dichl oro ridin-4-yl)-acetyl]-2, 3-di met hoxy- phenox (3-
f 1 uor o- benzyl )? E’ 8% (conpound 238), P T’”Kz’"’%%"’““
2-{6-[2-(3, 5-Dichl oro pyridi n-4-yl)-acet yt§- 2, 3- di met hoxy- phenoxy} - N-( 3-
net hyl - benzyl ) - acet ami de (conpound 239), WO 20081077404 PCT1DK20071000564

117 2-{6-[2-(3, 25{9[5% grfﬁ e ﬁvrﬂldn %%B)ac&?ﬁtyﬁjd'r%etﬁow Hﬁérﬁgﬁll\lp@enoxy} N-(4-

met hyl - benzyl ) -acet'a
2-{6-[2-(3,5- D|'B?FF‘B’HB“WQT%SP‘H‘MMC?U‘E%W%Z?LZ 3- di et hoxy- phenoxy} - N-

phenet hyl - acet amtsi@:z((getmema@ ;2,4.11)w4—‘§|)-acetyl] 2,3-dimethoxy-phenoxy}-N-(2-

B 7 D G ety o O T o pheno) - (2

2-{ 6-[ 2- (3, 5> DiH6-G243,pyPichidm-prigin-4-51) etcgty]]- 23 BirdethexshphanopyieNdly } - N- ( 3-

phenyl - propyl ) m“?@)
N ( 2- Chl or o- ben&zm E&g l %&g gﬁs&mmpou"dz |5n 4-yl)-acetyl 3- di nmet hox
y 10 phenoxy} 6(5{-{23{{% W3 ﬁ@ygdm-)4-yl)~acetyl] -2,3-dimethoxy-phendxy N -(1-

2-{6-[ 2- (3, 5- Diphah@+edhyy atcliarfidé (Ydmpoah@¥é), - 2, 3- di met hoxy- phenoxy} - N- ( 2-

d 1-vyl 5
ol s LB b s .4
2-{6-[2-(3,5- Dizc @i@sayﬁ,mbﬂa Jﬂ!rMIn)-«! ?ﬁ%rc%/ﬁd]g ﬁﬂamﬁa-%@ﬁomen%éh AN (2-

nmor phol i n-4-yl -etF -‘acet am rTEoun
N ¢4- Chl or o- berﬂfW YZQGP?"["Q‘?(@“B’QHF #Br o- pyr| di n- 4-yl)-acetyl ] - 2, 3- di net hox

g {ghfgo?g} SaBel-Qﬁn[ﬂQB Sqmﬂ’ﬂ@:wftﬁ;rla#&-yl)—acem] 2, 3~§in&¢thoxyhphenoxyh} -N- pyrlt;m;\l_ (2 20
-{6-[2-(3, 5- i - di met hoxy- phenoxy} -
oyt dl o 5-yT - eI SL B Cedinnlaihas) - yoPIEne

2-{6-[2- (3,8 D663, ﬁy@lﬂdom'wﬂﬂlﬂ)‘*-aﬁ@cgwq]-223~3mth@{md)@]¥0&iieﬂwyi¥inf\|-(2-

pyrrolidin-1-ylgg H&my)-a@&%ﬁ@(g&né&ﬁ d 250),
N-(2- Acetylamno eth g {‘ c Ioro-pyrldln- y1).- acetyl] 2, 3-
2-{b6-[2- %3 Cich oro—pyndm 4-yl)~acetyl] -2,3-dimethoxy- phenoxy} -N-(2-

phenoxy-ethyl)-acetamide (compound 231},
2-{6-[2-(3,5-Dichioro-pyridin-4-yl)-acetyl ]-2,3-dimethoxy-phenoxy}-N-pyridin-

20 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 J-2,3-dimethoxy-phenoxy}-N-(3,5-
difluoro-benzyl}-acetamide. (compound 234),

25  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-{6~12-(3,5-Dichloro-pyridin-4-yl)-acetylJ-2,3-dimethoxy-phenoxy}~N-{2-

