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(54) Title: NOVEL AMIDE COMPOUNDS WITH MCH ANTAGONISTIC EFFECT AND MEDICAMENTS COMFPRISING

(54) Bezeichnung: NEUE AMID-VERBINDUNGEN MIT MCH-ANTAGONISTISCHER WIRKUNG UND DIESE VERBIN-

(57) Abstract: The invention relates to amide compounds
of general formula (I}, in which the groups and residues A,
B,b, W, X, Y, Z, R, R? and R? have the meanings given in
claim 1. The invention further relates to medicaments coin-
prising at least one of said amides. Said medicaments are
suitable for the treatment of metabolic disorders andfor eat-

(I) ing disorders, in particular, obesity, bulimia, anorexia, hy-
perphagia, and diabetes as a result of the MCH receptor antagonism.

bt (57) Zusammenfassung: Die vorliegende Erfindung beirifft Amid-Verbindungen der allgemeinen Formel (1), in der die Gruppen

und Reste A, B, b, W, X, Y, Z, R}, R2und R? die in Anspruch 1 angegebenen Bedeutingen anfweisen. Ferner betrifft die Erfindung
Arzneimittel enthaliend mindestens ein erfindungsgeméisses Amid. Anf Grund der MCH-Rezeptor antagonistischen Aktivitit eignen
sich die erfindungsgemiissen Arzneimitte] zur Behandlung von metabolischen Stérungen und/oder Essstérungen, insbesondere von
Obesitas, Bulimie, Anorexie, Hyperphagia und Diabetes.
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conprising said conpounds The present invention
rel ates to new am de conpounds, the physiologically

ble salts thereof as well as their use as MCH
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prevention and/or treatnent of synptons and/or

di seases caused by MCH or causally connected wth MCH
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Background to the Invention

The intake of food and its conversion in the body is an essential part of life for
ail living creatures. Therefore, deviations in the intake and conversion of food
generaily lead to problems and also illness. The changes in the lifestyle and
nutrition of humans, particulariy in industrialised countries, have promoted
obesity in recent decades. In affected people, obesity leads directly to
restricted mobility and a reduction in the quality of life. There is the additional
factor that obesity often leads to other diseases such as, for example,
diabetes, dyslipidaemia, high biood pressure, arteriosclerosis and coronary
heart disease. Moreover, high body weight alone puts an increased strain on
the support and mobility apparatus, which can lead to chronic pain and

diseases such as arthritis or osteoarthritis. Thus, obesity is a serious health
problem for society.

The term obesity means an excess of adipose tissue. In this connection
Obesity is fundamentaily to be seen as the increased level of fatness which
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are preferably regarded as suffering fromobesity.

Apart from physical activity and a change in

Anart fromnquhystdabaetivity aridra enthge ROutEEINY itsieng chFr%ﬁ@y”ﬁat
§§5i|non f.or eff?ct i.vely reduci ng body weight. However,
cREVInGingdreament gtien & effestivaln fadsiciignbodeweight! blomever, as
obk [ i | fi-e- [ di seases, it _is
DESRERPHRIGMUALER: I I e el AT B eflyiS 86 Bveh ire-

Uyeataning:diseases, disialdhs nirst dmpesaritad HAve Jpce¥srs i on
One approach whi ch has

L. { t f besity.
PR B EadN s Petanan oy e prevantoprciprsiatonand of of
bt . et L
o0/ S ooas PpRIdcHlwhich e Hee dripdied derk el Sie ,
theyepewticrss ofdpH artagonistss(ct.rigteptiia YO DTV IMEC W, | t

[ hesi sed predomi nantly in the hypothal amus in
O@%%?L and fromthere travels to other parts of the

brain by the projections of hypothal am c neurones.

s .biological activity is nmediated in humans through
IVH%"’HFP'F%?@FQ““GWM&(%bB@CMeepurnrmp(ci@@aabisﬁngm

1&? g?é’é?g?@g] ?tgﬁgﬁ/aﬂl%%%gd%?r%@l)r%t edtlg% the hyp%qgél\én"}ugein Mo
mammals and from there travels to other parts of the brain by the projections
of hypothalamic neurones. lIts biological activity is mediated in humans
through two different G-protein-coupled receptors (GPCRs) from the family of
rhiodopsin-related GPCRs, nameiy the MCH receptors 1 and 2 (MCH-1R,

MCH-2R).

Investigations into the function of MCH in animal models have provided good
indications for a role of the peptide in regulating the energy balance, i.e.
changing metabolic activity and food intake [1,2]. For example, after
intraventricular administration of MCH in rats, food intake was increased
compared with control animals. Additionally, transgenic rats which produce
more MCH than control animals, when given a high-fat diet, responded by
gaining significantly more weight than animals without an experimentally
altered MCH level. It was also found that there is a positive correlation
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In the patent IRterature certain am ne conpounds are

ant agoni sts. Thus, WO 01/21577
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Moreover WO 01/82925 (Takeda) also describes compounds of formula

R’

‘R2
wherein Ar' denotes 23 cyclic group , X and Y represent spacer groups, Ar
denotes an optionally substituted fused polycyclic aromatic ring, R' and R2
independently of one another represent H or g hydrocarbon group, while R’
and R? together with the adjacent N atom may form an N-containing
heterocyclic ring and R2 together with the adjacent N atom and Y may form an

N-containing hetero ring, as MCH antagonists for the treatment of obesity
inter alia. |

Ar'—X—Ar-Y—N

In EP 073 016 A1 (Boehringer Ingelheimy) 1-aryloxy-S—alkyiamino-z-propanols
- of general formula '
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cyclic group , X and Y repr@sent spacer groups, Ar
denotes an optionally substituted fused pol ycyclic
aromatic ring, R and R2 independently of one another
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ete rigg, MCH antago@ ts for the treatnent of
obesity, i nt®r alia. In EP 073 016 Al (Boehri nger
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N-[ 4- (2-di et hyl am no- et hoxy) - phenyl ] - 3- ph
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phenyl]-3-phenyl-acrylamide and N-[4-(2-diethylamino-ethoxy)-phenyi}-3-

phenyl-propionamide.

WO 00/06153, which proposes compounds with a CCR5 receptor activity,
mentions inter alia the compound 3-(3,4-dichloro-phenyl)-N-{3-(2- |
diisopropylamino-ethoxy)-4-methoxy-phenylj-acrylamide.

FR 1176918 mentions the compounds (N-[4-(2-morpholin-4-ylethoxy)-phenyl]-
3-phenyl-propionamide) and N-[4-(2-diethylamino-ethoxy)-phenyl]-3-phenyl-
propionamide.

In the article by A. P. Tamiz et al., J. Med. Chem. 42 (17), 1999, 3412-3420,
the compound (3-(4-chloro-phenyl)-N-{2-[4-(2-diethylamino-ethoxy)- phenyl]
ethyl}-acrylamide) is mentioned.

In DE 3016827, which relates to compounds having an effect on the
cardiovascular system, the compounds N-{2-[3-(4-{2-[2-(4-chloro-phenoxy)-
acetylaminol]-ethyl}-phenoxy}-2-hydroxy-propylamino]-ethyl}-isobutyramide,
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with demonstrating advantageous uses of the compounds according to the
invention. The invention also sets out to provide a process for preparing the
amide compounds according to the invention. Other aims of the present
invention will be immediately apparent to the skilled man from the foregoing

remarks and those that follow.
Subject matter of the invention
A first object of the present invention comprises amide compounds of general

formula |

Amide compounds of general formula |
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according to the invention, The invention also sets
out to prQvide a process f preparing the am de
conpounds agcogding to-tedopwensi on. Qher aimg of
the presgmt  invention wil]l be inmediately apparent to
the skilled man fromtheRforegoing renmarks and those
that follow Subject matter of the invention A first
obj ect of the present invention conprises am de
viraregpunds of general formula | Am de conpounds of
general formula I WO 2004/039764 7 1 0 R 11
N-X-Y-Z-N-CW-A R 2/ 13 R wherein PCT/ EP2003/ 011933

7 B TSRS e Ao
substi t uyaaalhw grh@p %bﬂdﬁal(l? subé/htdt@d By é:ga;é,pgwupmu@ a

position_ 3 cl oal kyl
gr oup nE@Hg;egrpgpprag@atlw&cgél ofegs G.-rqH] membered cycloalkyl

N - iy bR repbcE by Qo :'Nﬁy' Nie.-241k51) PEERKEO-

or pyr| gr oup y' moho-

pol ysub@-Ct yatig)hy ot h@hgnﬂm @ndimyagrﬂi.@roptlonaily mono- or
monosubstituted by nitro, R and R2 for
C2- 8-al RY Wéhféstﬁutieégtw t\nﬁ&reumR @woramqr\%ub%tmtedgqyommg,

may be peplaced independently of one

R' and R? form a C..g-alkylene bridge wherein

- one or two -CHs- groups may be replaced independently of one
another by -CH=N- or -CH=CH- and/or

- one or two -CH>- groups may be replaced independently of one
another by -O-, -8-, -SO-, -(SO,)-, -C=N-0-R®-, -CO-, -
C(=CHz)- or -NR™- in such a way that heteroatoms are not

directly connected to one another,

while in the above-defined alkylene bridge one or more H atoms

may be replaced by R™, and

~ while the above-defined alkylene bridge may be substituted by one
or two identical or different carbo- or heterocyclic groups Cy in such
a way that the bond between the alkylene bridge and the group
Cy is formed
- via a single or doubie bond,
- via a common C atom forming a spirocyclic ring system,
- via two common, adjacent C and/or N atoms forming a fused

bicyclic ring system or




wo aseidzersdpy - CHEN- or - CH=CH and/or -
groups may be repl aced inde%endently of one anot her
by -0-, -S-, -SO, -(S02) CNOR'-, -CO, -
C(=CH2)- or -NR 13_in such a way that heteroatoms are
not directl connecte tQ,0 0 whi, | 1 he
Above det PRAHrSH RyPBHEC AR aefs g SlarGeaflahe’
may be repyserd by R, and while the above-defined

al kyl ene brldge may be substituted by one or two
identical or different carbo- or heterocyclic groups

R dge SRHOER ARG FeIMBIE EEr b lbaRiy e BR

doubl e bond, - via a common C atomformng a

szlrocycllc ring system - via two common, adjacent C
nd/ or  REBRISER ¢or mkﬁ@nﬁ bridgevhasetyclic ring system

or 0 20041 878 G40 PCTLFE2003L 04 B3 20 .01 A cL S

more C and/or 2 ormmn

R3 denot esnéiorﬁﬂteGCHLJ%bup%a?ﬁa/ﬁdp@déthd@pendentl of one
C3_7-cycl oal kyl - A- X denotes a Ci al kyl ene

bridge whapeh r by 0~ cfia. (@@ SRy HeOr opHIREdN syich a way

be repl actit T eRdE itk 0p St ol 35 Q 8hagR°SE¥m

-(SO -, -&a=0t- dlrecﬂlpcomnec{édﬂ?ﬂa on@apothiera way that in
each case two O, Sor Natons or an 0 and an S atom
are not directly connected to one another, while the

bri dge dli t
attac heﬁhﬁn}gsr@%é §(}?§an& %étgéh QEA ef{o l%qlﬁééﬂﬁoﬁpﬂ%

whi | e t adached fcbd% ahdXyfouddgta lnetaldoyclid gmupe vehitedtbired
to Rz, B SééJSj(' mgy aggltionaily also be attached to R?, including the N-

atom attached to R? and X , forming a heterocyclic group, and

two C atoms or one C and one N atom of the alkylene bridge may
be joined together by an additional C44-alkylene bridge, and

a C atom may be substituted by R and/or one or two C atoms in
each case may be substituted with one or two identical or different
substituents selected from Cy.e-alkyl, Cos-alkenyl, Czog-alkynyt, Cs.7-
cycloalkyl, Ca.7-cycloalkyl-C.a-alkyl, Cs7-cycloalkenyl and C4.7-
cycioalkenyl-Cq.3-alkyl, while two alkyl and/or alkenyl substituents

may be joined fogether, forming a carbocyclic ring system, and

W is selected from among -CR**R%-0-, -CR"*=CR"°-, -CR**R®*-NR%-,
-CR"R™-CR’R™- and -NR®-CR®*R®-,

Z denotes a single bond, Ci4-alkylene, wherein two adjacent C
atoms may be joined together with an additional C4-alkylene
bridge,

one or twyTEFd863/011933



wo 8dcafisedshached to R2 and X, form ng a heterocyclpicg/er2003/011933
group, and two C atons or opne C and one N atom of the

al kyl ene bridge nmay be JOlﬁed t oget her by an
addi ti onal Cl4-al kyl ene bridge, and a C atom may be
substituted by R10 and/or one or two C atons in each
case may be substituted with one or two identical or

di f f er eghile at@étdnﬁ uﬁmk%|ﬁ$éﬁébﬁagé "rﬁHV lgéls@asﬁtlhéb with R
C2- 6- al ken - cycl oal kyl ,

cs 7 cy@m@ér Rpe ocmvcaCaatnms Indﬂpmdwwv@pne appthandnay be

aI kenyl g@f‘g@‘itgﬁ %tlnt ge %H@oﬁéepté%(g #gﬁ%qt%ra—élk\zlnﬁ ﬁé

a car bowmé two Blkpbgreues emy e fbinsd &elefitdrefdrininga anong
-CR6aReb O, -CRr/a=CR7c-, -CReaR6b_NRS8-,
CR7aR7%ﬂ"éR?mdmgaﬁ@Fj NRS- CR6aReb Z denotes a si ngl e

bond, C, 4-al kyl ene, wherein two adjacent C atons may
be | oi ned together with an additional Cl4-al kyl ene

Ybr i dge, déMdtd9 0né @8 theomeRATHGERNEIBIOD CIO33 9 while a C
atom of the al kyl ene bridge nay be substituted with

R10 and/or one or two C atons independently of one

anot hery, R HEEP t

or dlfferent @%?W groumﬁdh%@r%?hwxgﬁpthéw

gr oups atam ataghedrta R’ targia)(hécnrmlﬁgnahetgroa:yclmgroupcﬂ.aseﬂ to
ring, d_Y,denotes one of the neanings given for Cy,

whi | e "#éq/%e attached to Y including the group X
and the N atomattached to R1 and X, formng a
heterocg( clic group fused to Y, and/or X may be
at t acheX may pefattachad ta Ydamping  caibet oF betecodyelig goayp

fused thS%ngﬂg?g denot es one of the neanings given

for Cy, one of the nmeanings given for Cy,
b denotes the value 0 or 1,

A denotes one of the meanings given for Cy,

B denotes one of the meanings given for Cy,

b denotes the value 0 or 1,

Cy denotes a carbo- or heterocyclic group selected from one of the

following meanings
a saturated 3- to 7-membered carbocyclic group,
an unsaturated 4- to 7-membered carbocyclic group,
a phenyl group,
a saturated 4- to 7-membered or unsaturated 5- to 7-membered
heterocyclic group with an N, O or S atom as heteroatom,

- a saturated or unsaturated 5- to 7-membered heterocyclic group
with two or more N atoms or with one or two N atoms and an O

or S atom as heteroatoms,




wo SYositReR4es a carbo- or heterocyclic group sel e¢cagkp2003/011933
fromone of the follow ng neanings - a saturated 3-

to 7-nenbered carbocyclic gtbup, - an unsaturated 4-
to 7-nmenbered carbocyclic group, - a phenyl group, -
a saturated 4- g or _unsa %

7- menber @’ aF%’ﬂ%%B?‘@F‘PQyCE? upr e %fe QTQUBPN' ASHh

as het er ogjy dent@al tdifférRth&erddt ﬁ%‘é@fﬂc@‘é’d fomti@ O

7-menber ed heterocyclic group wth two or nore N
atons or @d/brBpe or two N atons and an 0 or S atom
as heteroatons, WO 2004/ 039764 PCT/ EP2003/011933 10 -
an aromatic heterocyclic 5- or 6-nmenbered group wth

one or whpeé the @@bleGaentiinedi4-f 51, anr hﬁh@mﬁ@ieﬂ@roups may
selected fromN, 0O and/or S,

above- nbaeitaeked wa twe- corgmony ad)ae@ﬁ%amn@ﬂ@@géo @eghenyl

be atta nmon, adj acent C atons fused to
a phenyﬁpﬁﬂ'dﬁéﬁjpbgo%rg ring, and in the above-nentioned

CH2-

or 7-nmenbered groups one or two non-adjacent
groups may be repl aced |ndependently of one

anot her INJe Zbogmentigrieg B, 6- or (Sapmbsred Jesups oG Qo

and thep t

groups rr(g@ga cgﬁ{“cﬁ ﬁ E%Hggt%?ﬁ gge r"ﬁg Sy Spﬂﬂgfone
with anammﬂwob_y BI—CCM -@HCH,)- -{SOror -(@ﬂzr)ygr@np, and :
Cl- 4-al kyl -met hyl ene or di - (Cl4-al kyl ) - et hyl ene

bri dge,
nono- o e i
e Rk Bl il @B cet R Belec s i o

R20,

and the above-nentioned cyclic groups nmay be

addi t i onaptesentasbridget singtaystainawvith anninino, Ne(@d 4eatkyl)-

nas_ondOFS. eSS Rys dienligRhaey st llaenEne

C3.6-  bridge, and
the above-mentioned cyclic groups may be mono- or

polysubstituted at one or mare C atoms with R?, in the case of a
phenyl group they may also additionaily be monosubstituted with
nitro, and/or one or more NH groups may be substituted with R?,

R* has one of the meanings given for RY, C..s-alkenyl or Cas-

alkynyl,

R® R® denotes H, Cq4-alkyi or CFs,

R'/’a R?b

R, R™ denotes H, F, Ci4-alkyl or CFs,

R_8 denotes H, Cy4-aikyl, Cs7-cycloalkyl or Cs.7-cycloalkyl-Cq-s-alkyl,




R

wo abdayaytss R6a R6b denotes H, Cl-4-alkyl or CF3, Fth%r2003/011933
R7b, R7c, R7d denotes H, F, Cl-4-alkyl or CF3, denotes

H, Cl4-al kyl, C3-7-cycl oal kiﬂ or
C3-7-cycl oal kyl -C -3-al kyl, WO 2004/ 039764

/ EP2Q03/011933 11 RI10 de ote
gThydr ‘25}0‘@%‘3@[@&4 o-hydraxyatoke 'ﬁﬁ*yrﬁax(éﬁo&y A-Coragglkoxy)-

%4361?1(9{ "amg%) XY, ?]é &%?@Q%@%ﬁmo,@ﬁ@kyl amino, di-

cycl o- C(E@—dlkkbﬂaemeo,mymm-CamaﬂmaﬂeirEML kgriino-Ci4-alkyl, C14-
aI kyl

LA Rg M oMk diGr-gyraping:Cog-afior, cyclo-Cass

aI kyI en I - -
C v kgl'k?PaePn@Lr@hgﬁ?&J_ng}/ aﬁfﬁd?& Sati@xg! B2 ¥8lkyl-amino-Cis

- ( Cl4alkbky,l di- (@mﬁﬁcymammaquwgikcxy oy cydo-C3-66

B S R

cycl o- (Bnﬁwo@ir&fmmrtﬁl(mwl@ﬁtémmbarb%g«t 18E 5 6-
C2-6-al kenyl , C2-6-al kynyl, R15-O R15-0-CO R15-CO 0,

R16R17NalkHesRIOINC@aknyty, R 2 has one of the neanings
gi ven for R20, R13 has one of the neanings given for
R17, with the exception of car on/ R14 denotes
UL ST A Sy g g 000,
R18R19I\§Jt0%%b1§9 %f‘s@&f . RL5-0 0O Cl-3-al kyl ,
R15-0- CO-NH, R 5-S02- NH, R15 CO Cl1. 3- al kyl,

R15- CO- O Cl1. 3-al kyl, R16R17N-C1. - al kyl,

R 8 R19NaaZ00/ma o8 theanieghings giendbr B2 kyl, RL5 denot es

~H, Ci1-0-al kyl, C3-7-cycloal kyl,
C3-7-cycl oal kyI a - 3-al kyl, phenyl

Rpheny! -Kds nalokile m@éhi‘n@‘s @Wen%r Ryt 'vﬂ!H‘tYlle e@i‘ceﬁtléﬂ k!
R16 denotes H, CI-6-alkyl,” C3-7-cycl oal kyl,

C8- 7- cyQﬂrbaXS(',yl Cl -al kyl, C4-7- cycloal kenyl,
C4-7-cycl oal kenyl -d - 3-al kyI , CO-hydroxy-C2- 3-al kyl ,
R™ denotes halogen, Cs-alkyl, C2s-alkenyl, Co¢-alkynyl, R'*-0, R™-0-
CO, R"™-C0, R"*-C0-0, R"R"N, R"®R"*N-CO, R'®-0-Cy.;-alkyl,
'R"™.0-CO-Cy.4-alkyl, R™®-0-CO-NH, R'5-S0,-NH, R"®-CO-C.5-
alkyl, R"*-C0O-0-Cys-alkyl, R"®R"N-Cys-alkyl, R®®R'*N-CO-C1.s-
alkyl or Cy-C4s-alkyl,

R'® denotes H, Ci4-alkyl, Ca.y-cycloalkyl, Ca7-cycloatkyl-C.3-alkyl,
phenyl, phenyI-C1-3-aIkyI, pyridinyl or pyridinyl-C.s-alkyl,

R denotes H, Cqs-alkyl, Css-cycloalkyl, Ca.7-cycloalkyl-Cq.a-alkyl, Cs7-
cycloalkenyl, Cs.7-cycloalkenyl-C,.3-alkyl, @-hydroxy-C, s-alkyl,
| 0-(C14-alkoxy)-Ca.s-alkyl, amino-Cz.¢-alkyl, C14-alkyl-amino-C,.s-
alkyt, di-(C1.4-alkyl)-amino-C,s-alkyl or cyclo-Cse-alkyleneimino-
Cas-alkyl, '



0%6@3996@' koxy) - C2- 3- al ky' am no- C2- 6-al kyl,  pc1/EP2003/011933
Cl4- al kyl - am no- C2- 6- al kyI

- (Cl4- al kyl ) - am no- C2- 6- al‘%yl or
cycl 0- C3- 6- al kyl enei m no- C2-6- al kyI WD 2004/ 039764
17 PCT/ EP2003/ 011 12 R17 has one,pf the neanings
R given B2 R4 gﬁ‘ed'@ﬁ@f"é‘gs QH?QJW& We‘?l?ﬁc’t§3 al kyl ,

pyri di nighenyll SHEHYRE, Sy, gﬁb@gl o@xaﬁar@-b@f'-@ﬁ!@onw

car boxy, hydroxycar bon I”- 'Kyl

Cl4- a: telx.yeawbzmnyl @m@iwbxqmvwbpnyieﬁaa-alwyl

Cl A- ca O~

N (oo S RS RO R Al Ry bRV C st coa- al ey

Cl4- al kgl saikAtamydnylamino-Co. 3-aIkP/I N-(C14-alkylcarbonyt)-N-
Cl14- al kE/I sul Ehonyl am no-

N Gk Ryl & salysiahonyian no- C

23- al ky nt te
TS e e TN B
Cl. 6- al M(,(];M-émyﬁ‘aahlh@@éls -al@_6- al kynyl,
C3. 7-cycl oal kyl, C3-7-cycl oal kyl -d 3-al kyI ,
~ hydroxy-Cl4-al kyl, R22-C13-alkyl or one of the
nmeani ngs given for R22, R21 denotes Cl4-al kyl,
0- hydroxy C23-al kyl, o-Cl. 4-al koxy- C2. 6-al kyl
R R"4- laUEpendHntiya}feGa{mthqudenote H or Cq¢-alkyl,
o-di - (CL. 4- al kyl ) -am no- C2. 6-al kyl, o-
cycl o- C3- 6- al kyl enei m no- C2. 6- al kyI phenyl d 3-al kyl ,
4- al I -
R 21 ool BElRBH! bl 580 CRABIIN: Sikony Co
OHC, Hcalkmm: C&aydoadbwyCWIOakKyHCahiaﬂ% hydroxy—CM-aIkyI,

R

Cl A- al kyI am nocar bonyl, di-(Cl4-al kyl)-am nocarbonyl,
czycl 0- 6- al kyl - am no- car bonyl ,
Réycl o- C@I’B)i% oy h-@ttedl, ro-hgdroxy Ikyl 0-C1.4-alkoxy-Cze-alkyl,

Chenst S BlEBREr AR S R aSH 3Rtk o
Cl4-al kwctoiegg@lméneu_rﬁﬂmécg& KM T, preRPeaY LA G, L HTkO.

carbonyl, Cj4-alkoxy-carbonyl or C;.4-alkylsulphonvi,

R* denotes phenyl-Cy.3-alkoxy, OHC, HO-N=HC, C;4-alkoxy-N=HC,
Ci4-alkoxy, Ci4-alkylthio, carboxy, Ci4-alkylcarbonyl,
C14-alkoxycarbonyl, aminocarbonyl, Cs4-alkylaminocarbonyl,
di-(C14-alkyl}-aminocarbonyl, cyclo-Css-alkyl-amino-carbonyl,
cycio-Cs-s-aIky!reneimino—carbonyi, cyclo-Cag-alkyleneimino-Cp4-
alkyl-aminocarbonyl, phenyl-amino-carbonyi, C14-alkyl-suiphonyl,
C14-alkyl-sulphinyl, Cq4-alkyl-sulphonylamino, amino,
Ci4-alkylamino, di-(C14-alkyl)-amino, Cq4-alkyl-carbonyl-amino,
cyclo-Cz g-alkyleneimino, phenyl-Cq.s-alkylamino or N-{C4-alkyl}-
phenyl-Cq.s-alkylamino, acetylamino, propionylamino, o
phenylcarbonylamino, phenylcarbonylmethylamino, hydroxy-
alkylaminocarbonyl, (4-morpholinyl)carbonyl, (1-pyrrolidinyl)-



WO %bﬂmé‘éﬁs l'ani no, di-(Cl. 4-al ky| ) - am no, PCT/EP2003/011933
Cl4- al kyl - car bonyl - am no, cl o- C3. 6- al kyl enei m no,

phenyl - C 3-al kyl am no or N—1 14- al kyl ) -
phenyl - C13- al kyl am no, acetyl am no, propionylam no,

AR e SR R s R )
(1- pyrralmgul—@ %) 3&%9% %BW&P&QQ&/ S5 3rbdriyl-

car bonyl car onyI

( hexahyaunipe braﬂe*larmyb;carbobyiammo

(4-met hyl - 1- pi perazi nyl ) carbonyl, methyl enedi oxy,

am nocar bonyl - ami no or al kyl am nocar bonyl am no, while

\nﬁhﬂeﬁrhﬁ]eaélfw%' rﬁ@ﬁﬁm@aﬁ@kogb%ﬁa ré@ﬂué@sé 91|\7fﬁsngglbw 1%,

YRE: R"WB“%@ R&’m’? d27|52I37° Ri &a%a ClaR? , in parigdlar, i gaeh

R 986 pERicFe C. AR eaY kBt ol B msh 2 e R St yr

and/fonin 8Zch eaksH dnoriviy/ Clromerasyagditiondlicbe Monbkulsstitided
|ndependently of one another and/or in each case one

by £l g B indspehgentty elenaayothatard/oni $3ch FargeEhecROrs
t
o RPaS e [ Sfandt5, ABEpotaof G ARRLPRELL LRE! o or
thtde 4ubdtitoants setbictédivommeahbyg ,F (Gl Br,UpCauratkyl|C14-alkoxy,

A oxéﬁggla["ﬁjgmrﬁémﬁgﬁwﬁ SR % @yaj%ﬁammc}’ d-(Cs-alkyl)-
affirfd, 4Rk ’?1%X¥|&r%dc'a t%(df‘ﬁﬁ CB;V%QBoéﬁ?ﬂuoroﬂﬁ@tﬁ@xﬂtﬁt@r&hﬁbthoxy,

Cl13-al’kyl am no-
aming-C1.3-alky, Ks}'da)-alhyianmm@-adkytwm din{l1 aralkp)ramméno-Cq.3-alkyl

n@nosub tituted b |(tjro nd t he H atom of any
any PBB@%\}’%&%\?B%‘H {9 &Y ik, om bonded to an N atom
may each be replaced by a group whi ch can be cl eaved

in vivo, the tautomers, the diastereoners, the
ther atore @é BaY carwxyigroup preaanépean Hhatpm baededia an N atom

meREre e EPlrteh s AP AR Sl fRar imgtdine. ™
substituted vvlth - CN, Xdenotes-CHZ CHOH-CH2-O, Z
denotes a single bond, denotes a straight-chain or

thertauiomass dhryllageomens: Welermtl@m® dhe mixiiFee Rereghind
thg?sarltgqﬁgégﬂt H, then Wdoes not represent -CR6aR6b_O_

with the following provisos (M1), (M2) and (M3)

(M1) in the event that Y denotes phenylene substituted with -CN,
X denotes FCHZ-CH(OH)-CHZ-O-, Z denotes a single bond, R'denotes
a straight-chain or branched alkyl group with 1 to 10 C atoms and R?
and R® represent H, then W does not represent -CR**R®-0-,

(M2) in the event that W denotes -CH=CH- and Y denotes a phenylene group
and Z is a single bond, then the bridges X and Z at the phenylene ring
of the group Y are in the para position to one another and at least one of
the following conditions is met:

(a) the group Y meaning phenylene is at least monosubstituted,




wo £d8hzdAast he event that Wdenotes -CH-CH and Ypggpeb&R/011933
a phenylene group and Z is a single bond, then the
bridges X and Z at the phenVi ene ring of the group Y
are in the para position to one anot her and at | east

v nied i PR andhasro &S abRettmsuidived; Vo

200 ga%@ﬁe%'[]eEPZOOSI 011933 14 (b) b has the vaI ue
0 and the group Ais at |east disubstituted, (c) b

has the value 1; (M) the follow ng indivi dual

TRy PhTaAPhy B ae At ™ o
N- [ N-[ﬂ%zrmémb@lmumo-@trﬂo»yb-@haﬁwyg dMenyl-propionamide,

yl]1-3-p propi onam

3 (H [&r(fzcm@r ﬁ&mmﬂrweﬂuom Pﬁeﬂﬁ%’péew'mﬁplonamlde

e SPho PR B P Lt doamenyteiny
o] - atrjldmidehenoxy) - 2- hyd
anin -isaob uty

KB T sk lare Phbapy)-acetamino)-eiyl)-phenoxy)-2-
i notrefpfgtvirlopelBngsmigiRie, S0 Y 8

no] eyeldpdniarsedadegxyli@ acig {@H 3-(4-{2-[2-(4-chloro- phenoxy)— .

I or o- Eiﬁ{/}enox zﬁth}ﬂ Bbéﬁlﬂyﬁ%ﬁxgﬁﬁpﬁ%fﬁ@ et%l@am n

Th eZJ(JL\éﬁfbfrb-%ﬂeﬁb)éﬁ)d -22 -hiyBrobd)Es- F@Bﬁé’h&ﬂé’éet}zl%n{tﬁ@-

m of the'ind tical i soners ures of

theethmlanvnolhanopense]mhawﬁr@hmm -arelagnég.es, in the form
of the tautoners and in the formof the free bases or
the corresponding acid addition salts with

TRE #VERG6h aiodeldtys fpthe @rhBundsne tsefirecsf thE inditidual
i nvention al so includes the conpounds according to the

optieabisomers, mixduragiohihe individugl enantiemerss or ragemales, dhthe
ol %€ AN BREIR R 1 o B S b oE GrtBoncing

acid additiab| salts alithsprefriideelogyidalle satoatidsinTheatbisa Ioﬁthd o)
t he |nvent| on as descri bed above and hereinafter. This

inyeRtian 28 ingludes tbe AosPquRdsARsAE]IRG EnthedBrentian. ieliding
thb&3RE tREeoR WHFein one or more hydrogen atoms are replaced by

deuterium.

- This invention also includes the physiologically acceptable salts of the amide
compounds according to the invention as described above and hereinafter.

This invention also relates to compositions containing at least one amide
compound according to the invention and/or a sait according to the invention

optionally together with one or more physiologically acceptable excipients.

Also covered by this invention are pharmaceutical compositions containing at
least one amide compound according to the invention and/ or a sait according
to the invention optionally together with one or more inert carriers and/or
diluents.




Wog@umgm accordi ng to the i nvention and/or a S@Jd‘r/Ep2003/011933

according to the invention optionally together wth
one or nore physiologically Ehccept abl e exci pi ents.

Al so covered by this invention are pharmaceuti cal
conpositions containing at |east one am de conpound
according to the invention and/ or a salt according
Ths ihDentidhvaBé irdBte3RbitRe aké Yof bPREEN e ¥hiide @&ﬁg@lﬁndﬂor e
inert carriers and/or diluents. WO 2004/039764 ]
apcdieplodBe veydien ang/oria salt asconding fo tesinvestlien, dacluding

e Eortiutls Shoudarby PESER OR)CAFRN B MO0 8 Fnlehdifo the

eblNg BEh®our 6fcd Hdinfigial. t he conpounds excl uded by
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pharmaceutical composition which is suitable for the prevention and/or
treatment of symptoms and/or diseases which are caused by MCH or are

otherwise causally connected with MCH.

A further object of this invention is the use of at least one amide compound

. according to the invention and/or a salt according to the invention, including

the compounds excluded by provisos (M1), (M2) and (M3) , for preparing a
pharmaceutical composition which is suitable for the prevention and/or
treatment of metabolic disorders and/or eating disorders, particularly obesity,
bulimia, bulimia nervosa, cachexia, anorexia, anorexia nervosa and
hyperphagia
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displersos (ML), (M2) and (M3) , for preparing a
phar maceuti cal conposition which is suitable for the
prevention and/ or

The invention also relates to the use of at least one amide compound

according to the invention and/or a salt according to the invention, including
the compounds excluded by provisos (M1), (M2) and (M3}, for preparing a
pharmaceutical composition which is suitable for the prevention and/or
treatment of urinary problems, such as for example urinary incontinence,

overactive bladder, urgency, nycturia and enuresis.

The invention further relates to processes for preparing for preparing a
pharmaceutical composition according to the invention, characterised in that
at least one amide compound according to the invention and/ or a salt
according to the invention is incorporated in one or more inert carriers and/or
diluents by a non-chemical method.
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R',R? . independently of one another denote H, a Cig-alkyl or Ca7-
cycloalkyl group optionally substituted by the group R, or a
phenyi group optionally mono- or polysubstituted by the group
R'? and/or menosubstituted by nitro, or

R and R? form a C,.s-alkylene bridge wherein

- one or two -CH,- groups independently of one another may
be replaced by -CH=N- or -CH=CH- and/or |

- one or two -CHz- groups independently of cne another may
be replaced by -O-, -S-, -CO-, -C(=CHz)-or -NR™*- 50 that
heteroatoms are not directly connected to one another,
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spi rocycld g bRehgiy o 88Uble bord, t wo common adj acent C
and/or N atonms formng a fused bicyclic ring system
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each case t\\g P, S or Natons or an 0 and an S atom
are not dir cttly joined together, while the bridge X
may be connected to Rl including the N atom attached

Lo Rl and, X ol TENL S bAS Whardih ovP and
- a -CH2- group may be replaced by -CH=CH- or -C=C- and/or
- .one or two -CH>- groups may be replaced independently of
one another by -O-, -S-, -(SO)-, -(SO3)-, -CO- or -NR*- in such
‘a way that in each case two O, S or N atoms or an O and an
S atom are not directly joined together,

while the bridge X may be connected to R! including the N
atom attached to R' and X forming a heterocyclic group, and

two C atoms or a C and an N atom of the alkylene bridge may
be joined together by an additional Cs4-alkylene bridge, and

a C atom may be substituted by R'® and/or one or two C atoms
in each case may be substituted by one or two identical or
different Cy6-alkyl groups, and

denotes a single bond, Cq4-alkylene, wherein two adjacent C
atoms may be joined together by an additional C4.4-alkylene
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ge may be joined together by an additional

Cl.{-al kyl ene bridge, and al® atom may be substituted
by R10 and/or one or two C atons in each case may be
substituted by one or two identical or different

Cl_6- al kyridg€&ups, and Z denotes a single bond,

Cl- a-al kyl ene, wherein two adjacent C atons may be
joined together by an additional Cl.4-al kylene WO
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o- (Cl. 4- al koxy) - C1- 3-al kyl, am no, C1.4- al kyl - am no,

i -(Cl4-al kyl)- am no, cyclo-C3.6-al kyl enei m no,

pbam no- Cl. iasfhleWaludd, 4- al kyl - am no- C1. 3- al kyl,
i-(Cl. 4-al kyl)-am no-d . 3-al kyl, cycl o-C3-6-
al kyl enei m no- C13- al kyI am no- Cl. 3- al koxy,

@ A- al kyl
S A oS Py By Gl G

g'lk%l ZlnE;@(O%Qk&yﬁlbggm&%nge%%&fhahmran ~(C14-alkyl)-
RL6R1L7N, druibR, 8)E!GQ ;s Byl Enenine,arkinb-C s-atkygl, C14-alkyl-

%1?00810 %E%'Jnk@yg % g]]kw gi}%ﬂl-k%li}.% 5?18;r3'a'ky' cyclo-Cas-
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PoerY ) 6 CRiBhGMino BT AIgRaPne of the fean nas of ven
Cl. 4- al kyl car bonyl ,

R™ denotes halogen, Ci¢-alkyl, R"®-0, R'5-0-CO, R'"®-CO, R"*-CO-
0, R®R"N, R®R"N-CO, R™-0-Cyz-alkyl- , R"®-0-CO-C1s-
alkyl, R'*-CO-Cy.s-alkyl, R">-C0-0-Cys-alkyl, R"R'"N-C.z-alkyl,
R’R'N-CO-C.s-alkyl or Cy-Cqs-alkyl,

R - denotes H, Ciu-alkyl, Car-cycloalkyl, Cs.7-cycloalkyl-Cq.z-alkyl,
phenyl or phenyl-Cq_z-alkyl,

R'? has one of the meanings given for R'® or denotes
phenyl, phenyl-C+s-atkyl, Ci4-alkylcarbonyl,
hydroxycarbonyl-C4.s-alkyl, C14-alkylcarbonylamino-Ca.s-alkyl,
N-(C14-alkylcarbonyl)}-N-(C14-alkyl}-amino-Cz.3-alkyl,
Ci4-alkylsulphonyl, Ci-s-alkyisulphonylamino-C,s-alkyt or
N-(C14-aik,ylsulphonyl)-N(C14-alkyl)-amino-Cza-aikYI,



A

gar bO”Y' Cl_3-al kyl, PCT/EP2003/011933
Woé%gk)%kyl car bonyl am no- C2. 3 al kyl , -(C1l-4-al k vyl

carbonyl)-N-(C1l4-allk )- amno C 2s-al kyl

Cl1. 4- al kyl sul phonyl

Col. 4-al kyl sul phonyl am no- C2. 3-al kyl or

RN ( c14- al 9NCées pABAGD) Didrexy, @yawma-alhvh&s@ygtoam|Ca 7

WO 2004/ = e

nal ogen, RRRPRL CLy e FUdoRY v B CERRlGEor one of
C3.7- cydheathdzgmngs:gyena%brk&’fz, hydr oxy- C1- 0- aI kyl ,

R22- Cl1. 3-al kyl or one of the neanings given for R22,
R21 denotes Cl-0-al kyl, o-hydroxy-C2. 3-al kyl,
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phenyl - Clo-8yelorGig-alkyteneiming Coaalsdnpihenyt enhﬁswir& s-alkyl,
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R7d, RS,
(4-morpholinyl)carbonyl, (1-pyrrotidinyt)carbonyl,

A

(1-piperidinyl)carbonyt, (hexahydro-1-azepinyl)carbonyl,
{(4-methyl-1-piperazinyl)carbonyl, methylenedioxy,
aminocarbonylamino or atkylaminocarbonylamino,

while the groups and residues R®, R%, R*, R®, R"®, R, R”®, R™, R®, R",
R R'® R'™ R’ W, Y, A, Cy have the meanings given hereinbefore.

Preferably the group R® denotes H or Cq4-alkyl, particularly preferably H or
methyl, particularly H.

If R' and R? are not joined together via an alkylene bridge, R" and R?
independently of one another preferably represent a Cy.g-alkyl or Ca.7-
cycloalkyl group optionally substituted by the group R, while a -CHa- group
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ove- groups” ar e

mahenéctﬂhémylmrlplyﬂdxyrgb@msl:are&elecﬁed frlo,m treygrowp F, Cl, Br, |,

o Caorh .t&w-aﬁh%ﬁrx fuyotometi, e omethid hydrox, amino,

g | dev. nﬂﬁ? I
C% P&ﬂarnﬁprgiﬁ @1 S | flor o%%?grﬂ&oarénmﬁ %1Bgrﬂg¥k I
dlﬂllgmnmtkgxﬁrmﬂlmrmnemoxykaMno -C1- 3-alkyl Ci.3-alkylamino- C1 3-alkyl—
and di-(C4_s-alkyl)-amino-C1s-alkyl, while a phenyl group may also be

monosubstituted by nitro.

Particularly preferred definitions of the groups R' and/or R? are selected from
among Cq.e-alkyl, Ca.7-cycloalkyl, Cs 7-cycloalkyl-Cq.3-alkyl,
o~hydroxy-Cos-alkyl, @-(C.4-alkoxy)-Cz.a-alkyl, C14-alkoxy-carbonyl-C14-alkyl,
carboxyl-C44-alkyl, while one of the groups R' and R% may also represent H.

Particularly preferably, at least one of the groups R, R?, and most preferably

both groups, has a meaning other than H.
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may al so be nonosubstituted by nitro.
Part|cularly preferred defidd ti ons of the groups Rl
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C3. 7-cycl oal kyl C3_7-cyc|oa|kyI-Cl.S-aIkyI,
o- hydroxy- C2. 3-al kyl, a-(Cl. 4-al koxy)-C2_3-al kyl,
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of Nﬂa‘é R%Q%reﬁ# CC)gbyrI@y I5e or eRRATEif nglbgaow%gt%t

or
pr b@t@f@aipmswe not directly Qﬂnnesa%%@ﬂ onearail®. a way t hat
het eroatons are not directly connected to one anot her,
while in the al kyl ene bridge defined above one or nore

whil@irpthie dteylee bridg® dafiest Aols dne antharé @l atoknd @ag be
bri dge defjned hereinbefore may be substituted by a

repkaaesl YR, BBHer ocyclic group Oy in such a way that
t he bond between the al kyl ene bridge and the group Cy
is made - via a single or double bond, - via a common

the skyiemé gndij;eﬂ gemcaphgu;mméfbne mamp @eas;datsbhmted ?y Baarbo- or
commn adj acent and/ or of Imi ng us
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pr ef er ak}ﬁgwcg f o(rjlmr Iaﬂgals%:)s/lt :nme er isgge in such
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. azgLidl DenoRYE apom qlrrr}ﬁhg g g&rrtj)c%cpc fin§ &y &M, 2,5
- via two common adjacent C and/or N atoms forming a fused bicyclic ring
system or |

- via three or more C and/or N atoms forming a bridged ring system.

Also preferably, R' and R? form an alkylene bridge in such a way that R'R2N-
denotes a group selected from azetidine, pyrrolidine, piperidine, azepan, 2,5-
dihydro-1H-pyrrole, 1,2,3,6-tetrahydro-pyridine, 2,3,4,7-tetrahydro-1H-
azepine, 2,3,6,7-tetrahydro-1 HQazepine, piperazine, wherein the free imine
function is substituted by R'®, piperidin-4-one, piperidin-4-one-oxime,
piperidin-4-one-0O-C4-alkyl-oxime, morpholine and thiomorpholine, while
according to the general definition of R and R? one or more H atoms may be
replaced by R", and/ or the above-mentioned groups may be substituted by
one or two identical or different carbo- or heterocyclic groups Cy in a manner
specified according to the general definition of R' and R?. Particularly
preferred groups Cy are Ca.r-cycloalkyl, aza-Ca4.7- cycloalkyl, particularly cyclo-
Cas-alkyleneimino, as well as 1-C4-alkyl-aza-Cs.7-cycloalkyl.

whil e a BE?&¥5003/011933




| 1 H-pyrrole 1236tetrahydro pyrldl
Wogdog%()%@atetrahydro 1 H azepine, 2,3,6,7- tetrahsgﬁlgﬁow{m%s
H azepi ne, piperazine, wherdd n the free imnne
~function is substituted by R13, piperidin-4-one,
pi peridi n-4-one- oxi e,
pi peri di n-4-one- O Cl4- al kyl - oxi ne, norpholine and

[ 0 CHENn
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rmwsmlmaam&’smstitum hboneatr@wt)udmﬁm:agolodxﬁerent
y be substituted by. one or t |dent|cal or
C%?’Pf 8 Befereayc %QFQHPSPQY ar S’Q%rlqegogr oups in a nmanner
speci fied according to the general defini t| on of R1
and R2. Particularly preferred groups Cy are
If 3 alkylenediridge, isdinked4o 2 grooue! (?a)avllaﬁ single bond) |Gy isy

piEGsBly Seagp b ERSREGE ot BfsGoariatengimino. 1h-

inMGdzeiPARN3A BAd PBenyik3 The C2-a-al kyl ene bridge forned
by Rl and R2 V\herel n -CH2- groups nay be replaced as

SpeCIfI ed may be substituted by one or two identical

car h 1
78l s Boel RUMREATD en B BTGy Bl S PirECoRToming =
sExocyCc mgssmém Iy préﬁeratﬂy seleen‘eelrfabmam@igﬁcs Mytloalkyl
ampng C3- 7-cycl oal kyl, cyc - 6-al kyl enei m no
a%ﬂrp&aﬁploam eaﬁr@arwciﬂaﬁww 3ihydrRs 1 wneﬁ@l%ﬁfﬂase
is linked to a group Cy via a common C atomformng a
spirocyclic ring system Cy is preferably sel ected

If theoatkglena dridge 7isd mkbd ab Iay gs;ou pa(haw@étm aooimoalddyacent C
oal k i nazol.i n: 4- one.

a5t NG fruost fuesd Bioyoradvermn Uy B AR, v
QSRR EALRC.L-cPIRY, DheiTichgr.m g a fused

bicyclic ring system I's prefera sel ected from
among C4-7-cycl oal kyl , phenyl thlenyl If the
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aza- C4- s- cmcl oal kyl Preferably, the group
aza-C4.g-cycloa

Preferably, the group

is defined according to one of the following partial formulae

<>N—x—-§ , CN-—X—? C o Nex— ,
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one or nore H atons of the heterocycle fornmed by the
group RIR2N- may be repl acetP by R14 and the ring
attached to the heterocycle fornmed by the group
RILR2ZN- may be nono- or pol ysubstituted by R20 at one
Eﬁ\gnre C atons, and in the case of a phenyl ring it
may d|t|onaIIy be nnnosubstltuted by nitro and
X, K i ngently of ohe another denote a single '’
bond C 3 al kyl'ene and if the group Y is linked to
Xor X' via a C atom may al so denote

RGL3- al kyl ene- O, -C13-al kyl gne- r

- C73qal kyl ene- N(Ci 3- al kyl ) R —ahy naybhdﬁrtronally
al so| denot e - O- C43-al kyl ene-, -NHCL. kyl ene- or
-N(CEB;; )-C7. 3-al kyl ene- and if the group Y is
l'inked to XNvXa—a C atom may al so denote - NH,

-N(C1.3»aLk§I) of -0-, while in the deflnltlons gi-ven
her ei nbefore for X, X" in each case a C atom may be

gibstituted by R10, preferably b oxy, n

R

Chydie 1.3-al kyl, 0- ( CAA-al Kloxy) Y C13- 3| kyl_&and/ or
Cl4-a J_~Qroup, and/orsong“ﬂ? C ons in each -

bstituted byRone or 'two tdentical or
dlfferent subStiftuents selected from C7_s- al kyl,
C2. 6- al keny C2. 6-al kynyl, C3_7-cycl oal kyl,

C3. 7-cycl oal kyl - C73- al kyl, CA.?-cycIoaIkenyI and

al kenyl -C1 3- aIkyI whi | kyl and/ or
subs%a@aents may be Fekth t gget heN-fxr#i ng a
ring system ‘and in / pendent |y of

one anot her in each case one or nore C atonms nay be
AR and/or i n_eac se one

X—"'T!

1
X!I_‘: .

A

XI' 3
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ubstituted by G or Br and wherein R2, p @P2003/011933
WO@@@%%%, R18, R20, R21 and X have the neani ngsBél ven

her ei nbefore and hereinafteéd In the preferred and
particularly preferred definitions of R R2N |listed
above the follow ng definitions of the substituent
R14 are preferred: Cl4-al kyl, C24- al kenyl,

g}%?'elﬁlolﬁ)é morg?-I éf&%‘{hf’ﬁleiﬁ"}’ééero@gcie formed by the group R'R®N-

cycl oal
eplaced B R*ard th@frm@datm)ed to the heterocycie formed by
ttteaérgégdf 1%0)33& %%93'95 86 Hgl%ébsﬁm%d by B3 e or more C

%%Qﬁ%@ﬁ%‘%}gﬁ E%@%*lnig if may also additionally be

nmChédsabstiiuieddar titraandm no, Cl 4- al koxy-
car bonyl am no-d 3-al kyl, am no, Cl1.4-al kyl -am no,
C3. 7-cycl oal kyl -am no, N

S(S@ 7- cMGéﬁé\‘ﬁd@Hti}l di"‘oﬁ@%oﬁ'néﬂd&m%%ﬁmgle bond or Cys-alkylene
i -(Cl4-al kyl)-amno, am no-Cl 3-al kyl

Cl4- al kgnd ani no- C1 3-al kyl ,
C3-7- cycl oal kyl - am no-d 3- al kyl, N-(C3.7-cycl oal kyl) -
N- (Cl1. 4-al kyl ) -am no- d 3-al kyl,

di - (CL.idtl denlip \a@ime@ﬁxabkx” viacy Cl stof@3 nfay also denote
al kyl enei m no- C13- al % , am nocar bonyl

Cl4- al kidrsativienes-o alkylgng-NH- or yCm-aikylene-N(Cm-

cycl oal a o- car bonyl
N-(C3 #%{/LI%@@WI) N-(Cl4 al kyl) - am no- car bonyl ,
-(Cl. 4-al kyl ) - am no- car bonyl yr| di nyl - oxy,

XEZJ{?L” v BgcPaaly flsg dpbe %.Q%%m lferdinNoiztraluiene-

L2 Sl 2Elly G Bl afa v ony- O Al kot

C13- al kyl , IC&4 al kyl - am no- C13- al kyl ,

C3_7-

O T SR L2 b ST plo denote -

di - (C1. ﬂ(@ll Sulyhast o=, d 3-al kyl - and
cycl o- C3-6-al kyl'enei m no-Cl. 3-al kyl. Preferably X

denot es a G 6-al kyl ene bridge wherein - a -CH2- group

"ot 2RO b8 oS SR HerhABafIEAY LR B B o
not adj@eesth riidy b@@ulblstﬁuw@ f Ri"hpré@ﬂabw oy auydrsyy, be
repl aced by -0- or - -, particularly

prefer azbhydwy Q)l-s,'aikﬂ GboﬁCM aUF@P(Y) C’rmz @bﬂr@@@h@uﬂﬂ@xy

|atn oﬁf‘gflﬂgs re%qéf § Fl\éq ﬁeﬁaﬁgagt %862389 ?rpeﬂ/ b8§u§stltuted

by one or two identical or different substituents selected from C1.6-
alkyl, Cp_.a-alkeriyl, C..g-alkynyl, Ca.7-cycloalkyl, Cs.7-cycloalkyl-Cqs-
alkyl, C4.7-cycloalkenyl and C,7-cycloalkenyl-Cqs-alkyl, while two
alkyl and/or alkeny! substituents may be joined together forming a
carbocyclic ring system, and

in X', X" independently of one another in each case one or more C
atoms may be mono- or polysubstituted by F and/or in each case
one or two C atoms independently of one another may be
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may be joined together formng a heterocyclic ring
system while the bridge X #y be connected to Rl
including the N atomattached to Rl and X, forming a

het er ocyclic ridge X may
addi t i of@PPy g%{%étt%dt?é’ L?ﬂ%r to R2 including the N

atom attached to R2 and X, formng a heterocyclic
group, .and two C at C and an N atom of the
vdleegindrfe F*l5°,|F&1I1 eRHfa ?"oé?zgo?%@md X bgee g mepnings given

addi tion | ene bridge, and a C atom may be
h?[ﬁig?‘?fp{?t%’&é:é?r%#%nd/or one or two C atons in each
case may be substituted by one or two identical or

di fferent substituents selected from Cl-6-al

Icthesprefereasland partisulgariyynieferredaiefiniipns @éﬁ(ﬁzN lls¥ed above the

repwind Y0 A o e oSl R Y e G s

alkekgh Y, 4o, theznisﬁlide,b@ai oydlealkylages- bmw. hiyoroxyng a

carbocyclic r articularly a cycl opropyl,

I N St em
oohYITERIy - Y i BUORY yd-(B oMoy G P AC f4rBlkHe

D St & AR LIRS BV oty ARG S e
G =Mxycaionl-C1.Natkyl, G 4f4-diRokyhrearpoayaming, CLH8lkogy-oup

of the al kylene bridge is rePIaced according to the

cam@marrmo Qm@kylcm:m@f@upa yl @P%Fam@ycmk%ame@w

ra%& Fh@ ar%{(/ﬁLgm"gﬂdégc ngré?@nbhg@"ﬁooéo %m

'Ommwhann@@ a+a1kyipcaﬂcwpaikwkmnms®¢wrkybﬂ\l (fb@r-cynlmmkyl)-

up withint r| d X or
N ROl e raRieo G2k Sy AoeCo s
t -
ahqefblfihol L Dakr gw%er'h@h{SEolnng%ﬁncﬁg%Bﬁ L Con

cyaoalkyg- ammohmrbomrleNdCab+qycmau<ghd‘ﬂ1é€1mlkyﬁkarammhaﬁbonyl,

Cl4- al ene bri roles X
ik ERIR S eyt Bugybaty Y0EPsbangs svaY-C o
aRGTARRRO03/ 011933 29 - CH2- CH:CH- - CH2- C=C-,

_4-al kyl enoxy or C2_4-al kyl ene- NR4,

Most particularly preferred definitions of the substituent R' are Cq4-alkyl,
hydroxy, o-hydroxy-Cis-alkyl, C14-alkoxy, o-(Ci4-alkoxy)-C4.z-alkyl, amino-
Cis-alkyl, C14-alkyl-amino-C1.s-alkyl, Cas-cycloalkyl-amino-C.a-alkyl, N-(Ca.7-
cycloalkyl)-N-(C44-alkyl)-amino-C4s-alkyl, di-(C44-alkyl)-amino-C4.z-alkyl- and
cyclo-Cae-alkyleneimino-C4_z-alkyl.

Preferably X denotes a C1s-alkylene bridge wherein

- a-CHz group not adjacent to the N atom of the R'R2N group may be
replaced by -CH=CH- or -C=C- and/or |

- a -CHz- group not adjacent to the N atom of the R'R2N group may be
replaced by -O-, -S-, -CO- or -NR*-, particularly preferably by -O-, -S- or
-NR*-, in such a way that in each case two O, S or N atoms or an O and

an S atom are not directly joined together,




WO 4)0@97% and Y may be joined together formng acrep2003/011933
eterocyclic ring system while the bridge X may be

connected to Rl including t4% N atom attached to R1
and X, formng a heterocyclic group, and in X a C atom
may be substituted by RL0 and/or one or two C atons in
each case may be substituted by one or two identical

R LT BB g e

cycl oal kyl -C1 - aI kyI _7- cycl oal kenyl and

wiile S Ioridgaex P o mﬁ%%q 5 edufngeindt atym ApRpsd o
Rc%rnag@)fﬁfrhﬁfgré ﬁ@te?dc%k@é‘b@"uﬁ Whilk ige fﬁmgé émﬁfbnall

groups and resi ues one or nore C atons ma%z nono-
also sotgmneasiad tuRsdnelyding dnel/ N atenatiechedko B® andng forming

one anot her may be nonosubstituted
&q%ﬁsga%éméﬂué%erei n RlL, R4 and R10 are defined as
her ei nbefore and herei nafter Parti cuI ar | y preferabl Yy,
X denotes - -

tworp atgms RRa Q:@nd @ﬁd\l afom ﬁéthﬁ @lhﬂemb@dge rmém begjoiredi a

CH2- C_C-,
tW%&@Hdm@@ %&Eﬂ%nﬁbﬁﬁﬁ %w NR4- or
- CH2- CH2- CH2- NR4-, while R4 and Y nmay be joined
ﬁether formn? a heterocyclic rin stem while
& @*‘B’F‘lfag)ébﬁ%% flb'éecl:%ﬁec@'&fof gnRer hﬂpﬂlj 'f‘t?@CN case
I
Y 2%, SUIRENEN oy neth AR e cap b r e A E BN gefocted
frpnrge(ﬁ,ee—ﬁlkz& Ca- ekaéﬂergbhycl)zlzé#iﬂkgﬂﬂﬂlgﬁﬁwléaikm CEI?QI?GC Bmélﬂqdl.-lgaa
0- oxy-Cl. 3- y CAa- -al ko - Cl- 3-
Al el REb330 fecioskebyel saloh Witk we i fadror
alkéﬁﬁ%&@»ﬁﬂdeh}‘s ﬁlfayfﬂé%ﬁ@@ttbﬁéthgﬁ)fom%ﬁb ab%arb%éﬁ?élid fing ed
by one or two idéntical or different Cl4-alkyl groups,
sydteme partisulaslyley Cycierrapy, axgiotigy aiayetbpeshd oraip.
form ng a carbocyclic ring system, and in each case
one or nore C atons may be nono- or pol ysubstituted by
Preferaibtl/ i then g&a@Xcasemngr@rp tMe@méIQ@djﬂ@eht to the group

nézle )endent|ly of one anot her 4
R“N- |s not replaced by -0, -S, -(S0), (802) -CO or -NR"-.

If in the group X a -CH_- group of the alkylene bridge is replaced according to
| C the invention, this -CH.- group is preferably not directly connected to a

heteroatom, a double or triple bond.

Preferably the alkylene bridge X, X' or X" has no or not more than one imino
group. The position of the imino group within the alkylene bridge X, X' or X" is
preferably such that no aminal function is formed together with the amino

group NR'R? or another adjacent amino group or two N atoms are not

adjacent to one another.

Preferably X denotes an unbranched Ci4-alkylene bridge and

if the group Y is finked to X via a C atom, it may also denote
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preferably, if the group Yis linked to Xvia a C

atom X denotes -CH2-CH2-@9 which may be substituted
as specified hereinbefore. If R4 is Iinked toY
formng a heter roc clic r|ng system Y prefergply has

- Her CHieGh, n@Hp ) Can@lipylendyias Caaralk Hﬁ%e'lNﬁa neani ng
C2. 6-al kyl or 6-al kenyl. Preferred heterocyclic
ring systens are |ndoIe di hydr oi ndol e,

il Riraoqiiy medy thejoist] togettadr othaing an heienecy cib @ing rsgstent4
preferably only represents vinyl if R4 is attached to
Y, formng a heterocyclic ri ng system The group X

I
W'“E‘%Eﬁé Prldie e el b Gl R B R P AR SRR aachetf o

@Hﬁ)CI-PﬁFrﬁIH@-aﬂwetetmcilmgﬂmjam amy subst ituents. If a C
atomis substituted in X, X or X', the preferred

substituents are selected from anDng t he Cl4-al kyl ,

iv3a @ LBRYa (E%%Lﬂis'ﬁt(ﬁé.‘dib (I?\g%nﬁbb?'oﬁ@'dfﬂm GE@Jms in each
cycl oal kyl - ¥ grox hydr oxy- Cl. 3- al kyl ,

case DBy- taa md)eyljuteu bsoalequltwoadmt(cal ar drlfﬂetmt sgbatdpent)é
' o X O X! C,at
SEREEDLRIT o PRV oS SRR Sifo-

RPN o oty aiecisoumuion ok

two aliland/opalikery su gﬂttuentsaﬁay be joined together, forming a
- G - 3-al kyl, and two CL. 4-al kyl and/ or
C%eéﬁ‘g%ﬁk’%géﬁ}%’ﬂ%}jlzpzoosl 011933 31 C24- al keny!
substituents may al so be joined together formng a
nonounsat ur at ed carbocyclic ring. Most

urated or
' ”baﬁ beNeameptipnes groupg angdyseiduge one rdwor@r{éa&mﬁmascbe
rrf&hB”Er eﬁygﬁbs?ﬁtt%d lﬁy E%%é%féor%ﬁ% C(SE/ %@)rg?g%pentﬁﬁew of
0m®ahethemmaagd beymosobshstitutedthy ©orédBrGrat om may al so be
j oi ned together, formng a carbocyclic ring. If Y
denotes a fused bicyclic ring system a preferred

wHéfe'u*i‘Rf" R*C‘:Elgél R'hgrefiéntedas héreiftidfore arQ‘Rer@ﬁ%fte@nd

-particularly -CH2- or - -CH2-, which
may be substltut ed as specified.

Particularly preferably, X denotes -CHa-, -CH2-CH3-, ~-CH2-CH>-CH3- or
-CH2-CH2-NR*-CO- and

if the group Y is linked to X via a C atom, it also denotes
~CH;-CH=CH-, -CH,-C=C-, -CHz-CH2-O-, -CH2-CH>-CH>-0O- or
~CH2-CH2-NR*- or -CH,-CH-CHo-NR*-,

while R and Y may be joined together, forming a heterocyclic ring system,

while the bridge X may be connected to R' including the N atom attached to
R' and X, forming a heterocyclic group, and

in X a C atom may be substituted by R'®, preferably a hydroxy,
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WO%OM(B'{) g€ group X, X' or X' one or nore C ato”ﬁbdﬁ@bosf(mgsa

re substituted by a hydro and/ or Cl4-al koxy group,
the substituted C atomis @%ferabl y not directly
adj acent to anot her heteroatom Pr eferably Zis a
smlebond - ile one or two C

Xy'ichdé?ﬁlé\ﬂdfeﬂghyaﬂﬁoxwh@1a1@th1QFd/ﬁﬁ§31b@||fﬁ3W<ﬂr°léP=

[ ut ed
689?%%% S B Al s Be Bty or e gy 4RRh vl o
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a single bond. According to a first eWM| nent t
aHohBELPaSTAY: BB IANeY taggthere friag2; 3B Gf'é‘gb‘iwsg(ﬁ@ apd
which is selected fromthe group - CR6aR6b-0O,

-CR6aR6b_  NR8-, -CR7aR7 -CR7cR7d- and - NR8- CR6aR6b
ieach daswon® ornmeee Ghatoersmdiy iernon dreorqatysulnstitited by F

Beldipen: t‘%ﬁ—%%@19”Yw%@vﬁ%%?ﬁ%%bﬂéﬁﬂ%%”ﬁher be

méﬂi%ublgﬁmed or -CH=CH, while in the |ast
two meani ngs 1 n eacL case one or two C atons may be

substituted i ndependently of one another by F, d,
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dénbﬁesad;‘%&rmﬁgeﬁuwhwhahé%eg@bsmutéaﬁaéaép@tgﬁed Hhéﬁéllri:be?or@

atom Preferred definitions of the substituent R8 are
H and nethyl. Particularly preferred deflnltlons of

R PR r el R M v B abangids e
naémmeg peéy ad®’ srefaablydrglthy nsemmg C'é.%@kyl GHEGk+alkenyl.

bridge, the group Z is preferaq% si ngl e bond.
FisplerTen halerorygi eSS e 10N ASANGRIS: of of o

?gﬁpé rg}%qu each be described by the

d (#M%Iﬁ%or nmu %hWoﬁPg]ﬂﬁ% and Id: RL\ 101
R2/N—X—Y- Z-N3CGCH 0 -A--B]b R

The group R preferably only represents vinyl if R*is attached to Y, forming a

heterocyclic ring system.
The group X preferably has no carbonyl group.

Advantageously, the group X with the meaning C.4-alkyleneoxy, particularly
-CH2-CH»-CH,-0O-, has no hydroxy substituents.

If a C atom is substituted in X, X' or X", the preferred substituents are selected
from among the Cq.4-alkyl, Ca4-alkenyl, Ca4-alkynyl, Cs7-cycloalkyl, Cz.7-
cycloalkyl-C.3-alkyl, hydroxy, o-hydroxy-Cia-alkyl, o-(Ci4-alkoxy)-C1z-alkyl-
and Cy4-alkoxy groups. Moreover, in X, X' or X", a C atom may be |
disubstituted and/or one or two C atoms may be mono- or disubstituted, while
preferred substituents are selected from among Ci4-alkyl, Co4-alkenyl, Co.4-
alkynyl, Cs.7-cycloalkyl and Cs.z-cycloalkyl-C.s-alkyl, and two C14-alkyl and/or
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Y- Z-N8 CCHCHA-f -B] b R10O0
R2/INX-Y- Z -N3 CGCH2-NR$ A31f-B] b Rlalblc Id
wherein R1, R2, X, Y, Z, R3, R3, A B and b are
defi ned as herei nbefore and  hereinafter, particularly

Grarikema SHBSHHAGES iRy alsodle Ipieddogetberiqraing ansaturates o

B ARl TS 5 PR oL ¥ pref erably has a
nmeani ngs sel Iect ed f(rj_om anong Lhﬁ Ibi val ent . cyclic
eshiarbihipisidriad ScRtiisnE Toters ar bro Gatoms X X orx
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I soqui nol 1 nyl
cyelopedpytmethiyk aduleﬁmu atiyl substituents o aBostermmayyiatsncle
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GG o 2, BB e’ e case of & phemyl

group may al so additionally be nonosubstituted by
nitro, and/or by R21 at one or nore N atons. Rl may be
Y dgoaies a tused bieyslioring syalenb e prefercerbdetinition akthe group X
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If in the group X, X' or X" one or more C atoms is or are substituted by a
hydroxy and/or C44-alkoxy group, the substituted C atom is preferably not

directly adjacent to another heteroatom.

Preferably Z is a single bond, -CH,- or -CH>-CH>-, while one or two C atoms
independentiy of one another may be mono- or disubstituted by F, CHs or CF3
and/or monosubstituted by CI.

Particularly preferred definitions of the group Z are a single bond, ~CH»- or
-CHz-CHpy-, particularly a single bond.

According to a first embodiment the compounds according to fhe invention
“have a bridge W, which is selected from the group -CR®R®-0-, -CR®*R®-
NR®-, -CR"™R™-CR™R™- and -NR®-CR*R®-,

According to a second embodiment the compounds according to the invention
have a bridge W, which denotes -CR"*=CR"®-.

W preferably denotes -CHz-O, -CH2-NR®-, -CH,-CHa- or -CH=CH-, while in the
last two meanings in each case one or two C atoms may be substituted
“independently of one another by F, Cl, CHz or CFs. In the above definitions



e

icularly Y has one of the foll ow ng P2003/011933
Wogdbqr n?{}lons VIO 2004/ 039764 PCT/ EP2003/ 011933 " J4 FhAY

while the cyclic groups |isiZed above may be nono- or

pol ysubstituted by R20 at one or nore C atons, and in

the case of a enyl group may also additionally be,

-%m&%@@rﬁﬂw@% 'theer@l#R)A iéﬁéﬂ%”rﬂasﬁ@u%iv afigehedq %ﬁd‘m@iﬁe
stituted by R21. The group Y is preferably

Vﬁﬁpséu%gte?@ﬁ?ed or nono- or disubstituted. Particularly

preferred substituents R20 of the group Y are sel ected

f fl I it
PEAE R ions S e S sy ek A Gss 3P4 Rangiy 270 717
o- hydroxy-d . 3-al kyl, Cl.4-al koxy, trifluoromnethyl,

trifluoronethoxy, C2-4- al kynyl, C1.1-al koxycar bonyl
Pert'(oollarlq mefemse;n) deginitonal df)ﬂhe geupMadiieoiH2-0-, -CHz-NH-,

| ami_ n nQ al am no,
e R e A R Ao
C14 al kyl - am no- car bonyl ,
di - (C1. 4-al kyl ) - am no- car_bonyl , -CH=N-OH and
If firpigreum: \@ihas tHiekghovenpeanipaof B6 Wpkenglpswissiiuted -CH=CH-

t : e. gl Y. are selected from
b@%‘%é"% E’ﬁ‘&ﬁs@gg'&i‘%@m&%@%ﬁ?ﬁ% , cyano, CIl. 3-alkyl,
Cl. 3-al koxy, trifluoronethyl, trifluoronethoxy, and,
in the case of a phenyl ring, nitro as well. If Yis

Peefsrr@wmtmdlrﬁ?m&nfrrw lrgre@\tr@n tlaqar@fqmaﬁwpr@e @quyrmwhlch

[ t t y i f
TR o SRS by P BRI 1R | Bl ST
CH2 CH2-. Mbst particularly preferably, t he group Y
denot es substltut ed phenyl ene of the WD 2004/ 039764 35

I:gartl al formula R§T/ EP2003/ 011933 , wherein L1 has

\ne_of_t himeanlr}lng& gl ven ——A‘PB} la
R R
R\ I
 N—C— _ Ib
o NTXY—Z =G CH,CH; A+B |,
R
R\ I
N—X—Y— z —N—C—CH=CH—A+}B |, le
Rz/ Iy
R
1 0 .
R\N—X——Y— Z — N—C—CH -NR“——A{—B ] Id
R2/ Iy 2 b
R

wherein R', R X, Y, Z, R?, R®, A, B and b are defined as hereinbefore and
hereinafter, particularly have the meanings given as being preferred, while R®

preferably denotes H or methyl.




WO%E%%%E?—BOW for RRO , preferably F, d, Br, chggzo\?m{mg%

OCF3, CN or N2, or denot es H The gr
preferably denotes nonosub$Bituted phenyl ene accor d| ng
to the above partial forrmula, if the bridge Wdenotes

fpreferred meani ng of the group Ais aryl or
Tlh@gmttpamre efabdf Basplyeaniegyselepted fram agang g Hivalent

o oA Sk BRpR G Gran Rk b Y, Bt o0
d:aydmir&jcﬁyl quTntD[my{;cﬁﬂiymequlnolmyh,etetra!syﬂroﬁumohm&n;qulnnlg'lyl
al so _additionally be rmnosuEst it ut ed b ‘?EI
dfby é)é,squmuavw@trahmww%nw leste A% %fermﬁaﬂon
|IC§E’ oL a 'b%trﬁgn c{i t LX'"%%SEtPu?ed’ B‘%Wgr]at ohB&r AL Atoms

unsu or nono-
armhl Buthetaatsatoéa phéngt gnoaptray latsnlgddﬁimeéy bbImondsubstibied

obi. S/ bV SCURLOR B B! stomac FLgBaY pr alischen B °°

antgbt Rirhhybé aﬁﬁéﬁé/d tcﬁ?%sloéﬁéc#iﬁé'd rﬁéréiﬂﬁefo?é the group A
are preferred when b has the value 1. WO 2004/ 039764

PCT/ EP2003/ 011933 36 Particularly preferred

oY el Sl AR P SRR,
el oI 0. ¢ Ty s o

C2. 4- al kynyl , carboxy, C4_qg- al koxycar bonyl ,
0- (CL.4-al koxy) G _3-al kyl,

4 oXxy-car bonyl am no, /Igm 0, : Cl- 4- al kyl - am no,
' atikyl ) - am no, 7‘cygl o-G376- al kyl epei m no,
gcat bonyl , C _4-al kyl - amnb- car bonyl, di- (G -4-

aI kyl ) - am no- car bonyl, -CH=N-CH and

NFOLCi _4- al kyl . l\/bst part}j arly preferred
m 3 .s R20 for the \%
N uor'ine, chlorine

sel ected from
, cyano,’C14-aIkyI,
Cl4- al koxy, trifluoroneth tr| fI uor onet hoxy,
carboxy, Ci _4-al koxycarbonyl, Cl.4-alkyl- am no,
dj-- (Cl4-al kyl )-amino, If .b has the value 0, a

"artlly'preferred N\ the group Ais




ted phenyl of the partial formula \/\herg,b@, 003/011933
wo s’%g%ﬂguof t he neani ngs given for R20 or denotes Ep%

preferably F, d, Br, &43, CF3, OCH3, OCF3, CN or
NC2, L3 has one of the msanl ngs given for R20 or
denotes H, preferably F, d, Br, I, CF3, OCF3, CN,

\-al kyl, C3_7-cytl oal C3.7-

Ci '3 ag}w G\ X, C3 7-cycl oal kyl -0,
3-al ko O Cid- al kyl or - COOH,

WO /039764 PCT/ EP2003/ 011933~ 37 q has the val ue

O, 1 or 2, with the provisc at the phenyl and

napht hyl group nmay be at nost only nonosubstituted by

nitro. Particularly preferably, A is substituted

phenyl according to the above partial fornula in

which q denotes 1 or 2 and/or at |east one substituent

whie ittee cyclic Igeoupsehsied above maythne trlmaos obpolysulestituted byTRE

200E8 PR CLAtone. 20078 BieCase 01 pheth GURRAY P nas
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the group Y denotes phenyl and b has the val ue
bevsubsiBiutedrisf Bfred partial fornula for A particularly
if b has the value 0, is L2 i th C thdt th Wi d

The group Y is preferably unsubstituted or mono- or disubstituted.

Particularly preferred substituents R of the group Y are selected from among
fluorine, chlorine, bromine, cyano, nitro, Ci4-alkyl, Coe-alkenyl, hydroxy,
o-hydroxy-Ci.a-alkyl, Cq4-alkoxy, trifluoromethyl, triftuoromethoxy, Cos-
alkynyt, Ci.4-alkoxycarbonyl, o-(Ci4-alkoxy)-Cq-z-alkyl, C1.4-alkoxy-
carbonylamino, amino, Cq4-alkyl-amino, di-(C14-alkyl)-amino, aminocarbonyl,
C14-alkyi-amino—carbonyl, di-(C4-4-alkyl}-amino-carbonyl, -CH=N-OH and
-CH=N-O-C; 4-alkyl.

Most particularly preferred substituents R of the group Y are selected from
among fluorine, chlorine, bromine, cyano, Ci.3-alkyl, C13-alkoxy,
trifluoromethyl, trifluoromethoxy, and, in the case of a phenyl ring, nitro as

well.
If Y is a phenyl or pyridinyl group, the phenyl or pyridinyl group is at least
monosubstituted, particularly if the group W denotes optionally substituted

-CH=CH- or -CH>-CH>-.

Most particularly preferably, the group Y denotes substituted phenylene of the




p03|t|on nunmber 2 or 3. If b has the val ue
preferred meaning for the gi¥oup B is aryl or
heteroaryl, which may be substituted as specified.
Preferred deflnltlons of the group B are selected from
anong phenyH¢ pyridyl, thienyl and furanyl.
oreferably, the group B denotes phenyl.

%{‘ icularly
e group BAWTN the nmeani ngs gi ven above nmay be
foomola or r bt

t egwhgreirRR Ohasnde af fheemghnipge given
may addi t1 onakly”al so berm ubst i g@ed by nitro.
Preferably the groupB H{b@go Sf k
trisubstituted, particul arI y nono- or d| substi t ut ed.
In the event of a nonosubstitution the substituent is
pafefabhabl Gl, Brl, Ghs, BimaOpbki OCH, €N eadOgrargenates H.
Particularly preferred substituents R20 for the group
B are selected from anong fluorine, chlorine,
?ﬁbtﬁk@Y f18bly Hehnbss rﬁéﬁoﬁlﬂé&itute@bﬁéﬁ%bne‘é@cordmg to the
/ 039764 PCT/ EP2003/ 011933

abovgaamayfcm@ af tlawb,ndngaien@t@& -GH+€Huor onet hyl ,
trifluoromethoxy, C2.4-

A preferred meaning of the group A is aryl or heteroaryl.

Preferably the group A is selected from among the cyclic groups phenyl,
pyridinyl or naphthyl, which may be mono- or polysubstituted by R* at one or
more C atoms, in the case of a phenyl ring may also additionally be

monosubstituted by nitro.
If b has the value 0, the group A is preferably mono-, di or trisubstituted.

If b has the value 1, the group A is preferably unsubstituted or mono- or
disubstituted.

") Most particularly preferably, A is one of the following groups

otk ) ,

while the groups listed may be mono- or polysubstituted by R® as specified.
The definitions phenyl and pyridyl given for the group A are preferred when b
has the value 1.

onodZif]da f4€ V @ae Oonoegroups m , weren %c%ﬁé%%osmngss




car boxy, Cl14- al koxycar bonyl , 003/011933
WO%O%%%?E al koxy) - C1. 3-al kyl, Cl-4-al koxy- POTIEP2003/0M

car bonyl am no, ami no, Cl1. qS@I kyl -am no,
i -(CL.4-al kyl)-am no, CyCl O C3-6- al kyl enei m no,
am nocar bonyl , Cl4-al kyl - am no- car bonyl - and
di - (Cl. 4-al kyl )- am no-carbonyl. Mst particularly
Pgﬁﬁﬁ%rrlg‘j:‘i‘g%%ﬁtéubgﬁtﬂle sFi%ﬂ’ thPthe %Su rAOHr% |€6t8d from
Select rom  anon uor ne, e, bromn
ampag duofird, chlidrirke, arcbmine, Sjant, a11k4eadkyla6gl6-alkenyl -CHO
trifluoronethoxy. The group B preferably denotes an at

hyc&'aas;y, M@t iaralkd dCpalpyr irifgoramethetriflypramgRtnoxy.

.g&&ﬁ}‘f’lu wagi1ﬁ§f§og%@a¥§?r¥¥l Qﬁé “é%”&g‘gyg" \:}gﬂg, b has

'Cﬁj-alkonyeéﬂmMammae adhind,ne, ﬂamyl-ammo 6) vtem-émm)iamm
Particul arly preferred nmeanin he substituent R4

cxpleCas-atipl@ieimian, agHeocaromyl Ekeﬁwl -amingegaibenyl dktbred

M . L
a%@ ?fné{ﬂc?E |¥ ?grfwe ﬁ’/rr%'{']:ldn|C(r;1lg[;;{sﬂfg%|‘rc(§,1 z@le C2_6-al kyl
and C2-6-al kenyI The groups R64R6b represent H,
r CF3, preferabl or. e

Cl- 4- al kyl
Mﬁﬁ? E’ﬁ"’gﬁlllﬁéffy ;arq.ﬁerrqqi, éL@SBE@tﬁé foRte grﬂ'\é A pepgselected from
C k f H
aﬁSHﬁﬂPSF‘ﬁ%ﬁmdj‘h eégj O%Iﬁlb #%e gr ou%”ﬁ@r %rg?er aﬁ’l o
tnﬂemm@hw tvlﬂun&:trheithoxy fcaRidxyj, §:1a-alma>qﬁcarboewylc1qralkyl-

C2. 6-,a] kyn L ?rou the definitions -CH=CH2,
am@%él—}((ém%' Iyl 'CH3) 2 and - C=CH, -C=C-CH3 are

preferred. The substituent R20 preferably has none of

the follow ng structural elenents: W 2004/ 039764

If deB/SEP’QNe&ﬁdl.ma@‘ticwarlaprefmeameahlﬂmg of:tber?'pgpd!aislw -
SRRk b o 1R BB ot © & CR TRt wheren n e

H atonms may be substituted and/or c¢) -NH CO NH,
wherein the H atons may be substituted. Preferred
defi r(L’f)i ons of the group e are hal ogen, hydroxy,

cyano t1- 4- al kyl,

: L3
wherein
L2 has one of the meanings given for R? or denotes H, preferably F,
Ci, BI', l, CH3, CF3, OCH3, OCF3, CNor NOz,
L® has one of the meanings given for R® or denotes H, preferably F,

Cl, Br, I, CF3, OCF3, CN, NO,, Cy.4-alkyl, Cs.7-cycloalkyl, Cz.-
cycloalkyl-Cqs-alkyl, Ci4-alkoxy, Ca.z-cycloalkyl-O, Cs7-cycloalkyl-
Ci.z-alkoxy, -COO-Cq4-alkyl or -COCH,




WO 55%)21/ gé;,)égl oal kyl and Cl4-al koxy. Particularly PCT/EP2003/011933

preferably R20 denotes F, d, Br, |, OH cyano,
met hyl, difluoromethyl, trid uoromethyl, ethyl,
n- propyl, iso-propyl, nethoxy, difluoronethoxy,

trifluoronethoxy, ethoxy, n-propoxy or iSo-propoxy.
apr ef er rieap Hervalia Poh8réf the group R21 are

Cl..4-al kyl, Cl.4-alkylcarbonyl, Cl.r- alkyl sul phonyl,

-S02- NH2, -SOrNHCl_3-al kyl, -SO2-N(Cl-3-alkyl)2 and
with ¢he pra¥@scsthal thd pireiyirand naphiblyborplup Ny pe aft emasbloply

denot es, -7-cycloal kyl, particularly a
”‘@5‘@“%%}5‘3’8%“"@ oup, a C5a-cycl oal kenyl group,

pyrrolidinyl, piperidinyl, piperazinyl, norpholinyl,

thi onorpholinyl, aryl or heteroaryl, while aryl or
Phadicelzolyrprefepaldy oh ébsybdiduted eheny ancoctiyg ta theoabaveseartial

refirilir e it BT Tor 2R IR BB s Tah: B Fhdne
ndta PB&ifofta i Substififent L. t he case of a phenyl group

may al so additionally be nonosubstituted by nitro,
and/ or one or nore NH groups nmay be substituted by

THS dro 8 PRy AEBRER SR oSG R ity Bogfisiuihe aBve
partial fdneala, wihilely faeiNesvaansl A @F 2 inthederigeaerepresents t he
neani ngs gi ven as being preferred. Particularly

-ChiEHy regRpodancteadbenyiang b §as the valveti on are
those wherein Y denotes phenyl, 1 Hindolyl,
2,3-di hydro-1 Hindolyl or 1,2,3,4- :
Ahetheabyafened padial fornmata fordi, pariculdrtysf dékisrthe ivahue 0, is
descr%' bed above as being preferred, particularly with
substituted by L1 according to the parti al
ha gi ven herei nbefore and/ or WO 2004/ 039764

cording to the partial fornula given
hergirire ~, Most particularly preferred conpounds
according to {‘he,WheaafimﬂMbm@taih\esgfoupNérisamdA,via(me(C
Z R2,.. R3 and i ndependently of one anot her have
atahk"%']f%mﬁwp@ r@(nrhqgggr ve-menti oned preferred
meani ngs. Preferred groups of conpounds according to
this invention can be descri bed
If b has the value 1, a preferred meaning for the group B is aryl or heteroaryl,

which may be substituted as specified.

Preferred definitions of the group B are selected from among phenyl, pyridyi,
thienyl and furanyl. Particularly preferably, the group B denotes phenyl. The
group B with the meanings given above may be mono- or polysubstituted by
R%, and a phenyl group may additionally also be monosubstituted by nitro.
Preferably the group B is mono-, di- or trisubstituted, particularly mono- or
disubstituted. In the event of a monosubstitution the substituent is preferably

in the para position to the group A.

Particularly preferred substituents R? for the group B are selected from
among fluorine, chlorine, bromine, cyano, nitro, C44-alkyl, hydroxy,
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ol | ow ngforrrul ae R R2/INCO 11 - @%3,011933
WO@?"}&E%E | 11 -NCCHZ O\ B]b 3 0 R R N%ﬂ

Cl R2/ 2R\ 2/ N-CHzCHzZ 138 R20r 0 11 -N-C-CHZOS
ORI R1r 0 11

o-hydroxy-Cs.z-alkyl, C14-alkoxy, trifluoromethyl, trifluoromethoxy, Ca4-
alkynyl, carboxy, Ci4-alkoxycarbonyl, a-(Ci4-atkoxy)-C1.3-alkyl, C14-alkoxy-
carbonylamino, amino, C1.4-alkyl-amino, di-(C44-alkyl)-amino, cyclo-Cs.e-
alkyleneimino, aminocarbonyl, C14-alkyl-amino-carbonyl- and di-(C14-alkyl)-

amino-carbonyl.

Most particularly preferred substituents R% for the group B are selected from
among fluorine, chlorine, b'rornine, cyano, CF3, Cqa-alkyl, Ci4-alkoxy and
trifluoromethoxy.

The group B preferably denotes an at least monosubstituted phenyl ring, if the
bridge W denotes -CH=CH-, the group Y denotes phenyl and b has the value
1.

R* has one of the meanings given for RY, preferably one of the meanings

given for R'®.

Particularly preferred meanings of the substituent R? are H, Cy.¢-alkyl and

‘Cse-alkenyl. If R* is attached to Y, forming a heterocyclic ring system,

particularly preferréd meanings for R* are C,.¢-alkyl and C.s-alkenyl.

The groups R®3, R® represent H, C1.4-alkyl or CF3, preferably H or methyl,
particularty H.

The groups R™, R™, R’®, R™ represent H, F, C14-atkyl or CF 3, preferably H or
methyl, particularly H.

The group R® preferably denotes H or methyi.