30 methyl-benzy!)-acetamide {compound 237),
2-{6~]2-(3,5-Dichloro-pyridin-4-yl)-acetyl}-2,3-dimethoxy-phenoxy}-N-(3-
fluoro-benzyl)-acetamide {campound 238),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acety!]- 2, 3-dimethoxy-phenoxy}-N-(3-
methyl-benzyl)-acetamide {compound 239),



di met hoxy- phenoxy}-acet am de (conpound 251), 25

(R -2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N-(2-

hydroxY' 2 Pheny | -ethYl )-acetam de (conpound 252),

(S)-2-f6-[2-(3,5-Dichioro-pyridin-4-yi)-acetyl]-2, 3-di net hoxy- phenoxy}-N-(2-

hydr oxy- 2- phenyl - et hyl ) - acet am de (conpound 253),

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}-N 30

t hi ophen- 2-yl nmet hyl - acet am de (conpound 254),

2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2, 3-di net hoxy- phenoxy}- N[ 3-(2-

0x0- pyrrol i diwayzheswir)4epr opyl ] - acet am de (conpound 255), pCI/mK2007/000564

(2R)-2-{6-[2-(3,5-Dichl oropyridin-4-yl )sacetyl]-2, 3-di met hoxy- phenoxy}-N-(2-

hydr oxy-i ndan-1-yl)-acetam de (conpound 256), WD 20091077404

PCT1DK20071000564 118 _

N- Cycl ohept yl 3ré¢-h3A(3,3-Qienlra-RysidB-4ty i3 aresyid-2p3 dimathroy-ghenoxydeNy4] - 2, 3- di met hax

(s éa‘%&‘"gmﬁ""‘w ar “egcm- Be2tol1- 2. 3. di et hoxy- phenoxy} - N[ 2- (2
-{6-[2-(3, 5- -pyridin-4-yj)-ace - 2, 3-di met hoxy- phenoxy} - -(2-

iyl oky- ot hord (S Lt RyP DTt LRt paetha percy

2-{6-[ 2- ( 3, 5-fhesdthgranetayridel{compoyid) 24aget yi | - 2, 3- di net hoxy- phenoxy}- N ( 4-

di met hyl arg noy_butyl y =& 1 CODP 259),. ) M-

1- (3-Cyci (r)gpe%t g‘%‘li}%@’g%ﬁ@ﬁd‘rﬂ?fgﬁﬂ&rﬁ%gg%&%%ﬁ%j/'meuéox(sphgn%yéhpf &zr o- pyri di n- 4-

yl) - et hanone Ryodinpbureihgbeyetamide (compound 242),

1-(3-Cycl opr @Yé—i?@]Q)ﬁ{crﬁorhéﬁ}’ﬁQi%ytrz—gla—@"é‘ét'y"l?-&YS—Bim&x)ﬁﬁmﬁ§cy§=rﬂl’ﬁh| oro- 10

FZ)yE I:%dli'anD|4cK: Zﬂhg}\ %r]q?qr;ﬁfé%%%@gmg GR3)- 2- hydr oxy- 4- met hoxy- phenyl ) -
et hanone_ (C0mp(ﬁmdlo_ﬂﬁ_ﬁénzyi)-z-{&[2-(3,S-dichloro-pyridin-4—yl)-acetyl}-2,3-dimethoxy—
23,0 S0 SR ol Y- 10Xy penetny 5y preny )
1- [ Z- ( 5- Cycf FptoRrl3.pLichlerpienridiaidaybrcety 2 Fetinssoxy Rherpyx N-@-net hoxy-
phenyl | - Z- (3, prefitmb] -Or&hpy atéthmicd-(YdmpdshBaagye (conpound 264), _
o ey, o D PRk Gt 3, S i oy B acdhy BodiehagL oY) - aceti ¢
1- (3- Al | yl oxhendyyHacetgritienietmpound@dényl ) - 2- (3, 5- di chl or o- pyri di n- 4=yl ) -
15 2-{6-[2-(3,5-Dichloro-pyridin-4-yl}-acetyl]-2,3~dimethoxy-phenoxy}-N-(2-
morpholin-4-yl-ethyl)-acetamide (compound 247),
N-(4-Chloro-benzyl)-2-{6-[2-(3,5-dichioro-pyridin-4-yl)-acetyl}-2,3-dimethoxy-
phenoxy }-acetamide (compound 248),
2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl }-2,3-dimethoxy-phenoxy}-N-(2-
20 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},
25  (R)-2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-N-{2-
hydroxy-2-phenyl-ethyt)-acetamide (compound 252),
(§8)-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-