If R" is a C,¢-alkenyl or Cag-alkynyl group, the definitions -CH=CHo,
=CH=CH(CHj3), -CH=C(CH3)2 and -C=CH, -C=C-CHgs are preferred.

The substituent R® preferably has none of the following structural elements:



S

WO 20511/6%9%!7-0 R3 /

R CZCH RO I Z-NGCHR-0OR3
-N-C-CH2 OR3 la.6 la.7 RISR-CH -CH C R2/ 2R4 z
N-CH2. CH2-N-CO R R

a) -CO-aryt or -CO-heteroaryl, particutarly -CO-phenyl, wherein heteroaryl,
aryl and phenyl may be substituted,

b) -C(=NH)-NH-, wherein the H atoms may be substituted and/or

c) -NH-CO-NH-, wherein the H atoms may be substituted.

Preferred definitions of the group R® are halogen, hydroxy, cyano, Ci.4-alkyl,
Cs.7-cycloalkyl and Cy4-alkoxy. Particularly preferably R* denotes F, Cl, Br, |,
OH, cyano, methyl, difluoromethyl, triflucromethyl, ethyl, n-propyl, iso-propyl,
methoxy, difluoromethoxy, triflucromethoxy, ethoxy, n-propoxy or iSo-propoxy.

Preferred definitions of the group R*' are Cy.4-alkyl, C14-alkylcarbonyl, C14~
alkylsulphonyl, -SO2-NHg, -SO2-NH-C1.3-alkyl, -SO2-N(C1.3-alkyl). and cyclo-

Ca-s-alkyleneimino-sulphonyi.

Cy preferably denotes a Cs_7-cycloalkyl, particularly a Cs.7-cycloalkyl group, a
Cs-7-cycloalkenyl group, pyrrolidinyl, piperidinyl, piperazinyl, morpholinyl,
thiomorpholinyl, aryl or heteroaryl, while aryl or heteroaryl preferably denotes
a monocyclic or fused bicyclic ring system, and the above-mentioned cyclic
groups may be mono- or polysubstituted by R? at one or more C atoms, and
in the case of a phenyl group may also additionally be monosubstituted by

nitro, and/or one or more NH groups may be substituted by R?'.

Preferred compounds according to the invention are those wherein one or
more of the groups, residues, substituents and/or indices have one of the

meanings given as being preferred.

Particularly preferred compounds according to the invention are those

wherein

Y denotes phenyl, 1H-indolyl, 2,3-dihydro-1H-indolyl or 1,2,3,4-

tetrahydroqui‘noline according to the definition described above as

being preferred, particularly with phenyl substituted by L' according

to the partial formula given hereinbefore and/or

WD 2004/ 039764 PCT/ EP2003/ 0119%7/#2003;011933
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A denotes phenyl substituted by L? and L according to the partial
formula given hereinbefore.

Most particularly preferred compounds according to the invention are those
wherein A, X, Y, Z, R', R?, R® and W independently of one ancther have one

or more of the above-mentioned preferred meanings.

Preferred groups of compounds according to this invention can be described

by the following formulae

vk L3
RZ/N*C > Z_E;‘“C—CHZ-O }1 / B

[L1 ]P - [chi'r
Sroon(imglono- (1
o NCHCH, sz:C*—CHZ-O \_/ B ],
[L1 ]P' [Rzﬂr
R\ 9
2 NCHzCHC z—N-C—CH 0~ B ],
R Q
v [,
R\ i
, N—CH,-CH, z—N—C—CH,0 p _B]b

la.1

la.2

1a.3

la.4




I Z { R1r 0 11 Z -N-CCHZNR8 R3 Q wherein
, R2, Z, R3, R4, R3, R204'B and b have the neanings
given hereinbefore and Z preferably denotes a single
bond or -CH2-CH2-, R3 preferably denotes H or nethyl,
R4 preferably denotes H, Cl -al kyl or C2_6-al kenyl,
while R4 may be pjt chedtoonrrﬁngan{eR@ﬁocyclic
ring systempfpartt ¢utfarly preferably for g‘fan
R&gdole, di hypr oi e, di hydrogginoline or
t d , ot e
Rm@'%méﬁt i'tut Rzg_g?, ref e(r§§BI y d
or heteroaryl, particularly Preferably dendies
phenyl, pyridyl, furanyl or thienyl, while B may be

nono- or
1 20
D
R\ | l
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R _ R Q
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R 3 - Q
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R ' 3 Q
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R I Q
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tituted by R0, r |a.13 WO 2004/ 03976 8cT/EP2003/011933
WOW%% |

03/011933 43 L' preferably denotes fl uorine,
chlorine, bronine, cyano, midro, Cl_3-alkyl,
Cl _3-al koxy, trifluoronethyl, trifluoronethoxy or
nitro, p has the value 0 or 1, R20 preferably denotes
fluorine, chlorine, brom ne, cyano, Cl.4-alkyl, C2-6-
al kenyl , - ,{ hydroxy, o-hydroxy-Cl| g®al kyl, Cl la.11
- al koxy, thrj fPuoronethyl, trifluor thoxy,
F£%4-alkyny gar boxy, Clﬁh-alkoxy-

0- )= Cl-3- gl ki —(H=d Epjnyl am no,
l%evzmno, X yl-amnp, di-(G_4-a nm Ao,
ycl o- C3. 6- al kyl enei fikno, ani nocar bonyl ,

Cl- 4- al kyl - am no-car bonyl, di-(Q _4-
al kyl ) -am no- car bonyl, -CH=N-OH and

- CH=N- O C1- 4- al yI1,] r has the value 1, 2 org3 and, if 12.12
b has the value |l Jp may al so denote 0 a.
onpounds accordiing to provi s@ls (M), ( nd (M3)
ke not incl uded e follQw indivjd ds
ar B pafyitdidar 5 erZe_cl'fi}YV"('E_dﬁl:es %“]b
R\-[ 3-chl or 0- 4- (2-pf peri di n/-yl - et hoxy) - | yl]1-2-(2-c¢
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2004/ 039764 PCT/ EP2003/ 011933 44 (3) (4) (5)
[, (R, a3
_ O '
R\ | ‘
N—CH,-CH; Z—N-C—CHANR™ ' B Js
R2 4
; R Q

wherein R', R?, Z, R®, R*, R®, R®®, B and b have the meanings given

hereinbefore and

A preferably denotes a single bond or -CHz-CHz-,

R® preferably denotes H or methyl,

R* preferably denotes H, Cq.s-alkyl or Co.6-alkenyl, while R* may be

attached to Y forming a heterocyclic ring system, particularly
preferably forming an indole, dihydroindole, dihydroguinoline or

tetrahydroquinoline group,
Q denotes CH or N, while CH may be substituted by R*,
B preferably denotes aryl or heteroaryl, particularly preferably denotes

phenyl, pyridyl, furanyl or thienyl, while B may be mono- or
polysubstituted by R,
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Wo 28@%%3-9(7:% oro-4-trifl uoronet Eél - phenoxy) - N-[ 3-cyano-4-(2

-di et hyl am no- et hoxy) - phefiyl ] - acet am de
2-(2-chloro-4-trifluoronethyl-phenoxy)-N-[1-(2-diethyl
am no-ethyl)-2, 3- dihydro-1 Hindol-5-yl]-acetamde
Hc H3ICVN

1N- [ 35 = Ao 3rdi NS D PRl 3 &S -
L - chPEPSrapy fehdteg sl RS bRl Bonts FRCHoAid)
| or 0-CY=stalkdiyy dnithroedhgthyh hefhoreinebhdxy-qr itdd,et hyl am no- e
thyl)-2,3- dinmethyl-1 Hindol-5-yi]-acetam de 2-(2-ch
| oro-4-trifluoronethyl-phenoxy)-N[1-(2-diethylam no-e
p Lhyl }=d the vl oP1y! ] -acet ami de WO 2004/ 039764
PCT/ EP2003/ 011933 45 (7) HsC'N\* Hc) OCHs F (8)
2-(2-chloro-4-trifluoronethyl-phenoxy)-N-[4-(2-diethyl

Rzagicn % 'r%tgjha% y HefoteTHLBRK 8- &ﬁgﬁ% Jor &% ﬁ'\te? @ygﬁo, @S—é\’kynﬂ' E,.-
2 St coHoberaly L dugplor etk
trifltuoromethyl, trifluoromethoxy, Cs4-alkynyl, carboxy, Ci.4-alkoxy-
carbonyl, o-{C1.s-alkoxy)-Ci.3-alkyl, Cqs-alkoxy-carbonylamino,
amino, Cy4-alkyl-amino, di-(C1.4-alkyl)-amino, cyclo-Cs.s-
alkyleneimino, aminocarbonyl, C4-alkyl-amino-carbonyl, di-(Cy.4-
alkyl)-amino-carbonyl, -CH=N-OH and -CH=N-O-C_4-alkyl,

r has the value 1, 2 or 3 and, if b has the value 1, r may also denote 0

and

the compounds according to provisos (M1), (M2) and (M3) are not included.

The following individual compounds are particularly preferred:
' F
” i
Cl Nm/\o
N\/\O QO
N-[3-chloro-4-(2-piperidin-1-yl-ethoxy)-phenyl}-2-(2-chloro-4-
triflucromethyl-phenoxy)-acetamide

E

Cl
F
H.C Naw N jg)‘;
Sy
Hach\/\o Q

(2)
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R%@ chl oro-4- (2-di et hyl am no- et hoxy) - phenyl ] - 2- (2- chl

oro-4- trifluoronethyl - phetbxy) - acet am de (10) H3C N
2-(4-tert.-butyl-2-chl oro-phenoxy)-N-[ 3-chl or o- 4- ( 2-di
et hyl am no- et hoxy) - phenyl ] -acetam de WO 2004/ 039764
PCT/ EP2003/ 011933 46 CH3 C 0 (12) nethyl

3- chl or a~@~dHl@eakthitumerdethd-pdieatiyNajB-ayane #+{Bxdiethylamino-

?gg?yl((i%t&?nga;h%&ypetcgt%ﬂ&e benzoate 0 H40 J ni H3C cl

| or o- 4- (2- di et hyl ami no- et hoxy) - phenyl ] -2-(2, 4-di br ono-
phenoxy) - acet am de
2-(4-brono-2-c ) I\I-[3 chl oro-4-(2-diethyl a

ﬁhoro-oweno
h 5
m(Fg iLI gi(g) 4- Wet '&mmio%ﬁl) - phenyl ]1-2-(4-iod

- met hyl - phenoxy) acet am de F af~ N OH

2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[1-(2-diethylamino-ethyl)-2, 3-
dihydro-1H-indol-5-yl]-acetamide

F
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HC a o
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N-[3-chloro-4-(3-diethylamino-prop-1-ynyi)-phenyl]-2-(2-chloro-4-
trifluoromethyl-phenoxy}-acetamide

Mo, e
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® e Tal
CH, H

2-(2-chloro-4-trifluoromethyl-phenoxy)-N-{1-(2-diethylamino-ethyl)-2,3-
dimethyl-1H-indol-5-yl]-acetamide

(6) b\M@j

2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[1-(2-diethylamino-ethyl)-1H-
indol-5-yll-acetamide
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| oro-4-[2-(2, 4-di chl oro- phenoxy) - acetyl am no] -
phenoxy}- et hyl ami no) - acet 46e F (16) ON
N-[3-chl oro-4-(2-pyrrolidin-1-yl-ethoxy)-phenyl]-2-(2-
chloro-4- trifluoronethyl-phenoxy)-acetam de (17) Itcf
N-{3 chl oro-4-[ 2- (et hyl - propyl - am no) - et hoxy] - phenyl } -
(%i chl oro-4- trifluoronefhyl - phenoxy) -acet am de (18)
N- chl oro-4- gc,(\qlt/hy,lo hyl -am,

i no) - et hoxy] - phénylj} - 2- hllor - 4
trifluoronethyl - phHenoxy) - acéithrﬁ o@ 199 CH N CH3

N-[3-chloro-4-(2-d iethylam .
i no- et hoxy) - phenyl ]-2-(2-chloro-4- ¥
di met hyl am no- phenoxy) - acet am de WO 2004/ 039764

PCT/ EP20 38 4-(2-diethy! -eth -
DR 39%%%%34}"56&3. TR PO N 2 dsthytamine sty

- chl or o- methpxy-pheny tﬂ‘?éiaﬁwe phenyl)-acryl am de (21)

Ci

®) o P

2-(3-chloro-biphenyl-4-yloxy)-N-[3-chloro-4-(2-diethylamino-ethoxy)-

phenyl}-acetamide

. .
HaC/\N/\/o\@\ o cl
g

N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-

trifluoromethyl-phenoxy)-acetamide

c
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CH,
CH,

2-{4-tert.-butyl-2-chloro-phenoxy)-N-{3-chloro-4-(2-diethylamino-
ethoxy)-phenyl]-acetamide '
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Wozﬁtdt’(?w?ﬂ oro- 4- (2-di et hyl am no- et hoxy) - phenyl ] - 2- (2-c

oro-4- t(fluoronethyl-phend® ani no) - acet ani de (22)
N-[ 3-chl oro-4-(2-di et hyl am no- et hoxy) - phenyl ] - 2- (2- chl
or o-4-furan-2-yl - phenoxy)-acetam de (23)

N-[3 chl or o- 4- (2- di et hyl ari no- et hoxy) - phenyl ] - 2- ( 2- chl
8 4-t hi.ophen- 2;. ¥l ~phegexy) - acet%mde (24) N WO
db4) 039764 PCT/EP2003/ 0119337 48

N-[3 chl or o- 4- (2- & et hyl am nE) eth- ghenyl ] - 2- (2-chl

or o- 4-pyridin-3- yl-phenoxy)-aceta FEH( 26)

2-(2-bronmo-4-trifluoronethyl - phenoxy)°l\|—[3 chl oro-4-(2

-di et hyl am no- et hoxy) - phenyl]-acetan de F (27)

N-{3-chl or

5- d| hydr'Be'g'Vqu bﬁorgg -“4A3-chiprek Zrdisthulamine-ethsdc i or o- 4-

trifl uormyiwﬂbaﬁbﬂpﬁmmxﬁmmtée H6C F (28) ethyl

1-(2-{2-chloro-4-[2-(2-chloro-4-trifluoronethyl - phenox

y)-

acet yl am no] - phenoxy} - et hyl,) - pi peri di ne- 4- car boxyl at e
T 0 Br

(12) e J ﬁﬁ,k/o\@\

N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2,4-dibromo-

phenoxy)-acetamide

(13)

cl
L
O
e et ot
Br

2-(4-bromo-2-chloro-phenoxy)-N-[3-chloro-4-(2-diethylamino-ethoxy)-

phenyl]-acetamide

(14)

o
j \/\O:©/ o CH,

N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyli}-2-(4-iodo-2-methyl-

phenoxy)-acetamide

CH, cl

(15) O\(\HNO\@ o ol
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wo zﬁd'ﬁé?iér?l or 0- 4- ( 3- di et hyl am no- pr opoxy) - phenyl ]Ppél‘{E&zEJ%3F']O11933
| oro-4- trifluoronethyl - phihoxy) - acet am de WO
2004/ 039764 PCT/ EP2003/011933 50 (29) &o. F (30)
N-{4-[2-(2-am nonet hyl - pyrrolidin-1-yl)-ethoxy]-3-chlo
r o- phenyl } - 2- ( 2-
chl or o- 4néthjif(2-ypemeretdpl 2 phdickiuy)phaaetyratetgamiroBphenoxy}-

N L aminbfadsfag! Mot Yl am nomethyl - pyrrolidin-1-y
phenyl } - 2- (2- chl or o- 4-t (f 1 uor onet hyl - phenoxy) - acet ani d

e F

N-[ 3- br ono- 4- ( 2- di et hyl am no- et hoxy)f- phenyl ] - 2- (2-chl o
e @ “trifluoronethyl -phenoxy)gmﬁ de a (32) H3c F
N-l -chloro-4-[2-(4-nme \IPNB’ i n-1-yi)-ethoxy]-ph
enyl }-2- (2- chl or{-, S _
4-trifluoromet hyl~ preloxy) - acet ani de WD 2004/ 039764
PCT/ EP2003/ 011933 51 (33)

N-[3-chloro-4-(2-pyrrolidin-1-yl-ethoxy}-phenyl]-2-(2-chioro-4-
trifftuoromethyl-phenoxy)-acetamide
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H, Ci N
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HC
| N-{3-chloro-4-[2-(ethyl-propyl-amino)-ethoxy}-phenyl}-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide '
F
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8 cl N
JNSh S
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CH, .
N-{3-chloro-4-[2-(ethyl-methyl-amino}-ethoxy]-phenyi}-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide
o
(19)

e
H,C ct N
) T
HC N ~p

cl

N-[3-chloro-4-{2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-
dimethylamino—phe_noxy)—acetamide
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wo Z{i@f@?éﬁl oro-4-[2-(4-hydr OXXE-: pi peri din-1-yl)-ethoxy]-ph

enyl }-2-(2-chl oro-

4-trifluoromnet hyl - phenoxy) - acet am de
2-(2-chloro-4-trifluoronethyl-phenoxy)-N-[4-(2-diethyl
am no- et hoxy)-3- nitro-phenyl]-acetam de F3F (36)
N-%& chl or o- 4- (2-di et hyl am no- et nyl]-2-(2-chl
o8l ] '

- trifluorometphoxy-phenyHamg cetamide F
N-[ 3-chl or o- 4-(2-|gi eﬂNhyI aﬁ- it hoxy) - phenyl ] -2-(2-flu
oro-4- t(fluor omet’?]yi ~phe am no) - acet am de WO

2004/ 039764 PCT/ EP2003/ 011933 52 (37) (38) (39) (40)
(41)

2- ( 2- br dEpN43-chiofd-4¢2-diedtylaptingkthoyy)ahiend)-3-ke- ¢idoreHt-or o-
F 2, Dy AT ABREhIP AR RAREY! 1 - acet an de

| or o- bi phenyl - 4-yl)-N-(4-piperidin-1-yl nmethyl -phenyl) -
acryl am de ci '
N-[ 3-chl or 0- 4- ( 2- di et hyl am no- et hyl an¥no) - phenyl ] -2- (2

- Qms)or 0-4- trifluoronethyl - phenoxy tam de
{3-chl or 0- 4- [ 2- {,4- netduy!| N%er\k f-yl)-ethyl am no]
- phenyl } - 2- (2- .HaC\jN\/\O s

N-[3-chIoro-4-(2-diethylamino—ethoxy)-phenyl]-2-(2-ch!oro-4-
trifluoromethyl-phenylamino)-acetamide

R e o ci
(22) BRSeE
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N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-furan-2-yl-

phenoxy)-acetamide
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N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-thiophen-2-
yl-phenoxy)-acetamide
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(24) Hsc) C|:©\HJK/ o
: S

o




WO 2

6d2/038762- 4-tri f 1 uor onet hyl - phenoxy) - acet am de WRT/EP2003/011933

2004/ 039764 PCT/ EP2003/ 011933 53

(E)-3-(4'-chl oro-bi phenyl 4R yl) - N (4-di net hyl am nonet h
yl - phenyl)- acrylam de ci (42)
(E)-3-[5-(4-chloro-phenyl)-pyridin-2-yi]-N(4-piperidi
n- 1 -ylnmethyl- phenyl)-acrylamde (43) F

(E) - N- { 3-Sathdaro-44(2fdietiivlamiabiegtioxp)- preniyi2-(2-chloro-4-pyridin-3-

LTyl g ankabeny ) -3 (2

chl or o- orret - phenyl)-acryl am de ci (44)
(45)

(E)-N-[3-chl oro-4;(4-methyl - pi pe(din-1-yl met hyl) - pheny
I] 3-(2-chl oro- 4- U/r\/d u romat hyl - phenyl) acryl am de

g5 Jti H CF
2(20h|oro4tr|f aQr o > Xy) - N-[ 4- (2- di et hyl
am no- et hoxy) - 3- net hyl - phenyl ] - mide WO
2004/ 039764 PCT/ EP2003/011933 54 (%6) ¢ J 'nmbo H3C F
(E)-3-(2-chloro-4-trifluoronethyl-phenyl)-N[4-(2-diet

hyl am no- et hoxy) -
2-(2-bromo-4-triflucromethyl-phenoxy)-N-[3-chloro-4-(2-diethylamino-

ethoxy)-phenyl}-acetamide

) | o ﬁi’@y
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Fr

N-{3-chloro-4-[2-(2,5-dihydro-pyrrol-1-yl)-ethoxyl-phenyl}-2-(2-chloro-4-
trifftuoromethyl-phenoxy)-acetamide
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ethyl 1-(2-{2-chloro-4-[2-(2-chloro-4-trifluoromethyl-phenoxy)-
acetylamino}-phenocxy}-ethyl)-piperidine-4-carboxylate

Gl
(28) N o c

N-[3-chloro-4-(3-diethylamino-propoxy}-phenyl]-2-(2-chioro-4-

triflucromethyl-phenoxy)-acetamide
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Wwo 20caiRbfl - phenyl ] -acrylam de (47) HS C N O H, Gcr4®roo3/011933

(E)-3-(2-chloro-4-trifluorgnethyl-phenyl)-N[4-(2-diet
hyl am no- et hoxy) - 3-net ho phenyl ] -acryl am de F (49)
(E)-N-[3-ch
| oro-4-(2-di et hyl am no- et hyl ) - phenyl ] - 3- (2- chl or o- 4-
trlfluoromsthyl ﬁyl) agryl am de H3C H3C V N F
é% chl or o- 4- (2 nooet hyk) - phenyl ] -2-(2-chl o
r&- - trifluoromne | - ph
2004/ 039764 PCT/ EP2003/ 0119
N-{3-chl oro-4-[2-(4-nethyl - pi peridin:
-yl )-ethyl]-phenyl}-2-(2-chl oro-4-
trifluoronethyl-phenoxy)-acetanm de including the salts

t her eof e r

o descitBE RE BB SARI TS S hOVEs RPN 2S
wi | | nowhloeo-darifiucemetioyi-@héndxy)acefamideer m hal ogen
denotes an atom selected fromanong F, d, Br and I,
particularly F, d and Br. The term C, _"-al kyl, where
n has a value of8 to 8, denotes a saturated,

branched or unbrgd&ed h)éplrocarbon group with I tonC

al#MWs. Exanpl es ro ups include methyl, ethyl,
n- propyl, iso-pr | i 9- uty sec- butyl ,
tert-butyl, n-pentyl, iso- p%ntyl pentyl

tert-pentyl, n-hexyl, iso-hexyl,

U%

N-{3-chloro-4-[2-(2-dimethylaminomethyl-pyrrolidin-1-yl)-ethoxy]-
phenyi}-2-(2-chloro-4-trifluoromethyl-phenoxy)-acetamide

HC N m o cl
(31 ) Hsc) B HJ\/O\@(
F
_ F

F

N-[3-bromo-4-(2-d'iethylamino—ethoxy)~phenyl]—2-(2-chloro-4—
trifluoromethyl-phenoxy)-acetamide

Cl

N~ c
(32) H:,C\O/O ) \@Nj)\/o\@/
. H F
F

F

N-{3-chloro-4-[2-(4-methoxy-piperidin-1-yi}-ethoxy}-phenyl}-2-(2-chloro-
A-trifluoromethyl-phenoxy)-acetamide
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to 8, denotes a saturated, branched or unbranched
hydr ocarbon bridge with 1 84 n C atons. Exanpl es of
such groups include nethylene (-CH2-), ethylene
(-CH2-CH2-), 1- nethyl-ethylene (-CH(CH3)-CH2-),
1, 1-di met hyl - et hyl ene (- C( )2-CH2-), n-
pg@@al,s-ylene (- >R ),ol

yl prop-1, 3-yb (- - ),
2-met hyl prop-1, 3-yl ene (-CH2- CH( CH3 F), etc., as
well as the corresponding mrror-sy rical forns.
The term C2-"-al kenyl, where n has a value of 3 to 6,
denotes a branched or unbranched hydrocarbon group

Lo A< T B3R P s - nor

Exanpl es4-trifiustonhetioy-pbersoxyratataeidei nyl , 1- propenyl

2-propenyl, iso-propenyl, 1-butenyl, 2-butenyl,

3- but enyl , 2-nethy|-1-propeny| 1- pentenyl,
2-pentenyl, 3-pentenyl, @ntenyl

3- et hyl - 2-butenyl, 1-hexe 2 hexenyl 3- hexenyl ,
4-(Békenyl , 5- hexen?TWAPt n1 _,Talkynyl, where
n has a val ue of anched or

unbr anched hydrocarbon group Mﬁth A C atons and a
C=C triple bond. Exanples of such grgups include

et hynyl , 1-pr0pyny| 2-propynyl, iso- propynyl,

1- butynyl, butynyl 3- butynyl, 2-nethyl-1-propynyl,

1- pentyny! 2—c|%oroQ§PFﬂM6}¥hetl'§T B%HOXWN-M - 95@ g%ﬁﬁﬂo-ethoxy) -3-
3- net hyl - exynyl, 2-hexynyl, hexynyl”,

4- hexynywﬂ0$mﬁ famide. The term C1_, al koxy denotes
a Cl_, alkyl-O group, wherein C _n-alkyl is defined
as above. Exanpl es of such groups include nethoxy,

et hoxy, n- propox%ymhse/ OX¥, N-hytoxy, iso-butoxy,

§g5gutoxy, tert ubey, et oN i SO- pent oxy,
negrpent oxy, tert- pentoxy, n- Hexox so- hexoxy etc.
The term C1_, al kylthio denotes a CI”nfal kyl -S- group,
wherein G , alkyl is defined as abo $ Exanples of
such groups include nethylthio, ethylthi n-

propyl thio, iso-propylthio, n-buty Ithlo :

i so- but yN{lorose62- wathylatrmQaethom)iphbuylw-(awcfdor0~4-

n- pent yl ) . ntylthio,

i omERB PR it acpEfia

tert-pent I so- hexylthio, etc.

by
: F
F

N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl}-2-(2-fluoro-4-
triftuoromethyl-phenylamino)-acetamide
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"_al kyl -C(=0O) - group, wherein Cl n- alkyl is
deflned as above. Exanpl es 4f such groups i ncl ude

nmet hyl car bonyl, et hyl carbonyl, n-propyl carbonyl,
I so- propyl car bonyl, n- butylcarbonyl I SO-
but yl car bonyl, sec- buty bonyl, tert- butylcarbonyl
gﬁ tyl car bonylnec™ |&6\/ Icar oyl ,
né pentylcarbony&a tert yI
n- hexylcarbonyl I'so- hexylcarbon efrc. The term
C3, - cycl oal kyl denotes a saturated bi-, tri- or

splrocarbocycllc group with 3 tonC atons Exanpl es
of such groups include cyclopropyl, cyclobutyl,
cycl operg-{@ bromm—MHmmemmmmapum) -N- ESyQﬂiQD@ét-(?’r VWO

2004 9 BRI Ry L T

nor pi nyl, norbonyl, norcaryl, adamantyl, etc. The
tern1Cs-n-cycIoaIkenyI denotes a monounsat ur at ed
nmono-, bi-, tri-{on gar bocyclic group with 5to
ﬁtons Exanp 0 ~gretps i ncl ude
c§c|openteny| cyclohexenyl cYy »
cycl ooctenyl, cycl ononenyl, etc.
C3- cycloalkylcarbonyl denotes a C3 cyé\oalkyl C(=0
group, Wwherein C3 n cycloalkyl is defined as above.

The ter , clic i C [

syst em Tgﬁé#a?g' %@é’é T Ug&%@ﬁ?ﬂd‘“ y&ﬁ%ﬁ%ghenﬁ%
naphthykmqmnﬁhéacenyl phenant hrenyl, fluorenyl,

i ndenyl, pental enyl, azulenyl, biphenylenyl, etc. A
particularly preferred neaning of "aryl" is phenyl.
The term cyel 0- C3-7-al kyl enei mino denotes a 4- to

7- menbered ring which gas 3 toC nmet hyl ene units as
wgBd) as an |n1no*broqp the rest of the
nol ecul e bei ng nma up. The term
cycl o-C3. 7-al kyl e n1no cHrbonyI defotes a

cycl o-C3-7- aIkerne|n1no ring as defined hereinbefore
which is linked to a carbonyl group via the imno

group. Np-édridheiRsteaainoLifgarhino)-PiehyBRRb icarkd-an
denotes a heterocyclic, aromatic ring system which

conpr i sérgqoff’”&%w‘tphﬁ'ﬂf”iyb'a%?tamejgst one C atom one or
nor e

: H Cl
(40) IS @ j’\/o{i
H,C N
F
F

N-{3-chloro-4-[2-(4-methyl-piperidin-1-yl}-ethylamino]-phenyl}-2-(2-
chloro-4-triflucromethyl-phenoxy)-acetamide

Cl
BVORS
HSC’N O




such groups are furanyl, thiophenyl, pyrrolyl,
oxazol yl, thiazolyl, inida?%lyl, i soxazol yl
i sothiazolyl, 1,2,3-triazolyl, 1,3,5-triazolyl,
pyranyl, pyridyl, pyridazinyl, pyrimdinyl,
pyrazinyl, 1,2,3-triazinyl, 1,2,4-triazinyl,
1, 3, 5- tr(Earﬁ*'r(ﬂ'yih,lorQ—,bmhényldxﬁHNﬁédln}dtbylaminomethy!-phenyl)-
1,2, 4- OX 2 3¥ 1, 2, 5- oxadi azol yl ,
1, 3, 4- oxa azo 1, 2,3- thiadiazolyl,
1,2, 4- thladlazolyl, 1, 2, 5-thiadiazolyl,
1,3,4-thiadiazolyl, tetrazolyl, thiadiazinyl,
i ndol yl, isoindolyl, benzofuranyl ot hi ophenyl
(tQQ?naphthenyl) |ndazonI be azol yl,

benzt hi azol yl , ben2|soth|azonH benzoxazol yl ,
benzi soxazol yl, puhjin q i nyl, quinozilinyl,
qui nol i nyl, VO 2 4 °PCT/ EP2003/ 011933 58

I soqui nol i nyl, quinoxalinyl naphthyridinyl,

pteridln bazol [.nyl

acri di n)/f% 34525 p‘% %@"Vﬁ ﬁé’?'é'g lgh"PaIP'Q%P‘,é'Efﬁra’.‘T%tB%" t he
parti al Iphenity-degretdd ed heterocyclic, aromatic ring
systens, particularly those |listed above. Exanpl es of
such partially hydrogenated heterocycles are 2, 3-

di hydr obenzof ur anyl pyrollayl pyrazolinyl,

i ndolinyl, oxazolid zollnyl oxazepi nyl, etc.
Pé#@]cularly prefa{éﬁ?bfl ro ryI enotes a
heteroaronatlc ONo- or system Terns
such as aryl-Cl_, alkyl, heteroaryl Tal kyl, etc.
refer to Cl_n-alkyl, as defined above,rwhich is

substituted wth an aryl or heteroaryl group. Many of
the ternms given above may be used repeatedly in the

def i ni t i(BpNB-chlord-aPAE-methiyl-gipetigin-dnd-déthylamaitb]-phsg(}-3-(2-
have one_ pf t neani.ngs.ai ven abov i ndependent |y
of one. atBrwe IR B R ER DRE, oo T n

"unsaturated carbocyclic group” or unsaturated
het erocyclic group”, as used particularly in the

definition of the group{Cy, conprises, in addition to
t@@”nono- or p0|x;I£3rDI§ZEd , the
cor respondi ng tof, u roups, but

particularly the nmono- and "diun rated groups. The
term"optionally substituted" used i [
indicates that the group thus designated is either
unsubstituted or nono- or pol ysubstituted by

(E)-N-[3-chloro-4-(4-methyl-piperidin-1-ylimethyl)-phenyl]-3-(2-chloro-4-
trifluoromethyl-phenyl)-acrylamide

: | o
o~ ]
(45 HC™ TN \@\ o ¢
(49) ho NJ\/O@
H
F
F

F

2-{2-chioro-4-trifluoromethyl-phenoxy)-N-[4-(2-diethylamino-ethoxy)-3-
methyi-phenyl]-acetamide

WO J064/64098f ons selected from N, 0 and/or S. Exanpb®Se®fonz/011933



S

wo sbgosstdast i tuents specified. If the group in questEr003/011933

i s polysubstituted, the substituents may be identica
or different. The H atom of*any carboxy group present
or an H atom (imno or amno group) bonded to an N
atommay in each case be replaced by a group which

can be cleaved in vivo. Byf'a group which can be
clg@yed in vivo He0 Oﬁg:Et m i s greant for exanple a
throxy group, anygeyl gr the benzoyl or
pyri di noyl group or a Cl.ls-glkan roup such as the
fornyl, acetyl, propionyl, butanoyl gtpentanoyl or
hexanoyl group, an allyl oxycarbonyl group, a

Cl. 1s- al koxycar bonyl group such as the

nmet hoxyc ylL, xycarbonyl r .car bonyl

i soprop ég&gggﬁb'ﬁ{ﬁ‘ﬁrg@? %&W?B%WE)&%%?@V 8 hoxy)-
PCT/ EP2(dkthi/ LByl alrylagtide but oxycar bonyl,

pent oxycar bonyl , hexyl oxycarbonyl, octyl oxycarbonyl,
nonyl oxycar bonyl , decyl oxycar bonyl,

undecyl oxycar bonyl, dodecydsoxycarbonyl or

hexadecyl oxycar bonyl groupg, a phenyl -

C{4®) al koxycar bowyTNgroUR Such as the

benzyloxycarbonyl%nghen onyl or

phenyl pr opoxycar bonyl group,”a Cil Lkyl sul phonyl -
F

C24- al koxycar bonyl , ¢

Cl1- 3- al koxy- C2. 4- al koxy- C24- al koxycar bonyl or ReCO O
(RLCRg) - O-CO group wherein Re denotes a G -s-al kyl,

C5- 7- cy EpA(Z-ghlpropthrifbrooretintphgryl)-Nel4-@-dibthylaminoesthoxy)-

R1 deno a Cl-3-al kyl,

C5-7-cygfog °§¥9@§%@%Eﬁ@$mg?oup and RO denotes a

hydrogen atom a Cl-3-al kyl or ReCO O (RLCR9)- O group

wherein Re to RO are as herei nbefore defined, while

additionally the bﬁﬁhalinido group is a possibility
and the above-nentioned ester

fedgyan am no growp. N ang
groups may al so be uaggii; groups which can be
e

converted into a carbo gripup in vivo. The residues

and substituents descri abo y be nono- or

pol ysubstituted by fluorine as fbed. Preferred
~ fluorinated al kyl groups are E

(E)—N-[3-chIoro—4-(2_-diethylamino—ethyl)-phenyl]—3-(2-ch|oro-4—
trifluoromethyl-phenyl)-acrylamide

HC
H,C jN
(49) B
Q Cl
ey
H
F
F
F
N-[3-chloro-4-(2-diethylamino-ethyl)-phenyl])-2-(2-chloro-4-

trifluoromethyi-phenoxy)-acetamide
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Preferred fluorinated al kox groups are
f I uor onet hoxy, difluoronetﬁ%xy and trifluoromet hoxy.
Preferred fluorinated al kyl sul phinyl and
al kyl sul phonyl groups are trifluoronethyl sul phinyl
and trifl uoromnet i phonyl . The conpounds of genera
fqg la I accordinngL the invention may have acid
g ggs, predom nantly carlboxyl groups, and/or basic
groups such as e.g. am fynctiops. Conpounds of
general fornmula | may theérefior resent as
internal salts, as salts with pha utically useabl e
i norgani ¢ acids such as hydrochlori@Fécid, sul phuric
aci d, phosphoric acid, sul phonic acid or organic
acids (such as for exanple maleic acid, fumaric acid,
citric abif#chipm-4{b@rnehyigirerdn Erdetyleheads2-(ehloro-4-
tartari cyifGddmeihyRShbty)aebdmidy as salts with
pharmaceuti cal |l y useabl’e bases such as al kali or
al kaline earth netal hydroxides or carbonates, zinc or
amoni um hydr oxi des or organi c am nes such as e.g.
di ethylam ne, triethylamne, triethanolam ne inter
ingludliag trasalisthswedids according to the invention may be
obt ai ned using nethods of synthesis which are known
in principle. Preferably the conpounds are obtained

Sanakagrissionstiscdiierambbfens andl bielepes dés@ibedtis tolrpetinds
nore fully hereinafter, which are also a subject of

accarding Hy tietinventionbwil epvwsbe gained Bwre fdhei nafter are
defined in the introduction to the experinental
section or are famliar to those skilled in the art.
ThEnermdratogarkgiénates aniatomeatddte frohmamoAg B ClaBdar |,
denot es -alkyl, unless otherwi se stated. If the
P%ﬂ%ﬁ@ﬁhﬁ%ﬁ%ﬁb& s or internediate products |isted
bel ow contain groups R, R2, R3, X Y, Z Aor Bwth
~am ne functions, these are preferably used in
Thertetredd edalkyly whefon hasanyalee of BHo 8, Blenotema saturatedy

or DA S 1 b S80S Rl 5" SRl s o

SUER RESUIinRlRR rﬁem?L Bty | n-Eﬂimqgé@t@w,ﬁoum st 8bty
optionally substituted ethyl "bronbacetate, is reacted

Uil tlertabtﬁyﬁ; neyantylcisamenid, nee-pentyl, derteeaitl r-haxyghisadiexyl,

etdn a molar ratio of 1:1to 2:1in a

The term Cq-alkylene, where n may have a value of 1 to 8, denotes a
saturated, branched or unbranched hydrocarbon bridge with 1 to n C atoms.
Examples of such groups include methylene (-CH2-), ethylene (-CH,-CH-), 1-
methyl-ethytene (-CH(CHj3)-CHz-), 1,1-dimethyl-ethylene (-C(CH3)2-CHz-), n-
prdp-1 ,3-ylene (-CH,-CH>-CH,-), 1-methylprop-1,3-ylene (-CH(CH3)-CH2-CHaz-
), 2-methylprop-1,3-ylene (-CH»-CH(CHs)-CH2-), etc., as well as the

corresponding mirror-symmetrical forms.

The term Co.n-alkenyl, where n has a value of 3 to 6, denotes a branched or

unbranched hydrocarbon group with 2 to n C atoms and at least one C=C-




wo 2864dsepdse solvent in the presence of a suitabl ¢m003/011933
Suitabl e bases are particularly tertiary am nes such
as triethylam ne or Hiini $Hase as well as alkali
netal carbonates, for exanple potassium carbonate. The

oA Bee LBy B b R Ehrpensh

I f, POs0tén {103 At M Smidih - -Sropeh AL Yk €
lsc? EEO%SH?E oﬁwgg'lgnty Q%Ué@& preféétﬁgbly fr%m %C;%C o 100 C.

pem@ya!alzkpenfanyll, 3>peniaret. A-penieny B-mathy-3tauiembd] -haxem,
b f to f th
2- %%%ﬁé%uﬁ%ﬁéﬁ‘g’ar 76 Pﬁdégx%@gg‘cdg (ZET) . '(Ie'he reaction

is preferably carrled out in ethanol-water mxtures in
the presence of an excess of alkali netal hydroxides,

Thedemakanptlkynyl svhefginhasa selua efydicoRi a@noteWebfa@a&d ah

urb BB RS R adtt P ol W o ! e i B G o B

E@ﬁﬂl@@ﬂﬁ%t‘p@rbﬁﬁ|ncﬁjdeT@myﬁ?nylfprdp3ﬁﬁﬁt2 -Bropyhlis isoA- 4)
after purification are cou with an aniline (A

ProRyb r1nb'tltbf@y|a31ttwévr(m C’ep?tywle 2@@%@&&@°@6’t¥'-\ﬂapemﬁnﬂf
R S R L S S

heﬁWdet-lhégyrQﬂ §-hexyrgl ettant aryl oxy-acetic acid (A-4) is
preferably prepared by reacting the acetic acid with

an excess of alkyl chloroformate, preferably

TR Sl IR R CaraRuQ TR bl P

defioed ax atvpt/e H&kamptby Ion‘naudln gl'oums indadd methoegq Lettm)twn-

ampunts to the a}? chl formatE i éestl on. The
PTORR ISErPTPROAIY X&Sd?" HIQYs §PERBIRY s T GRIP% Ut as
peﬁfdﬁyafsolp%m@iyahéb%%nt&@ ‘t‘\@r?—Bent%Qy Q-ﬁ@ﬂoxﬁ io-REghYyAkeS

pl aCe over a ‘period of to 30 mnutes.” The m xéd

anhydride thus obtai ned |s preferably reacted with an

BTl G IR RE A0 = BT w B wBeh Bl 8"
defifed@hs volve. Henplas of su&mﬁrmtm@uaémbthﬁtm,, ethylthlo n-
preferably 5-10 nol % ction is carr

prqmalth&(sﬁepmr@pakth!mﬂ@uéﬂthw pet-Pebyltgio, seebulylthia ﬁ%ﬂ butylthlo
p%’h@s‘épﬁéﬁ a’tSﬁEﬁQ{tﬁiI%r 5882‘% gglth!ré LD Fexyink), idY

hexylthio, etc.

The term Cy.p-alkylcarbonyl denotes a Cqq-alkyl-C(=0)- group, wherein C1,-
alkyl is defined as above. Examples of such groups include methylcarbonyt,
ethylcarbonyl, n-propylcarbonyt, iso-propylcarbonyl, n-butylcarbonyl, iso-
butylcarbonyl, sec-butylcarbonyl, tert-butylcarbonyl, n-pentylcarbonyl, iso-
pentylcarbonyl, neo-pentylcarbonyl, tert-pentyicarbonyl, n-hexylcarbonyl, iso-

hexylcarbonyt, etc.

The term Ca.n-cycloalkyl denotes a saturated mono-, bi-, tri- or
spirocarbocyclic group with 3 to n C atoms. Examples of such groups include

cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyi, cyclooctyl,
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wo 206/d3bescor respondi ng aryl oxy-acetic aci d (A- 4)poWEA2003/011933
the aid of peptide couplin reagents in a suitable
sol vent using a suitable base. The aryl oxy-acetic acid
(A-4) and an aniline (A-5) are preferably used in a

R ) Sicdleny! BEOR 2 efpepytisbirois AERR Rkl 1

noBisBHyNHoréargiTedBina@tyl étcexcess, preferably from
equinolar to a 50 nol % excess. Alternatively, the

reaction may also be carried out in the presence of

nt eter
TN Ko oy ElootiaahL S OER e hahrieaf Rl o bo T £ P
spkdcarboBiLlic.grou habloyn CratonisT Examples@f suﬂf r mciude
Bl .groueivithadioyn Cr Rs@ h base
used are preferabl ter%l ary [a es such
-CYF|PP%@WV'aﬁY¢|@h@Fem%rﬁYQIO E?é‘y W?@@@PM‘SQM@W”V' etc.
Reaction plan A: (Wrepresenting -CH2-O) O
Al kyll 0)Hal + HO-A*B )b (A-1) Alkyl-0 HO (A-2) O A-f
TheBeﬂrb C@hmybloalkylh:a(rbemy)l dertE)s RC.hicyE@aikyXC =0 Ygrong,
% r)( OA— B Rzl 3
wherein Can-cycloalky[ is defined as above.

The term aryl denotes a carbocyclic, aromatic ring system, such as for
example phenyl, biphenyl, naphthyl, anthracenyl, phenanthrenyl, fluorenyl,
indenyl, pentalenyl, azulenyl, biphenylenyl, etc. A particularly preferred

meaning of "aryl" is phenyl.

The term cyclo-Ca.z-alkyleneimino denotes a 4- to 7-membered ring which has
3 to 7 methylene units as well as an imino group, the bond to the rest of the

molecute being made via the imino group.

The term cyclo—Cs_y—aIkyleneiminb—carbonyl denotes a cyclo-Caz-
alkyleneimino ring as defined hereinbefore which is linked to a carbonyl group

via the imino group.

The term heteroaryl used in this application denotes a heterocyclic, aromatic
ring system which comprises in addition to at least one C atom one or more
heteroatoms selected from N, O and/or S. Examples of such groups are
furanyl, thiophenyl, pyrrolyl, oxazolyl, thiazolyi, imidazolyl, isoxazolyl,
isothiazolyl, 1,2,3-triazolyl, 1,3,5-triazolyl, pyranyl, pyridyl, pyridazinyt,
pyrimidinyl, pyrazinyl, 1,2,3-triazinyl, 1,2,4-triazinyl, 1,3,5-triazinyl, 1,2,3-
oxadiazolyl, 1,2,4-oxadiazolyl, 1,2,5-oxadiazolyl, 1,3,4-oxadiazolyi, 1,2,3-
thiadiazolyl, 1,2,4-thiadiazolyl, 1,2,5-thiadiazolyl, 1,3,4-thiadiazolyl, tetrazolyl,
thiadiazinyl, indolyl, isoindolyl, benzofuranyl, benzothiophenyl
(thianaphthenyl), indazolyl, benzimidazolyl, benzthiazolyl, benzisothiazolyl,

benzoxazolyl, benzisoxazolyl, purinyl, quinazotinyl, quinozilinyl, quinolinyl,



WO 2004/f¥e8ds PCT/ EP2003/ 011933 According to generalp T/EP2003/011933
reaction plan B an alkyl hal oacetate (B-1), preferably
ethyl bronpacetate, is reab8ed with an am ne conmpound
(B-2), for exanple an aniline, in an excess,

preferably in a nolar ratio of 1:1 to 1.2:1, in

Isgqmrﬂ%lmyb qusrmwﬁyl naphthwigipydseigadingt, cartéaﬁoﬂséb@@pm

AR, SeiTEe g, Tne GyRReld o P Rt Xy 2 Perply
hyidingen dbed betelﬂb@obc dromaiic xingrsystents aoticulaiy those listed

2004/.039764 PCT/ PZOO 033 3. Th t
atoypy EXATB By Omoenales RO SRES a1e.2.3-

dlﬁ)ﬁ‘dfeﬁéﬁﬁdfﬂr%n%?%tﬁlﬂwﬁ 2l I1 | RS ana'EBﬁmﬁglr bi@&iollnyl

reaction o no- acetate
omepnnghi etut Paﬁlaukaglgtmefﬁratdy thetergand danomﬁ he qmmatm
m # e dro S.IS to formthe aryl am no-acetic acid
MpRR-[rot f¥51886) is preferably prepared from
t he acetlc aC|d (B-4) and the aniline (B-5) using
TBTU and a suitable base in a suitable solvent. The

Tegmp shieh-ascaryl-€1-adilkyl, (fsiapa%t?d-ntailévlaﬂhq refer toeCey-alkyle as

cdEhSRERLYYHRES Kb QTR A4 ik e
exanpl e, mh}ch Lf u?ed |nqan Fqui?DIarsanDunt or in
excess, prefera rom equi nolar to a

| M@mefs@e tﬁﬁes er@neahoya ragy Haneed sengatedly !M@ﬁ%@ﬁ%%%a
f
foffildRr oo Fld iedth cdse RER 68t thel meahifhs eHadaue, |

lndtpergiebﬂgefoﬁbanbﬂm plan B: (Wrepresenting CH2 NR8-

with R8 = Hin this instance) WO 2004/ 039764
PCT/ EP2003/ 011933 64 O Al kyl,OHal + H2N-A-+B (B-1)

TH2 term "unsaturated", e.g. in "unsaturated carbocyclic group" or
"unsaturated heterocyclic group”, as used particularly in the definition of the
group Cy, comprises, in addition to the mono- or polyunsaturated groups, the
corresponding totally unsaturated groups, but partlcularly the mono- and

diunsaturated groups.

The term "optionally substituted" used in this application indicates that the
group thus designated is either unsubstituted or mono- or polysubstituted by -
the substituents specified. If the group in question is polysubstituted, the

substituents may be identical or different.

The H atom of any carboxy group present or an H atom (imino or amino
group) bonded to an N atom may in each case be replaced by a group which
can be cleaved in vivo. By a group which can be cleaved in vivo froman N
atom is meant for example a hydroxy group, an acyl group such as the
benzoyi or pyridinoyl group or a C4.1g-alkanoyl group such as the formyl,
acetyl, propionyl, butanoyl, pentanoyl or hexanoyl group, an allyloxycarbony!
group, a Cy.4s-alkoxycarbonyl group such as the methoxycarbonyl,
ethoxycarbonyl, propoxycarbonyl, isopropoxycarbonyl, butoxycarbonyl,




woz()&rf&*)g?& Al kyl,, Ok, NA-{-B b HOR NX-Y- Z %T/Efidooﬁo“gss
A-f -B Jb (B- 6) According to reaction plan C an
acryl ic acid ester (C3), 599. an optionally
substi t ut ed et hyl phenyl acryl ate, is prepared by

e BUGOIHBE R EFrAEDRY, BB BBl
M’ﬁ’bgaw% Rleeib@grambishyl, hﬁfcféfc%@ewérbeﬁwde (C-2) are

to the reaction in excess in rel atlontothe

dagtecyloxycarbioayl qymuede@{l@wcartwnybgmupr amhengk 1:1 to

Céﬁ:‘%‘l‘%ﬁ c‘tq-rrlg)]q?réﬁ g@é@%&ﬁ@%ﬁﬁﬁﬁh@%@ﬁ?& yst used is

pi@r@f@lﬁ@@cﬁrtﬁ@iyﬂ @ﬂpmﬁwﬂrbp@ﬁ}@t@@m gtduprel &.;-akpisuiphdnyl-
th tri-o-tolyl hosplne nmol 9% . Swtag{g@
Cm@@@xmeéb@raﬂ ,t(|31a3‘§ kany-feg- eglmy Gy-akkpr PRYOR

e AT PESI03/ 011035 65 Art er“'sp‘uf‘i 7l cati on

the acrylic acid ester (C-3) is hydrol ysed to formthe

cor nd| ng. acr 4 act i i
eéeec? ¢S @ 1r3|-@%yf0 @rp)ﬁc(:jlosglgyl %hen;ﬂ or phenyl- (&ﬂ_a-aﬁkyl
group,

R¢ denotes a hydrogen atom, a Ci.s-alkyl, Cs7-cycloalkyl or phenyl group

and

R, denotes a hydrogen atom, a Cq.s-alkyl or R:CO-O-(R{CR4}-O group
wherein R to Ry are as hereinbefore defined,

while additionally the phthalimido group is a possibility for an amino group,
and the above-mentioned ester groups may also be used as groups which

can be converted into a carboxy group in vivo.

The residues and substituents described above may be mono- or
polysubstituted by fluorine as described. Preferred fluorinated alkyl groups are
fluoromethyl, difluoromethyt and trifluoromethyl. Preferred fluorinated alkoxy
groups are fluoromethoxy, difluoromethoxy and trifluoromethoxy. Preferred
fluorinated alkylsulphinyt and alkylsulphonyl groups are
trifluoromethylsulphinyl and trifluoromethylsulphonyl.

The compounds of general formula | according to the invention may have acid
groups, predominantly carboxyl groups, and/or basic groups such as e.g.
amino functions. Compounds of general formuia | may therefore be present
as internal salts, as salts with pharmaceutically useable inorganic acids such
as hydrochloric acid, sulphuric acid, phosphoric acid, sulphonic acid or
organic acids (such as for example maleic acid, fumaric acid, citric acid,



wo 8bd)@Ress Water m xtures in the presence of al ka\$¢wgpajogh,m1933
hydr oxi des such as sodi um hydr oxi de (200-300 nol % .

The reaction takes place of@r a period of 1 to 4 hours
at anbient tenperature. After purification, the

taaRb Bt eetis SCRPr e St Wb harppsdicaliy OpaRdle Dases
sd@:ﬁrég ARHIA8; gﬁfl@?\e chhf m&%FﬁﬁﬁBﬁMe§%ﬁ’ e@on@fe0tinchty

acrylic aci takes place anal ogously t0 general
ameaoiun hquoanﬂeA or mr@amc amuyes/ma:raawemdlahmmneie or

i cou ents uch as TBTU or TBTU in
tig e Btk TR gl on ol an G (W
representing -CH=CH ) WD 2004/ 039764 66 C1_Z Al kyl.O

(C-1) + Hal-A413 ] (C2) PCT/EP2003/011933 b O C1 2
The mpomd&a@q@ng tRthednventiorymay bexgblgines)) using methods of

/
syhlnesf, ttih e S Bl K ity Efetelif R HRERGRE: are
om@héd r@rdai@lgwsﬁly etthedmetiisdy obadeparatioe dedcribad Inmlore fully

gﬁl es, which may also be conbined with pethods
heggigafier Vhipk arialsed@ epiert shifindnysntiona: Apkreviggions used

hereinafter are defined in the introduction to the experimental section or are
familiar to those skilled in the art. The term alkyl used in reaction plans A, B

and C denotes Cg-afkyl, unless otherwise stated.

If the starting materials or intermediate products listed below contain groups
R', R% R® X, Y, Z, A or B with amine functions, these are preferably used in
protected form, for example with a Boc, Fmoc or Cbhz protective group, and
liberated at the end of the reactions by standard methods.

According to'general reaction plan A an alkyl haloacetate (A-1), preferably
-optionally substituted ethyl bromoacetate, is reacted with a hydroxy
compound (A-2), for example a phenol, in a molar ratioof 1:1to 2:1ina

| suitable solvent in the presence of a suitable base. Suitable bases are
particularly tertiary amines such as triethylamine or Hiinig base as well as
alkali metal carbonates, for example potassium carbonate. The reactions are
carried out in a suitable solvent, while DMF is preferably used.
The reaction takes place in a period of from 4 to 24 hours in a temperature
range from RT to 120 °C, preferably from 60 °C to 100 °C.

The alkyl aryloxy-acetates (A-3) thus obtained, after being purified, are
hydrolysed to form the corresponding aryloxy-acetic acids (A-4). The reaction
is preferably carried out in ethanol-water mixtures in the presence of an
excess of alkali metal hydroxides, for example 2-5 equiv. sodium hydroxide.
The reaction is carried out over a period of from 1 to 4 hours in a temperature
range from RT to 80 °C.
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WO%E?:%%'T& St er eoi soneric conpounds of formul a (bgT/BB603/011933
e separated in principle by conventional nethods.

The di astereomers may be s8parated on the basis of
their different physico-chem cal properties, e.g. by
fractional crystallisation (C3) HOv AtB ]b (C4) WO
2004/ 039764 PCT/ EP2003/ 011933 67 from suitable

chﬁx a'%lc%%Api)eéﬁér‘ fllfIF%lfjaI%rCO%%i ith an anjline (A-

r mat'ogr aphy, si'ng c or preferably non-chira
Sﬁndonmﬂwammiee@e& Thecmmssmycawwm tithgagetiakcid is

b I HPLC
Prefirpblyicamad Sur usltant ey on prCiech s Cosing feagete.
TH rhaddathytiBle of Eﬁ?é%lé\Fa?ﬁ anibrasatt Adid (ﬂ-@@p@f@@bly

acidic function can al so be separated via
preparcddnesasting theoagaticadig \A@tbtawogawéallwl @momf@rmate

oS TG SRR Ty pTFpBPERH 115112 70 s

uded) ardiprefetably tdriatyadmimed Cloll exéripleoN- rﬁeﬂwymﬁeﬁmlused in

tartrate or (+)-canphorsul phonic aC|d an

eqppPlEa MO tw@ek?élgé chiosefosmataindugst iﬁn
Tﬂﬂea{cﬂn 2%?59?@5' cﬁ}tt?r){ |02 bie Qﬁ%?ﬁt duchlas TRFCAY efﬁﬂ@félﬁres

Acco conventi ona

bemebndmf(:mnasdo angj takesmlace tver ar paréothdie! fo 30 minutes.
conpound of general fornmula (1) is reacted with one of
t he above-nentioned optically active acids or bases

TH B szFi@ﬁdéWB@taidéoﬁs ??éf‘é?éﬂly Fﬁé‘étéd“ﬁnth ra‘?zsé’rhﬁieng

crystal , di ast er eoner | , optlca active salts
contreoLall (Aad e forssanple ed anlineg witheut fudhﬁf pugigation. The

bi | hi
erksoshetdr sirnS BRIVEIRUT RAeuRESSEE AP0 AP, Plhrp Bl
5-4ph@eences in terns of the solubility of the salts.

Preferably, nmet hanol , ethanol or m xtures thereof, for
exanple in a ratio by vol ume of 50: 50, are used. Then

TefEReon G R SERntaftPie AT RT AR e U Oy e b .
Arsstiéreferdabiaat tom yieldy ihedmideqArd)badaupling the ahiliae (A-5)
suitable acid, e.g. with dilute hxdrochlorlc aci d OY

toél@@@rlﬁgsn@pwmwrﬁﬁﬂt@ afid d-4anihithe eil of pegfidegaeipling
re§§§ﬁt$gr§>r9n W98t e doRferft QSRR duitsb1Q B &S MRSk SAdRadetic Lid
(A-4) and an aniline (A-5) are preferably used in a molar ratio of from 1.5:1 fo
1:1.5. The peptide coupling reagent used is TBTU, for example, used in an
equimolar amount or in excess, preferably from equimolar to a 50 moi%
excess. Alternatively, the reaction may also be carried out in the presence of
an amount of H.OBt equimolar to the TBTU. Preferred solvents are THF and
DMF in a temperature range from RT to 80 °C, preferably from RT to 40 °C.
The bases used are preferably tertiary amines such as triethylamine or Hiinig

base.
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wo 200436Tee or (S) enantioner alone or a m xture CT/EF2003/011933
optically active diastereggeric conpounds covered by
general formula I nmay al so obt ai ned by perform ng
t he synt heses descri bed above with a suitable

reacti on ¢o nent in th or (S) configuration. As
B@i@%@%ﬂ%%% ‘?’iié'gcgl‘rfs@iids of formula (1) may be
convertedg nto the salts thereof, particularly for
pharnaceu i cal us into the ph Siologically and
ﬁg yTaddeprah gbts t hereof . These
salts y be present on the one hand as
physi ol cal I'y and phagmgcol ogi cal |y acceptable acid
WO 2004%0 764 P /EP280§?011933 68 addition salts of
t he conpounds of flormula (I) with inorganic or organic
acids. On the other hand, in the case of acidically
bound hydrogen, the conpound of fornmula (1) may al so
be converted by regaction with inorganic bases into
physi ol ogi cal |l y d pharmacol ogi cally acceptable salts
with al kali or al aline earth tal cations. as
counter-idﬁkWI&s QrddiA- lts may K& Prepared,
for exanpl e, ng hydrochloric acid, hydrobromc
acid, sul phuric a¢id, phosphoric acid,
nmet hanesul phoni c cid, et hanesul phoni ¢ aci d,
t ol uenesul phoni ¢ aci d, benzenesul phonic acid, acetic
acid, fumaric acig¢, succinic acid, lactic acid,
citric acid, tartgric acid or maleic acid. Moreover,
m xtures of the above nentioned acids may be used. To
prepare the al kal@® and alkaline earth netal salts of
t he conpound ocﬁgﬁLi;Ia (1) E)acrdical (X- )bound
hydr ogen t he 7ﬂq8 earth netal
hydr oxi des an ydrides are preferably used, while
t he hydroxi des and hydri des of the alkali netals,
particularly sodi yng Qnd pot assi um ar,e preferred and
sodi um and pot assijum “jjydr oxi de nost Agﬁerred.
The conpounds acc rﬁpng to the present invention,
including the physitologically accegtable salts, are
effective as antagonists of the MCH receptor,
particularly the MCH 1 receptor, and exhibit good
affinity in MCH ®eceptor bi ndi ng studi es.

Pharnacological t pst MCH ant agoni sti c
bf\ppxr_t eszer_ehpeﬁscv@e ?\TH:} L:f ol | owi ng(&8)eri ment al
F{zs’ection I3

R

According to general reaction plan B an alkyl haloacetate (B-1), preferably
ethyl bromoacetate, is reacted with an amine compound (B-2), for example an
aniline, in an excess, preferably in a molar ratio of 1:1 to 1.2:1, in a suitable
solvent in the presence of a suitable base. Suitable bases are, in particular,
tertiary amines such as Hilnig base.

The solvent used is preferably Hiinig base, DMF or the mixtures thereof.
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according to the invention are advantageously

suitabl e as pharmaceuticalS3ctive substances for the
prevention and/ or treatnent of synptons and/or

Tharesane i sinesay! ovahaaliad o 44 BRTRIR A Chadatidg
raﬁges hrB@ne @ve%w@,n bawﬁelf@mér%saianvof thE%Yhyﬂ:aﬁ?%é\ﬁHo-

oral route and have an intrace
acetaie :{Bt3)\wa9y¢arpad outanzioggudly to he genssalgesttion plan A by

YDt R RET GP G HE TG eehe Frid dePomhe B &R arry
réﬂékéap lpfepdted RGN acRtie 'écﬁﬁ&B‘-ﬂ’I asdk eEailing (B-5) uginge,
ui nea pigs, hares, dogs, , Sheep, horses,

TEEY end a sulishlebasaind suiteblesaiast. Therarylpsy-eceli ﬁ%at(B -4)

e 2B T b el e IR 1 o 115 T
peblid&lcbuplindreagehhesad BETBRUSfaE Examplenmérdieid usiethin iH.
seases caused by MCH or ot her wi se ca salgéﬁﬁoqggcted

equirpelapemoank or iR-eXcess RIefejalhyrops EAIMRIA0

exPlsd AneHRIRIE QSN DMINh £ BehBlhaifte3ahde idm RY6 50°
or ‘exa ultma, 1nclu m a nervosa. The

°Ci, pnbfe&thly)ﬂromﬂé’f itd ¢0i°GcThd dmases upad tire preferalshotpetiary
obesi t r sulinaenic obesity, hyperplasnc

anypes st aﬁéﬁﬁv ®RPS®al adi posity, hypoplasm c obesity,
hypothyr0|d obesity, hypothal am c obesity, synptomatic
obesity, infantile obesity, upper body obesit

' Regidiiop mian B: oB¥sEpsesehimmediatiiR® obtsR 7 Rinthisestange)
obesity. This range of indications also includes
cachexi a, anorexia and hyperphagi a. Conpounds
according to the invention may, in particular, be
suitable for reducing hunger, curbing appetite,
controlling eating behaviour and/or pronoting a
feeling of satiety. In addition, the diseases caused
by MCH or otherw se causally connected wth MCH al so
i ncl ude hyperlipidaema, cellulitis, fat accurulation,
mal i gnant nastocytosis, system c mastocytosis,
enoti onal disorders, affectivity

[44]
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WO 200433018 S, depression, anxiety states, sleep PCT/EP2003/011933
di soreders, reproductive | sorders, sexual disorders,
menory di sorders, epilepsﬁg forms of denentia and
hor nonal di sorders. Conpounds according to the
I nvention~are also suitable as active substances for
the preveftion and/or treatnent, of other illnesses
andlkgic,_ di sQr detal,+ pgﬂ++ﬁM Eq t hose whi ch acconpany
obesi tyQ such as, fof exanple, "di abetes, diabetes
mellitus, especially type Il diabetes, hyperglycaem a,
pdBtl)ul arly chronic hyBé)gl ycaeni a, conplications of
di abet es including diabetic retinopathy, diabetic
neur opat hy, di abetic nephropathy, etc., insulin
resi stance, patho|ogical glucose tolerance,
encephal orrhagi a, { cardiac insufficiency,
cardi ovascul ar diseases, particularly arteriosclerosis
and high bl ood essure, arthritis and gonitis. WO
2004/ 039764 PCT/ BP200gf 01193 0 MCH ant agoni sts and
fornul ati d’disylaccgﬁdi\pgl'm Bi fvention mayB-3)
advant ageousl y *be used in conbination with a dietary
t herapy, such as for exanple a dietary diabetes
treatnment, and exprcise. Another range of indications
for which the conpounds according to the invention
are advant ageously suitable is the prevention and/or
treatment of uriyary disorders, such as for exanple
urinary incontinence, overactive bladder, urgency,
nycturia and enurgsis, while the Harninkontinenz,

Qoer aktiver HarnhlaseH Harndf ang, Nykturie(gHyuresis,
whil e the oveglg)d e Nota Bapd urgency may or may
not be connec wi th benign prostatic hyperplasia.
The dosage required to achieve such an effect is
conveni ently, by ﬁﬁ{avenous or subcut aneous route,
0.001 to 30 no/kg| of °Q bt Rr ef er abl(g_ég. 0l to 5
my/ kg of body weighes and by oral ¢r nasal ‘route or by
i nhal ation, 0.01 §o 50 ny/kg of bBdy wei ght,
preferably 0.1 to 30 ng/ kg of body weight, in each
case once to three tinmes a day. For this purpose, the
1conpounds of formul a | prepared according to the

H
RN N—A—B
N=X=Y—Zz —N tel, (B-6)
3

R R

According to reaction plan C an acrylic acid ester (C-3), e.g. an optionaily
substituted ethyl phenylacrylate, is prepared by palladium-catalysed reaction
of an alkyl acrylate (C-1) and a (hetero)aryl halide (C-2). Preferably
(hetero)arylbromide and (hetero)aryliodide (C-2) are added to the reaction in
excess in relation to the acrylic acid, preferably in a molar ratio of 1:1 to 1:1.5.
The solvent used may be for example acetonitrile at 80 °C. The palladium
catalyst used is preferably palladium(il)acetateeee {1 mol%) combined with
tri-o-tolylphosphine (3 to 4 mol%). Suitable bases are tertiary amines such as
triethylamine.




wo 2béayReidson may be fornul ated, optionally toget heippribhsn11933
ot her active substances as described hereinafter,
together with one or nore G%ert conventional carriers
and/or diluents, e.g. with corn starch, |actose,
gl ucose, mcrocrystalline cellulose, nagnesium
stearate, polyvinylpyrrolidone, citric acid, tartaric
Af?e?lp@nﬂc%hefhe NG/ e ééﬂi '33%&9(' (c-syag ﬁwﬂims@@rtalfom the
wat er/ sorbitol, water/ | ené propyl ene
cogegponding ecwhsaeedr(;ﬂ 4h|T¢1@H@ac;thmtswafpf@b!mawd QHtdR e
or fatt

e mRUREEA iEoReeada SRaflveft Hadaf Biches

soﬂf@ﬁ’ﬂ?é&bkms(%g@mo@momw n or coated tablets,
capsul e wder s, granul es, sol utions, enuIS|ons

Theyreaghion @éeaﬂﬂog qvsr 2 pATiAdf bie 4 hewrsatamtient temperature.
suppositories. In addition to pharnaceutica
conpositions the invention also covers conpositions

Afteppudification, te degid acid compaledq(QrapXis rdupledaodinngntine

colboune B ol ShafubRe o G hesi vl
neBBYSIrY MR of 1RE SERNE Ak (X4) BIER Draceatfilagausivto, oo

.geﬁéra‘beeeicdmdszlarﬁ Ar paefenablyewa\mnno&edrmywdade oF ugdingrcoupling

liquid, .in Qo d acco. to the
reagrith e 4 ber BETENRGORR= R BB ent  oned
conbinations it is possible to use as additiona
active substances particularly those which for exanple
Raastiemplamt @: t (V¥ repriesealngitGld= Gilf-)ect of an MCH
ant agoni st according to the invention in terns of one
of the indications nentioned above and/or which nmake
it possible to reduce the dosage of an MCH ant agoni st
according to the invention. Preferably one or nore
addi ti onal active substances are sel ected from anong
- active substances for the treatnment of diabetes, -
active substances for the treatnment of diabetic
conplications, - active substances for the treatnment
of obesity, preferably other than MCH antagonists, -
active substances for the treatnment of high blood
pressure, - active substances for the treatnent -of
hyper | i pi daem a, i ncl udi ng




WO;{'BM,&;WQA;SCI erosi s, - active substances for the PCT/EP2003/011933
r eat nrent of arthrltls - active substances for Ee

treatment of anxiety state§6 active substances for
the treatnment of depression. The above nenti oned
categories of active substances will now be expl ai ned

in rmre d aiI by means of exa Exanpl es of
Cacg\q es.|Io LLE n&nt of di abetes are
-Asul’i no se {tisers, | nsu retion accel erators,

bi guani des, insulins, | ucosi dase inhibitors, 03
adréhd)receptor a onlst 2)nsulin sensitisers include
pioglitazone and ifts salts (preferably
hydrochl ori de), trjoglitazone, rosiglitazone and its
salts (preferably | maleate), JTT-501, d-262570,

MCC- 555, YM 440, F- 2593, BM 13- 1258, KRP-297,
R-119702, GW 1929.. WD 2004/ 039764 PCT/ EP2003/ 011933

72 Insulin secretijon accel erataqrs include
sul phor(yl UARR, SUCh n%gganpl e tol but a(@-8¢,
chl or opr ozpam deQ "t ol7ani de, ‘acePohexani de,

gl ycl opyram de and its amoni um salts, glibenclam de,
gliclazide, glingpiride. Further exanples of insulin
secretion accelerdtors are repaglinide, nateglinide,
mtiglinide (KAD 1229) and JTT-608. Bi guani des i ncl ude
nmetform n, buformjn and phenform n. Insulins include

t hose obtained frdmaninmals, particularly cattle or

pi gs, semsynthetic human insulins which are

synt hesi sed enzy ically from insulin obtained from

ani mal's, human ingulin Aa.irgaj by genetic ((}42

engi neering, e4@. from Esch hia coli or yeasts
Moreover, the term insulin also includes insulin-zinc
(containing 0.45 to . 9 percent by weight of zinc)

]
|
|
J
|
|
1

and protam ne-ins I| | N t ai pablt@ from zi nc
chloride, protani ne —ardd TASulin. 1¥ed)ation
may al so be obt ai from |nsul in fglagnents or

derivatives (for xarrple INS-1, etc.). Insulin may
al so include different kinds, e.g. with regard to the

onset tine . o

R )J\ﬁ

SNeX—Y— 7z —NT N A8, ()
R* R

The compounds according to the invention may advantageously also be
obtained using methods described in the following Examples, which may also
be combined with methods known fo the skilled man from the literature, for

example.

Stereoisomeric compounds of formula (1) may be separated in principle by
conventional methods. The diastereomers may be separated on the basis of
their different physico-chemical properties, e.g. by fractional crystallisation
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I mredi ate action type "two phase type",

"intermedi ate type", proI Bhged acti on type etc.),

whi ch are sel ected depend| ng on the pathol ogi cal

condjtion of th i ent cosi dase ,inhibitors
frqrﬂ@uuafé!ea?@ Hests by fﬁ%@pm@g@ tqHIfSPr epilimn-gRrgafoaraPy 3
sﬁggrg PRALRIbIAOH cﬁFréI ét@ﬁéﬁ%? s&077, BNB- 196085,

140. Active su ances for the
treat rrent of d| abet es ot her than those nentioned

RGeS seouE ey dRTrerioRhRRbaY BrsehRtitdy fysxample by
HPPROIN $8table SI9FD Ista:tiongﬁ)wgégqegs €hiraNAGR, (GHisipak AD).

protein tyrosine phosphatase i nhi bitors,

Rafigreptes avhich contaisa ba@cm@zprcm:a@mhomam efero separoted via

N

arf opticatiy agm e asilddas exaepic (9 ee (J)Etbrtbmt Qt:lﬂ (9lor¢atdiacetyl
inhibitors and protein kinase C inhibitors. Al dose

taﬁ@mawgs(=,+)|qaKr)rmpa@@eﬁwétmteéa(a(ﬁbp@mpapr%&ﬁfmmc acid, or

ARl ol Bl OB 91 Ny i, 51

1-phemdethglaniingiob($ pbrucmepi nagedi ne. Protein Kinase C
inhibitors are for exanple NG LY-333531. Active
substances ot her than those nentioned above for the

A&bﬁﬁﬁ@?@agir{b’@w{a i eh%i/’g’? ;ﬁéféhr?%%ohﬂ% UH8 racemate of a

al prost I apri | ost azol,
compaunet ofrgenieyal formmila (i) dereactdd witke mesﬂrﬂmab@@-mentnoned

onlTEaTY, A acidh Bh Be Bistmola? ambioiEihig Solp R 6°
redtitihg @Risaamu sﬁésteﬂe@ﬁ{éﬂéeobumeadwé isBité HeFeanste

anorectics. A preferred exanpl € of a |ipase inhibitor
separajed usingt theExdiffaserissadabiliies; dhisseastion gy kscarried out in

er§ 55 51 S0 HER vt 7 L6 AR kO B of
the solubility of the salts. Preferably, methanol, ethanol or mixtures thereof, for
example in a ratio by volume of 50:50, are used. Then each of the optically

active salts is dissolved in water, cérefully neutralised with a base such as
sodium carbonate or potassium carbonate, or with a suitable acid, e.g. with
dilute hydrochloric acid or aqueous methanesulphonic acid, and in this way
the corresponding free compound is obtained in the (+) or (-) form.

The (R) or (S) enantiomer alone or a mixture of two optically active
diastereomeric compounds covered by general formula | may also be
obtained by performing the syntheses described above with a suitable

reaction component in the (R) or (S) configuration.

As already mentioned, the compounds of formula (1) may be converted into
the salts thereof, particularly for pharmaceutical use into the physiologically
and pharmacologically acceptable salts thereof. These salts may be present
on the one hand as physiologically and pharmacologically acceptable acid
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WOZ&&IJ’[%%?M NGD- 95-1. Active substances other thandh 03/011933
nentroned above for the treatnment of obesity include

i pstatin. Mreover for th8purposes of this
application the active substance group of

anti-obesity active substances al so includes the .
adgifionesalisf the comppunds etermrladforithsinerganic Poaigastq cids.

; _ ; /

o fe fish AR 1 P cad ool pah PR h RGN BRERAG of

forohulé Ith naant also hesidnyered apoeactionowidt inovganis basesimbes

o G e S BBlSat Sebansa ST W ot & Lt
. e )

eagﬁerﬂbﬁa? ERIRGHC er-ioR! ?ﬁé la@fe ad o?ﬁgt‘g@n A t‘ég Irb'eIr x Fpared,

enterm ne, a chol ecyst okl ni'n-A r erred
fort exameplEQising hadmehkric sxidydvydeotiromic acigt sikphundadidt or

h. f I i but ' t,hom net i
PhESpige Seitomeiabestphotigtd sl Bt ance.
toli8HESLIBRorie BicRi BERéhedalHIRId Atid B deficQcid, fumaric acid,

fenfluram ne), a dopam ne antagoni st (such as for

suesinigacid, Ipetimacid, gitricragid, tartanie agid oy maleiciasid. doregver,

iR SR BE e e i AR draf ok, TR gy e B
antiesliefinerear it e salts obtheMdrhgdurRiosiTbshulat(hevitPBagidieby n
(hereinafter referred to as | eptin),

| ept
boRd ihygtRgendhe apelirncaliing carfometal hydroxdasantbydrides

i St . i nhLbLE gk Al r
ard BERRI baod e 8TNr et s b Bfioc G hiqiatineids,
paltimuizeii sodhgarangitotasshaimyate peelicprad raost sodiure amid pdtassium
nal ogues, gluc corticoid receptor agonists and

- hydrXigdroRiednest RJesEies. r ecept or ant agoni sts, urocortin

bi nding protein antagonists, agonists of the

A ucagon-1li ke Peptide-1 receptor, such as for exanple
Thexampourasdccoidirg (o ineypreseniphventioac trohglingtheh as for

exampl e .axokine,  Active substances for the trea t
Phgs OfpRisall PG 5EP BPIesise Sre SR TR ea S QiR MEH
recdp@br0 baRRURNGAAY MEHIOr&pYdrEand aklibi Boel IR intMCH

pot assi um channel openers and angiotensin |1 o
recapterdundisgstudies. Pharmacological test systems for MCH-antagonistic

properties are described in the following experimental section.

As antagonists of the MCH receptor the compounds according to the
invention are advantageously suitable as pharmaceutical active substances
for the prevention and/or treatment of symptoms and/or diseases caused by
MCH or causally connected with MCH in some other way. Generally the
compounds according to the invention have low toxicity, they are well
absorbed by oral route and have an intracerebral transitivity, particularly brain

accessibility.

Therefore, MCH antagonists which contain at least one compound according
to the invention, are particularly suitable in mammals, such as for example
rats, mice, guinea pigs, hares, dogs, cats, sheep, horses, pigs, catile,
monkeys and also humans, for the treatment and/or prevention of symptoms
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captopril, enalapril, alﬁﬁfprll del apri
(hydrochl oride), lisinopri i mdapril, benazepril
cilazapril, tenocapril, trandol april, nanidipine

T I S e

coRpba&sdiwith Klicannel openers incl ude | evcromakal i m
L-27152, ALO671, NI P-121. WD 2004/ 039764

PCT/ EP2003/ 011933 75 Angiotensin Il antagonists

OSBRI oS50 s RELHICH I
pas&m?ar?memb‘ohc dtsbedérls,ealdllmﬁ fo’ofexiampm b?gltgginﬂ @ating

I N arteri os er r t
gt Bushas faraarp e BB anind CHiREDBIRA R s maie >
mcih%ﬂ&?i 65&5‘?{ '|ﬁk9ud’éjseln$a?ﬁé\ﬂér3tf>kd\?enﬁi Wé\s‘n"ﬂ/ ﬂ/ﬁbrmsulmaemlc

ovastatin, atorvastatin statin, pantil,
obesrty,\}wemlasm:m cttmset;,tl’atpemhﬁbal adipasmn di\yph@asmict gbesity,

rvbpRiET spas ), RPofRlTaE sty MR PBRLS absait fyantie
ob&ﬁ@y‘atdgpﬁa?éoﬁﬁ’ bbé&digy, brméhtmvbb@&twrﬁgb?@nédai @bbgcsﬁand

en. Active ‘substances for r eat nent
ceniirl ehapityt aht@sraunlelqﬁMicaimnéradﬁtamb@ﬁs@@chwaz@wﬁma

azol dazepam cl oxazol am  bronazepam
anﬁﬁyﬁ%@@ﬁ%gﬁ' prazol am fludi azepam Active substances
for the treatnent of depression include fluoxetine,
fl uvoxam ne, im pram ne, paroxetine, sertraline. The

Conpreunsistasicordiag to terinventignyeeyqpgarialiar he syitable for 1/ 5
f
redeifd fundet Shronfthniba SEMIRPR BRI ahtrd |

promuting b deelimigsef gatikt es to the use of at | east one
am de conpound according to the invention and/or a
salt according to the invention for influencing the

n SEUADA, BT col BRI o N EIBE b s3fnecod
withidCHwlea inaluderbypeastipidaemia, cellulitis, fat accumulation, malignant
mastocytosis, systemic mastocytosis, emotional disorders, affectivity
disorders, depression, anxiety states, sleep disoreders, reproductive
disorders, sexual disorders, memory disorders, epilepsy, forms of dementia

and hormonal disorders.

Compounds according to the invention are also suitable as active substances
for the prevention and/or treatment of other illnesses and/or disorders,
particularty those which accompany obesity, such as, for example, diabetes,
diabetes mellitus, especially type |l diabetes, hyperglycaemia, particularly
chronic hyperglycaemia, complications of diabetes including diabetic
retinopathy, diabetic neuropathy, diabetic nephropathy, etc., insulin
resistance, pathological glucose tolerance, encephalorrhagia, cardiac
insufficiency, cardiovascular diseases, particularly arteriosclerosis and high

blood pressure, arthritis and gonitis.
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controlling eating behavio#r and/ or pronoting a
feeling of satiety. The ea png behavi our is
advant ageously influenced in such a way as to reduce

dintake. T fore. th d ing t
MERESn RbRS AL e s S Bl E TR oA i g
adefYag@iughibe dsddint dRhbiHERoRERR XSG therhsy, ISR aisifon
is the prevention of WO 2004/ 039764 PCT/ EP2003/ 011933

exzenpla e datosy diahetpsdyeateneghtand feresenpl e i n peopl e who
have previously taken steps to reduce their weight
and are then interested in naintaining their reduced
Ahstigr wengitof elisatidns ofor owhibh sthembomhipoantls i dcdosding to the
preferably a non- theraﬁeuti C

. se. Such a
In¥eMiahareaBevAntageRLs! sy plle.is {B8 reveNtipreangor treatment of
urﬁiﬁ?%i@o{d‘é?s,a%baﬁ | &4 beee%l_@é g@ﬁ?; ?ﬁtinéﬁcge?g?veractive

application for inproving t eel1n
bladdérheurgencyhengdoriauratsl aeremesisngwhite t e | hiaeminkantinenz,
.are . pretferabl ed, in a -t herapeutic, capacity for
CtefiivRs PPk, Fafyrana, NiKOHewa e ot ik olgtive
bISHGE 884 Ur§énBAHAl0 cPSRSY ik be BENKLAEAOREN bePiRfS bFdstatic

bulima, drabetes ‘and/ or no diagnosed urinary
hypenplesids, particularly wurinary incontinence.

Preferably the conpounds according to the invention
are suitable for non-therapeutic use in humans whose

THIOGYsaRSeqLIneE Yo bENkvE subiogl effessisicofeEnientiliBiintravenous
defined as the body wei ght neasured in Kil og%rarrs _
orgubrd@acpys reiden@0ghto @%nﬂ%gr:ébpds weighapraterabs@01 to 5

-141.C y..le I
mbRELE Oy BRCHC BhARV g s A0S Br oV AR, 0361 ('S8
mgha4f B38yY ovkidiET pEFRRB8/ 0.1 18 38 md/kgRif dlodyiweight, ireeastksase

As a rule, IR 1 H NWR and/or nass spectra have been
ongsttaithreg tess 8€8Y- conpounds prepared. Unl ess ot herw se

stated the Rf values are determ ned using ready-nmade

silica gel 60 TLC plates F254 (E. Merck, Darnstadt,
Fartteispunpose] s gdrpound $ of formbkniqereparediacrording (T te Rf

in%’é‘{tiﬁgsrp%z g i_fﬁrgrglgg %ﬁhp c?r? 335%@@'@@%,&%&!%@{%%@uggt%nces
as described hereinafter, together with one or more inert conventional carriers
and/or diluents, e.g. with corn starch, lactose, glucose, microcrystalline
cellulose, magneéium stearate, polyvinylpyrrolidone, citric acid, tartaric acid,
water, water/ethanol, water/glycerol, water/sorbitol, water/polyethylene glycol,
propylene glycol, cetylstearyl alcohol, carboxymethyicellulose or fatty
substances such as hard fat or suitable mixtures thereof, to produce
conventional galenic preparations such as plain or coated tablets, capsules,
powders, granules, solutions, emulsions, syrups, aerosols for inhalation,

ointments or suppositories.

In addition to pharmaceutical compositions the invention also covers
compositions containing at least one amide compound according to the
invention and/ or a salt according to the invention optionally together with one

or more physiologically acceptable excipients. Such compositions may also
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chanber saturation. The r t| os given for the eluants

relate to units by vol une f the solvent in guesti on.
The units by vol uma for NH3 rel ate to a concentr at ed

eiBpH J8F ez mRipBRid ek Beisalor iufloloaMigh the compound

ac@deﬂﬂ?f@Wﬁ%rﬁ:d@Mé'ﬁdcﬁ@ém@d Al ox (E. Merck,
adt, al um ni um oxi de 90 standardi sed, 63-200

Item no. 1.01097.9050) is used for chromat ogr aphi c

-4 PR iHhyon i Bk nahEhe i Ky Rerto TRERY SR,

actiod subBstaAged patticlileiiy ticdszoiBish for’:‘@ca(rﬁpletpjoeerﬁmw)he C18
col unn tenper at ure:

3.5 pm 4.6 x 75
theyrapeyiic effgetpf an; Mﬂ@ntaaor\v‘e‘ﬁ %m:@r lsgrsqihed@ef@ei'%w tSfmS of

- t
ord ¥ SRR P S TR R a8
reddice thes dosage) af@ni M@I—k/axhtagmlsﬁaqﬁordldgttemé mweatiorR54 nm
or i

Prefefegy snels ot AHong) arts S Tresizsg Sslected frofiarong

. etk si‘fb%fé?ﬂ:‘e%rférltﬁeftﬂia'{‘ﬂnénﬁéﬂ dlafetés0. 01 to 1:9:0.01
over 4 mn, 1:9:0.01 nethod C

- vatiye: mxbetmesrfon téleftr_aatnnenh@ﬁ diatoetic coroplicagions,o: 0. 01

- SityeouBsliners (Rgredmetmant s b eRabl bR RGH
-aiftdgonidts? pm 30 x 100 mm col um tenperat ur e:
anbi ent tenperature; flow. 30 nL / mn; detection at

- mlvmﬁubstar@e&pﬁgrrfaeutm@tm@fﬁu@h plagsk pregsureas a rule,

- S sfrs B e FeRopa B, R 8 °C, or

rEessrioseldrosis, the fractions containing product are
conbi ned and freeze-dried. WO 20_0_4/ 039764 78
- metivespbstnses darthertraaaeet ofaritispeci fic i nf ormati on

- a?':]tt’ﬂr@ Btk rgHhalttimeht of a?n&élgr SEAtggr whet her

‘there are pure enanti onmers or her partial or even
- tattize substEmiceaforahetisemtment of depression.

The above mentioned categories of active substances will now be explained
in more detail by means of examples.

Examples of active substances for the treatment of diabetes are insulin
sensitisers, insulin secretion accelerators, biguanides, insulins, a-glucosidase

inhibitors, B3 adreno-receptor agonists.