30 thiophen-2-ylmethyl-acetamide {compound 254},
2-{6-[2-(3,5-Dichloro-pyridin-4-yl}-acety!]-2, 3-dimethoxy-phenoxy}-N-[3- (2~
oxo-pyrralidin-1-yl}-propyl]-acetamide (compound 255},
{2R)-2-{6-[2-{3,5-Dichloro-pyridin-4-yi)-acetyl]-2,3-dimethoxy-phenoxy}-N-{2-
hydroxy-indan-1-yi)-acetamide {compound 256},



20 et hanone (conpound 266),
Z-{2-Al |l yfoxy-6-[2-(3,5-dichloro-pyridin-4-yl)-acetyl]-3-nethoxy-
phenoxynethyi}-benzonitriIe (conpound 267),

1- (3- Aliyl oxy-4- nmet hoxy- 2- phenet hyl oxy- phenyl ) - 2- (3, 5-di chl or o- pyri di n-4-yl)
- et hanone (confyfbieu288), 25 PCT/DK2007/000564
1-{3- Al |l yfoxy-2-[2-(4-fluoro-phenyl)-et hag] - 4- net hoxy- phenyl }-Z- (3, 5-
di chl oro- pyr|d|n 4-yl)-et hanone (conpound 269),

N Benzyl - Z- { 6- [ BIPE%%%Cth'i 7{% PZXYS ?% hl%ro—pyn -y C-gée¥yd 2?3’ glmes:hoxt hoxy-

phenoxy} - acet a
2-(3,5-Dichlor ophenomwtamidm(abnyno)md%& 4- di met hoxy- 2- phenet hyI oxy- phenyl) -

30 eth Y4 - o
o D e é?ﬁ’l?.@‘é??gsyé%wf’m Byridin-4- Wg;w AATERrS BRI 4

di met hoxy- phenyMeresypst
2-(3,5-Dichlpr OEJ{GQEMBISYDicﬁlbmﬂmdlr) 4-d)eabetdi H2, G&inﬂh@&hﬁxﬁpham(xi}ww- pyridin-4-

yl) - et hoxy] - ph I aun 274 2008/ 077404
PCTJ DK2007100059@5(5“‘*%*&’%@7n D6 SRR feorpBdna YE3):

2-(3,5-Dichlor 01-1316x99wlwl@1m2-4w¢10)<v a- r(wethhwlpmnyl)& (3, Bidimbidhopyriginegny| ) -

et hanone (conp d
4-(2-{6-[2- (3, gHBgtrﬁﬁ@eo(c?mgiuq;grq)dl n- 4- ylz acetyl]-2, 3-di net hoxy- phenoxy} -

et hyl ) benzoni t H3 gy@%ﬁbﬁ@ﬁ@oz )-hydgaxy-4 methoxy-phenyl)- 2 (3 5-dichloro-

2h(3 ¥ -Di ;:Eh@r OpyRidiri-AHyD)= él&%g?%%cc[rﬁ)oﬂ,ndlzm hoxy- 2- (2- pyri di n- 4-yl - et hoxy) -
en et hanon un ;
; (2y{6 [2-(3, 5% é EW‘H"WF‘ '&?‘h’"’&'ly 13 R Gy IR ARG RO WHenoxy - et hyl )
?fnzonl trile gthamme feranndy 262),
3, 5-Di chl or o, py Giifjiisd- éoot i da-b i3 14(3détﬂsw@we~c@o£y22wéae@moﬁ pHenfinoxy) - 10

phenyl] et hanone (‘compoun
2-(3,5-Di chl oroetbwq"ﬂl(?ﬂ’m%'ﬁf‘?-z@{?) 4- di met hoxy- 2- ( 2- pyri di n- 3-yl - et hoxy) -

phenyl ]-et hamonﬂ[i-wmpacmdp\aq&))a 4]th|ad|azol -2-ylmethoxy)- 3-ethoxy 4-methoxy-

S P o R bl SRR gy ) - et hoy -2, 4

2- (3, 5- D chl or otgpla-(HpPickiord )Jyﬁdl{\%-?lhéetylﬂﬁtéthvmmmwm mieeoxp}yacetihoxy] - 3, 4
acid benzyl ester (compound 265},
1-(3-Allyloxy-2-hydroxy-4-methoxy-phenyl)-2-(3,5-dichloro-pyridin-4-yl)-

20 ethanone {compound 266},
2-{2-Aliyloxy-6-12-(3,5-dichloro-pyridin-4-y!}-acetyl]-3~-methoxy-
phenoxymethyl}-benzonitrile (compound 267),
1—(3-Allyloxy-4-methoxy—2~phenethyloxy-pheny!)-2-(3,5—dich'loro—pyridin-4-y!)w

oxy] 3, 4-

ethanone {compound 268),

25  1-{3-Allyloxy-2-[2-(4-fluoro-phenyl}-ethoxy]-4-methoxy-phenyl}-2-(3,5-

( : dichloro-pyridin-4-yl)-ethanene (compound 269),

N-Benzyl-2-{6-[2-(3,5-dichloro-1-oxy-pyridin-4-yi)-acetyl]-2,3-dimethoxy -
phenoxy}-acetamide (compound 270),
2-{3,5-Dichloro-1-oxy-pyridin-4-yl}-1-(3, 4-dimethoxy-2-phenethyloxy-phenyl)-

30  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-Dichioro-1-oxy-pyridin-4-yi}-1-{3,4-dimethoxy-2-[ 2-(1-oxy~pyridin-4-
yl)-ethoxy]-phenyl}-ethanone {compound 274),



di met hoxy- phenyl } - et hanone (conpound 282),
2-(3,5-Dichloro-pyridin-4-yl)-1-]3, 4-di met hoxy- 2- (1- phenyl - pr opoxy) - phenyl | -
et hanone (conpound 283),
2-(3,5-Dichloro-pyridin-4-yl)-1-[3, 4-di net hoxy- 2- (2- phenyl - propoxy) - phenyl ) -
20 et hanone (conmpound 284),
2-(3,5-Dichloro-pyridin-4-yl)-1-]3, 4-di met hoxy- 2- ( 1- net hyl - 2- phenyl - et hoxy) -
phenyl ] - et hanone (conpound 285),

2-{6-[2-(6-Chl oro-pyrazin-2-yl)-acetyl]-2, 3-di net hoxy- phenoxy} - N pr opyl -
acet am de (cHHpWHBMI74086), 25 PCT/DK2007/000564
2-{6-[2-(3-Brono- pyrazi n-2-yl)-acetyl]-1293- di net hoxy- phenoxy} - N-propyl -
acet am de (conpound 287)

2 (6°12 (2, & DLeblar g el by ARel )1 2 B oS hbalsn gty Proey! -

acet am de (co%rﬁ
2-12, 3-D net I“ethzymﬁe((ébrmaundllzﬂsn- yi -acet yl) - phenoxy] - N- propyl - acet am de 30

(conpound 289)
2-[2, 3-Di net ho>§2 {g [ff' G0 D'Ch'?m = Ong)yndm 4yy aceﬁyl%oxy "“Et“°"’66y?"° Zet am de
(corrpound zgogthyl) benzomtnle (compound 276},

2-[ 2, 3- D net hpxy, 5 Diéhlordypyadint-@)-d L 3a0-8indth oxip e e prldil4-ai-emekyyacet am de

(conpound 291%'1, V\i) &0081077404 Pﬁéﬁjzoo71000564 120 2-{6-[2 -(3 - Brono-
pyrid in-4-ylBegikedjanpne, (compo phenoxy}- N propyl - acetam de (conpound
292), 4-(2-{6-[2-(3,5-Dichloro-pyridin-4-yl)-acetyl]-2,3-dimethoxy-phenoxy}-ethyl)-

2-{6-[2- (3, 5-fAnbs s gé bgg.la 2478¥|) acetyl] -2, 3-di net hoxy- phenoxy}- N propyl -

acet am de (conpound
2-{6-[2-(6-CH 63 S-Dighararipuridin -y -[3cdedipiethoxy 2-(-Psidin 2y BHEKOR Y ) - N- pr opy ! -
acet an dejq c ogReAUMtaBdne (compound 279),

2612 (4 O bt gt 80 TGty LI b R BRI Pr 0Py

2- {6- [ 2- ( 2- Chphengi-ethanohen(cB8mpbyndaadddy| | - 2, 3- di net hoxy phenoxy}-Npropyl 1o

gc{etzagn gem(gfgi;gé)_ gﬁihga???yndm-&g(l) 1- {2 |i2 (4—methatn§sulf inyl- pl'lue]nyl) eél;}og)}g/f 4N— or opyl -
dimethoxy phenyl}-ethanone (compound 281 }l