Insulin sensitisers include pioglitazone and its salts (preferably
hydrochloride), troglitazone, rosiglitazone and its salts (preferably
maleate), JTT-501, GI-262570, MCC-555, YM-440, DRF-2593, BM-13-
1258, KRP-297, R-119702, GW-1929.




ace. The follow ng abbreviati ons are USEHEP2003/011933
WO%OQ%/\S/%TE%d hereinafter: abs. Boc Cbz %’ EMZ—D

ether EtOAc EtOH Fnoc €at. serriconc. HCl HOAc
HOBt absolute tert- butoxycarbonyl benzyl oxycar bonyl

N, N -carbonyl diimdazo
1, nsyligy srfrpfion @chjerqatqrs ||rg;iqﬂeé§ulp|\pnylureas such as for

e I I

et ﬂ%%%*ﬁ“é&ﬁﬁumo? e IGHoBldBAmiBe Blz=i¥, o Bfhide

serglgdopyatnide add 1tb)am:'nodnUmsaitsaghhﬂenclamlde, giiclazide,
glimepiride. Further examples of insulin secretion accelerators are

repaglinide, nateglinide, mitiglinide {(KAD-1229) and JTT-608.
Biguanides include metformin, buformin and phenformin.

Insulins include those obtained from animals, particularly cattle or pigs,
semisynthetic human insulins which are synthesised enzymatically from
insulin obtained from animals, human insulin obtained by genetic
engineering, e.g. from Escherichia coli or yeasts. Moreover, the term
insulin also includes insulin-zinc (containing 0.45 to 0.9 percent by
weight of zinc) and protamine-insulin-zinc obtainable from zinc chloride,
protamine sulphate and insulin. Insulation may also be obtained from

insulin fragments or derivatives (for example INS-1, etc.).

Insulin may also include different kinds, e.g. with regard to the onset time
and duration of effect ("ultra immediate action type", "immediate action
type", "two phase type", "intermediate type", "prolonged action type",
etc.), which are selected depending on the pathological condition of the

patient.
a-Glucosidase inhibitors include acarbose, voglibose, miglitol, emiglitate.

B3 Adreno receptor agonists include AJ-9677, BMS-196085, SB-226552,
AZ40140.

Active substances for the treatment of diabetes other than those
mentioned above include ergoset, pramlintide, leptin, BAY-27-9955 as
well as glycogen phosphorylase inhibitors, sorbitol dehydrogenase
inhibitors, protein tyrosine phosphatase 1B inhibitors, dipeptidyl protease




' cid 1 -hydroxybenzotriazol e- hyd rate hbiibon03/011933
Wozgg@gedg&ﬁt hyl di i sopropylamne i. vac. KOH conc. e )

MIBE NaCl NaCOH org. RT73BTU TEBAC i n vacuo (in

vacuo) potassi um hydroxi de concentrated nethanol

met hyl -tert-butyl ether sodiumchloride sodium

hy drfoRiters. gpiganglyburidg.ent tenperature 2-(1

H benzotriazol -1-yl)-1,1, 3, 3-tetramet hyl uroni um

tetrafl uoroborate triethyl benzyl amoni um chl ori de WO
A@%@L@S&?ﬁés Rﬁﬁhéﬂ%@ﬂﬁéﬂﬂdf&ﬁ&aet&oﬁmcenbm ingtugiedet i C

aci E tetrahydr
example aI ose reductase in |b[tors glycation inhibitors and protein kinase C

inhibitors.

Aldose reductase inhibitors are for example tolrestat, epalrestat,
imirestat, zenarestat, SNK-860, zopolrestat, ARI-50i, AS-3201.

1
An example of a glycation inhibitor is pimagedine. {
|

Protein Kinase C inhibitors are for example NGF, LY-333531.

Active substances other than those mentioned above for the treatment of |
diabetic complications include alprostadil, thiapride hydrochloride, _ <
cilostazol, mexiletine hydrochloride, ethyl eicosapentate, memantine, 3
pimagedine (ALT-711).

Active substances for the treatment of obesity, preferably other than MCH

antagonists, include lipase inhibitors and anorectics.
A preferred example of a lipase inhibitor is orlistat.

Examples of preferred anorectics are phentermine, mazindol,
dexfenfluramine, fluoxetine, sibutramine, baiamine, (S)-sibutramine, SR-
141716, NGD-95-1.

Active substances other than those mentioned above for the treatment of

obesity include lipstatin.

Moreover for the purposes of this application the active substance group
of anti-obesity active substances also includes the anorectics, of which

the Bs agonists, thyromimetic active substances and NPY antagonists



2> tes the binding site of a group WO 20044339
wo TR0l ) oan "8 Synt hesi s of inter medi SrEERBd011033
products Internediate proddét 1: HBr Z1 a)
[ 2- (2-chl oro-4-nitro-phenoxy)-ethyl]-diethyl-am ne-hyd
robrom de 40.00 g él. 00 nol) of potassium carbonate
washatlde emphasised: Thmsearesel. the agti-qbestigar appieche active

2- - 4= ni O 29. .

(2 Shpeficés Wicsrifgfraierdis Py oyt Blohidd |
m eidditienablist sty wag of erainpld) phenylptopadol@mimbcepheatrinepn

m xt ur s evaporated down |. vac., th esi.d
coPSEHERERIacNGABRSMISHEINENE ChAleERtiokipIi& dhgEsinafter retered
ex eviel ] i ; i ' :
] B3 LK 1Y RIS FonBphie Fueke DIGP (RS @D,
sulexhanpde sibdtramine)r asgohpdthumimeticaclivaRebstande, r oduct

ov BB aRaY e SUosIATEE (sl s B SRR or
by &t uramir@) £ BBpagiPAMagehisi GacH gk fodéafhsat
di chl oronet hane / MeOH 10:0 -+ 9:1) yielded the

dedremecrptineha melangayte-stmolating hermope reeeapteagonist or

2751rbC S Afobl f A S S Rcftgl Sslgabinoi

3- ¢ddaptorahibgonise BRYWISH Ariiagbiist e OBaprvteninereafter
solution of 100 nL of conc. aqueous HCl in 100 nl Et OH
wasefaraddo agleptin) s laptinanalegien g leptinrecepta@agnist s

i e .0, 6L ]
[ SBpritle 4f(@HgRRLECG) AleanBitot dSheiigiButh 8 for example
200rlistat). B> tBEr amtwielctics imeluderpembesin ageaistept bel ow 20
C cooling wth ice. .The .reaction nm xture wa
: Brudtenmigsirnsat i addie. sitararicdTeteionys
SO 1 q 1 . | L- S i . .
o PEs SR BBAD AR bR Reclor aGNISHE LideBHih binding
dr peateiovantagenjsiss agomisisl gitibe @lm&gomwd?entw-1 desaptor,
ZI? 'gtglﬁglftﬁ're%(%%ﬁle\'é@%n i?\ogn%dci lénr?/%reu?otpc')pthric? %%?ors, such as for

example axokine. '

Active substances for the treatment of high blood pressure include inhibitors
of angiotensin converting enzyme, calcium antagonists, potassium channel

openers and angiotensin |l antagonists.

Inhibitors of angiotensin converting enzyme include captopri!; enalapril,
alacepril, delapril (hydrochloride), lisinopril, imidapril, benazepiril,

cilazapril, temocapril, trandolapril, manidipine (hydrochioride).

Examples of calcium antagonists are nifedipine, amiodipine, efonidipine,

nicardipine.

Potassium channel openers include levcromakalim, L-27152, AL0671,
NiP-121.



039764 PCT/EP2003/011933 81 Yi el d: 17P(§,9E@003,011933
ng@é‘%?/lg'f theory) ~Cf 2H 9CIN20 (M= 242.751) Calc

mol peak( MrH) ' : 243/ 245 Fouf®: ol peak (M+H)' : 243/ 245
(C) Rf value: 0.6 (silica gel dichloromathane/ MeCOH
/ conc. aqueous anmmoni

2- pngiatensipil anpgerists. Iogu@e é&lmﬁeﬁﬁnﬂ @S@ﬂﬁax%n%@r@ﬂ]
a"% ol SR e R R Rk, S 8bsl TRl o 00 M (2100
d| chl or omet hane was added dropwi se to a solution of
. 00 21.0 I f . L .
Adverubstaaes sorha tieplhsnt RS huPRURIARCRHPENIING | n 100

arféiﬁogf:ielﬁé: hhQn 48 W@E%@Feo@c@s%ﬁﬁhbh&rsnmﬁéﬂé %o%‘éunds

stirre 20 m nutes .at epreC|p|tate f or ned
was filtered off, washed vvlth di chl or onet hane and

MI ied.i. ., at. 4 Yi el,.d:. 8..20 .89 % of
! h e BiCok thdtse i rgfidariatin Hifvagaif "
m'lcﬁ%@lﬁt%ﬁ)ow%ﬁﬁﬁ@ﬁ/v&@tétmﬁ |, cervastalin (itdvdstatin, ZD-
363/ 365/ 367 (BrCl) HPLC- M5 2for 5 mn. (Stab e Bond

C14622 amddhe sals dieraget onitrile:formc acid 9:1:0.01
-+ 1:9:0.01 over 9 min) Internediate product 2: 0 HO
Cl Z2a) ethyl

( 2Fiirhte cordpbuindd ineludesidapfibrate; etinyibrate; chifiorat8 .ahd 9
(0.204 nol) of potassium carbonate was added to a

soblmfitsatesf 20.00 g (0.102 nol) of
2-chloro-4-trifluoronethyl-phenol and 11.36 nL (0.102
nmol ) of ethyl bronp-acetate in 300 nL of DMF and the

Active substanass fdrithe gedafroent of arthritis include ibuprofen.

Active substances for the treatment of anxiety states include
chlordiazepoxide, diazepam, oxazolam, medazepam, cloxazolam,

bromazepam, lorazepam, alprazolam, fludiazepam.

Active substances for the treatment of depression include fluoxetine,

fluvoxamine, imipramine, paroxetine, sertraline.

The dosage for these active substances is conveniently 1/5 of the lowest

normal recommended dose up to 1/1 of the normal recommended dose.

In another embodiment the invention also relates to the use of at least one
amide compound according to the invention and/or a salt according {o the
invention for influencing the eating behaviour of a mammai. This use is based
particularly on the fact that compounds according to the invention may be
suitable for reducing hunger, curbing appetite, controlling eating behaviour
and/or promoting a feeling of satiety. The eating behaviour is advantageously
influenced in such a way as fo reduce food intake. Therefore, the
compounds according to the invention are advantageously used for reducing
body weight. A further use according to the invention is the prevention of




wo 20846784 60 C and for 16 hours at RT. The reachd@Er2003/011933
m xture was evaporated down i. vac. and the residue

conbi ned with Et OAc. The off. phase was WO 2004/ 039764
PCT/ EP2003/ 011933 82 washed with water, dried over

) nesi um sul phat e and ev orate
lng@%?@sw @iwvgrg%ﬁ hEQs eyamp mm%?w%m@v@ Pze~2°%§ib}§<en

SR A s e )

redubed bod¥Eweight 4AAdgordipg to this embodiment it is preferably a non-

2-chl 4-trifl th h t d
thefas 45 esueh Rutsh REEPRUG S 374 e RithietBiisga fey Ty
ex@@n;ﬂé‘i‘or@iérm Qhe %ht‘ét"appearance or an application for improving the

(2 | or o-4- tg | uor onet hyl henoxy -acetate in 200 nL

gmem faalmg afeNeiihetmg;r Ehcwa@mp@ﬂnd& agcardingitonbg inveptiopare

prifide9RSER - MERERE Fakadutor matfitais, pefich ARy ™

huaaiaes weho Sde nd lARaghosed disopders fof eatialg Wahatiolt, aoeﬁbgﬁdaed
washed with water and dried at 70 Ci. vac. Yield;

obesityabyjimisg dighstes ard gnNC dggpesshuingNLroEemsopparticularly

urBY peolRRATEL PR T, GpolitaieglfBTg e HyEhton are

SLﬂabﬁfot Ebﬁmeer%pégttd nsemmdhm@mbed lbotiy3rkl)asBHat)Iex (BMI =
2-chloro-1 ie 4-ni trobenze 6. 56
bagly(ags;md ﬁasf Whigh i Ngh s Aﬂﬁ%mﬁ%ﬁ MgaEIsg 'QE'?QBIamS
[ d
chfibled B B hLigh (A S gbarkrh 1S Eas Marr SO RRuAREN A0S
them@2bonate in 250 nL DMF and the ni xture was heated to

140 C for 24 hours. The reaction m xture was dil ut ed
with 1 L water and exhaustively WO 2004/ 039764

THEELFRBREINALBASH are intended to illustrate the invention:




cted with MIBE. The conbi ned org. extr 003/011933
WOQ&QV@&/éa@hed wWth water, dried over magnesi umﬁrlt”g":’2 4

and evaporated down i. vac?/Yield: 32.10 g (74 %of

t heory) C12H16CI NO5 (M= 289.718) Rf value: 0.7 (silica
gel, dichl ororret hane / cycl ohexane / EtQAc 1:4:1) Z3b)
1 ; 2- di et hoxy- et hoxy) - phenyl am ne 30 g

AS B3ils, aﬁ‘éi‘?:ldi WRGndlacmaas sperenbaehecnaRiEnation e
1,
COPHIRAIYS (A EbsHed UARSE dikrivicel Slalt th FRAIIESs dib diferffifed

usTrigar&miyemgde silieas gel 6@ EL@op[aﬂeB Foagd B Merek, |Barmséadt Item
evaporated down i. vac. Yield: 27.00 g (quantitative
_nq/ﬂelf&?)M)@yltmemamner(saiurgggn 7'@5&; R¢ @u@s obtained under the

nefite PREerbemiged 88ng PR adBa B NN Ro 1280 A%
9

PfERTE ke é%?wifaff J RS s yjinout charsbe spluration,

The rtios glwendoothth-ralat@to anite) bsa'a:@iumemfdbe 6014@Et i)

m{e%ti%tz}g Tﬁg L;mtgpy vo‘ume ?oreﬁllqs relat(e): 8 asc%n%tehﬁate%fso?ﬂt?06n5oig

NH2mGRARF Biffcd éélfrhéa’@é BW!"Ibe’éJMAWRE)(I ’30%3-'79 ii6 used for

(1 nternedi at e” product THE "and t he

chidrratageaptie putification. Amx (Eo MﬁrdgtmaCHoél@mlﬁluerQXIge 90
SR TSPY: 5% 200 s ey Bey | QIRBR PSRN HRed Phe e agrRRle

pudifigatid erhed P LC &javgivehidre etedsared Gnd@iths fallowfitg The
reacti on m xture was poured into ice water and

pas@metessr for 1 hour. The pr eci p| tate forned was

A Gy 70185 et gl BB B8 pono -

CHYHR.BlM; 4.62176. mmyeblhwak{ehpdrat#8436FL5 a8 0. 8:mlLr1dmn

RS bl B e 359 Ly e O 7S

Symmetry 300 (Waters), 3.5 uym; 4.6 x 75 mm; column temperature: 30°C;

flow: 0.8 mL / min; injection volume: 5 pl.; detection at 254 nm (method C)

method A:  water:acetonitrile:formic acid 9:1:0.01 to 1:9:0.01 over 9 min

method B:  water:acetonitrile:formic acid 9:1:0.01 to 1:9:0.01 over 4 min,
then 6 min 1:9:0.01

method C:  water:acetonitrile:formic acid 9:1:0.01 to 1:9:0.01 over 4 min,
then 6 min 1:9:0.01 |

Preparative column: Zorbax column (Agilent Technologies), SB (Stable Bond)

- C18; 3.5 ym; 30 x 100 mm; column temperature: ambient temperature; flow:

30 mL / min; detection at 254 nm.

in preparative HPLC purifications, as a rule, the same gradients are used as

were used to raise the analytical HPLC data.

The products are collected under mass confrol, the fractions containing

product are combined and freeze-dried.




wo @?@gggﬁdf or 0- 4- ( 2- oxo- et hoxy) - phenyl ] - 2- (2- chl o?%-[-; Ii’:%Orois'r011933
f1 uoronet hyl - phenoxy) - acet’/8m de WO 2004/ 039764
PCT/ EP2003/ 011933 84 40 nL water and 130 nL TFA was
added to a solution of 11.40 g (0.023 nol) of
If thgre ig AP specific rfomafjas 2fie thetaesRgyragia is|nat dear srhiether

7 ol pie PR or REBRE BanRFS! BlerRrortaccifigbon pag
takenmptacat 0 C and for 48 hours at RT. The reaction
m xture was neutralised with sat. aqueous sodi um
carbonat e sol uti on and exhaustively extracted with
r%rngrg i : S were
Tﬂ%gﬂlggﬁ ttﬂ%&%ﬂgﬁ?%zﬁ?ﬁ%ﬁ g%&%gﬂgﬁiaﬁn@gm phat e and
evaporated down i. vac. Yield: 8.40g (86 % of theory)
C17H12C12F3Nﬁ M= 422.191) Calc.: nol peak(MH)-: 421
ab%123/ 425 2BEGIHR: nol peak (M H)-: 421/423/425 (O 2) Rf

By@l ue: 0.1dA-Husbhicarb , petroleumether /EtQAc 3:2)
I ntermedi ate E)E(oduct . Ci Z4a)

Che [ 3- chl dvepizgloxgcarbangt hoxy- et hoxy) - phenyl ] - 2- (2, 4-dic
OB 58 PraRfSpin S AREAL o ohenoxy) - acetyl chi ori de
O Ut on 1 000 (g amnleg ropw se to

DMFchl or o-l\_hf"('QiﬂEtGngfﬁ@Wd%t hoxy) - pheny! ani ne

el o BB eI h 10 nt. i chi of ot hane. and.

EtO¥e m xt wtieylwastastei rred for 1 hour at 0 C.  MeCOH was
ed and .t he precipitated product was filtered off.
Et%ﬂ‘g prod®Ranlas washed with MeOH and dried i. vac.

.el d: 0.gf 7199 C18H18C13Nb ( M=
Fribe! 70) &ﬂ‘é&e‘“#ﬁfé&@é’%ﬁﬁ{’“” 432/ 434/ 436
sat. saturated '
semiconc. semiconcentrated

HCI hydrochloric acid

HOAc acetic acid '

HOBt 1-hydroxybenzotriazole-hydrate
Hinig base N-ethyldiisopropylamine

i. vac. in vacuo (in vacuo)

KOH potassium hydroxide

conc. concentrated

MeOH methanol

MTBE methyl-tért—butylether

NaCl sodium chloride

NaOH sodium hydroxide

org. organic

RT ambient temperature

TBTU 2-(1H-benzotriazol-1-yl)-1,1,3,3-tetramethyluronium-
| tetrafluoroborate

TEBAC triethylbenzylammonium chloride



o

: | peak (M H)-: 432/ 434/ 436 (Cl3) HPLC M5;
v“)ﬁﬁﬁ&g?%gsosil RPAqueous; 30-100% wat er/ aceton%B'PFﬁze&)gm”g33
70:30 -* 0:100 in for 5 mfR.) WD 2004/ 039764
PCT/ EP2003/ 011933 85 Z4b)
N-[ 3-chl or.0- 4- (2- oxo- et hoxy) - phenyl ] -2-(2, 4-dichl oro-p
ThRnoxy) - tHteergarefic 26ido C 2 nlL TFA and 0. 15 nL water
s adde ion of 50 mg (0.011 mmol) of
Tplq\f[ 3-chl g?fé-gﬂf‘z@%%i et hoxy- et hoxy) - phenyl | - 2- ( 2, 4- di ¢
—hl oro- phiznotey thecsihdingdteiof adyrolp di chl or omet hane and
the m xture was stirred for 3.5 hours. 200 Ml of 2 M
aqueous sodi um carbonate sol ution was added and
exhaustively extracted wi th dichl oronet hane. The
conbi ned org. extracts were dried over nmagnesi um
sul phate, evaporated down i. vac. and the residue was
purified by colum chromatography (silica gel, EtQAc /
hexane 1:1). Yield: 40 nmg (89 % of theory)
Cf 6Hf 2C13NO4 (M= 388.63) Calc.:
nol peak( M H) -: 386/ 388/ 390 Found: nol peak (M Hy:
386/388/390 (Cl-3) Rf value: 0.25 (silica gel, hexane
/| EtOAc 3:2) HPLC-MS: 4.56 M n. (Devosil RPAqueous;
5-100% water / acetonitrile 70:30 -* 0:100 in for 5
mn.) Internmedi ate product 5: NH2 Z5a)
Di et hyl -[ 2- (4-ni tro-phenoxy)-ethyl]-anine 2.07 g (15.0
nmol ) of potassi um carbonate was added to a sol ution
of 1.04 g (7.5 nmmol) of 4-nitrophenol in 20 nL DWF
under an argon atnosphere and the m xture was stirred
for 20 mnutes at 80 C. 1.72 g (10.0 nmol) of (2-
chl oro-ethyl)-di et hyl -am ne-hydrochl ori de was added
and the mxture was stirred for 8 hours at 90 C. 100
m of 2 M aqueous sodi um carbonate sol ution



s

conbli ned org. extracts were dried over nagnesium

sul phat e and evapor at ed do®A i. vac. The crude

product was used in the next reaction step w thout

further purification. WO 2004/ 039764 PCT/ EP2003/ 011933

86 Yield: 1.59 g (89% of theory) C12H BN203 (M=

238.28) Calc.: nol peak(M+H) +: 239 Found: nol peak

(MtH)': 239 Rf value: 0.2 (silica gel, EtOAc) Z5b)
Synthesipiod itigineediate-prodesty) - phenyl anine 2.6 g (10.9

mol ) of diethyl-[2-(4-nitro-phenoxy)-ethyl]-am ne was

added to a suspension of 130 ng Pd/C (10 % in 20 nL

IntédAddand prddudixt ure was hydrogenated for 4 hours.
The catalyst was filtered off and the filtrate

evaporated down i. vac. Yiel d:N 2.19 g (96% of theory)
C12H20N20 (M= 208. 38) ' @‘meak(l\/&l—b : 209
Sq | ue:

Found: nol peak (MtHnt: ~2 0.2 (SI lica gel,
di chl or onet hane / I\/b(]—| ¢ 1) Internediate product 6: Ho

Z6a)
Di et hyl - [ 2- (2- met hoxy- 4- ni t r o- phenoxy) - et hyl ] - am ne

Z TB)e [preditdrowRaitreRsiseivxg)- @mql]mnymamm hydrebrrmdd@t e
uct Z5a starting from1l. 27
4CEOQrstm S8/ mal) of PekRSsRER §arba>ﬁatelwa§ agd@déo 2] sﬁ*HﬂOp g50.00 g

T L
ethyl)-aistylrhine 2 @00 nklo IME ana thperiixt(idhihs stikéd® for16 hours at
80°C. The reaction mixture was evaporated down i. vac., the residue was
combined with water and the aqueous phase was exhaustively extracted with
EtOAc. The combined org. extracts were Washed with water, dried over
magnesium sulphate and evaporated down i. vac. The crude product was
recrystallised from EfOAc and the mother liquor evaporated down i. vac.
Purification of the residue by column chromatography (silica gel, gradient
dichloromethane / MeOH 10:0 — 9:1) yielded the desired product.

Yield: 29.00 g (37 % of theory)

C12H17CIN2O3 (M= 272.734)

Calc.: molpeak (M-I-H)‘“: 273/275

Found: molpeak (M+H)": 273/275 (Cl)

Z1b) 3-chloro-4-(2-diethylamino-ethoxy)-phenylamine

A solution of 100 mL of conc. aqueous HClin 100 mL EtOH was added
dropwise to a suspension of 20.00 g (358 mmol) of iron powder and 20 g
(73.33 mmol) of [2-(2-chloro-4-nitro-phenoxy)-ethyl]-diethyl-amine in 200 mL
EtOH, while the temperature was kept below 20 °C by cooling with ice. The
reaction mixture was stirred for 30 minutes, neutralised with 10% aqueous
sodium bicarbonate solution and was exhaustively extracted with EtOAc. The
combined org. extracts were dried over magnesium sulphate and evaporated

down i. vac. The product was stored under a nitrogen atmosphere.

Wozwg,goggggi@d and exhaustively extracted with et hepsCT;érplsm)g/oﬂg:;g

'



wo Ho4)éadreg: 0.2 (silica gel, EtOAc) WO 2004/ 0397p41/EP2003/011933
PCT/ EP2003/ 011933 87 ZGb)
4- (2- D et hyl am no- et hoxy) - Blnet hoxy- phenyl ami ne 0.77 ¢
(2 87 mmol ) of

2 hoxy- 4- ni tr o- phenoxy) - et hyl ] - am ne
@&yﬁ%bz@é %ngff?ﬁ sion of 1.00 g (17.9 mmol) of

i =bA2 75 EtOH and the m xture was stirred
F{I-HQCllngm mt es at . 6.6 nmL of conc. aqueous HCl was

Caltdte dnolpeplaiMtHin 243/2435 mi nutes and the nixture was

of 2 M sodi um carbonate
F§Bh@n’ﬁ§'ﬁe%é'&+ﬁﬁg4é‘kg%( e m xture was exhaustively
R?VéIU@C{D B8dsiith geldidMoromiethaambineSH beanc. aguéorcamnveTiz
dri ed over magne3| um sul phate and evaporated down i.

90d0:1) Yield: 0.62 g (92 % of theory) Cl3H22N202 (M=
238.33) Cal c. . nol peak( M+H)' : 269 Found: nol peak
(MrH) " : 269 Rf value: 0.05 (silica gel,
Zdc)x hp-oromtNHBehlords QB-dethyldmineratieokygipbepyibdoetantide-
MZJ{%) net hyl 2-(2-diethyl am no-ethoxy)-5-nitro-benzoate
OPMYPdEct was obtained anal ogously to internediate

A@o‘Rﬁg)‘h of4286 Pl a{ﬂ'dtﬁmnﬁdlf&? Hroﬂ%a%egﬂbr%rﬂ'@l@in)ﬂpﬁi"@ﬁ hyl

oxy-5-nitro-benzoat e and nmol )
dl@BloccbﬂneﬂmnetW@S ad@acbdnmpmmmswaon@ﬁ $0 @21.89 émmol) of

segfetod-{ZiflstbempRandty bR Red SRR Sy 207

dlBﬁIoYéFnéfhan@ at ol bh@ ﬂq@ﬁimtu@% stirrdfe @ liﬁnu@@éat 0 °C.

hyl 5-am no-2-(2-di et hyl am no- et hoxyé| benzoate The
Tlpe @mnaxa@ormdawa%ﬁlt@r@dmﬁ@mh@dwth dickioramaethase and

VRERRRY 91881 et RAE Enoet oxy) s mi tror benzoat e.
Yield: 8.20 g (89 % of theory)

C14H21BrCIN2O; * Br (M= 444.597)

Calc.: molpeak(M+H)": 363/365/367

Found: molpeak (M+H)": 363/365/367 (BrCl)

HPLC-MS: 4.2for 5 min. (Stable Bond C18; 3.5 um; water:acetonitrile:formic
acid 9:1:0.01 — 1:8:0.01 over 9 min)

Intermediate product 2:

e} Cl

0L

F

Z2a) ethyl (2-chloro-4-triflucromethyl-phenoxy)-acetate

28.19 g (0.204 mol) of potassium carbonate was added to a solution of 20.00
g (0.102 mol) of 2-chloro-4-trifluoromethyl-phenol and 11.36 mL (0.102 mol) of
ethyl bromo-acetate in 300 mL of DMF and the mixture was stirred for 7
hours at 60 °C and for 16 hours at RT. The reaction mixture was evaporated
down i. vac. and the residue combined with EtOAc. The org. phase was




. =

039764 PCT/ EP2003/ 011933 88 Yield: O.
WO é?gﬁ%?ﬁi BeT/Br4084/011933

eory) Cl4H22N203 (M= 266.34) Calc.:
mol peak( M+rH) ' : 267 Found: #8l peak (M+H)': 267 Rf
value: 0.2 (silica gel, EtOQAc / MeOH 9:1) Internediate

product 8: F NH2 Z8a) ) )
washadyith water dried gver magnesisrpdphete prdiawappraiad dewnre
oduct was obtai ned anal ogously to internediate
product Z5a starting from1.18 g (7.5 nmol) of
Yizld: [280fDg 483htof thgrrghol and 1.72 g (10.0 nmol ) of

(2; chloro-ethyl)-diethyl-am ne-hydrochl oride obtai ned.
Cvﬁl@@hé@ 6@-%@@6&% of theory) CL2HL7FN203 (ME
6. oeead MkH) ' - 257 Found: nol peak
C%'%m@'p%%mﬁlfa)ﬁ Ge- 0.1 (silica gel, EtOAc) Z8b)
Faunc miilpeaty (NMila)s: 305307 XCB- f | uor o- phenyl ani ne The

produ S,. obt ai ned ,anal Qgou to,i,nternedi ate
REVeI o B B o, Pt R re B AT s 185 "ol ) of

di et hyl -[ 2- (2-fl uoro-4-nitro-phenoxy)-ethyl]-am ne.

Yield: 0.60 g (quantitative yield) Cf2H 9FN20 (M-
222:;2)6.(Zgahlor@aﬂ-gnﬂuom@éakpmmw)-az ic @gjdnd: nol peak

e MR M i T
of Y| P20 (080 A11HA3Sron®sthyl-phenoxy)-acetate in 200 mL EtOH and the
mixture was refluxed for 1 hour. EtOH was concentrated by evaporation i.
vac., the residue was diluted with ice water and acidified with 2 M agueocus
HCI. The precipitate formed was filtered off, washed with water and dried at
70 °Ci. vac, .

Yield: 12.33 g (58 % of theory)

CoHeCIF3035 (M= 254.595)

Calc.: molpeak(M-H): 253/255

Found: molpeak (M-HY: 253/255 (Cl)

R: value: 0.04 (silica gel, petroleum ether /EtOAC 3:2)

Intermediate product 3:

¢}
F
F

Z3a) 2-chloro-1-(2,2-diethoxy-ethoxy)-4-nitrobenzene

26.56 g (0.150 mol) of 2-chloro-4-nitrophenol and 24.25 mL (0.150 mol) of 2-
bromo-1,1-diethoxy-ethane was added to a suspension of 22.80 g (0.165 mol)
of potassium carbonate in 250 mL DMF and the mixture was heated to 140 °C
for 24 hours. The reaction mixture was diluted with 1 L water and exhaustively



re. butyl EP2003/011933
Wozﬁ%?t}c??}e@hyl am nonet hyl - 4- hydr oxy- phenyl ) - car barﬁcr;ré te At

80 C a solution of 0.90 g 8%. 11 nmmol ) of Boc-anhydri de
in 20rrLTHEvvas added to a solution of 1.00 g (3.74
of 4-am no-2-di et hyl am nonet hyl - phenol and Q.52

ex#fﬁcted with MTEIE. Thve eambkipad crgriexiracts Wwerenwasghies withwalgrd
e eSS P Rl B edforsibg . va0 Bla: 30,0 41
(74i% ofitheonds exhaustively extracted with ether. The
t dri ed [
Crabhoptioe Madasr e doan i vac. and the residue uas
B D e TR SRR AP] PO FROELE s (e
294, 39) Cal c. rml pefak( MtH) - : 295 Found: nol peak

240} Desilora-2. B SRS %) BRbhiGRis! « ELOAC) Z9b)
30[ g ¢d. 2041 v Yol ABRIBRS- ¢t(b%dlbtr?0x‘}le¢fﬁ&w AhiRBBhPee wbgnyl

- carbamnate The ro uct waS obtai ned anal ogously t

addad de astisaeasiph@id a0 gha/G {50 P4 )rig S0PrmenEtOAe anpd thes

f
mife e tybEoderdied for2 hows &t 89 psh Tt sate ey Raitaise.s
andrtﬁe filtréke @véﬁ&aibdﬁ@bbn i Gfac _
2-chl oro-eth -di et hyl -am ne- hydrochl oride. Yield:

YI@d8%7 QU(QB@UWg?atEVﬁé/@'@')) C22H39N303 (M= 393. 56)
BE!NOSEMO%?((&)I | cgggel Foglnghl g?i)ﬁ:flﬁaggﬁrb l\/le(]i94

Cdle.1) mépepk(M+H)": 260/262

FoR IRl (X R SHARANED = ol Ul on of 0.1 g (0. 457

Rf%ﬁg?&ﬁﬁl&éﬂ?{x%lgér&ﬁ%%@ 'zzlﬂr?lonl_cl)r?et)hyl phenyl ] -carb
amnate in 5 nL chl oroform and the m xture was

238} N ePloshde-efay sindnt PBandi e ndieie:  vel v

trlf@&cﬁrﬁéﬁﬁﬂphenoxy)-acetamlde

4.495 g (0.028 mol) of CDI was added to a solution of 6.365 g (0.025 mol} of

(2-chloro-4-triftuoromethyl-phenoxy)-acetic acid (intermediate product 2b) in

100 mL abs. THF and the mixture was stirred for 30 minutes at 50 °C. 6.494 g

(0.025 mol) of 3-chloro-4-(2,2-diethoxy-ethoxy)-phenylamine was added and

the mixture was stirred for 16 hours at RT. The reaction mixture was poured

into ice water and stirred for 1 hour. The precipitate formed was filtered off,

washed with water and dried at 50 °C.

Yield: 11.40 g (92 % of theory)

C21H2Cl,F3NOs (M= 496.314)

Calc.: molpeak(M-H): 494/496/498

Found: molpeak (M-H)": 494/496/498 (Cl,)

Rrvalue: 0.73 (silica gel, petroleum ether /EtOAc 3:2)

Z3d) N-[3-chloro-4-(2-oxo-ethoxy)-phenyl}-2-(2-chloro-4-triflucromethyl-

phenoxy)-acetamide



wo B4 R8P4, 039764 PCT/ EP2003/ 011933 90 with et hepCT,Ep@%,O“g%
conbrned org. extracts were dried over nmagnesi um

sul phate and evaporated d&fn i. vac. Yield: 0.13 g
(97 %of theory) C17H31N30 (M= 293.45) Calc.

1294 F d: | p 4
AGRE Aty el 1S ML AYRS agkiBH TS @cﬁ?i@tm 1234 e s2pymon
o A P ISR e oo,
pmmui)Oy)ﬂbetamidem 480 odr d:hiomf@'mva‘so 4CGdad the raixtuoe stason
27. of 4- - | l,
srad 107 @5 hairs ) (T and 15748 P it & e T ARV Rogibcwas
néﬁlréﬁe%tﬂp%toﬁﬁ&éddseso@ﬂﬂn tcBfbdAatd geﬁnwﬁ%natéxhéa@tnfew

ours at . he sol vent was evapor at ed of
exteacted with diddompmethare. Tdentimbinedioryp. exdtasts Wﬁﬂ? wa&hed

Wi PR ot BrRoBRPHE LUt e A B ety e
Yidd: 6834@@’%6 %WEReshym sul phate, evaporated down i .
vac. and the residue was purified by colum

CUﬁh&'&FI%@de“%%']W):a gel, dichloromethane / MeOH /
10: 1 Yield: 77 61 % of
eory@ﬂg%g%wawb?m%%zm 7)62) | Calc.: "

meeﬁmpwm Hﬁ%ﬂﬁ@sﬁw({dlz) rml peak (MrH)': 255/257
I nt er redi at e prod H2 WO 2004/ 039764

RP@W@F@ 68 piaa 083 petsqlezm qths§ /EtOAc 3:2)
2- hydr oxy-5-nitro-benzonitrile

Intermediate product 4:
Cli
’U\/ © o] cl
Lo
N
Cl

Z4a) N-[3-chloro-4-(2,2-diethoxy-ethoxy)-phenyl]-2-(2,4-dichloro-phenoxy)-
acetamide

At O °C a solution of 0.57 g (2.38 mmol) of (2,4-dichloro-phenoxy)-
acetylchloride in 4 mL dichloromethane was added dropwise to a solution of
0.50 g (2.16 mmol) of 3—.chloro—4—(2,2—diethoxy-ethoxy)—phenyiamine
(intermediate product Z3b) and 0.74 mL (4.32 mmol) of ethyl-diisopropylamine
in 10 mL dichloromethane and the mixture was stirred for 1 hour at 0 °C.
MeOH was added and the precipitated product was filtered off. The product
was washed with MeOH and dried i. vac.

Yield: 0.74 g (79% of theory)

C1aH18CIlsNOs (M= 434.70)

Calc.: molpeak(M-H)": 432/434/436

Found: molpeak (M-H)™: 432/434/436 (Cls}

HPLC-MS: 5.00 Min. (Devosil RPAqueous; 30-100% water / acetonitrile 70:30

— 0:100 infor5min.)



wo 2Dbadere0 C a solution of 36.0 nL of 65% aqueo%mﬁgobgoﬁ%s
acird 1n 50 nL conc. acetic acid was added dropwi se to

a solution of 50 g (0.416 &®l) of 2-hydroxy-
benzonitrile in 150 nL conc. acetic acid and the

m xture was stirred for 1 hour at 50 C. The reaction
m Xt ure was cooled to RT, diluted with 400 nL water

e e A s A S

aoMnnﬁlel uted W|th I L ice water and the precipitate

f fil d d
AR & ETFaand B 13mEinasebias RaHed 1o daditBRd soheiHT 1
mﬁ?bé)ﬁcﬁ é\l#%lﬁl%&%&ﬁ?@Qﬂ@Mb‘kg(e‘ihb)kﬁi)l%hﬁ]-zgﬂgﬂichI&ir%-z .

pr(esmx%metamrm in)2 mtadizheaengtivene azndmeymxtwaﬂ was stirred for

3 5gBE pbrbLor achRONP seARiod Ftboq ol s Alfeynd

ex%aamsmy axtiycle@nithemerindthhfe 4TI cgmbidéd (g nesdfgctof
g%%drox y-5-nitro-benzonitrile was added to a
weji

BE0VER NaFgnesisn gulphate, evapogteddawn kivae: apd thed

el POty e O

1’4jjere3|due drled . vac. Yield: 340g(94 % of
theory) C7H6N20 él\/lz 134.139) Calc.
Yiglsr AA ARG (B9 o188 V¥ound: nol peak (M H)-: 133 Rf

012?12%23)!\1(%%%8%26‘3?295 di chl or onet hane / MeOH 9:1)

di et hyl am no- et hoxy) - benzonitrile
Cdld.: Ofhaoipdak(pigd) ndge/388/3p6t assi um car bonat e was added

F%‘”Q?rﬂﬁ’géeié"h@&'ﬁf Qgﬁgﬁgéﬁﬁ%&@ﬂgzgn? ls) 782 (0.022 ol )

Rf%lué‘lowsi(sﬂtcayge@rﬂéa@netﬂmbﬂm ple- hydrochl oride in 100

acetonitrile and the mxture was stirred for
HM%&T4@5§tMIRT(D€ImI|§H?Wﬂ0um5 ‘@%M@re/ca@mmtnle V30

_)2009(% mln / EP2003/ 011933

Intermediate product 5:

L
J

Z5a) Diethyl-[2-(4-nitro-phenoxy)-ethyl}-amine

2.07 g {(15.0 mmol) of potassium carbonate was added to a solution of 1.04 g
(7.5 mmol) of 4-nitrophenol in 20 mL DMF under an argon atmosphere and
the mixture was stirred for 20 minutes at 80 °C. 1.72 g (10.0 mmol) of (2-
chloro-ethyl)-diethyl-amine-hydrochloride was added and the mixture was
stirred for 8 hours at 90 °C. 100 mi of 2 M aqueous sodium carbonate solution
was added and exhaustively extracted with ether. The combined org. extracts
were dried over magnesium sulphate and evaporated down i. vac. The crude
product was used in the next reaction step without further purification.