15  2-(3,5-Dichloro-pyridin-4-yl)-1-{2-[2-{4-methanesulfonyl-phenyl)-ethoxy]}-3,4-
dimethoxy-phenyl}-ethanone (compound 282),
2-(3,5-Dichloro-pyridin-4-yl)~1-[ 3,4-dimethoxy-2-(1-phenyl-propoxy }-phenyl]}-
ethanone (compound 283),
2-(3,5-Dichloro-pyridin-4-yl)-1-[ 3,4-dimethoxy-2-{2-phenyl-propoxy )-phenyl]-

20  ethanone (compound 284),
2-(3,5-Dichloro-pyridin-4-y1)-1-[3,4-dimethoxy-2-{1-methyl-2-phenyi-ethoxy)-
phenyl]-ethanone {compound 285),
2-{6-]2-(6-Chloro-pyrazin-2-yl}-acetyl]-2, 3-dimethoxy-phenoxy}-N-propyl-
acetamide {compound 286),

25  2-{6-[2-(3-Bromo-pyrazin-2-y!)-acetyl]-2,3-dimethoxy-phenoxy}-N-propy!-
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

30 ({compound 283},
2-[2,3-Dimethoxy-6-(2-quinolin-4-yl-acetyl }-phenoxy]-N-propyl-acetamide
(compound 250),
2-[2,3-Dimethoxy-6-(2-pyrazin-2-yl-acetyl) -phenoxy]}-N-propyl-acetamide
(compound 291),



acet am de (conpound 297),
2-{6-[2-(2-Cyano-pyridin-4-yl)-acetyl]-2, 3-di met hoxy- phenoxy}-N-propyl -
acet am de (conpound 298), 15

2-[2,3-Dineth yridazi n-3-yl -acetyl)-phenoxy] - N- | - am de
(conpound 299%@%‘@;@2” But yl am no- 3, 5-dichl oro-pyri dFﬁP/ﬁK@I ‘?00?%6(12 [

2-(4-fl uoro-phenyl )- ethoxy]-3, 4-di metl%xy phenyl } - et hanone (conpound

300),

2.(2-ami no- 3, o deapliar mxrdy%g\co%'ate%q%s iidefory-UnBxAIRI¥bp-ot hoxy] - 3, 4

20 di met hoxy- - et hanone
2-(3,5-Dichi orft;eti'w'%mnwoyqu 2)( 4- et hoxy- 3- net hoxy- 2- phenet hyl oxy- phenyl ) -

et hanone (COﬁm)lgﬁl-Cﬂzli@,%)-leromo pyrldln-4—y1) acetyl)-2, 3-dimethoxy-phenoxy}-N-propyi-
{6-[2-(3,5-Dichl oro rld )-acetyl]-2, 3-di met hoxy- phenoxy}-acetic acid
( conpound 504)‘-“:er2?'§1 é’ﬂpoﬂ'ﬂﬂ tar bonyl met hoxy- 3, 4- di met hoxy- benzoi ¢ aci d
met hyl este¥ Z- 6@t@dfodtlcﬁfﬁﬁaylmlcﬁn-éaﬂ)banewmz,hed«yteﬂ]odvmhﬂm:txh}mypmewzoi c acid
nmet hyl ester (aﬁ

8hnd 2
3, 4- Di et hoxy- 2 ﬂ:cg.& ?r)@t hoxy- benzoi ¢ acid nethyl ester (conpound
506c), or 30 2- [2 ( ~-Chilorg- pyrldln-z yl}-acétyll-2,3-dimethoxy-phenoxy } -N-propy!-

2-{6-[2-(3, 5- Qceahaao cﬂmpbdhdwzgg-)yl )-acetyl]-2, 3-di net hoxy- phenoxy} N- et hyl -
acetam de (co and a accept abl

physi ol ogi cal ﬂ;%rfgég o é’¥t“é’ 'ﬁéﬁi&&ﬁ&%ﬁ’t Qo] f@'ﬁf@ygal ts,

hydr at es, N oxacekasnidsa (wutpuam(ezf.i}&)her eof WD 20081077404 PCT1UI { 2007/ 000564
121 20. A co Gl ggqg‘jt, therapy
21. A corrpourr:gpg%go[?g&moq%%g[ @E%ﬁog?%\g?&a?g ’ﬂjl F%ﬁe'&g e eat ment of
d Fral  di seasea§EtaH“'iE2(C°NPBH%ﬁ%%7deut| cal conposition conpri SI ng a conpound