WO%4 ga@nd the residue was conbined with \A/atep,CT[Ebgoo3,011933
aqueous phase was exhaustively extracted wth Et OAc,
the combined org. extracts 8f%re washed wth water,
dri ed over magnesi um sul phat e and evaporated down i.
resi due was purified by colum

Y!ﬁﬂ@'ohﬁ?@g@ﬁ%?”{"@i)mca gel, dichloromethane / MOH /

q nia 90: 10 1). Yield: O.80g(17 % of
18N2(? H@l? ?3@8 (M= 233.316) Calc.
Cﬂtdp&rﬂbl@b‘&kﬂ\ﬂﬂiﬁﬂf%@:ound mol peak (I\/H—|) 234 Rf

I 15 (. Sj gel, dichl oronet hane [ MeCH /
F@Hﬂa m%'&ﬁ@'é&@*‘k‘l)mé%g 90:10: 1) Internediate product

o .
REGalue él(gm%a 951 198 3 i hydr o- i ndol - 1-y1 ) - et hyl ] - ani

ne 1 OO g (7. 262 mmol ) of potassium carbonate was

Zégﬂ ?,(%(@3@ nﬁbé?&@hé’?fvm% heflpatd gogogmg)l )(202)05
po gfmmbl) Nf aieﬂﬁmtqmm@o phévdaiethyilearirt Wwadbdted e a

m xture was stirred for 16 hours

sla?epemncm oﬁ‘@ med?;d/pdﬁ OrfbkiNRLMhcMeQH and e mpfiuiRiras
R R A e R R SRR

e@ymareatcﬁﬂvrdpmcj vac. The residue was purlfl ed by
um_c romato%ra phy (silica gel, EtQAc). Yield: O. 14

Y@k{ 1B199dPoYeidhe9ry) C141- 121 N302 (M= 263.342) Calc.
4 Found: nol peak (M+H) +: 264 Rf
C\%ﬁ%%g 2?)0& i ca ggl Et OA(F:) / l\/t(eC]—IH)Q 1) Z12b)
Cale(: 2-r‘d0|ﬁEhM|l\hﬂ‘h|)’ir)2@9 hyl )- 2,3-di hydro- 1
dol 0 0.532 mmol ) of
F%Wéc? ‘PF%% @nwe?ééz g?di(hydr 0- | ndol) -1-yl)-ethyl ] -ani
RE@alué\’a@ Ol(’ilgian dgéﬁgﬂ:h‘fér‘éﬁ%'ﬂ%r@/ MEOPPoy of Raney-N in

Intermediate product 6:

O/

/\N/\/Oﬁ
) NH

Z6a) Diethyl-[2-(2-methoxy-4-nitro-phenoxy)-ethyl]-amine

The product was obtained analogously to intermediate product Z5a starting
from 1.27 g (7.5 mmol) of 2-methoxy-4-nitro-phenol and 1.72 g (10.0 mmol) of
(2-chloro-ethyl)-diethyi-amine-hydrochioride. |

Yield: 1.01 g (50 % of theory)

CizHzgN204 (M= 268.31)

Calc.: molpeak(M+H)": 269

Found: molpeak (M+H)": 269

Rr value: 0.2 (silica gel, EtOAc)

2




Woﬁ%rogenat ed for 1 hour at RT under 20 psi of
at nosphere. The catalyst ®4s filtered off and the
filtrate evaporated down i. vac. The crude product
was react ed i medi ately w thout any further

28R i4- ?cEHEPfBHaUWO ethexithPdanetioxy-pherylaming ny (64 % of

0 7T i GFALR BN DAod S nlioRdiB ethylLamine,

was biddied tcaa ISUBp@gEEan af OSEhd7ed dndd) ot ir¢® poddeninl j mbf
N, N- I dd t 50
{01 a06 oo wes ufed BICn BRRE £ BPeR£Emb Of 9307
cg&o%%%@mas 8fdéd HRY i ﬁmslé@mtﬁﬁl 1519.1rﬁ9e9 ahe tﬁ@ﬂuﬂgra waé

etraki s[triphenyl phosphi ne] - pal I'adi un(I'l') and
stin®d0oo1iely. HI0 mbpb2M sydiumoetrtienats spbdion was added an

ASEHERS e SrBlgeSh ok SR RS hed g
eXRts wén@@rhét?@vé\ﬂ rhagr e sulshdtd and@vapbidted AaGA Vs,
washed with water he org. phase was evaporated down

Yield: Q62 g 94 % getheedl)due was purified by col um

h_a?gg ilica gel, petroleumether / EtOAc
C’fg m(@[ Béfomed by coI um chr omat ogr aphy
Cdlsi:| mdpgl(M+H)EIR6E onet hane) . Yield: 15.0 g (62 % of

theory) C131-115CIN202 (ME 266.730) Cal c.
Fomch exilpedM+HE 72989  Found: nol peak (MH)' @ 267/ 269

(
Rf\gll%ﬁ of 0- gtsﬂcé'a%ele%l ﬁ9'|°£1°rh“%tgaﬂ%ﬁﬁelo§'n9y?3 - phenyl am ne A -

solution of 15 nmL of conc. aqueous HCO in 15 nL Et OH

ed t suspensi on of 4.189 g (75.00 mmuol) of
lnilva%‘ﬁgﬁ'g é)%ia 2.00 g (7.50 mol) of
[3-(2-chloro-4-nitro- phenyl) prop-2-ynyl]-diethyl-amn

e in 20 nm. of EtOH with rous stirring and the
m xture was stirred for 30 m nutes. The reaction

m xture was neut ralinged 200 nL of 10 % aqueous
sodi um carbonate . NH,

Z7a) methyl 2-(2-diethylamino-ethoxy)-5-nitro-benzoate
The product was obtained analogously to intermediate product Z5a starting

from 1.48 g (7.5 mmol) of methyl 2-hydroxy-5-nitro-benzoate and 1.72 g (10.0

mmol} of {2-chloro-ethyt)-diethyl-amine-hydrochloride,
Yieid: 0.81 g (40 % of theory)

C14H20N205 (M= 296.32)

Calc.: molpeak(M+H)": 297

Found: molpeak (M+H)": 297

R¢ value: 0.1 (silica gel, EtOAc/ MeQOH 9:1)

Z7b) methyl 5-amino-2-(2-diethylamino-ethoxy}-benzoate

The product was obtained analogously to intermediate product Z5b starting
from 400 mg (1.35 mmol) of methyl 2-(2-diethylamino-ethoxy)-5-nitro-
benzoate.

¢5394{ 039764 PCT/ EP2003/ 011933 93 mixture V‘@@TIEP2003/011933




WO %4,39%41039764 PCT/ EP2003/ 011933 94 sol ution ﬁﬁ'ﬂ/Ep2003jo11933
exhaustively extracted with Et QAc. The conbi ned org.

phases were dried over naéﬁ%5|un1sulphate evapor at ed
down i. vac. and the residue was purified by colum

chro sili.ca gel, gradient dichloronethane
Y} 'Cidr%@odéfgg &I@?‘(ﬁj ammonia in MeOH 100: 0 -> 5: 95).
cYirebidso |\¢r§23 % of theory) C13H17CI N2 (M= 236. 747)
éal_ﬁh : Q( ak (MtH) +: 237/ 239" Found: nol peak (MH)*

Carz/ Zeelpea(()M’rhﬁ eoedi ate product 14: Zlda)

2, 3-di itro-indol-1-yl)-ethyl]-diethyl-
FLH% fhg@eagﬁgugéz | ) of potassium carbonate was

Ragslae; @Q(@llléé’gét iRoAe Med@83:1p (2. 905 mml ) of
2, 3-di net hyl nitro-1 Hindole and 0.500 g (2.905

mmol ) of N, N-di et hyl am no- et hyl chori de- hydrochl ori de
in 5 n DV and the m xture was stirred for 16 hours
at 90 C. The reaction mxture was diluted with water

Intathaifteysbtvetl8; extracted with Et OAc. The conbi ned
org. phases were dried over magnesi um sul phate and

evaporated down i. vac. The residue was purified by
col uim chr omat ogr aphy (sil ita gel, EtOAc / MeCH 9:1).
Yield: 0.15 g (18-Fwof~tH ) CL6H23N302 (ME
289.3812) Cale.: nJ:A peak( 290 Found: nol peak
(MtH) " : 290 Rf value: 0.54 (sﬂfca gel, EtOAc / McCH
9:1) Z14b) 1-(2-diethylam no-ethyl)-2, 3- di et hyl -

tHpTRA thiref
Z%Z) n@t@thyg-lizr?\te?hﬂuy?% ﬁ?qﬁh?rﬁg@ 1-vyl )l?“et hyl ] - di et hyl -

Tmpmu%wa@dﬂé@ned aaamgpélwépmieﬁﬂe@etﬁ PR bt £omeartipg
o180 (el ot el HMi pliEI Y PYZEHED Biokyf
(Mbl@éﬁ%kﬂéth?l’e’@nin%hydrochlorlde obtained.

Yield: 1.65 g (86 % of theory)

C1zH17FN203 (M= 256.27)

Calc.: molpeak(M+H)": 257

Found: molpeak (M+H)": 257

Rs value: 0.1 (silica gel, EtOAc)

Z8b) 4-(2-diethylamino-ethoxy)-3-fluoro-phenylamine

The product was obtained analogously to intermediate product Z6b starting
from 0.68 g (2.65 mmol) of diethyl-[2-(2-fluoro-4-nitro-phenoxy)-ethyl}-amine.
Yield: 0.60 g (quantitative yield)

C12H1gFN2O (M= 226.29)

Calc.: molpeak{M+H)": 227

Found: molpeak (M+H)": 227

Rs value: 0.1 (silica gel, dichloromethane / MeOH 9:1)

Intermediate product 9:




wo Jdo&8osakal yst was filtered off and the filtratepcrep2003/011933
evaporated down i. vac. The crude product was reacted
i mredi ately without furtheB®9urification (see Exanple
5). Yield: 100 ng (74 % of theory) Internediate
product 15: C1 H2 Z15)
3-chl or o-4-(3-di et hyl am no- propyl ) - phenyl am ne 2.00 ¢

| _ . A _ _ .
24) R AT eminomethy-hydrox phen) carbaminate
At 8dferansalutioreopd.08 e . 7t BiMolhwekBeetdsbydridedn Aisipb ridifo was
f 50 < N 0 . Me .1
adied ias QB eLads 78 e B o eyl fiferigh®
pRéiM ePBeT. 52 mih@ Takmholpbf ifiethyidrhinerig 20ahi absPHF and the
filtrate evaporated down i. vac. and the residue, was

mpiurer wasi refluxed ifomad bonrsni@® gy 85 RM @auppys sogiem carbonate

< B B LAFETRERFe ol o0, SRS spBLe
Théeompined3rgtlifddis (Wdre 248d 6V8) maghesium sulphate, evaporated
nol peak( MtH) " : 241/ 243 Found; nol peak (M+H)': 241/ éi13

: ] ) ( 2
down ). vast apenis masidys was purfier byc H@rquyg)'natography (silica
g@ii Ef(ﬁ)l(é)' [2-(4-nitro-2-trifluoronethyl-phenoxy)-ethyl]-

amne 5.60 g (40.00 mol ) of potassium carbonate was
Yzttt €ld03 g (84 $blobithieony)of 4.10 g (20.00 mmol ) of 4-n

LN BB o o BR' a0 nem St v
CR BB TY32%%6 5 8" (20. 00 ol of
Found: dhapagk dvii-HY* @byl chori de-hydrochloride in 10 niL
Revaus i arciichath BRIAS 50"C “The T sact fon mixture was
diluted with 100 nL sat. aqueous Nad

Z9b) tert.butyl [4-(2-diethylamino-ethoxy)-3-diethylaminomethyl-phenyl]-

~ carbaminate
The product was obtained analogously to intermediate product Z5a starting
from 2.21 g (7.5 mmol) of tert.butyl (3-diethylaminomethyl-4-hydroxy -phenyl)-
carbaminate and 1.72 g (10.0 mmol) of (2-chloro-ethyl)-diethyl-amine-

- hydrochioride.
Yield: 0.88 g (30 % of theory)
CaoHagN30O3 (M= 393.56)
Calc.: molpeak(M+H)": 394
Found: molpeak (M+H)": 394
Ry value: 0.05 (silica gel, dichloromethane / MeOH 9:1)

Z9c) 4-(2-diethylamino-ethoxy)-3-diethylaminomethyl-phenylamine

5 mL TFA was added to a solution of 0.18 g (0.457 mmol} of tert.butyt [4-(2-
diethylamino-ethoxy)-3-diethylaminomethyl-phenyi]-carbaminate in S mL
chloroform and the mixture was stirred for 1 hour at RT. 100 ml of 2 M

aqueous sodium carbonate solution was added and exhaustively extracted




' and exhaustively extracted w th Et OAcpciBS2003/011933
Wo%g%drzgg org. extracts were washed with 10 % aqueous

sodi um car bonate sol ution, S8ri ed over nmagnesi um
sul phate and evaporated down i. vac. Yield: 7.5 g (80
% of theory) C13HL7F3N203 (M= 306.287) Calc.:

with efhaik The-eombised orgosMtRCctswepdied Mmaggwumwwte

- di Wi 1 NQzet hoxy)-3-trifl uoronethyl - phenyl am n
aria é@?’%‘fﬁ*‘?@%ﬂ"’ﬁ%) of
Yigld: .18 g(9% Paof theopt)hoxy) - 3-tri fl uor onmet hyl -
phenyl am n added to a suspension of 0.50 g Pd/C
C(Ttbmfaoam\‘%tgﬁ)and the m xture was hydrogenat ed for
Cglcho%tﬁP@ék(ﬁpr +aggh 50 psi H2 atnosphere. The
was

catalys I'l'tered off and the filtrate evaporated
Fataveh molpeatc(MMEBE294as added and the org. phase was

RV R 85 (A ot R B TNeOH ) o com Tana

evaporated down i. vac. Yield: 4.40 g (70 % of
theory) C13H19F3N20 (M= 276.304) Calc.:
nol peak( MtH) ' : 277 Found: nol peak (M+H) +: 277

r [ raduct 17: NH2 Z17)
In@bﬁd@%f’%ﬁ(ﬁ@)@l- chl or o- 3- di et hyl am no- propenyl ) - phen

ylam ne A solution of 15 nL conc. aqueous HCl in 15
m. Et OH was added A ension of 2.20 g (75.00
mol ) of iron powder] and g (8.25 mmol) of

[ 3-(2-chl oro-4-nitro-phenyl”) - pHop- 2-ynyl ] -di et hyl -am n
e (internediate product Z1 3a) in 20 nL EtOH with

' L Stirri dth i Xt ti df 2 WO
290 4-658/PEHIBCHYERDGH S BRASAITS, hours at 80 C. The
18 23LHHIDOTKIOH & PSR dricre wiistdud&0od-sdItidh of 4.0 g

aqueous sodi um carbonate sol uti on and exhaustively
(2286 moad)ofd-amimm-@aghlorophenol and 5.1 g (27.86 mmol) of 1-(2-

chloro-ethyl)-piperidine in 50 mL acetonitrile and the mixture was stirred for 48
hours at RT. The solvent was evaporated off i. vac., the residue was
combined with water and the aqueous phase was exhaustively extracted with
EtOAc. The combined org. extracts were washed with water, dried over |
magnesium sulphate, evaporated down i. vac. and the residue was purified by
column chromatography (silica gel, dichloromethane / MeOH / conc. aqueous
ammonia 90:10:1).

Yield: 77 mg (61 % of theory)

Ci13H1gCIN2O (M= 254.762)

Calc.: molpeak(M+H)": 255/257

Found: molpeak (M+H)": 255/257 (Cl)

Intermediate product 11;

N
Il
/\N/\/O
) NH2



wo Jddgossreki ned org. phases were dried over nagnepcwEP2003/011933
sul phate and evaporated down i. vac. Yield: 1. 70 g
(75 % of theory) Cl3H13CI 3 (M= 273.208) cCalc.
nol peak( MrH) +: 273/ 275/ 277 Found: nol peak (M+H)'
273/ 275/ 277 (A 2) R value: 0.71 (silica gel, Et oAc /
MeOH / conc. aqueous amonia 90:10:1) Internedi ate

Zﬁ"lé’ﬂ%ﬁ/dﬂcﬁc @i‘iﬁ@-benzomtnle

ethyl-[2 (5 ni tro-indol |)-ethyl]-amne

A( 45 5@2’G1&§D§Utloﬂ qﬁ@ﬁd%@i'-mﬁ p BAHSOUS NiiC a@@@aS@ 6nlaCO”C

agcﬁlazu%# @8/3 fztc%eéocggﬂ%%)tgga? cﬂﬁ%r? of%0 g B'446%¥dr) bF 2-peakdky-

behAsnityiletifi 180 gl ionehacdtidexdiy dnd e omitdee was thd m\v/H hour
and the m xture was stirred for_3 hour

at 22k Bhe reactiopaniniise wasaosiedior RTvidlied alﬁfa 450 L water
aﬁ(ﬁas e@ltewéﬁt' Yo Fdfﬁ‘lr AL AN offt Wur ﬁ -@ggstﬂﬁt%d

ar e over nmag ne I um su
pmdapt)r The chadegnliduor was. dlIMt&i with 0.16i6g véﬁér aﬂabtha pregipjtate

fq%éﬁ"ﬁa%zeﬁé%ffz(m 3%?)) Egg%lz%gj&)t mchtB?ea \lfvg%@s'oivzez%%n

: I
SRR 08 SH1Mch Uy 000 SRS o
graydiant eidinydrprraatinames sleOdt de:0 —>t411h suspensi on of 200 ny

Raney-N in_10 and the m xture was
Y St@ﬁ%@%’?cﬁg_'rs at RT under 20 psi H2
?qq(pz@%tm{_e quzfat alyst was filtered off and the

TtTrate evaporated down |I. vac. Yield: 520 ng (90 %
Calc.:t medpgakWDHI0088039764 PCT/ EP2003/ 011933 98 Cl4H21

N3 (M= 231, e c.: nol peak(MH)': 232 Found:
RGeS SERPERK i
R¢ value: 0.35 (siHlica gel, dichloromethane / MeOH 9:1)

Z11b) 5-amino-2-hydroxy-benzonitrile

4.50 g (27.00 mmol) of 2-hydroxy-5-nitro-benzonitrile was added to a
suspension of 0.45 g Pd/C (10 %) in 45 mL EtOAc and the mixture was
hydrogenated for 1.5 hours under 3 bar H, atmosphere. The catalyst was
filtered off and the residue dried i. vac.

Yield: 3.40 g {94 % of theory)

C7HgN2O (M= 134.139)

Calc.: molpeak(M-H): 133

Found: molpeak (M-H)™: 133

Ry value: 0.3 (silica gel, dichloromethane / MeOH 9:1)

Z11¢) 5-amino-2-(2-diethylamino-ethoxy)-benzonitrile

11.06 g (0.080 mol) of potassium carbonate was added to a solution of 2.683
g (0.020 mol) of 5-amino-2-hydroxy-benzonitrile and 3.786 g (0.022 mol) of
N,N-diethylamino-ethylchoride-hydrochioride in 100 mL abs. acetonitrile and
the mixture was stirred for 48 hours at RT. The solvent was evaporated off i.



iate product 19: Hz Z19a) PCT/EP2003/011933
Woﬁb?%é%gl oro-4-nitro- phenyé?zKN N-di et hyl - et hane- 1, 2-di

am ne 25 nL of 50 % aqueou OH sol ution was added to
a solution of 1.00 g (5.795 nnDI) of

2-chl oro- 4-ni tro- phenyl am ne, ?ﬁ‘ mmlg of
vag-anghihgr8sigtayY3s CAralingd M&thmwf’étea @cﬁ%@ 2ggavas
eliBidkively Hdtfed R Ethc, he!défiinad Brd. fé&trabtétwgr@ Withed
or h

UXE days € reaction mxture was cool ed
with vititen niieehdven stagnebiynestiphatesthdie vapaEatedaiowrhevac. The

nbi ned d
r&Si s PUEtas BY obeyERatoweny {Siles Brar ot e thane
I\%@Hf/'cgﬁc bé’%dééhﬂ'ﬂi‘nrﬁﬂﬁ@% Rﬁﬂgphy (silica gel,
| or onet hane i el d: 129(76 % of
Yididd?.§9 g CT2r1d the@dpr (M= 271 749) Calc.

Cn%l@ﬁgﬁgw;l-%s §¥5’)/ 274 Found: nol peak (I\/H—I) 272/ 274

CHid.Z rﬁb@baksmm)‘rogg,;hyl) benzene-1, 4-di amne 1.20 ng
qumézn@l@ﬁ@k&wfhu 't234- phenyl ) - N, N- di et hyl - et hane- 1, 2-

AU STEUBASE dhTonianaRS BB 208y Baseuribon

90a@:) at RT under 20 psi H2 atnosphere. The catal yst
was filtered off and the filtrate evaporated down i.
vac. Yield: 800 ng (87 % of theory) Cl2H2i N3 (M=

: | peak( MtH)' : 207 Found: nol peak
Ir%%lrfn}gtﬁ&t)eztggh% %84/ 039764 PCT/ EP2003/ 011933 99
I ntermedi ate product 20: NH2 Z20a)
N-(2-chl oro-4-nitro- phen -N ,N -diethyl -N-nethyl -eth
ane-|, 2-di am ne %1 mmol ) of
N, N- di et hyl - N - net h ha N2- di am ne was

Z12a) diethyl-[2-(5-nitro-2,3-dihydro-indol-1-yl)-ethyl]-amine

1.00 g (7.262 mmol) of potassium carbonate was added to a solution of 0.477
g {2.905 mmol) of 5-nitro-2,3-dihydro-1H-indole and 0.500 g (2.805 mmol) of
N,N-diethylamino-ethylchoride-hydrochloride in 5 mL DMF and the mixture
was stirred for 16 hours at 90 °C. The reaction mixture was diluted with water
and exhaustively extracted with EtOAc. The combined org. phases were dried
over magnesium sulphate and evaporated down i. vac. The residue was
purified by column chromatography (silica gel, EtOAc).

Yield: 0.14 g (18 % of theory)

C14H21N302 (M= 263.342)

Calc.: molpeak(M+H)": 264

Found: molpeak (M+H)": 264

Rs value: 0.26 (silica gel, EtOAc / MeOH 9:1)

Z12b) 1-(2-diethylamino-ethyl)-2,3-dihydro-1H-indol-5-ylamine
140 mg (0.532 mmol) of diethyl-[2-(5-nitro-2,3-dihydro-indol-1-yl)-ethyl}-amine
was added to a suspension of 50 mg of Raney-Ni in 5 mL MeQOH and the




a solution of 1.085 g (6.181 nTTD|) OfPCT/EP2003f011933
Wo@gﬂﬁ:g;%@_ -fluoro-4- nitrobenzene and 1.03 nL (7.417

mml) of triethylamine in 88 nL THE and the mixture
was stirred for 48 hours at RT. The reaction m xture
was conbined with sat. aqueous sodium bi car bonat

mixduretwamhygragenatad son 1V Beyr atdx] LREeel RFkaf Hz AROSPHfE-
L in

Ttgeg %gﬁgm@%gﬁitg@g %fﬁ‘élb& J‘(«‘?ﬁlﬁ'afg é\%\;)o?é(t%@ deo'im\gl i @éb Ufﬁe crude
profiicwad radotat mmemwaﬂhwmwmrmespmmtlomcfc Example

rSD| peak( MtH) +: 286/ 288 Found: nol peak (MH) : 286/ 288
1e1) z20b)

o yl am no-et hyl )-N -net hyl - benzene-1

Y%L&?Pgﬁnﬁﬁéﬁ Agffglbﬁ%hw. 599 mol ) of

N-(2-chl oro-4-nitro-phenyl)-N,N -diethyl-N nethyl -

et hane- 1, 2-di am ne was added to a suspension of 200 ng

Raney-Ni in 20 nL MeOH and the m xture was

InfreicRnpaar6dlict@s: 2 hours at RT under 20 psi H2
at nosphere. The catalyst was filtered off and the

filtrate evaporated down i. vac. Yield: 130rrg(91%
of theory) C13H22Cl ME 955 793) Calc.

mol peak( MtH) +: 256/ 2}% mol peak (I\/H—|) . 256/ 258

| nt ermedi ate product 21: 2004/ 039764

PCT/ EP2003/ 011933 100 Z21 a) [
-(2-di ethyl am no-ethyl)-1, 2, 3, 4-t et rahydr o- qui nol i n- 6-

zvéd) [3- (% chiorbt4-hi ﬁ*tr*é%ﬁé@%r@ﬂlzi?nyﬁfdn@thy%nﬁ@e % aqueous

sol ut1 on was solution

Urqda @8irogao lafmosplesrai 2D, @. @mnrlostqf&h&ldiwdleﬁiwlammme
orBp i e 52T PEIRLA 49,08 melbotkarame s -ghipr-2i5PanERe
AT nlIERAS 5 olPsF tnéﬂhyte@hlblénﬁo ao@ oolmgmmt)tufe was

stirred for 1 hour at
tetrakis[triphenylphosphine]- palladlum(ll) and 1 71 g (0 009 mol} of copper(l)-
iodide in 250 mL acetonitrile and the mixture was refluxed for 18 hours. The
reaction mixture was evaporated down i. vac., combined with EtOAc and the
organic phase was washed with water. The org. phase was evaporated down
i. vac. and the residue was purified by column chromatography (silica gel,
petroleum ether / EtOAc 10:0 — 4:1) followed by column chromatography
(silica gel, dichloromethane).
Yield: 15.0 g (62 % of theory)
C13H15CIN202 (M= 266.730)
Calc.: molpeak(M+H)": 267/269
Found: molpeak (M+H)": 267/269 (Cl)

Z13b) 3-chloro-4-(3-diethylamino-prop-1-ynyl}-phenylamine

A solution of 15 mL of conc. agueous HCl in 15 mL EtOH was added to a
suspension of 4.189 g (75.00 mmol) of iron powder and 2.00 g (7.50 mmol) of
[3-(2-chloro-4-nitro-phenyl)-prop-2-ynyl}-diethyl-amine in 20 mL of EtOH with
vigorous stirring and the mixture was stirred for 30 minutes. The reaction

mixture was neuiralised with 200 mL of 10 % aqueous sodium carbonate




wo SHoXhbsd784 Was cool ed to RT and exhaustively extrpgt@f2003/011933
with EtCAc. The conbined org. phases were dried over

magnesi um sul phate, evapor&ed down i. vac. and the
resi due was purified by colum chronat ography (silica

saipandRsAy IS At WA EIOR T ea iRk orosBiases
WEFEJ&ﬂe;jcli g%@ﬁg@é%rﬁ)%;ﬁr%ﬂﬁ 4 Yated down i. vac. and the

1-(2- no- et , 3, 4-tetrahydro-quinolin-6
resjdusnvae pariflechiy 6olMmaciromstogiaphy (silkiaa gel, gresliendded t o
I | ut | f. Q.75 2.184 ) of .
aEprmelaye dricns By p9udcls aifont PAFRIE10NP 7315:35)s.
Y;QA&--@4§ 325%5{:{%@- acetamide in 5 nL MeOH at 0 C and
the T x?

re was stitred for 15 mnutes at 0 C and for
CiaHhoCiN2 dM=F236.THE) reacti on mi xture was evapor at ed

down i ., vac at ous sodi um bi carbonat e sol ution
Cﬁg;s Mgﬁaa]g%*'@%'ezg’ﬁ?ggure was exhaustively extracted
Fobnd? niIp¥ek (MR Coujazedcpy 9. extracts were dried

over magnesi um sul phate, evaporated down i. vac. and
the residue was purified by colum chromat ography
(silica gel, dichloronethane / MOH / conc. aqueous
amoni a 90:10:1). Yield: 220 ng (41 % of theory)

IntShbtdddiB prdiuct44: 387) Cal c.: nol peak(M+H)' : 248 Found:
nol peak (M+H)': 248 Internedi ate product 22: | 0=s=0

WO 2004/ 039764 PCT/ EP2003/ 011933 101 Z22a)
N- (4-ni tro-phenyl) - net hanegul phonic acid am de 27.60 ¢

—

(0.20 nol) of 4-nitroaniN| was di ssolved in 100 nL

i di N
pyridine. At 0C N N,

Z14a) [2-(2,3-dimethyl-5-nitro-indol-1-yl)-ethyl]-diethyl-amine

1.00 g (7.262 mmol) of potassium carbonate was added to a solution of 0.553
g (2.905 mmol) of 2,3-dimethyi-5-nitro-1H-indole and 0.500 g (2.205 mmol) of
N, N-diethylamino-ethylchoride-hydrochloride in 5 mL DMF and the mixture
was stirred for 16 hours at 90 °C. The reaction mixture was diluted with water
and exhaustively extracted with EtOAc. The combined org. phases were dried
over magnesium sulphate and evaporated down i. vac. The residue was
purified by column chromatography (silica gel, EtOAc / MeOH ©:1).

Yield: 0.15 g (18 % of theory)

C1sH23N30; (M= 289.3812)

Calc.: molpeak(M+H)": 290

Found: molpeak (M+H)™: 290

Ry value: 0.54 (silica gel, EtOAc / MeOH 9:1)

Z14b) 1-(2-diethylamino-ethyl)-2,3-dimethyl-1H-indol-5-ylamine

150 mg (0.518 mmol) of [2-(2, 3-dimethyl-5-nitro-indol-1-yl)-ethyl]-diethyl-
amine was added to a suspension of 100 mg of Raney-Ni in 5 mL MeOH and
the mixture was hydrogenated for 1 hour at RT under 20 psi Hz atmosphere.




WOZ%@,,{,&%(O 21 rml) of net hanesul phoni c aci d chb@f/E;d@03/011g33

wer e added dropwi se so that the reaction tenperature
did not exceed 20-25C. Thef®the mixture was stirred
for 2.5 hours at RT. The reaction m xture was added to

800 ice wate th st ng and stirred. for
The Rt WhsdliBitothabd it hilple Svaitail ddvit b y86 e crude
préaE ayvréeh:té@ :ﬁbd\é?&fwﬂsdt f&&ﬂeﬂbmﬁ’scgdoﬁr@eéia@me 5).
Yield: 41.00 theory) nelting point:
Yiegs 1ﬂ84@g|€74\9’abﬁéleow)50 (silica gel, dichloronethane /
Et OAc = 90: 10) Z22b)
N- ( 2- di et hyl am no- et hyl ) - N- (4-ni tro- phenyl ) - met hanesu
| phonic acid amde 36.00 g (0.166 nol) of
(4-nitro-phenyl)-met hanesul phoni c acid am de was
|n('§ﬁf§ﬁ§illai@@r®¢ﬂ<20éo mL acetone. The sol ution was
conbined with 47.8 g (0.332 nol) of
1-chl or o- 2- di net hyl ami noet hane * HCl, 68.8 g (0.498
nol ) of potassi um car 5.0 g (0.033 nol) of
sodi um i odi de and” 50} ni” wg . It was refluxed for 16
hours with stirri ng) Af t er~¥fhensaddi ti on of anot her
23 9 g (O 166 nol) of 1-chl oro-2-dinethyl am noet hane
réjo 332 nol) of potassium carbonate and
2155)0 @Cbbr@éa emy@nla@mrwibdh@wlamm m xture was

2B i P S - o Tl eryune

(1rﬂéﬁﬁédl§€e$§¥odl®ﬂ213b)\v% addud tohestisindion d‘i ®50 |gVR£hG!)PrNi in
Et OAc he org. phase was washed 2x with sem s

5Qakeahns MefaHandthe snixiise wag hidregenaies &f 29 Bours. 5 RT and
L.pha
ORISR 1o oL ARREYAIRETI e Sotrey
dd&&? i.340) andCiecresidud was p(rifidd b)li Eﬂameruml chatogrizpbyksilica
.2 e: 0 I ca gel, .
ol GbisS AR O TR SaRets aimaRiAin MeOH 100:0
ﬁél %5) 1) Z22c)

? am no- phenyl ) - N (2-di net hyl am no- et hyl ) - net hanesu
Yiefth@d® gds0 g ohthedey)ND 2004/ 039764 PCT/ EP2003/ 011933
C13H21CIN (M= 240.779)

Calc.: molpeak(M+H)": 241/243
Found: molpeak (M+H)": 241/243 (Cl)

Intermediate product 16:

F
FOF
AT 06\
) NH,

Z16a) diethyl-[2-(4-nitro-2-trifluoromethyl-phenoxy)-ethylj-amine

5.60 g (40.00 mmol) of potassium carbonate was added to a solution 0f 4.10 g
(20.00 mmol) of 4-nitro-2-trifluoromethyl-phenol (J. Org. Chem. 1862, 27,
4660-4662.) in 40 mL DMF and the mixture was heated to 80 °C. A solution of




WO 2&3/0997%(&? (31.3 nmml) of PCT/EP2003/011933
2d|methylamno et hyl ) - N-(4-ni tro-phenyl) -

rret hanesul phonic acid am d re dissolved in 120 nL

MeOH. After the addition of 1.0 g of 10%

S b T8 B L RRRRA b o i

D'MFKWé‘s%dd@a d‘rbb\h@é%d tA8Ghnikiuee sttsrtaﬁte@ eV A AFHEr Scholpwat

i. vac. The residue was stirred with ether/petroleum
88’ Gelhe T&aCItIOFTITﬁé(le'QIWEtS dituted witheh0Sambrsat. aguerus NaGlh

s?el ggé// eﬁ} é}g qf%cévégﬁ&}\%r gﬁg fggﬁlﬁéﬂd c:éI @?tré’cts

w%réﬂraéﬁedzl Witﬁ 11‘!3% aqiledmb@d@lnﬁﬁ Rarnatdedhtion, avied. over
aqueous ammpnia = 90:10: I nt er nedi at e product 23:

“lﬂgq negiupp %ﬁBB?teeﬁﬂMVaﬂOE@tﬁﬂ&Pé‘fﬂWNa%enzoat e A sol ution
@,dﬁg&g%bz%%zh%% of ethyl 4-brononethyl-benzoate
in

is added dropwi se to a sol ution

C@iH#ﬂ;ﬁ\lz'ﬁ)agM-ZS%.asﬁpl) of potassium cyanide in 250 ni
Iﬁ]hot vvate _eé action mxture is refluxed for one
mglpgak MT r 12 hours at RT. A further 73.7 g

FoGnd: rﬁgﬂpbagf(Mgmi}?gﬁum cyanide are added and the

m xture i s ref for two hours. The solid present
in the reaction mxture is filtered off and the

fLlt s filt d-t t I I
Zip) Aderiabuamingelpn o Ml B enblamids | <2 ©°
7@\/@@@2 85&%rﬂ@l}1§'6f ang. d|éth9lahﬁﬁ¢-@%ﬂ»dy§~3ﬁﬂfm&6n@ﬂﬁ3ﬂ 1000

queous solution'is extracted wth

erBEaram wag addgd\m 2 spapersior 0BRHG0a P (1} & in Fi@ac and

ooy RGBS 4 SBRLE R o S R rgppner.

Thlé lcaﬂa[ Ao Rryd Off apdrtat diltratd b@ap@t@@bﬂldow& i.puicl MTBE
um chr omat ogr aphy on silica pet rol eum

wats w&dﬁd @ngythe fra+pfiasegvay washed rsaver@gm@ with(wiaten aried
ovdlGREYAesium sulphate, filtered through activated charcoal and evaporated

down i. vac.

Yield: 4.40 g (70 % of theory)
C13H1gFsN20 (M= 276.304)
Calc.: molpeak(M+H)": 277
Found: molpeak (M+H)": 277

Intermediate product 17:

. ol
/\N -

)vﬁ

Z17) 3-chloro-4-({(Z)-1-chloro-3-diethylamino-propenyt}-phenylamine

A solution of 15 mL conc. agueous HCI in 15 mL EtOH was added to a
suspension of 2.20 g (75.00 mmol) of iron powder and 2.20 g (8.25 mmol) of
[3-(2-chioro-4-nitro-phenyl)-prop-2-ynyl]-diethyl-amine (intermediate product
- Z13a) in 20 ml. EtOH with vigorous stirring and the mixture was stirred for 2




W02 JIdtds NO2 (M= 189.216) WO 2004/ 039764 plc;gTéEp2003/011933

/ EP2003/ 011933 103 Cal c.: nol peak (M:H)'
Found. nol peak (M+H) ' : 1909ﬁf value: 0.3 (silica gel,
petrol eum et her/ Et OAc 8: 2) 223b) 4- cyanonet hyl - benzoi c

ndirs gL E: e Persiopanistlah aves tiaiet Wi 2000k 46 %o
@é%u%ba ﬁ@éﬁbhﬁfé écﬂ i&pamefaﬂalﬁgube;thméterdawwmAc

one hour en t e reaction solution is
Thevepobined drgophasesdvara elried siven sidgnesionbsylplateand i ce
ncentrated hydrochloric acid is added

eV&’PQ[ﬂAFggo reaction solution until no nore
Y,@{demm] @@;tge% §fth@bfwd The precipitate is filtered

of f hed twice wwth water and dri ed. Y|eId 4.7 ¢g
C(alalese%Nn‘(M%BWpS)cgwmz (Me 161, 162) Cal c.: nol peak

kK (M 160 Z23
C{%‘hy %xy M E@?%ﬁl%@ei??gcet(onr?rlle 5.17 ;)(32 nol )

FafndCRlol ek (mmp 2re/a7sRirutCop of 4.7 g (29 nol) of 4-
cyanonet héy_— benzoic acid in 250 nL of tetrah dr%QU{Oa
RS 0-¢1 (licaraal) EVRAC AMeRHHASONG agiuGRHS BRMORR 1
reaction mxture is added dropwi se to a sol ution of
3.29 g (87 nol) of sodi um borohydride in 200 nL of
water in such a way that the tenperature does not
exceed, 30C., The mixture is stirred for two hours and

'mleﬁ‘@eg'@é%PTQﬂﬁ‘CEE% ure is adjusted to pH 3-4 with
pot assi um hydrogen sul phate solution. Then it is
extracted with Et OAc, the.organic phase is dried over

magnesi um sul phat e._and tyhessol vent is separated off

using the rotary /Eg&ﬁa ndeld: 2.6 g (60.9 % of

t heory) COHINO ( 147.178) Calc.: nol peak(MH)-:146

Z18a) diethyl-[2-(5-nitro-indol-1-yt}-ethyl]-amine

1.00 g (7.262 mmol} of potaésium carbonate was added to a solution of 0.47 g
(2.905 mmol) of 5-nitro-1H-indole and 0.50 g (2.905 mmol) of N,N-
diethylamino-ethylchoride-hydrochioride in 5 mL DMF and the mixture was
stirred for 3 hours at 80 °C. The reaction mixture was diluted with water and
exhaustively extracted with EtOAc. The combined org. phases were dried
over magnesium sulphate and evaporated down i. vac.

Yield: 0.65g (86 % of theory)

C14H1gN302 (M= 261.326)

Calc.: molpeak(M+H)": 262

Found: molpeak (M+H)": 264

Z18b) 1-(2-diethylamino-ethyl)-1H-indol-5-ylamine

650 mg (2.487 mmol) of diethyl-{2-(5-nitro-indol-1-yi)-ethyl]-amine was added
to a suspension of 200 mg Raney-Ni in 10 mL MeOH and the mixture was
hydrogenated for 2 hours at RT under 20 psi Hz atmosphere. The catalyst
was filtered off and the filtrate evaporated down i. vac.

Yield: 520 mg (90 % of theory)




WO éﬁ@&i&%mm' peak (MH)-: 146 Z23d) PCT/EP2003/011933
- br ononet hyl - phenyl ) acetonitrile WO 2004/ 039764

PCT/EP2003/011933 104 0.888m (9 nmml) of phosphorus
tribrom de are added dropwi se to a solution of 2.6 g

7.66 f . (4-hydroxynet hyl - phenyl ) -acetonitrile
Ci“#ﬂ%m%ﬁg“bt OC. After the reaction has ended the
cheacthe (Ky)e 2% conbined with water at RT, the

or gani cae%?ase I's separated off and these are extracted

F@mmmw M) h289di um hydr ogen carbonate sol ution
and water. The organic phase is dried over magnesi um
sul phate and the solvent is distilled off using the
rotary evaporator. Yield: 2 9 g (78.1 % of theory)
COH8Br N (M- 210 075) Calc.: nol peak( MtH) +: 209/ 211

InfRsmegiatedrostiat 10mH) +: 209/ 211 Z23e)
(4-pyrrolidin-1-yl net hyl -phenyl)-acetonitrile 0.446 nL
(5.44 mol) of pyrrolidine and 1.366 g (9.882 nmmol ) of
pot assi um car bonat\@/aLeV d to 20 nL of
di et hyl f or mani de. 1. 038 941 mmol ) of
(4- br onorret hyl - phefyl ) - acetoni*®ril e are added with
Stll‘l‘lng and the mxture is  stirred for 12 hours at

] h
20 3 SO BB SRIBRRS ariel

evapor at o e’'resi Wi th
ZHW 5% aqiemus KDH sotutipanvas ptdexktd s sdlutied adved0 g

(o Ferolres SoBlaer draro-popayiaming, 905 (T4 A drmonet i)
ct%%@ﬁ@ﬁ%@% %ﬁﬁh 585G (2. 8@8‘ rﬁ%ﬂ( B‘Aé(iélr sofALNd:

nol pe 1 Rf value: O. i ca gel
tollienkelamddhetrhiahuee wasbefuxed tond. dayQuEba seactiodrnture was

o&%gl g) %%W%aq#ﬁgs&veiﬁ %x{roclst'eg wuthlEtHATE t’lhr?él coomblned org.
phases were dried over magnesium sulphate, evaporated down i. vac. and
the residue was purified by column chromatography (silica gel,
dichloromethane / MeOH 4:1).
Yield: 1.2 g (76 % of theory)
C12H1sCINSO; (M= 271.749)
Calc.: molpeak(M+H)": 272/274
Found: molpeak (M+H)": 272/274 (Cl)

Z19b) N-(2-diethylamino-ethyl)-benzene-1,4-diamine

1.20 mg (4.416 mmol) of N'-(2-chloro-4-nitro-phenyl}-N,N-diethyl-ethane-1,2-

diamine was added to a suspension of 200 mg Raney-Ni in 20 mL MeOH and
the mixture was hydrogenated for 2 hours at RT under 20 psi H2 atmosphere.
The catalyst was filtered off and the filtrate evaporated down i. vac.

Yieid: 800 mg (87 % of theory)

C12H21N3 (M= 207.321)

Calc.: molpeak(M+H)": 207

Found: molpeak (M+H)": 207




wo 2004/@R%é4 on m xture of 0.73 g (3.66 mml) of  pCT/EP2003/011933
(4-pyrrolidin-1 -yl nethyl rT5\51enyl )- acetonitrile and
0.1 g Raney nickel in 25 of net hanolic amoni a
solution is hydrogenated for 9 hours at 50C under 3
bar hydrogen. Yield: 0.72 g (96.4 % of theory)
C13H2ON2 (M= 204.31) WO 2004/ 039764 PCT/ EP2003/ 011933

|nt%9,5.e€@téprodnekpgak(lvw)+ 205 Found: nol peak (MtH) +:
Rf value: 0.23 (silica gel, dichloromethane / MeOH

/ conc aqueous ammoni a 90 10:1) Internedi ate product
24 N-H H Z24a)

(4- pi peridin-1- ylmémﬁy\l/ Enyl ) -acetonitrile Prepared
anal ogously to Examil e ZZ rom pi peri di ne and
(4-bromonmethyl- p henyl)-acéet oni tri | e.
Yield: 1.6 g (39 %of theory) Cl4HI8N2( M= 214. 31)

Zi@fﬁ)q\l (2-69!0?@-@&?%@1&% N I\F—‘Elktﬂﬁ I- N-‘?hélﬁ?lketﬁ&(hémﬂ -didhiine

, cycl ohexane Et OAc 1:1)
1 mmj; (621&14n’mnqﬂ§30f NlN\*dlBiMHfﬁtm?ﬂh-ybﬁ@@VIBﬂ éfdl@mm\imﬁ

addpalB pisqi it SPEYBRE e RIS Z ot iuered- vi el o
nitteferzen@%rd P09imlt tmmﬂm&}téﬂzﬁwﬂﬂémeaﬁ&oaﬂ THRASd :

nmol peak( M+H) +: 219 Found: nol peak ( Mt-H) +:
thg anigiare wag S(tlg'ed|f@ra4@ apurs at RT. The reaction mixture was

cofhine® {}vﬂﬁ%tali‘.aéh?fe%bg WAN?BTBR et sdiuflort and exhaustively
extracted with EtOAc. The combined org. extracts were dried over
magnesium sulphate and evaporated down i. vac.

Yield: 1.60 mg (91 % of theory)

C13H20CIN;O2 (M= 285.776)

Calc.: molpeak(M+H)": 286/288

Found: molpeak (M+H)": 286/288 (CI)

Z20b) 2-chloro-N'-(2-diethylamino-ethyl)-N'-methyi-benzene-1,4-diamine

1.60 mg (5.599 mmol) of N-(2-chloro-4-nitro-phenyl)-N',N'-diethyl-N-methyl-
ethane-1,2-diamine was added to a suspension of 200 mg Raney~Ni in 20 mL
MeOH and the mixture was hydrogenated for 2 hours at RT under 20 psi Hz
atmosphere. The catalyst was filtered off and the filtrate evaporated down i.
vac.

Yield: 1.30 mg (91 % of theory)

C13H2CIN3 (M= 255.793)

Calc.: molpeak(M+H)": 256/258

Found: molpeak (M+H)": 256/258

Intermediate product 21:

/\N/\/l%\
) .