cording to gnys-png2-Cyhns-bplidiB-4ly)lSceh@peBhd@metidkp-phe @l MBeRIYI- cal |y

accept abl e vehicl e or pharmaceutically acceptable carrier(s).
10 23, A phar rf’é%@{]"t‘?%gﬂ"“@f}ﬁ‘b‘gg#ﬁh on according to claim22 together with one
or 15 2-[2,3-Dimethoxy-6-(2-pyridazin-3-yl-acetyi}-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-

20 dimethoxy-phenyi}-ethanone (compound 301},
2-{3,5-Dichloro-pyridin-4-yl}-1-(4-ethoxy-3-methoxy-2-phenethyloxy- phenyl)-
ethanone (rompound 302),
{6-[2-(3,5-Dichloro-pyridin-4-yl}-acetyl]- 2, 3-dimethaoxy-phenoxy } ~acetic acid
{compound 504),

25  2-tert-butoxycarbonylmethoxy-3,4-dimethoxy-benzoic  acid  methyl  ester

( {compound 506a},

2-carboxymethoxy-3,4-dimethoxy-benzoic acid methyl ester {compeound 506b),
3,4-Dimethoxy-2-propylcarbamoylmethoxy-benzoic acid methyl ester
(compound 506c), or

30 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 sclvates thereof.



nore other therapeutically active conpound(s). 24. The use of a conpound
according to formulal 15 Rl r O--R2 d-R3 e | wherein X1, ‘X2, X3, X4
and X5 independently of each other represent -CH or N, 20 or X3, X4 and X5
i ndependently of each other represent -CH or N, and X, and X2

i ndependently of each other represent C and formpart of an additional 6-
menbered aronmatic ring; WO 2005! 077404 PCTJDK20071000564 122 wherein Rl
represents al kyl, al kenyl, al kynyl, hal oal kyl, hydroxyal kyl, or

al kyl carbonyl, all of which are optionally substituted by one or nore, sane
or differentY&W¥4ents selected from R4, or R repr¥SEHNWFogen; 5 R2
represents al kyl, cycloal kyl, al kenyl, 1¥ycl oal kenyl, al kynyl, hal oal kyl,

hydr oxyal kyl , heterocycl oal kenyl, al kylaryl, aryl al kyl, aikyl al koxycarbonyl ,
al kyl car bonyl gxy, ; - [Gh i y substituted by
one or nor e,Qas('frr%ﬂ Pﬁh“i\(%%?dé °& S?Pf"tgfj%'n ssclsle éogtugg‘r?t?%%pks; or RZ
represents hydrogen or -CHZ C(O) NR9-R12; 10 R3 represents al kyl,

cycloal kyl', ahKeNabmpoGd b@akde sl any 3hk ¥dthimshal ®fdr ik in trébtmieaoral kyl ,

het er ocycl oal ken l_ alﬁ%laryl, aryl al kyl , al kyl al koxycar bonyl ,
aIkyIcarbonyI@%V% Useasfkoxyal kyl, al | of which are optionally substituted by
one or noEe, sanme or different substituents selected fromR6; or R3

represents 15,5y ficatEigr e sk I R aggq- NRv Ruu; R4
represents hydir]og'geﬁr%?rﬁ%ieﬁgﬁa, a %%)P, Qﬁﬁ%ﬁ%?,&ﬁéﬁﬁen?m& , ogﬁ éxy, hydr oxy,
or hal oal kyl ; of claims 1-19 together with a pharmaceutically acceptable vehicle or excipient

or pharmaceutically acceptable carrier(s).

10 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

15
Ri
(8]
O-—R2
0-—R3
o}
Xg” Ry
xfl B/-js/—RH
]
NG
1
wherein X1, Xz, X3, X4 and X5 independently of each other represent —-CH- or N;
20

or X3, X4 and X; 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;



20 Rs represents al kylaryl, carboxy, alkyl, alkenyl, cycloal kenyl, alkynyl,
hal oal kyl , cycl oal kyl, cycl oal kenyl, carbanoyl, hydroxyal kyl, aryl oxy,
al koxycar bonyl oxy, alkoxycarbonyl, al koxy, al koxyal kyl, aryl, a

het er ocyclic rwa)gm M ppcarbonyl, al kyl thio, alkylcar bong‘h%%@gw%ﬂr oxy,

al kyl car bonyl ary car onyl, al kyI car bonyl.oxy, or am no, are
optionally substitut ed by one or 25 nor 22sane or different substituents
selected fromR7; or Rs represents hydrogen, oxo, hal ogen, cyano, or nitro;

?Q g glork elsenti %H?Yélﬁ@hpr@éh&@i%l a%kéfmc 1all@h¥leﬁéﬂbalksﬂ)élfﬂg?@lal e Rpybr al Ik)(/)nyl
X X )
al koxycgr bonyly Vﬁ:a%y PEB&VE'&? B'E%Qﬂt'°“%"‘fk°’b’>l?§/‘¥ ”?ﬂd%@”ﬁli 'a?affle% Y

het er ocycl i ¢ r idiffgremtrsubsitteeriio sglected bRt b B, rea#dsyrttsaydhogeyl am no,

aryl carbonyl, hydroxy, alkylcarbonyl, alkyl carbonyl oxy, or am no, all of
whi ch are optlonally substituted by one or nore, sanme or different
substit uent s° s&Zééﬂ"éiﬁnisr@H'WC'OGWYEQ@IKP@W estoatkenHyaikgybhelogisl: hal ogen,

cyano, or nltrq.ydmam%&%&%awwm%iﬁ QQ?EM aﬂ«El%ikayc&ﬂﬁhﬁ?entS al kyl,

et ordbyol ve) LAIerEY By STOM A S e e e B e Py ©

aryl oxy, al koxyma:ebmmd or difjeteabopbblityénts aetected frioyndR:pxy R, tprasantsoxy; aI I of

which 5 are opt - SHbs ed by one or nore, same or different
substituents Hgﬁ'%g f%nﬁ@%& Q?‘z' R7 represents hydrogen, hal ogen, or oxo;

R3 represent® al kyl, al kenyl, cycloal kyl, cycloal kenyl, alkynyl, alkoxy,
hal oal kyl, is riQeptbientd dlkya, cy@l'oﬁﬂkk!sﬁikfe@ﬂy&ycloaikléWI Sélk\fﬂymhlaloalkyl

e e byl AP k fovy.

ﬁ}’)r a'aﬁﬁﬁ‘/?maw'a'ﬁy)d? %‘9%’8’#‘@ PHoxy: "al | of
whicch are opti aiiqlicksbopyibst, ior atkexlyabiyi, mﬂ@f@mlqhmrepptscsahssstmstlmtédb;,renator
substituents s thef ogen, oOr O0Xxo;
15 RO represen%&ﬁ ro %ﬁiﬁfﬁkﬁyﬁ@&ﬁﬁ?ﬂt‘gﬁgéﬁé@ ?fug%r’}kespﬁésmo represents
hydr ogen, alkyl Yd'@%"r ‘1%3‘/‘61%9 heﬂ?ﬁf?%@@ﬂ“@érﬁﬂx? (O Re; al koxy,

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

20  Rg represents alkylaryl, carboxy, alkyl, alkenyl, cycloatkenyl, atkynyl, 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
25 more, same or different substituents selected from Ry;
(‘ or Rs represents hydrogen, oxo, halogen, cyang, or nitro;

Rs represents alkylaryl, carboxy, alkyl, alkenyl, cycloalkenyl, atkynyl, haloalkyl,

cycloalkyl, cycloalkenyl, carbamoyl, hydroxyalkyl, aryloxy, alkoxycarbonyloxy,
30 alkoxycarbonyl, alkoxy, alkoxyalkyl, aryl, a heterocyclic ring, aminocarbonyi,

alkylthio, alkylcarbonylamino, arylcarbonyl, hydroxy, alkylcarbonyl,

alkylcarbonyloxy, or amino, all of which are optionally substituted by one or

more, same or different substituents selected from Rp;

or Ry represents hydrogen, oxo, halogen, cyano, or nitro;