2



wo 0149644039764 106 | nternedi ate product 25: PCT/EP2003/011933
PCT/ EP2003/ 011933 Z25a) Et hg

5- hydr oxy- 2- ni t robenzoat e MQol ution of 5.00 g (27.304

nol ) 5- hydr oxy-2-ni trobenzoic acid was refluxed in

200 nL ethanolic HCl for 5 h and then stirred for 48 h

at RT. The reaction m xture was evaporated down i.

79 88) Ngﬁlrtzfﬂléfhy@%am tehwﬁ)t%cs 4T@@ahﬁfr@-qunmmf6 9.2,2-

washe wat er, dried over magnesi um sul phate” and
triéluapsoaegtemid®mwn i . vac.. The crude product was used in

s, PP o BRCEARD 9?"%%%“%%93%%‘ to Hspifion i 0es
(1(2\&8£2ﬂnlndl769 6@@&6:11 2, gglte@ak dqu‘chnolmé;te 34P@(3%.852 mmol)

obrhiets: @thymﬁtaylrgmnamw EPRG7) sk & FRpGrad 00
LRSS SHNE Ik EWIRAIFR BF PAUEF aPS6 € PR Fiditon

mi@uehivas cedlbyito RT mmgkhaamtwebyram:aotdu with EdaO)!KceTme
6. 30 % 85% of theor i) C151- 122N205 (I\/E 310, r)
cerpppe! Riages g gdriedpver ”Fﬁﬂﬂ'?&'””ﬂrﬁP gle: @Mﬁlpﬁ ﬁiedsll
{ ALY H—@fd
d&»r@@gé\/rag:dﬁgﬂg?%%ﬁdqé ‘ﬁ?%%luﬂftédr ?rgglaat e %@gductér%gﬁygr om
gelt BYDAR/ MaQld-B1) 2- di et hyl ami no- et hoxy) - benzoat e.

aphy (silica gel, EtOAc/ MeOH ammoni a
Y@ iﬁpﬁ?q gg}a&g& product. Yield: 4.00 g (71 % of
C 44288 (M= 280, 370) WD 2004/ 039764
Lﬁ%&oo@ﬁn%s ?107
Calc.: molpeak(M+H)": 344
Found: molpeak (M+H)": 344

Z21b) 1-(2-diethylamino-ethyi)-1,2,3,4-tetrahydro-quinolin-6-ylamine

1.1 mL 6 M aqueous NaOH solution was added to a solution of 0.75 g (2.184
mmol) of N-[1-(2-diethylamino-ethyl)-1,2,3,4-tetrahydro-quinolin-6-yl]-2,2,2-
trifluoro-acetamide in § mL MeOH at 0 °C and the mixture was stirred for 15
minutes at 0 °C and for 1 hour at RT. The reaction mixture was evaporated
down i. vac., sat. agueous sodium bicarbonate solution was added and the
mixture was exhaustively extracted with EtOAc. The combined org. extracts
were dried over magnesium sulphate, evaporated down i. vac. and the
residue was purified by column chromatography (silica gel, dichloromethane /
MeOH / conc. aqueous ammonia 90:10:1).

Yield: 220 mg (41 % of theory)

CisH2sNs (M= 247.387)

Calc.: molpeak(M+H)": 248

Found: molpeak (M+H)": 248

Intermediate product 22:




R

wo e8daisp7aaol peak (MtH) +: 281 Found: nol peak ( MtHECT/EF2803/011933

I nt er medi at e product 26: Bﬁ

(4- br ono- 2- chl or o- phenoxy) -‘dcetate Z26) 14.5 niL
(83.242 mvol ) Huni g base was added to a sol ution of
7.800 g (37.222 mol) 4-brono-2-chl orophenol and 4.70
m. (41.537 mol) ethyl bronpacetate in 100 nL DMF and

Z220e) N-¢-Hite-pkshyBitrhethetes@phdnib azid 4@ieC.  The

reacti on m xturé was conbined with wate

23506 £020aNg) Bl dniitaimanas distoiked I AGD SanByitiae AR"C
BPSRS0EE Hol piingheduatriie ALtReHRere Sftdd iopyise

s@\gﬁat tﬁeg‘eamorgﬂehmeaﬁereamddrmt @pmﬁaﬂ 20-256GnThen Yo mixture
Tecruerouct ed in the next e
WaS SR TR PR @ Pt P TeRas TS wes 4a0esh 2pedd fll ice
“@%’?n%si ic:lgiJ ge , "%i'df:fﬁﬁgronelfl%gﬁeﬁ ?Bﬁ@%‘% 2?'2‘* was
fileradiuaff, v2ashedavith) 500 mL water and 100 mL EtOH and dried.
itro- henoxy) -ethyl]-diethyl -am ne

%g %1 @E ga{?gﬂ gg‘%ﬁ%ﬂﬂ o internmedi ate product Z5a
n%lﬁﬁ%f)ai%t frgan &4°¢hl or o-4- nitro-phenol and

oro-ethyl)-diethyl-amne. Yield: 1.25 g (79% of
th alvwey P.500sitisn Del, idgorometanze 7BHYAC edi0510) rml peak

(MtH) +: 273/ 275 Found: nol peak (M+H) +: 273/ 275 (CQ)
WD 2004/ 039764 PCT/ EP2003/ 011933 108 Rf val ue: 0.44

Zbsb) Ne@-gtethda@ii Pe@BINEDRitto-MR Emlelhar?e%ﬂtﬁhonlc acid

2-chl or o- 4- (2-di et hyl am no- ethoxy) phenyl am ne A
agud®ensi on of 1.24 g (4.547 mmol)

3b3ut 16 1b8 iy o\ A ROSREH L mEh BRI Y boid e was

nrc
diygdiveden06d it aE@[oﬁédT Re belutior meascedrabisied withisd 7.8 g (0.332

rrﬁcgl)l ct)fe1r gﬁllo?cg? tﬁpn%tﬁyrl]aemlfnloleh{aa}ltee HE‘Y,a SC.)Br St(S%Q on\qgl) Iof vac.
potassium carbonate, 5.0 g (0.033 mol) of sodium iodide and 50 mL water. It
was refluxed for 16 hours with stiring. After the addition of another 23.9 g
(0.166 mol) of 1-chloro-2-dimethylaminoethane * HCI, 45.9 g (0.332 mol} of
potassium carbonate and 5.0 g (0.033 mol) of sodiumiodide, the mixture was
refluxed for 5 hours with stirring. At RT the inorganic saits were filtered off.
The filtrate was evaporated down i. vac. and the residue dissolved in EtOAc.
The org. phase was washed 2x with semisat. aqueous sodium chloride
solution, dried over magnesium sulphate, filtered and evaporated down i. vac.
Yield: 30.57 g (64 % of theory)

C11H7N304S (M= 287.340)

Calc.: molpeak(M+H)": 288

Found: molpeak (M+H)": 288

Rs value: 0.60 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
=90:10:1)

Z22¢) N-(4-amino-phenyl)-N-(2-dimethylamino-ethyl)-methanesulphonic acid

amide




—

wo 2dclodezed. 10 g (quant. yield) Cf2H 9CI N20 (M= RP&2/eP2008/011933

Cal c.: nol peak (M+-H) +: 243/ 545 Found: nol peak (MtH) +:
243/ 245 (d) Rf value: O. 41 %SI lica gel,
di chl oronmet hane / MeOH 9:1). Internedi ate product 28:

9 ?@1%? 5aol) of Mo dnesmdamine- eyl NoKi-Bite-ahe™¥ | uor om
rrféﬂﬁ‘é/rhesl@nﬁiaﬂ?@/émd anfliawicie diséovdd it 120 $nid> MeOMDARerHnBI O
base was added at RT to a solution of 7.600 g (29.850

ageipy of 2 chupf)ﬂ Qpaliadiunyshaiese hipe-ppine was Iaacd!@w%t@qﬂ éer

1 &@é"%&ﬁi@%ﬂ%@@?lé‘i@ﬁ?ﬁﬁpﬁ%ﬁ RcDER ik g WA,
ahd ¢hafilkbte evapsatetii dovadi. vac. A iwdﬂeemaasanm'é@wﬂhi xture
was evapor at ddovvnl. vac, dil.u thBa‘(’(E OAc.

etred/psirgleuphatber wels . The sl W?%”
eﬂggﬁ%ué[eﬁﬁ{iémg} blﬁ@%h.qme% and sat ur at ed agueous

rired over I um sul phate and evapor at ed down
Yieldva6é5 g.(95@slofithecsy onat ogr aphy (silica gel, gradient

di chl or MeOH 99:1 -> 19:1) vyiel ded t he
"ﬁ’%&?‘”{r@%&%&é 200 g (37% of theory)
Rg&ac*h'é‘)@hagﬁh@ élwﬁlcﬁﬁﬁoﬂn'éﬁiaﬁég ABOH &%@équeous ammonia

CT/ EP2003/ 011933~ 109 Cal c.: nol peak (M+H)+
=3001B8R/ 384 Found: nol peak (I\/H-H)+ 380/ 382/ 384 (C2)

Rf value: 0.58 (silica gel, dichloromethane / MeCOH

19:1). Z28hb) _

N-[ 4- (2- br onp- et hoxy) - 3- chl or o- phenyl ] - 2- (2- chl or 0- 4- t

rifluoromethyl- phenoxy)-acetam de A solution of 3.66
intermediate@radut231, 2- di br onbet hane in 5 nL DVF was

slowy added at RT to a suspension of 1.580 g (4.156

rmol) N-(3 chloro-4-

G-Q phenyl)-2-(2-chl oro-4-trifl uoronethyl - phenoxy)
dcet de ang 2.880 g (8.310 nmmmol) potassium
carbonate |ﬁ‘ 20 nL DMF and the m xture was

Z23a) ethyl 4-cyanomethyl-benzoate

A solution of 500 g (2.057 mol) of ethyl 4-bromomethyl-benzoate in 1000 ml of
ethanol is added dropwise to a solution of 147.5 g (2.263 mol} of potassium
cyanide in 250 mL of hot water. The reaction mixture is refluxed for one hour
and stirred for 12 hours at RT. A further 73.7 g (0.5 mol) of potassium cyanide
are added and the mixture is refluxed for two hours. The solid present in the
reaction mixture is filtered off and the filirate is filtered through a mixture of
silica gel and activated charcoal. The filtrate obtained is evaporated down and
the residue is poured onto 1000 mL of water. The aqueous solution is
extracted with MTBE and the organic phase is extracted three times with
water. Then the organic phase is dried over magnesium sulphate and the
solvent is distilled off using the rotary evaporator. The product is purified by
column chromatography on silica gel {(petroleum ethet/ ethyl acetate 8:2).
Yield: 164.46 g (42.2 % of theory)

C11H11NO2 (M= 189.216)




Wom;ogg%t;for 2.5 h. The reaction m xture was evapmmapm/oﬂgas

down 1. vac. and diluted with EtQAc. The org. phase
was washed with water and d%furated aqueous Nad ,
dri ed over magnesi um sul phate and evaporated down i.

rrat ography (silica gel, petroleum

C@?%épomecg (WFB hane) yiel ded the product. Yield:
Fg,uggqnglpggﬁwphm@gr y) Cl7H13Brd 2F3NG3 (M= 487. 103)
f H) +: 486/ 488/ 490/ 492 Found: nol peak
F%WHE@ 34(8&31:&@8 petplearn eBedEtPARB IRl ue: 0.72 (silica

gel, dichloronethane / MeOH 49:1). Internediate
product 29: ~N,,,,-,~OC Hz Z29a) [2-(2-chloro-4 -n

ZQBbpmggﬁommyimnwb]aaﬂ iethyl-a mne At 0 C 1. 60 9
') NaH (50%in oil) was added %eandiod

Afﬁoiutg)ng@‘ P 9393 ovd) ehAthyl 4- -cyanomethyl-benzoa
19 %pb%&?gf}dﬁok §b‘ll.r|'tHnr |ﬂbI%ZrﬁP of @ﬂ‘%&‘bﬂ%oregufé’@f&%e hour.

am no- propano
Thbe the rdaction watutiontis ewapbrétad dbvtrn anhd Oheresmidld isrcombined

R dcaBIATe oGO TEIRSAoraeTions Ho0h adaenaEomAsh Lot 1
ré iBh solfioRQiit A3 $ridié o7 \FZ Qg plﬁgw%rﬁ%gﬁebl@clﬁﬁaté% fiv&red

rum sul phate and e down . vac
offhwaa‘md)gwaph\yth(waﬂer aadgéed. di chl oronmet hane / EtOH /

nc ia 90:10:0.1) yielded the product.
Y*Cﬁ?grldd798&§%g°f(t€%@”ygf theory) Cl3HL9CI N203 (M
Bf : 0.30 (silica gel, dichloronethane /
%@IM 16121 829 ( g

conc. aqueous ammonia 90:10:0.1). Z29Db)

i hBipRat (BrsH g6hY! am no- propoxy) - phenyl ani ne
" Found: molpeak (M-H)": 160

a

Z23c) (4-hydroxymethyl-phenyl)-acetonitrile

5.17 g (32 mol) of CDl are added to a solution of 4.7 g (29 mol) of 4-
cyanomethyl-benzoic acid in 250 mL. of tetrahydrofuran and stirred untit no
more gas is given off. This reaction mixture is added dropwise to a solution of
3.29 g (87 mol) of sodium borohydride in 200 mL of water in such a way that
the temperature does not exceed 30°C. The mixture is stirred for two hours
and the reaction mixture is adjusted to pH 3-4 with potassium hydrogen
sulphate sotution. Then it is extracted with EtOAc, the organic phase is dried
over magnesium sulphate and the solvent is separated off using the rotary
evaporator.

Yield: 2.6 g (60.9 % of theory)

CgHgNO (M= 147.178)

Calc.: molpeak(M-H)™: 146
Found: molpeak (M-H)™: 146

Z223d) (4-bromomethyi-phenyl)-acetonitrile




N

wo focdagmasi on of 8.00 g (27.900 nmmol) PCT/EP2003/011933

[2-(2-chloro-4-nitro- phenoiﬁé- propyl]- diethyl-am ne
(Z29a) and 0.80 g Raney ni l in 170 nL MeOH was
hydrogenated for 8 h at RT and 50 psi. The catal yst

ot Ol Tghofbrbe Gpiidd Bt fetiRioBb S RS hon
o?é@ 57132) 66 ﬁﬂh@l) of (mhgztﬁ@kyrthwRPheﬁyﬂyée&amtﬁﬂemm d5 mL MTBE
H) +: 257/ 259 value: 0.40 (silica

ab@T @‘tem({h@ repationdias and@s@eﬁe%@m Midireds SORRIRSS; with

VB 5 S o PR Sl e e
sttapaivety WINQISOGMurshydrbgem nhdromets solatiqgm add mtatazgae organic
oheeh R shadhea Sl % i S TS B

?af%i,%vgé% toF 317.185) Calc.: nol peak (MH) +:

ound: nol peak (M+H)+: 317/319 (Br) WO
Ymbd)42 03p(es PiiCG‘VtEEﬁQOS/ 011933 111 Rf value: 0.48

i1 e Lehl oronet hane / MeOH 9:1). Z30b)
(%ﬂﬁéém'\% %&Oﬂhg{]hyl am no- et hoxy) - phenyl am ne Prepared
anal ogousl y t nt e i ate product Z29b starting from
Cﬁ M+, i’l)!ﬁi 0¥ ﬁﬂenoxy) -ethyl ]-di et hyl - ani ne

e ol T e e 5 o
nmol peak (M+H) +: 287/ 289 (Br)

Z23e) (4-pyrrolidin-1-yimethyl-phenyl)-acetonitrile

0.448 mL (5.44 mmol) of pyrrolidine and 1.366 g (9.882 mmol) of potassium
carbonate are added to 20 mL of dimethylformamide. 1.038 g (4.941 mmol) of
(4-bromomethyl-phenyl)-acetonitrile are added with stirring and the mixture is
stirred for 12 hours at RT. The reaction mixture is evaporated down in the
rotary evaporator and the residue is extracted with EtOAc and water. The
organic phase is dried over magnesium sulphate and the solvent is removed
using the rotary evaporator.

Yield: 0.732 g (74 % of theory)

C13H16N2 (M= 200,286)

Calc.: molpeak(M+H)*: 201
Found: molpeak (M+H)*: 201

~ Ryvalue: 0.5 (silica gel, dichloromethane / MeOH / conc. agueous ammonia

90:10:1)

Z23f) 2-(4-pyrrolidin-1-ylmethyl-phenyl)-ethylamine

A reaction mixture of 0.73 g (3.66 mmal) of (4-pyrrolidin-1-yimethyl-phenyl)-
acetonitrile and 0.1 g Raney nickel in 25 mL of methanolic ammonia sofution
is hydrogenated for 9 hours at 50°C under 3 bar hydrogen.

Yield: 0.72 g (96.4 % of theory)

C13HogN2 (M= 204.31)




wo Bhoayabra: 0.30 (silica gel, dichloronethane / Me@ep2003/011933
9:1). Internediate product 31: Z31 a)

N-[ 4- (2- di et hyl ami no- et hox9P53- nitro-phenyl]-acetam de
0.737 g (7.286 mvl ) potassiumnitrate was added

batchwi se at -10 Cto a solution of 1.520 g (6.072

Gatol molppak(M:H) 220§ 1 ani no- et hoxy) - phenyl ] - ~acet ani de

in 25 m conc. sulphuric acid and the mxture was

Foupd; malpegk (MH)3t202 10 € The reaction m xture was

Fg%ifu%%% @"i?ﬁ éﬂdfl‘ffﬁor%?neﬁﬁ&@ﬁﬂe@}‘i‘ﬁcon@. ygﬁyﬁs ammonia

nmoni a” an dqueous phase” was exhausti
98xtnficted with EtOAc. The conbined org. phases were
dri ed over sodi um sul phate and evaporated down i.
vac. . Yield: 1.8 g (quant. yield) Cl14H21N304 (M=
295.341) Calc.: nol peak (MtH)+: 296 Found: nol peak
(MtH) +: 296 Rf val ue: 0.51 (Al ox, dichloronethane /
Infearediatelproduati?h)

4- (2-di et hyl am no- et hoxy) - 3-ni tro- phenyl am ne WO
2004/ 039764 PCT/ EP2003/ 011933 112 A solution of 1.85

(8 nol ) N-[4-(2-diethyl am no-ethoxy)-3-nitro-
@eny cetami de (Z31la) in sem conc. aqueous HCl was
stirred for ® hat 100 C, cooled to RT, nade basic

with ice andiconc. aqueous anmonia and the aqueous
phase was exhaustively extracted with Et OAc. The

conbi ned org. phases were washed with water and dried
Z34ay (4pigeddinslHyphethyl-phérel dacetodfileg (87% of t heory)

C12HI19N30 Me 253 304 | ¢. . nol peak +. 254
PEISHAS ShelseuRy iR mBle 23R om PleRdaesng (4 areniometny-
pHEEN)-acSBRidiane / MeOH 39:1). Intermedi ate product 32:

CI .

Yield: 1.6 g (39 % of theory)
C14H1gN2(M=214.31)
Calc.: molpeak(M+H)*: 215

Found: molpeak (M+H)*: 215
Rr value: 0.4 (silica gel, cyclohexane/EtOAc 1:1)

Z24b) 2-(4-piperidin-1-yimethyl-phenyi)-ethylamine

Prepared analogously to Example Z23f from (4-piperidin-1-ylmethyl-phenyl)-
acetonitrile '

Yield: 1.4 g (85.9 % of theory)

C14H2oN, (M= 218.34)

Calc.: molpeak(M+H)*: 219

Found: molpeak (M+H)*: 219
Ry value: 0.2 (silica gel, dichloromethane/ethanol/ammonia 20:1:0.1)




WO Sab4/83778) PCT/EP2003/011933
N- ( 3- chl or 0- 4- hydr oxynet hyl élghenyl )-2-(2-chloro-4-trif
| uor onet hyl - phenoxy) - acet de 0.55 L (4.200 nmol)
of isopropyl chloroformate was sl owly added dropw se

t -5.Cto | ution of 1.018 g (4.000 mmol ) of
'”?%’I‘m'%?&r@d(ﬁ%ﬁ- uor onet hyl - phenoxy) -acetic acid
(Z2b) and 0.46 nL (4.200 mml) N nethyl norpholine in
5 nmL abs. DVF and the m xture was stirred for another
5mn.. 0.6 g (4.200 mmol)
At anif boro- phenyl ) - net hanol was added at -5 C,
t,h’e m xt Lhas stirred for 2 h at RT and then the
reaction mixttre was poured onto ice water. The
precipitate was filtered off, washed with water and
' 1.360 g (83% of theory)

dried in HV. Yield:

LSdkthirhidioxy(Awitrgbanaea® Rt val ue: 0.50 (silica
. digh . . o

ARBYYoR o5 SO M BRI PP Rypitagiz nifSpihzoip acid yeg
relftukedrm/ it 200 7nLnétaanaﬂjd HEt far&nh dad ‘(tl@rﬂﬂ%cﬂfwlzlﬂm at RT. 'll'he

PCT/ EP2003/011933 113 1.12 nL (16.440 ] [ O
re@el U35 SHaROEE 08N bt gnand HUGBOV EIGAS Hhe
o P45 oS Yl e puer maanesium slehete gnd
evapiorated domet inyae.p dheosryiie aceduntivds UsE82a thé nesiOreattion

ttoI u‘?‘ne and tr{he m'xéure was stirred for 2 h at 80 C
step Wty EaYy fUrhek PHHECRERY- evapor at ed . down i. vac. and
Yiehe 56 e sfahysiypl | i sed from ether/petrol eum et her.

b ACd

The preCipitate was™ filtered off, washed with
ColdgNBsdMn 2t héf6land dried in a HV. Yield: 1.100 g (65%
of theory) Cl6HL1C13F3NO2 (M= 412.626) Calc.: nol peak
Cdivk ifcipedkd gA4H/ 2106/ 418 Found: nol peak ( M+H) +:
412/ 414/ 416/ 418 (A 3) Rf value: 0.69 (silica gel,
Found: onadpeaketMdt) /210 OAc 3:1). Internedi ate product 33:
NH2

Z25b) Ethyl 2-nitro-5-(2-diethylamino-ethoxy)-benzoate

‘Prepared analogously to intermediate product Z5a from ethyl 5-hydroxy-2-
nitrobenzoate and (2-chloroethyl)-diethyl-amine-hydrochloride

Yield: 6.30 g (85% of theory)

C1sH22N20s (M= 310,353)

Calc.: molpeak (M+H)*: 311

Found: molpeak (M+H)*: 311

£25c) ethyl 2-amino-5-(2-diethylamino-ethoxy)-benzoate
Prepared analogously to intermediate product Z5b from ethyl 2-nitro-5-(2-
diethylamino-ethoxy)-benzoate. Column chromatography (silica gel,
EtOAc/MeOH/ammonia 90:10:1) yielded the product.

- Yield: 4.00 g (71% of theory)
C15H24N203 (M= 280,370)




wo Zobdmleregr t - butyl nethyl - (4-nitro-benzyl) - car bapichabeossot1933
17.68 g (81.00 mmol ) Boc-anhydride was sl owl y added at
0 Cto a solution of 13.480 (81. 00 nmol)
nmet hyl - (4-nitro-benzyl)-amne in 25 nL Et CAc and the
m xture was stigﬁred for 3 h at RT. The org. phase was
Catshegalpgpk KiMAkt)ér 281 dri ed over sodi um sul phate and
evapor at ed do i..vac. . Yield: 21.36 g (99% of
FouR 'r’??‘Pe@i?MmTeﬁ%zm (ME 266.299) Rf val ue: 0. 60
(silica gel, petroleumether / EtOAc 3:7). Z33b)
tert-butyl (4-am no-benzyl)-nethyl-carbam nate A
IrdermpadiateqodictZ: @thy (4-860r06-2rchibno-planoxyiragetate
nmet hyl - (4-nitro-benzyl)- carbam nate (Internediate
product Z33a) and 2.30 g Raney nickel in 460 nL
EtOd Et O (1:1) was hydrogenated at RT and 3 bar. The
was filtered off, the filtrate evaporated
and the residue purified by colum
chromat ography (silica gel, petroleumether/ EtCQAc
1:1). Yield: 9.23 g (45% of theory) WO 2004/ 039764
PCT/ EP2003/ 011933 114 C13H20N202 (M= 236.317) Calc.:
Z@o) peaiml( (#3242 na8dl) Hioighbbsenwap adred Ne H)selutz@7ofRE.800 g

(37225 i 8 S Bimest B Mol 55 47, % /537 oy e
bidmoztetdte (100 Iner oI EAY khe MBI Wad siitrbd BT 4hat 00 °C.

2.000 g (5.560 mml) _ _
Thereastipo anixbig wast ¢orizined withi yaiensng iexbaugiiveheexteasted

wERETOAR) 105 chitusi] o, pheetwdes Mdeid Wl o TR cepgous

s@hem bitdrbangte, heitdn addistunisd siedRINACH, dtedrowel sBdium
The reaction m xture was evaporated down i. vac. and

sylpkateasidrnapopaiedrdon byaeol Ihercrede dredusywasmyseddn dhe
11 !We her/ EtOAc 5:1).

“%gg%’é@lcé'ﬁgéé”('ﬂ%’r@ phy f pe? ?lé”'eigugr%’%@fﬁ;r yi el dod th)e

Yigtdaduc36 g (quant. yield)

C1oH10BrCIO3 (M= 293.546)

R value: 0.65 (silica gel, dichloromethane})

intermediate product 27:
/\_N/\/D\©:Cl
/I NH

> Z27a}[2-(3-chioro-4-nitro-phenoxy)-ethyl]-diethyl-amine
| Prepared analogously to intermediate product Z5a starting from 3-chloro-4-

2

nitro-phenol and (2-chloro-ethyl)-diethyl-amine.
Yield: 1.25 g (79% of theory)
C12H47CIN2O3 (M= 272.734)

Calc.: molpeak (M+H)*: 273/275
Found: molpeak (M+H)t: 273/275 (CI)




wo'Yoed/aka7ed 200 g (83% of theory) Cf 6HL4CI NO2 (M- per/EP2003/011933
287.748) Calc.: nol peak (MtH) +: 288/ 290 Found:
nol peak (M+-H) +: 288/ 290 (CI1)0 Rf value: 0.60 (silica
gel, petroleumether/ EtQAc 5:1). Z34b)

- ~chl T ).z i d} n=2- - li id
el oud GG M pIsPRgn e Mshid o) 718 2
suspensi on of 1.200 g (|4. 200 _m(;rpl )2et Ih%” por vl at e
= 3-[5- (4-chl - ph - pyri di n- 2- -
425@27471?‘?{8'4582'9%”%{'%1% pﬁ%)-s:"he&yiafei%ﬁas stiyrred f or
: t 0,C. Th
Aoy penorl 2 AT o2 B RS et or

s omanm oo delatip ol
eqr 0] .
h&%ﬂ%&ﬁ%’%ﬁ ggg'ﬁoq%]}[g@cgtquwqﬁfgwr@mmg the diltezde

cFavordtedBbRWE k/dcdMHH) +:1 260/ 262 (Cl) Rf value: 0.40
silica gel, dichloromethane / McOH 9:1). Internediate

YigldgldP sEuact yight) z35a)

OISR 227500 o7 bt ny -4 ni ¢ 1 0- benzene as
ROl (AP AR and the mixture vas
Fg@ﬁdi:%SI%eﬁﬁr(M&Fg*": t‘{]@z&g?@i on m xture was evapor at ed

own i. vac. an ere ue was taken up in EtCAc.
Rivaluer @41 sitise geh dichisbretivirntdy MeO#f 9:1)dri ed over
sodi um sul phate and evaporated down i. vac. . Yield:
0.750 g (80% of theory) Cl1 H15CI N202 (M= 242.707)

Infrhtadiatepragad 2gVirH) +: 243/ 245

cl
o
Br @\ Te) cl
N/u\/o
H
F
F

F

Z28a) N-(3-ch!oro-4-hydroxy-phenyl)—2-(2-chloro—4-triﬂuorornethyl-phenoxy)-
acetamide

17.31 mL (88.510 mmol) Hiinig base was added at RT to a solution of 7.600 g
(29.850 mmol) (2-chioro-4-trifluoromethyl-phenoxy)-acetic acid (Z2b), 4.370 g
(29.850 mmol) 4-amino-2-chloro-phenol and 10.56 g (32.840 mmol) TBTU in
550 mL as. THF and the mixiure was stirred for 48 h. The reaction mixture
was evaporated down i. vac. and diluted with EtOAc. The org. phase was
washed with water, saturated aqueous sodium bicarbonate and saturated
aqueous NaCl, dried over sodium sulphate and evaporated down i. vac. .
Column chromatography (silica gel, gradient dichloromethane / MeOH 99:1 —
19:1) yielded the product.

Yield: 4.200 g (37% of theory)

C15H10ClFsNO3 (M= 380.153)




WO E&HM@?G@' peak (MrH) +: 243/245 (A) R val ue: prBo003/011933
Al'ox, petroleumether). Z35b)
3 chl or 0- 4- di et hyl am nonet AQ®- phenyl armi ne A suspensi on

of 0.700 g (2.884 nmol)
(2-chloro-4-nitro-benzyl)-diethyl-amne (Z35a) and
C@Jmmo@eahr(wmu c3@0/382/386 nl. THE was hydrogenated for

7.5 h at +2 The catalyst was filtered off
Fauad{rn@lpeakt(MaHé \@%%aaaﬂé@bh down i. vac. . The

h
Jeige: 6.8 1Hfiks 885 cRidrbirefhate SRS Ne, °F' B chc
4 1) "Yield: 0.510 g (83% of theory) Cf1H17CI N2 (M=
.72 lc.: I k 213/ 21 Fo
2280 e AR IR aimosR P e CRIoTo- P D b4 30iRga A-rfuoromethy-
pﬁgé,gﬁ%%g%&qaégss 116 Rf value: 0.58 (Al 0X, petrclaloelli'rzn

I nt ermedi ate product 36: Cl
AZtonlef(R6E hhlot4d 36 mmolpd Redibsdmocthane nyd nli PMA diare

1. 00 4.8 | .
syedied 30RE 16 AsspRyFion. of 1,380.9 355 vl Ns(Selgro-4-
hﬂﬂ’r@ﬁgﬁﬁbnﬁTZt(Q -chl&e- lebbﬁorﬁg fylfl'ﬁﬁ&larioxy)-ac:etamide and 2. 880
eridine and the mxfure was stirred for
gf(&ad ﬁénmmb nmtaﬁsmrﬁtcanhpn&twmzmm DM!Feamd the mphdige was

SRR 2/h miEk oo iR Wb APt SR g,

diake wﬂh@t@!&tﬁk'l't(é\/b | phadé Wad MasHerunith wakdmarKsdtlitld
269/ 271& Rf val ue: 0.40 (Al ox, petroleum ether).
a [, dried over magnesium sulphate and evaporated down i. vac. .

CHEH, it edraphy e 48, Rblo Ry LhEF o Hhicpos Rt e
-yieldedtthegréduwm 1- (2- chl or o-
Yield: 1.120 g (55% of theory)
C17H13BrClFsNOs (M= 487.103)
~ Calc.: molpeak (M+H)*: 486/488/490/492

Found: molpeak (M+H)*: 486/488/490/492 (BrCl,)
Rr value: 0.72 (silica gel, dichloromethane / MeOH 49:1).

Intermediate product 29:

Z29a) [2-(2-chloro-4-nitro-phenoxy)-propyl]-diethyl-amine

At 0 °C 1.60 g (33.000 mmol) NaH (50% in oil) was added to a solution of
5.30 g {30.000 mmol) 3-chloro-4-fluoro-nitrobenzene and 4.30 g {33.000
mmol) 3-diethylamino-propanol in 50 mL abs. DMF and the mixture was
stirred for 2 h at 0 °C and for 1 h at RT. The reaction mixture was evaporated
down i. vac. and diluted with EtOAc . The org. phase was washed with water,



wo 2Bodbdorey benzyl ) - 4- et hy' pi peridi ne (2368) ThﬁcﬂEm!m/ongss
product was purified by colum chronmatography (Al ox,
neutral, act. I1-111, grad“é)nt pet rol eum et her/ Et OCAc

61 -* 3:1). Yield: 0.930 g (80%of t heory

e <o Srf g %&% Sigl Ourb e ﬁcvxf iy gg

cr{redn@tbgrmy@k|i%§5@e¢td?@ﬁ|broﬁﬁém§né%/EIOHU%% 1
product 3 004/ 039764 117 HO PCT/ EP200 /011933

armapaia ¥Q:H%10.1) y[elded the product.
| or i fluoronet hyl -phenyl)-acryl ate
Y'% gio(& %ﬁ’ g pal | adium(11)acetate, 0.800 g
C&ﬂ1g'iﬂﬂz(ﬂiw=)286l76¢) tol yl phosphi ne and 23.94 nL
(171.73 nmol ) triethylam ne was added to 21. 48

Rf(‘@ﬂ#%@ WI{ﬂ")CaZQGEMIQWQCCIWQHéBeAMQQHI G@P@n%q'-!ﬁﬂusk?é’ﬁrz"éﬂ@
.45 nmL (96.17 mmol ) ethyl acrylate in 100 nL
acetonitrile and the mixture was refluxed for 6 h.
The reaction m xture was evaporated down i. vac. and
sid trityrated with EtOAc The precipitate

Ziﬁ\g)g %QW?QFQF‘E'ZG'Q’f@hﬁﬁ@'W -PEPOXH)-Bhenylaminke cr ude pr oduct

L

A @ﬁ%gﬁ%&?&;\t élafran bb@ (‘2“?3400Ir rg?rﬁﬂ) gﬁftzﬁdgﬁr‘lﬁt?om hh@ignhéﬁbkyf) PRV
dleethgll-ﬂmtDIeF(ZQeaI ad 288 ¢ ReneRinicksl ine17©meSMeSH aa gel ,

nyRESdeafal Tk el Bt T 50,65 Fhe Foteist avas ftesed offiandbeq

f||t¢°até@vﬁbb@ﬁbcpaoﬁn$0v@: (145.00 nmmol) NaOH in 30 L water
was sl ow y added a solution of 19.1 g (68.61 mol)

YI@'E) 830(@¢ @fﬂleﬂ‘f)rl f | uor omet hyl - phenyl )- acryl ate
O mL EtOH and the m xture was
C‘%t ?& I\e!%gﬁm )2I56n7 RT. EtOH was concentrated by
CARY ARRYIFEAQMH) Y 987 p56e adueous phase was
Found: molpeak (M+H)*: 2571259 (Ch
Rr value: 0.40 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
50:10:0.1). '

Intermediate product 30:
Br

SRab!
) NH.

Z30a) [2-(2-bromo-4-nitro-phenoxy)-ethyl]-diethyl-amine
Prepared analogously to Intermediate product Z28a starting from 2-bromo-1-

2

fluoro-4-nitro-benzene and 2-diethylamino-ethanol.
Yield: 0.790 g {83% of theory)
Ci2H47BrN2O3 (M= 317.185)

Calc.: molpeak (M+H)*: 317/319
Found: molpeak (M+H)*: 317/319 (Br)




wo YsissteM th Et OAc and acidified to pH Iwith seﬁbﬁgpﬁeomﬂ%g
aqueous HCl. The precipitate was filtered off, washed

with water and dried in a H4 Yield: 15.80 g (92%of
theory) CfoH6CI F3Q2 (M= 250.606) Calc.: nol peak

Vi-H) +. 9/.250 = Found: | pe +. 249/ 250 (d
Ry 448 19118 S oraromBAne VS P Brid her 1 Bt Oc
3:1). Internedi ate product 38: WD 2004/ 039764

PCT/ EP2003/ 011933 118 ct Z38a)
26@)}%(@@-4-&@iemiqgnien;atmommhenwamige] N- (4- hydr oxym

PEarrd Portpbs S iaRButiec o’ 2ot Bep T 121 btomo-
45‘ﬂ“d’-§h@!ﬁb)?[) )?lFQleﬂw)ﬂ-@nﬁ@é) ZBU@J))

; 4- chl oro- phenyl ) - pyridin-2-ylJ-acrylic acid
AH7ado8% @Lth(BGTYTZO mrol ) N-net hyl morpholine in 5

e mxture was stirred for 5 mn.
0%1%@8[2%_02§?%P??4 ami no- benzyl al cohol was added
capd rﬁageﬁkgﬁul—ﬁ* Sagrred for 2 h. The reaction

m Xt ur poudre onto wat er and the precipitate was

Fbimd: ensigestt {M+Hyt 29289 @B at e was suspended in
t ol uene, concentrated by evaporation i. vac. t hen

Revalve: éh30\n($lﬁpasgﬁfedicﬁmﬂ0mﬁtf@@ellMQ@H9éﬁ 80 C . Yield:
0.210 g (83% of theory) C21H17CIN202 (M= 364. 835)
Cal c.: nol peak (M+H) +: 365/ 367 Found: nol peak (MtH) +:

InBiricdifate pedJudt3tval ue: 0.30 (silica gel,
di chl oronet hane / MeOH / HOAC 90: 10: 0.1). Z38b)

(E) - N-(4-chl or omet hyl - phenyl ) - 3- [ 5- (4- chl oro- phenyl ) - p
yridin-2-yL]- acrylam de 50 pL (0.680 mmol) thionyl
chloridevas added to a suspension of 0.190 g (0.520

(o]
(ﬁ) -3- - chI or o- phenyl ) - pyridi n-2-yl]-N(4-hydroxym
et hyl - NH,

Z31a) N-[4-(2-diethylamino-ethoxy)-3-nitro-phenyl]-acetamide |
0.737 g (7.286 mmol) potassium nitrate was added batchwise at -10 °C to a
solution of 1.520 g (6.072 mmol) N-[4-(2-diethylamino-ethoxy)-phenyl]-
acetamide in 25 mL conc. suiphuric acid and the mixture was stirred for 1 h at
-10 °C. The reaction mixture was poured onto a mixture of ice and conc.
aqueous ammonia and the agueous phase was exhaustively extracted with
EtOAc. The combined org. phases were dried over sodium sulphate and
evaporated down |. vac. .

Yield: 1.8 g (quant. yield)

C14H21N3O4 (M= 295.341)

Calc.: molpeak (M+H)*: 296

Found: molpeak (M+H)*: 296
R value: 0.51 (Alox, dichloromethane / MeOH 39:1).

Z31b) 4-(2-diethylamino-ethoxy)-3-nitro-phenylamine




wo bsers acryl am de (238a) in 20 nL dichl ororret[b@ngp@@gim“gg;;

the m xture was stirred for 2 h at RT. Another 50 pL
thi onyl chloride were addetiZand the nixture was again
stirred for 3 h. The sol vent was concentrated by

t ak t W iy
 SURBBHEY. B ekl LSBT OS Goul S
plfédﬂead&é}ﬁid%t Z848) 19%%6&51: %ﬁubb@s HEl wa! étm%@%idé ®cht 100
I n"the next reactlon step without any further

G woptdcctat R brimage dhsic vothlige agd(@ows aguedussapmonia and the

ao%%ﬂg&g@é%@@usﬁ\%y éﬁg %gtégi Mﬁ%@%{l {ﬁ%ﬁgo%%lned org.

pr%%%é%éwsheﬁwndwa@Lahaalfneewé)rsod@%éaﬁﬁé@7 (c 2)
O (silica gel, dichloronethane / MeOH /

Yl@&hé 3339&%6@50%'?\%) a 90:10:0.1). Internediate

C%ﬁé%q:‘(?%%%a %%hzsgz)mtro phenoxy) - et hyl | - ani ne At

Cé]ccn%lggalg I\Qllﬁ ozgol ) sodi um hydride (50%in oil) was
utlon of 2.70 g (17.4 mol)

Foln‘fd welPedk %H}#Qghuene and 2 54 nL (19.2 nmmol)
2-dieth Iam noet hanol in 50 nL DVE under an argon

Realiss Algxadichipeomethane éMeRHSS red for 2 hours at
O Cand for 1 hour at anbient tenperature. The
sol vent was renoved, the residue was taken up in ethyl

Inteceiediate praiuexBpacted with water. The organi c phase
was dried over sodium sul phate and evaporated down i.

vac. . Then it was purified by silica gel colum
chr @mat ography wi th dichl or onet hane/ met hanol 9:1 as
Yi eId 3 19 (71 %of theory) C13H20N203 (M=

15)125@/? c]: nol peak (MtH)': 253 Found: nol peak

Z32a) N-(3-chloro-4-hydroxymethyi-phenyl)-2-(2-chloro-4-trifluoromethyl-
phenoxy)-acetamide

0.55 mL (4.200 mmol} of isopropyl chloroformate was slowly added dropwise
at -5 °C to a solution of 1.018 g (4.000 mmol) of (2-chloro-4-trifluoromethyl-
phenoxy)-acetic acid (Z2b) and 0.46 mL (4.200 mmol) N-methylmorpholine in
5 mL abs. DMF and the mixture was stirred for another 5 min.. 0.662 g (4.200
mmol) (4-amino-2-chloro-phenyl)-methanol was added at -5 °C, the mixture
was stirred for 2 h at RT and then the reaction mixture was poured onto ice
water. The precipitate was filtered off, washed with water and dried in HV.
Yield: 1.360 g (83% of theory)

C16H12Cl1:F3sNO3 (M= 394.180)

Ry value: 0.50 (silica gel, dichloromethane / MeOH 19:1).