hal oal kyl , or hydroxyal kyl; 20 R' represents one or nore, sane or different
substituents selected from hydrogen, hal ogen, cyano, am no, alkyl,
met hyl sul fi nyl, nmethylsulfonyl, am no, cyan, or al koxy; 25 Rl2 represents
al kyl aryl, aryl al kyl, carboxy, alkyl, alkenyl, alkynyl, hal oal kyl,
cycl oal kyl, cycl oal kenyl, carbanmoyl, hydroxyal kyl, aryl oxy,
al koxycar bonyl oxy, al koxycarbonyl, al koxy, al koxyal kyl, aryl, a
het erocyclic ring, am nocarbonyl, alkylthio, alkylcarbonylam no, hydroxy,
al kyl car bonyl , aryl carbonyl, al kyl carbonyl oxy, or amno, all of which are
optional |l y sO¥320084i748d by one or 30 nore, sane or di f fRETEWI08BES64 t uent s
selected fromR8, or Rl12 represents hydBdogen; with the proviso Rl, R2 and
R3 cannot all be methyl; 124 wth the proviso that when R2 and R3 are both
hydrogen, Rl cannot be nethyl or hydrogen; and pharmaceutically acceptable
and physiol ogically cleavabl e esters, 5 pharmaceutically acceptable salts,
hydr at es, N-oRimpssants stoyly alkenyl tdyelpaliofl, cycioalkbnyl, rfﬁkunf;kaltknm hafoalkylredi canent
for the proph b f t es or

Ylefiithc? neterGHBARNyS het AR LLAAL AP McABORR! nétkBERT

condi tions, or acut roni c cut ous I sor 5. The use
accordi ng to dMiexmakexycarkany|. hyengsyaier. rﬁd‘l""%h@’é'é’é‘lé: %’rcaERS’ﬁ‘d?lQ" #ivhid  sel ect ed

from the gpougreepasiady sigtitftePbPbhd i Bérey Cantenet difidreAetbbmuyntski N di sorders,
psori asi s, caqﬁc% Hﬁ ge[nal i nfl amrati on, al opecia, skin atrophy, steroid
i nduced skin %.?‘% VP K n agei ng, photo skin ageing, acne, dermatitis, 15
at opi ¢ der nat ¢t R,gepressints nidedgendealegen; o1 axo; cont act dermatitis, urticaria,
pruritis, and eczenm.

Rs represents alkyl, alkenyl, cycloalkyl, cycloatkenyl, alkynyl, alkoxy, haloalkyl,
10  alkylthio, alkylsulfonyl, alkylsulfinyl, heterocycloalkenyl, heterocycioalkyl, aryl,

alkyicarbonyl, heteroaryl, aryloxy, alkoxycarbonyl, hydroxyalkyl, aminag,

tiydroxy, or carboxy; all of which are optionally substituted by one or more,

same or different substituents selected from Ryg;

or Rg represents hydrogen, halogen, or oxo;

15
Rp represents hydrogen, alkyl, haloalkyl, or hydroxyalkyl;
Ry represents hydrogen, alkyl, oxo, hydroxy, halogen, carboxy, amino, alkoxy,
haloalkyl, or hydroxyalkyl;

20

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

cyano, or alkoxy;

25 Ry represents alkylaryl, arylalkyl, cérboxy, alky!, alkenyl, alkynyl, haloalkyl,
cycloalkyl, cycloalkenyl, carbamoyl, hydroxyalkyl, aryloxy, atkoxycarbonyloxy,
alkoxycarbonyl, alkoxy, alkoxyalkyl, aryl, & heterocyclic ring, aminocarbeonyl,
alkylthio, alkylcarbonylamino, hydroxy, alkylcarbonyl, arylcarbonyl,
alkylcarbonyloxy, or amino, all of which are optionally substituted by one or

30 more, same or different substituents selected from Rg, or Ry; represents

hydrogen;

with the proviso Ry, R; and R3 cannot all be methyl;



10

15

124

with the proviso that when R; and R; are both hydrogen, R, cannot be methyl or
hydrogen;

and pharmaceutically acceptable and physiologically cleavable esters,
pharmaceuticaily 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 accordirig to claim 24, wherein the derrmal disease or condition is
selected from the group consisting of proliferative and inflammatory skin
disorders, psoriasis, cancer, epidermal inflammaticn, alopecia, skin atrophy,
steroid induced skin atrophy, skin ageing, photo skin ageing, acne, dermatitis,
atopic dermatitis, seborrhelc dermatitis, contact dermatitis, urticaria, pruritis,

and eczema,