Z32b) N-(3-chicro-4- chloromethyi-phenyl) -2- (2—ch|oro-4 trifluoromethyl-

phenoxy)-acetamide




S’

Woﬁomg‘j-,-gg 0.60 (silica gel, dichloronmethane / pefEb2003/011933

9b)
4 (2 d| et hyl am no- et hoxy) - Bl3ret hyl - phenyl ami ne 3.10 ¢

(12. 3 mmol)

1zl 6. éi%hreé’ﬁ i Shltriok s Saded e s sobtiba 81 A0
(4nwd<ﬁlmdv;aﬁ (égﬂﬁ&oﬂlﬂyéﬁb&ynﬁtlm%h@n 5. byéﬂﬂ&gmﬁt ed for

hours” at” 50 psi ahd amb erature
truﬂaomny@hylvwquyl*em@ame (Z32a) im0 fnu tqluﬂr@ Fhppermbéure

wiS Sflsd g f et 89585 e Tedelioh Mt bdlas PiaHgfed dopn jpvac.
and @@Wegﬁfaﬁ%@%@ bll%?ﬁ)etrb?éimﬁ@ﬂ@ THe® brsaditate was

223 val ue: 5 (silica g

f IEr@E?OB‘} washedwih petmiavsn emex)'anrzlrﬁr@drf@@ HVe product 40:

40a)
Y%Q'er‘fc?%gt(%a‘g’cogrt%on -N-net hyl -[ 2- (2-chl or o- 4-ni tro-ph
CaMnOnFMNOy (M= 442BRe) The product was obt ai ned
anal ogously to Internedi ate product 29a starting from

CaICOOn@p(eali(M+Hﬁi|4)122§4‘tmﬂﬂﬁlé48 fl uoro-nitrobenzene,

2.10 g (12.0
F(N-lrldaWOIBQQbWtHf’béﬁQYMWﬁﬁ/ﬁW(Gkﬂ noet hanol and 820 ngy

RS 5D &%"‘%ﬁ%réﬁ&éﬁﬁiﬁéa‘%@{ L), pole 3T

value: 0.35 (silica gel, petroleumether/ethyl acetate

4:1) Z740Db)

infermediate PreducdBgcar bonyl - 2- met hyl ani no- et hoxy) - 3- chl or
o- phenyl am ne The product was obtai ned anal ogously to
I nt ernedi ate product 29b starting from4.19 g (12.7

Sy
a&gf.\b@j(ycar bonyl - N- et hyl -[ 2- (2-chl oro-4-ni tro-
NH,

Z33a) tert-butyl methyl-(4-nitro-benzyl)-carbaminate

17.68 g (81.00 mmol) Boc-anhydride was slowly added at 0 °C to a solution of
13.40 g (81.00 mmol) methyl-(4-nitro-benzyl}-amine in 25 mL EtOAc and the
mixture was stirred for 3 h at RT. The org. phase was washed with water,
dried over sodium sulphate and evaperated down i. vac. .

Yield: 21.36 g (99% of theory)

C1aH18N204 (M= 266.299)

R¢ value: 0.60 (silica gel, petroleum ether / EtOAc 3:7).

Z33b) tert-butyl (4-amino-benzyl)-methyl-carbaminate

A suspension of 23.00 g (86.00 mmol) tert-butyl methyl-(4-nitro-benzyl)-
carbaminate (Intermediate product Z33a) and 2.30 g Raney nickel in 460 mL
EtOH/EtOACc (1:1) was hydrogenated at RT and 3 bar. The catalyst was
filtered off, the filirate evaporated down i. vac. and the residue purified by
column chromatography (silica gel, petroleum ether / EtOAc 1:1).

Yield: 9.23 g (45% of theory)




Wozﬁ&ﬁéé.@?‘é@ et hy|] am ne by hydrogenatl on with 5%1'7932003,'011933
Raney nickel at 3 bar. Yield: 3.68 g (94 % of theory)

Cf 4H21C1 N203 (M 300.78) 134ic.: nol peak (MH) +:
301/ 303 Found nol peak (M+H) ": 301/ 303 Rf val ue: 0.60

a | or onet hane/ met hanol 19: 1)
Cm\sﬁ'@(’é‘mé&ﬁg' %”)%# uct 41: NH2 WD 2004/ 039764
P2003 121 Z41la)
C{ETEE{J&%E’S?@?%?%% -[2-(2-chl oro-4-ni tro-phenoxy) - et
+p uct was obtai ned anal ogously to
FMGP@IM% produg?i 29a starting from2.00 g (11.4
Rivahle: OAE FHilmaagel- petrodeurnmtherdli&02Aent1).1. 85 nL (12.0

nmmol) N-tert. butoxycarbonyl - am noet hanol and 820 ngy
(17.12 mol ) sodium hydride (50%in oil). Yield: 2.25

ln@rrh@ala?@ ?,foogg@gﬁy) C13H17CI N2OGb6 (M= 316. 74) Cal c.:
nol peak (M 315/ 317 Found: nol peak (MH)-: 315/317

Rf value: 0.45 (silica gel, petroleum ether/ et hyl
aretate 4:1) ZA1 b)
rt but oxycar bonyl - 2- am no- et hoxy) - 3- chl or o- phen
Hoy|"ami e ] The product was obtai ned anal ogously to
I nter product 29b starting from2.25 g (7.10
nmol ) N-t but oxycar bonyl
-[ 2-(2-chl oro- “4-nitro- phenoxy) - . et hyl ] -am ne by
hydrogenatl on vvlth 500 ng Raney nickel at 3 bar.

1. 95 % of theory) H19CI N203 (M=
z3%p§ efh) (E1CS4-Chiorcphrnyliridin S rRORRE Found:
2.0 RS sob Wb REH BRIl ehe Mref Ao EAcatle vas
added at RT to a solution of 1.100 g (5.050 mmol) 5-(4-chloro-phenyl)-
pyridine-2-carbaldehyde in 50 mL abs. THF and the mixture was stirred for 4
h at RT. The reaction mixture was evaporated down i. vac. and the residue

purified by column chromatography (Alox, neutral, act. lI-lll, petroleum ether /
EtOAc 5:1). Recrystallisation from petroleum ether yielded the product.
Yield: 1.200 g (83% of theory)

C16H12CINO, (M= 287.748)

Calc.: molpeak (M+H)*: 288/290

Found: molpeak (M+H)*: 288/290 (Cl)
Rs value: 0.60 {silica gel, petroleum ether / EtOAc 5:1).

Z34b} (E)-3—[5-(4-chIoro-phenyl)-pyridin-2-yl]-acrylic acid

12.6 mL aqueous NaOH (1 M) was added at RT to a suspension of 1.200 g
(4.200 mmol) ethyl (E)-3-[5-(4-chloro-phenyl)-pyridin-2-ylj-acrylate {Z34a) in
50 mL EtOH and the mixture was stirred for 1 h . 12.6 mL aqueous HCI (1 M)
was added at 0 °C. The precipitate formed was filtered off, washed with water
and dried i. vac. at 100 °C.

Yield: 1.000 g (92% of theory)

C14H10CINO, (M= 259.694)



WO ddosa/oag7®k \ /N J NH2 Z42a) _ PCT/EP2003/011933
N -(2-chloro-4-nitro- phenyl1) - N, N-di et hyl - et hane- 1, 2- di
am ne 9.440 g (34.120 m’mlb 5pot assi um car bonat e was
added to a solution of 4.96 nL (34.160 mmol)
N ,N -diethyl-ethane-1,2-diamne in 64 nL DV and the
Caicy plpeslaMsH)T:1266/26 for 15 nin. at RT. 6.120 g
(68,240 muol ) 2-chloro-1- fluoro-4-nitro-benzene was

Feqh malpepk M+HE'S 4601382 @t ure was stirred for 16 C
R%I@&%A@%Ql?c@gé?q{cﬁﬁ?&ﬁ%gﬁé9%Oﬁ@&£t at RT. The

reaction m xture was poured onto ice er, the
precipitate was filtered off and purified by colum
chromat ography (Al ox, neutral, act. II-111,

di chl oronet hane / McOH 49:1). Yield: 9.20 g (99 % of

InidreRHGe pFddiiet 368CIN302 (M= 271. 749) Calc.: nol peak
( MtH) +: 572/274 Found: nol peak (MtH) +. 272/ 274 Rf

val ue: 0.72 (Al ox, dichloronethane/ nmethanol 49:1)
Z42b) £-chloro-N

/(\2- i et hyl am no- et hyl ) -benzene-1, 4-di am ne A
iﬁ%p on of 8.850 g (32.570 nmol)
(2- 0-4-ni tro-phenyl)-N N

di et hyl - et hane-1, 2-di am ne and 4.00 g Raney nickel in
200 nL THE was hydrogenated for 7 h at 20 psi

I Ie re...The: cat was filtered off, the
Zﬁéﬂl(?-gﬁ@)ng-\?l-@gﬁéqeeg&yggdﬁﬁyl?érﬁ@%_ and the residue
0.8015i (Bi833 rayhat)at-ghioro-a eridrareghiyiahitroA enzeneavds adided to a
act. II1-111I radi ent di chl or onet hane /

sojuignaf-260 mjl__ Qymmenihdigthylamigedn §0 mh élwgiclj-';?nd the mixture
weslreaR6d R 4 YFTIRé fealBiBh nifdiufe walRhBpakateYatvn i, ¢4t/ st

the residue was taken up in EtOAc. The org. phase was washed with water,

- dried over sodium sulphate and evaporated down i. vac. .
Yield: 0.750 g (80% of theory)
C11H15CIN2O2 (M= 242.707)
Calc.: molpeak (M+H)*: 243/245
Found: molpeak (M+H)*: 243/245 (Cl)
Rr value: 0.50 (Alox, petroleurh ether).

Z35b) 3-chIoro-4-diethylaminom’ethYI-phenylamfne

A suspension of 0.700 g (2.884 mmol} (2-chloro-4-nitro-benzyl)-diethyl-amine
(£35a) and 0.400 g Raney nickel in 20 mL THF was hydrogenated for 7.5 h at
RT and 25 psi. The catalyst was filtered off and the filtrate was evaporated
down i. vac. . The crude product was purified by column chromatography
(Alox, neutral, act. ll-ill, petroleum ether / EtOAc 4:1).

Yield: 0.510 g (83% of theory)

C11H47CIN2 (M= 212.725)

Calc.: molpeak (M+H)*: 213/215
Found: molpeak (M+H)*: 213/215 (Cl)



]

wo Jopushzeqol peak (MrH) @ 242/244 Rf value: 0.62 pAHR¥2003/011933

di chl or onet hane/ net hanol 49: 1) Internedi ate product
43: Cl NH2 z43a) tert-butyl16
[2-(4-nmethyl -piperidin-1-yl)-ethyl]-carbamnate A

sol uti 10. 00 43 28 I ert-butyl
Ryvalye: BZ‘E\W} 5’%@8‘6‘%&%%@5%%1115: 60 nL (96.000
nmol ) 4-met hyl - pi peridine in 100 nL di chl oronet hane
was stirred for 16 h at RT. The crude product was
Intermeskiaie prodwai@B: Al ox  (neutral, act. I1-111,
di chl oronet hane / MeOH 49:1) and the filtrate was
evaporated down i. vac. . WO 2004/039764
PCT/ EP2@03/ 011933 123 Yield: 6.150 g (78 % of theory)
2ENZQ2 (M- 242.364) Calc.: nol peak (MHH) +: 243
ouhd: peak (M+H)': 243 Rf value: 0.65 (Al ox,
di'thl or onretthane/ net hanol 19: 1) Z43b)
2- (4-met hyl - pi peridin-1-yl)-ethylam ne-bis-trifl uoroac
etate 11.56 nL (150 mmmol ) TFA was added at RT to a
Zmé)l(litd:(zamlgfol-ﬂi-.rﬁt&ﬁl_' bgg#ﬁﬁ40ﬁ?t)hyhpiﬁb?i?ihert b but yl n 100
-(4- 1yl - piperidin-1-yl)-et -carbam nate in
1 hﬁ o 84 w&ﬁgk@-én@]'@wﬁh&'r%ngr%%néqner%ﬂsmy 16

adild HRT 189 JoBRAE(18P23 %%bg?ﬂ&@@pg@@h@%ﬁg tH8 Wixiure

vac. and the resitdue stirr
wag stirirgd fartzefuvier 15 mier detOAd wavaslted, thistdrgeplirese was!

dried jn a HV. The produyct s .obt gi ned a e .
W%ﬁhae-‘f‘f"iﬂﬂ Wakero SE&Y Qt’% %%dflem SpiRd|aie ang eygpgr @%H%"Bf'- vac. .
£ 2 C2HF302 (M= 370.295) Calc.:
C%mﬁoi@ﬁb&%wf% Found: m()l peak (I\/Hng': 143 Z43c)
C4l2= ﬂﬁtbl?é@k ey @eprmEmyl ) - [ 2- (4- met hyl - pi peridin-1-yi)
-ethyl]-am ne :
Found: molpeak (M+H)*: 269/271 (Cl)

Ry value: 0.40 (Alox, petroleum ether).

' Z36b) 3-chloro-4-(4-methyi-piperidin-1-ylmethyl)-phenylamine

Prepared analogously to Intermediate product Z35b starting from 1-{2-chloro-
4-nitro-benzyl)-4-methyl-piperidine (Z36a). The crude product was purified by
column chromatography (Alox, neutral, act. il-lll, gradient petroleum ether /
EtOAC 6:1 — 3:1). |

Yield: 0.930 g (80% of theory)

C13H19CIN2 (M= 238.763)

Calc.: molpeak (M+H)*: 239/241.

Found: molpeak (M+H)*: 239/241 (Ch
Ry value: 0.58 (Alox, petroleum ether / EtOAc 3:1).

Intermediate product 37:




wo Zoogosoresd anal ogously to Internedi ate product ZACREP2003/011933
starting from12.02 g (32 14750 mol )
2- (4- met hyl - pi peridin-1-yl)*ethyl am ne-bis-trifl uoroac
etate, 5.810 g (32.450 mmol)
25chl or@- 1-fl uoro-4-nitro-benzene and 17.94 g (129. 64
). pot assi um carbonate. Yield: 8.85 g (92% of
5% heor C14H20CI NBQ2 (M= 297.787) Cal c.: nol peak
981 300 Found: nol peak (I\/H—|) 298/ 300 Z43d)
2-chl oro N -[2-(4-nethyl-piperidin- yI )-ethyl]-benzen
e-1,4-diam ne Prepared anal ogously to Internedi ate
product Z42b starting from38.715 g (29.270 nmol)
Zﬁ?a)‘éﬂh?r(E)é(El&laomlﬁﬂmbﬁorh&hff Owyyé pReridin-1-yl)
89 %o

am ne. Yiel f theory

0.t24 Ez(@@aﬁaﬂ(ﬂw;\ mladmil)amt@teo 8084550 mmO'? tri-o-

BB LB i P Wb sl 30

g (68.6x mlﬂ%lz talogllmom -lvaioed -ifluoesrabth4Bhdnzdnet eridredli4atral.
uct

(95217 m)oetnylrﬁqry'atep'ﬁem Yl gcetapitrileand gamxtegspdhsi on
7
el iDeL? FieaClofiRyie wes pveparaled down yag and the
residuenyturated mtthtOom Wﬁmxmdat‘eonaﬁltteredmﬁﬂ ared] doed’ih a
eva orat d, down i, . vac. . The, .cru IO
HYo o PRRRIROSS Ve e BDeieist (RACHOR Bleniyahadptner
ppithfigication. Yield: 8.80 g (quant. yield) C8H5CI2NGB
(ME 234.040) Z44b)
Yigld¢ 29dng (qusnd-yigld) o- phenyl ) - N, N-di et hyl - acet ani de At 0

CHRGPAME Rt B E e, 002 )

R value: 0.65 (silica gel, petroleum ether / EtOAc 6:1).

Z37b) (E)-3-(2-chloro-4-trifluoromethyl-phenyl)-acrylic acid
A solution of 5.80 g {145.00 mmol) NaOH in 30 mL water was slowly added to
a solution of 19.1 g (68.61 mmol) (E)-3-(2-chloro-4-triffuoromethyl-phenyl)-
acrylate eth'yl (Z37a) in 100 mL EtOH and the mixture was stirred for 1 h at
RT. EtOH was concentrated by evaporation i. vac., the aqueous phase was
washed with EtOAc and acidified to pH 1with semiconc. aqueous HCI. The
precipitate was filtered off, washed with water and dried in a HV.
Yield: 15.80 g (92% of theory)
C1gHsCIF302 (M= 250.606)
Calc.: molpeak {(M+H)*: 249/250

~ Found: molpeak (M+H)*: 249/250 (CI)
Rr value: 0.50 (silica gel, petroleum ether / EtOAcC 3:1).

Intermediate product 38:




WO%B&/@JW@@ in 50 m. EtOAc was slowy added dfOpV\PéﬁEﬁﬂ)o%ﬂgss
solution of 5.67 nL (54.000 nmmol) diethylamne in
nmL Et OAc, then the cooli ngﬂﬁath was renoved and the
m xture was stirred for 2 h at RT. The reaction
mxture was diluted with EtQAc , the org. phase was
th water and saturated aqueous Nad
d, over sodi um sul phate and evapor at ed
Yigld: 3.70 g (quant yi el d)
Cf 2HF 5C1 N203( VE @ 718) Calc.: nol peak (MH)"
271/ 273 Found: Ypeak (MtH)' : 271/ 273 (a) Rf val ue:
0.45 (silica gel, petroleumether/ EtOAc 1:1) Z44c)
[2-(2-chl oro-4-nitro-phenyl)-ethyl]-diethyl-amne WO
4/ 0 pHEEO RKhy1THPke
Z%J%)aneq(gz-@ﬂ5}(ﬁsc1tﬁ|§yms agﬁﬂ gﬂ:‘gt@% ?ﬁ-t(tgjhgag%yutl on of hyl)-
aczgylacmdeg (13.673 mol )

o0 {0 24 el PR Rl APl Bbad pBody rlfARERt oo
sohetret 6f@) 180 ¥i(0BSovamol ) EMIoSaUashisrovshdnylMagidin-2tileacrylic
L B oot s o

anttthe'm &ﬁﬁe dﬁﬁredtbi%ﬁ gﬂ]elﬁts go%ﬁg(?] ﬂﬁmtk&ﬁsti Snihen

agueous sodi um car bo e aqueous
begrizgiaécohabweas taddet! @d}dvme imikLeAwas slireddon®ihn@te oeggction

ses were washed th ter an satur t ed, agueous
kLS W5 RALTBS) OMlT WalE BDGpe SeRh RIS WARTAIESh AN, The

PrEBRAE AT s phded i Muenc E‘S’ﬁg%ﬁ@ﬁ?d“f SIARR) - vagy
them slired \A@ha&ﬂh&ﬂﬂnd pdaed biveanatddthds ./ Et QAc 8:1 -> 4: 1).
Yiehd, 2. 10, 0% of theory) Cf2Hf 7CI N202 (M-
Y'%‘Q&%R)g@pﬁgﬁ?o@ 63 (Al ox, petroleumether / EtQAc
CﬁH%DIWQ(M 364.835

3-chl oro-4-(2-diet Lyl ani no- et hyl ) - phenyl ani ne
Calc.: molpeak (M+H)*: 365/367

Found: molpeak (M+H)*: 365/367 (Cl)
Ry value: 0.30 (silica gel, dichloromethane / MeOH / HOAC 90:10:0.1).

Z38b) (E)-N-(4-chloromethyl-phenyl)-3-[5-(4-chloro-phenyl)-pyridin-2-yl]-
acrylamide

50 ul (0.680 mmol) thionyl chloride was added to a suspension of 0.190 g
(0.520 mmol} (E)-3-[5-(4-chioro-phenyl)-pyridin-2-yl]-N-{4-hydroxymethyl-
phenyl)-acrylamide (Z38a) in 20 mL dichloromethane and the mixture was
stirred for 2 h at RT . Another 50 L thionyl chloride were added and the
mixture was again stirred for 3 h. The solvent was concentrated by
evaporation i. vac., the residue taken up twice in toluene and concentrated by
evaporation i. vac.. The crude product was obtained as the HCI salt and used
in the next reaction step without any further purification.

Yield: 0.132 g (60% of theory) |

C21H16CI2N20O * HCI (M= 419.741)



woého@fd@%ﬁ‘s' on of 2.00 g (7.790 mmol) PCT/EP2003/011933
2-(2-chloro-4-nitro-phenyl)-ethyl]- diethyl-amne and

O 80 g Raney nickel in THE! 1 hydrogenated for 2.5 h
at RT and 25 psi hydrogen pressure. The catal yst was
filtered off and the filtrate evaporated down i. vac.
Calcyiraplgeak (MoH)" (3R#885/3§T el d) Cf 2HF 9CI N2 ( ME

226.752) Calc.: | peak (M-H) +: 227/229 Found:
Fawnd; eapipeals- 1+ H)goﬁf%%’é@ %%ternedi ate product 45:

I Ak 64 i
Rq’? Eevﬁ oromﬁgﬁ%tro pﬁgnﬁeﬁé)@%{)p 2- yﬁ 0101'%[ @%@% erermonla
90:16:0000 nmol ) propargyl al cohol was added under argon

to 5.013 g (21.200 nmol)
4- br ono- 3-chl oroni t robenzene, 8.72 nL (63. 000 nmol)
hﬁ&ﬂ% 265 g (1.800 mmol)

"ﬁé% trlghen gﬁ%gphlne) pal | adi um(11)di chl ori de and
0. 343 g (1.800 mmol) copper(l)iodide in 50 nL
acetonitriIeCHnd the m xture was refluxed for 4 h. The

aqpkggcnlx-ure was filtered through Celite and the

f|| rate was aporated down i. vac. . The residue
di ssol Et OAc, the org. phase was washed with

mater dried ov@Wzsodlun1sulphate and evapor ated down
i. vac. . The crude product was purified by colum

z '@)%xgi@hﬁes";@f‘sﬁeﬁﬁhpﬁﬁ REPRIR of ner Etv.oé\f’d

At20 5@@) 912 ?Qi’@@%n{dmeﬁ dim %F@@[Q@% if 'MHL%&& 20864 168l .
Rf4 amnalp2- ﬂgogsS(mtm-ﬂnge@@Iand 2.54 mL (19.2

m%[ ‘p;é@[ﬁﬁﬁ%ﬁﬁ%%t qr{ff gﬁ%ﬁ%gbgﬁﬁgﬁqrﬁr@@on atmosphere and

the mixture was stirred for. 2 hours at 0 °C and for 1 hour at ambient

? 211/ 213 und
sozqtznmqfrﬁ 1

temperature. The solvent was removed, the residue was taken up in ethyl
acetate and extracted with water. The organic phase was dried over sodium
sulphate and evaporated down i. vac. . Then it was purified by silica gel
column chromatography with dichloromethane/methanol 9:1 as eluant.
Yield: 3.1 g {71% of theory)

Ct3H20N203 (M= 252.31)

Calc.: molpeak (M+H)": 253

Found: molpeak (M+H)": 253

R value: 0.60 (silica gel, dichloromethane / MeOH 9:1)

Z38b) 4-(2-diethylamino-ethoxy)-3-methyl-phenylamine

3.10 g (12.3 mmol) diethyl-[2-(2-methyl-4-nitro-phenoxy)-ethyl]-amine were
dissolved in 250 mi. ethyl acetate, 0.55 g Raney nickel was added and the
mixture was hydrogenated for 36 hours at 50 psi and ambient temperature.
The catalyst was filtered off and the filtrate evaporated down i. vac. .

Yield: 2.70 g (99% of theory)

Ci13H22N20 (M= 222.33)

Calc.: molpeak (M+H)": 223




wo DodesPsRsi on of 1.25 g (6.808 mmol ) PCT/EP2003/011933
3-(2-chl oro-4-nitro-phenyl)-prop-2-yn-1- ol and 1.00 g
Raney nickel in 50 nL THE hydrogenated for 12 hat
RT and 25 psi hydrogen pressure. The catal yst was
filtered of f and, filtrate was evaporated down i.
Foupd: molvﬁaw%%%gé (quant. yield) C9HL2CI NO (M=
REPAuESTB5 Ealika gelBlcARRbmb ik metBRbLE) Found:
nL peak (?Nﬁﬁo'?’else/ PR AePetaRtY ) 33 (silica
gel, dichloromethane / MeOH 19: 1) Z45c)
E) - N-[.3- chl,or,0-4- ( 3- hydr oxy- propyl ) - phenyl ] -3-(2-chl o
'“&%)-"'Lﬁléh%tﬁ&ff’d 4c9rret hyl - ph enyl)-acrylam d e Prepared
anal ogously to Intermedi ate product Z32a starting from
(BE)-3e(2- chloro-&-trifluoronethyl-phenyl)-acrylic
agi dyF%S?b) and 3} (2-chl oro-4-nitro-
oyl rNpropa ~ The crude product was purified by
col um }chromat §graphy (silica gel, petroleum ether /
Et CAc 1:1). WO 2064/939764 PCT/EP2003/011933 127
“Yield: 1.800 g (63% of theory) CIl19Hf 50 2F3NO2 (M-
418.246) Calc.: nol peak (MtH) +: 418/ 420/ 422 Found:
Z 403\ akrt OMidy carbbh§l-N3REthy R A-Q-ehlord 8 dhitro-phenoxy)-ethyl}-
(E))- N-[4- ( 3- br ono- pr opyl 1;”'%3[ cﬁ or o- phenyl ]p 3-( 2y-)chl %]r 0
amme trifl u oronethyl-ph enyl)-acrylanide 0.577 ¢
| _ L) . | . ' 2o
R oA hBASRYEEAR8S 1y ARt SO
frérm2. 00 G341 ¢ 11 @il B3-chlohy-driutrepitegenzene, 2.10 g (12.0 mmol)
phenyl | - 3-% chl oro-4-trifl uoronethyl - henﬁl ).- acr)fl am
Ndgrt Shto>gcadenyl-Nometby-aryrasthargl agr thadenmoio
el QK0 and the mxture was stirred for 48
scﬁfgﬁ r&?he%@)@g{;@pbn m xture was purified by colum
- Yieht Goit ot dp Ry ol thebnda gel , di chl oronet hane) and t he

C,Zﬁ?g'.(ﬂkﬁo‘é"?ﬁl:t:{éot.ﬁ)at ed‘ wi th petrol eum et her.
Rr value: 0.35 (silica gel, petroleum ether/ethyl acetate 4:1)

Z40b) 4-(N-tert.butoxycarbonyl-2-methylamino-ethoxy)-3-chloro-phenylamine
The product was obtained analogously to Intermediate product 29b starting
from 4.19 g (12.7 mmol) N-tert. butoxycarbonyl-N-methyl-[2-(2-chloro-4-nitro- |
phenoxy)-ethyl}-amine by hydrogenation with 500 mg Raney nickel at 3 bar.
Yield: 3.68 g (94 % of theory) '

C14H21CIN2O3 (M= 300.78)

Calc.: molpeak (M+H)": 301/303

Found: molpeak (M+H)": 301/303

R value: 0.60 (silica gel, dichloromethane/methanol 19:1)

Intermediate product 41:




wo oglogb7e®. 620 g (64% of theory) Cf OHf 5Br Cl 2F3NRL{/F2003/011933
481. 143) Calc.: nol peak (MtH) +: 480/ 482/ 484/ 486 Found:
nol peak (M+H) ' : 480/ 482/ 48k g6 (Brd2) Rf value:
0.81 (silica gel, dichloronethane) Internediate
product 46: NH2 Z46a)
2-(2-chl oro-4-nitro-phenyl)-1-(4-nethyl-piperidin-1-yl

{fearsi
e e

¢ Prasiushwiag Ioptained 9nal@.pg$ly iatgeroduct 29a starting

Gt e o SR e g

Nﬁeﬂlbmh@waﬂidhgr-amlrﬁteﬁbMOl ahd 8266hg (17.1 mmol) sodium hydride
2 2-chl oro-4-nitro-phenyl)-ethyl]-4-nmethyl-piperid
(5 )2004/ 039764 PCT/ EP2003/ 011933 128 Pr epar ed

I o nmedi at e product Z44c starting from
%5@0%99 oggé%é 8t {HY6R)
le-hf(bll\b@e(iyﬂ:)?rﬂ‘}?(% rret hyl - pi.peri di n-1-yl ) - et hanone.
The crude ug purified by colum
Caker- SnelPsg ﬁ}ﬂﬁ% (%If’é neutral, act. Il-111, gradient
Fo@id: %@Haél@g\hﬂ{) J3{Ejfpc 8:1-* 6:1). Yield: 0.820 g
(57% of the C14H19C N2O2 (M= 282. 773; Rf val ue:
Rovatge:(G#b (&Ia:@@ﬂel pelstleumeztherethgraget@edat) 2: 1) z46¢)
3-chl oro-4-[2-(4-methyl -pi peridin-1-yl)-ethyl]-phenyla
m ne Prepared anal ogously to Internedi ate product

Zlﬂﬂdtl—ﬁﬂ@érz bl]ﬂ)t géékiﬂibﬂiylﬁﬁ-agrﬁno-’"etﬁd?dy??ﬂcrﬂ%lb ZO@W% f
Th!eh @Eﬂfgl}i wagehtal'y@d\ghglgéggég tgbﬁyrlrgﬁd@te prﬁéugig%éb staort%g
rdl D5y 3% ARl MM ButdBLRBRKyI B ELchior2@ nfir ph&hdxy)-
ethyl]-amine by hydrogenation with 500 mg Raney nickel at 3 bar.

Yield: 1.95 g (81 % of theory)

C13H1CIN,O3 (M= 286.76)

Calc.: molpeak (M+H)": 287/289

Found: molpeak (M+H)": 287/289

Rr value: 0.55 (silica gel, dichloromethane/methancl 19:1)

Intermediate product 42:

Cl

Ny
) NH,

Z42a) N'-(2-chioro-4-nitro-phenyl)-N,N-diethyl-ethane-1,2-diamine

9.440 g (34.120 mmol) potassium carbonate was added to a solution of 4.96
mL (34.160 mmol) N’ N'-diethyl-ethane-1,2-diamine in 64 mL DMF and the
mixture was stirred for for 15 min. at RT. 6.120 g (68.240 mmol) 2-chloro-1-
fluoro-4-nitro-benzene was added and the resulting mixture was stirred for 16
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met hod | (TBTU coupling): JTriethylamne (1.5 eq.) or
N- et hyl di i sopr opyl am ne (11.555€q.) and TBTU (1.0-1.5
eq.) are added successively to a solution of

n R THaesartin midus® i dadied PR Boaath tuePRREIGRO was
filtdradioffind dﬁiﬁbamdmhmrbrﬁ_ﬁ@bmyg e hatttale asnd-HIOC
before the amne (1.0 eq.) 1is added. The reaction is

dishioreragthape / e d®Bs - 24 hours bet ween anbi ent
before sem sat urat ed NaHCG3
VERTRRIC g a B is8),

is’'a ter extraction of the aqueous
CphhslINgDs (MELDAT49)e or gani ¢ phase is dried over
magnesi u | pha e solvent is renoved using the
C?'St-é‘i@p%%éa?éyoé?mygrt her purification is carried
FOUH: PYolSA M+ Q1T eppbogr aphy or crystallisation. The
reacti o|r91 nagm-gl Zo E%lzcarri ed out in a Chenspeed
Renatlgere. 72 (Slpr; dieklosemeth@he/nfiethanoli4¥yt conpounds wer e

prepared according to general working nethod I: F F F
+ RI,NHH(Edukt) RL N HF while in the Tabl e that

z:tzu)Izo&pﬁorfohﬁ'-%axéwmabeetﬁ?mib_@ﬁéeW1Mﬂ@iaﬁ@ﬁéi al
formula R -NH and the asSoci ated carboxylic acid

A sdspensian ef 81860 532y Or emal e c@-ehlorordraitcrpheryd bMing
L oBRhSBE St 5 4 0 HEE B R A T u
hydrogenated for 7 h at 20 psi hydrogen pressure. The catalyst was filtered
off, the filtrate evaporated down i. vac. and the residue purified by column
- ' chromatography (Alox, neutral, act. il-lll, gradient dichloromethane / MeOH
100:0 — 24:1).
Yield: 6.150 g (78 % of theory)
C12H20CINs (M= 241.766)
Calc.: molpeak (M+H)": 242/244
Found: molpeak (M+H)": 242/244
Ry value: 0.62 (Alox, dichloromethane/methanol 49:1)

~ Intermediate product 43:

R

Jena ol
NH,

Z43a) tert-butyl [2-(4-methyl-piperidin-1-yl)-ethyl]-carbaminate

A solution of 10.00 g (43.280 mmol) tert-butyl (2-bromo-ethyl)-carbaminate
and 11.60 mL (96.000 mmot) 4-methyl-piperidine in 100 mL dichloromethane
was stirred for 16 h at RT. The crude product was filtered through Alox
(neutral, act. lI-1il, dichloromethane / MeOH 49:1) and the filtrate was

evaporated down i. vac. .
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101Z710C22H23Cl 2F3N2C3491/ 4 4544 L, J /1 [MtH *(A)
omN , H2~N~-Z11bC22H23Cl 03470/ 4720. 3664
[MeHE (A) J \, N H WD 2004/ 039764 130

%ﬁiﬁﬁ?%ﬁ%ﬁﬁ‘ 3712bC23H27Cl F3N302470/ 4720. 2244 N

g\hﬁmfga%amzozwsl 475/ 40. 4221 J 77 [ MrH] +(A)
N-\ H 57 bC25H29CI F3N302496/ 4980. 3048 ani' [ MtH +( A)
Calc.: molpeak (M+H)":

Found: molpeak (M+H)": 243
R value: 0.65 (Alox, dichloromethane/methanol 19:1)

Z243hb) 2-(4-methyl-piperidin- 1-yl)}-ethylamine-bis-trifluoroacetate

11.56 mL (150 mmol) TFA was added at RT to a solution of 8.500 g (35.070
mmol} tert-butyl [2-(4-methyl-piperidin-1-yl}-ethyl]-carbaminate in 100 mL
dichloromethane and the mixture was stirred for 16 h at RT. The reaction
mixture was evaporated down i. vac. and the residue stirred with ether. The
precipitate was filtered off, washed with ether and dried in a HV. The product
was obtained as the bis-trifluoroacetate salt.

Yield: 12.10 g (93 % of theory)

CgH1gN2 * 2 CoHF 30, (M= 370.295)

Calc.: molpeak (M+H)": 143

Found: molpeak (M+H)": 143

- Z43c}) (2-chloro-4-nitro-phenyl)-[2-(4-methyl-piperidin-1-yi)-ethyl]-amine
Prepared analogously to Intermediate product Z42a starting from 12.02 g
(32.450 mmol) 2-(4-methyl-piperidin-1-yl)}-ethylamine-bis-triflucroacetate,
5.810 g (32.450 mmol) 2-chloro-1-fluoro-4-nitro-benzene and 17.94 g (129.64
mmol) potassium carbonate.

Yield: 8.85 g (92% of theory)
C14H20CIN5 O, (M= 297.787)
Calc.: molpeak (M+H)": 298/300
Found: molpeak (M+H)": 298/300

Z43d) 2-chloro-N*[2-(4-methyl-piperidin-1-yl}-ethyl]-benzene-1,4-diamine
Prepared analogously to Intermediate product Z42b starting from 8.715 g
(29.270 mmol} {(2-chloro-4-nitro-phenyl)-[2-(4-methyl-piperidin-1-yl)-ethyl]-
amine.

Yield: 7.00 g (89 % of theory)

C14H22CIN3 (M= 267.805)
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Ry value: 0.60 (Alox, dichloromethane/methanol 49:1)

Intermediate product 44:

Z44a) (2-chloro-4-nitro-phenyl)-acetyl-chloride

A suspension of 8.100 g (37.571 mmol) (2-chloro-4-nitro-phenyl)-acetic acid in
40 mL thionyl chloride was refluxed for 2 h, cooled to RT and evaporated
down i. vac. . The crude product was used in the next reaction step without
any further purification.

Yield: 8.80 g (quant. yield)

CsHsCLNO3 (M= 234.040)

Z44b) 2-(2-chloro-4-nitro-phenyl)-N,N-diethyl-acetamide

At 0 °C a solution of 3.20 g (13.673 mmol) (2-chloro-4-nitro-phenyl)-acetyl-
chloride in 50 mL EtOAc was slowly added dropwise to a solution of 5.67 mL
(54.000 mmaol) diethylamine in 50 mL EtOAc, then the cooling bath was
removed and the mixture was stifred for 2 h at RT . The reaction mixture was
diluted with EtOAc, the org. phase Was washed with water and saturated
aqueous NaCl solution, dried over sodium sulphate and evaporated down i. -
vac. .

Yield: 3.70 g (quant. yield)

C12H1sCIN2O3 (M= 270.718)

Calc.: molpeak (M+H)": 271/273

Found: molpeak (M+H)": 271/273 (Cl)

Rr value: 0.45 (silica gel, petroleum ether / EtOAc 1:1)

Z44c) [2-(2-chloro-4 -nitro-phenyl)-ethyl]-diethyl-amine
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over sodium sulphate and evaporated down i. vac. . The crude product was

purified by column chromatography (Alox, neutral, act. lI-1ll, gradient
petroleum ether / EtOAc 8:1 — 4:1).

Yield: 2.10 g (60% of theory)

Ci12H17CIN202 (M= 256.734)

R value: 0.63 (Alox, petroleum ether / EtOAc 3:1)

Z44d) 3-chioro-4-(2-diethylamino-ethyl)-phenylamine

A suspension of 2.00 g (7.790 mmol) [2-(2-chloro-4-nitro-phenyl)-ethyl}-
diethyl-amine and 0.80 g Raney nickel in THF was hydrogenated for 2.5 h at
RT and 25 psi hydrogen pressure. The catalyst was filtered off and the filtrate
evaporated down i. vac. .

Yield: 3.70 g {quant. yield)

C12H1sCINz (M= 226.752)

Calc.: molpeak (M+H)": 227/229

Found: molpeak (M+H)": 227/229 (Cl)

intermediate product 45:

Ci

Br o]
o]

NS
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prepared: OR Cl (Edukt) O RI while in the Table
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1.099TR! BId0/mites] haBhRy AR weaied iRiBrtheon to 5.013 g
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paﬁéaﬁ’ﬂi(ﬂ?dléh[oﬂ@é and 0.343 g (1.800 mmol) cop er(l)lodlde in 50 mL
(2-chloro-4-trifluoronethyl - penoxp)) [ 4- (2-di et hyl

acgiomiblecambite mxduresvao reflusad fign4 haBa@ aﬁﬁca@n mixtysg was
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over sodium sulphate and evaporated down i. vac. . The crude product was

purified by column chromatography (silica gel, petroleum ether / EtOAc 3:1)

and by trituration with petroleum ether.

Yield: 2.550 g (67 % of theory)

CsHeCINO3 (M= 211.6086)

Calc.: molpeak (M+H)™: 211/213

Found: molpeak (M+H)": 211/213 (Cl)

R; value: 0.38 (silica gel, dichloromethane / MeOH 50:1}

Z45b) 3-(2-chloro-4-nitro-phenyl)-propan-1-ol

A suspension of 1.25 g (6.808 mmol) 3-(2-chloro-4-nitro-phenyl)-prop-2-yn-1-
ol and 1.00 g Raney nickel in 50 mL THF was hydrogenated for 12 h at RT
and 25 psi hydrogen pressure. The catalyst was filtered off and the filtrate was
evaporated down i. vac. .

Yield: 1.26 g (quant. yield)

CeH12CINO (M= 185.655)

Calc.: molpeak (M+H)": 186/188

-Found: molpeak (M+H)": 186/188 (Cl)
Ry value: 0.33 (silica gel, dichloromethane / MeOH 19:1)

Z£45c¢) (E)}-N-[3-chloro-4 -(3-hydroxy-propyl)-phenyl]-3-(2-chloro-4-
trifltioromethyl-phenyl)-acrylamide
Prepared analogously o Intermediate product Z32a starting from (E)-3-(2-

- chloro-4-trifluoromethyl-phenyl)-acrylic acid (Z37b) and 3-(2-chioro-4-nitro-
phenyl}-propan-1-ol. The crude product was purified by column

chromatography (silica gel, petroleum ether / EtOAcC 1:1).
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chrema:lu@'away (pilica geleduchbor@mbumm) ahdahategdep s tdtulated
di chl oronet hane / MeOH 9:1). Yield: 77 rrg (61 %

glﬂpﬁ HOEUY €tes) H260 2N2O4 (M= 441.358) Calc.:
VI REEk K, drheads aes ) Found: ol peakc (e
Cotib EBIE I srabiO e 481MBI3Y 9: 1)
Calc.: molpeak (M+H)": 480/482/484/486
Found: molpeak (M+H)": 480/482/484/486 (BrCl,)
R value: 0.81 (silica gel, dichloromethane)

Intermediate product 46:

Ci
N\/b\
NH,

Z46a) 2-(2-chloro-4-nitro-phenyl)-1-(4-methyl-piperidin-1-yl)-ethanone
Prepared analogously to Intermediate product Z44b starting from (2-chloro-4-
nitro-phenyl)-acetyl-chloride (Z44a) and 4-methylipiperidine.

Yield: 1.050 g (77% of theory)

C14H17CIN2O3 (M= 296.756)

Ry value: 0.51 (silica gel, petroleum ether / EtQOAc 1:1)

Z246b) 1-[2-(2-chloro-4-nitro-phenyl)-ethyl]-4-methyl-piperidine
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YiaRl: 0182004 (P86 R NRRR5/ 427/ 4290. 3169 % [ MrH *(A) o I/y

242%3022(3m30 2EN203429/ 431/ 4330. 3466 % /u J [ MeH +( A)
Ctle M7 28e771 D 6C12N205469/ 471/ 4730. 3040 %

RJMG’(Q. dr (silica gel, petroleum ether / EtOAc 2:1)

Z46c¢) 3-chloro-4-[2-(4-methyi-piperidin-1-yl)-ethyl]-phenylamine
Prepared analogously to Intermediate product Z44d starting from 1-[2-(2-
chloro-4-nitro-phenyl)-ethyl}-4-methyl-piperidine.

Yield: 0.820 g (57% of theory)

C14H2:CINy (M= 252,790}
“Calc.: molpeak (M+H)": 253/255

Found: molpeak (M+H)": 253/255 (Cl)
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Rf value: A= (silica gel, di chI oronet hane / MeCH 9:1)
Tigsthylaimine & . ek,) dthNatyidiisopropytamine (1.5eq.) and TBTU (1.0-1.5

eq.) are added successively to a solution of carboxylic acid (1.0 eq.) in THF or
DMF. Depending on the carboxylic acid the mixture is stired for 10 minutes -
12 hours between ambient temperature and 40°C before the amine (1.0 eq.)
is added. The reaction is stirred for 30 minutes - 24 hours between ambient
temperature and 40°C, before semisaturated NaHCOj3; solution is added. After
extraction of the aqueous phase with EtOAc the organic phase is dried over
magnesium sulphate. The solvent is removed using the rotary evaporator;
further purification is carried out by column chromatography or crystallisation.
The reaction may also be carmied out in a Chemspeed automatic synthesiser.

The following compounds were prepared according to general working

method I;

a
- Ri. _H M
o} + \rlq/ - R1\|‘»|] O
; 5 H F
‘ F

F {Eduid) 13

while in the Table that follows the products are defined by the partial formula
R'-NH- and the associated carboxylic acid educts are defined by reference to
the corresponding Example number of the intermediate product.

Exa- [R'NH- Educt |Empirical formula Mass Rs Yield (%)
mple spectrum value
1 ol Z10 CooHasClF3N2Os  |491/493  (0.45 |44
N0 +
@ @, e
i
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PN MHF |(A)

) v
H
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Lit.: known from the literature
Eluant: A) dichloromethane / MeOH / conc. aqueous ammonia = 90:10:1
B) EtOAc / MeOH / conc. aqueous ammonia = 90:10:1

General working method I

A solution of 1.0 eq. acid chloride in THF is slowly added dropwise to a
solution of 1.0 eq. of 3-chloro-4-(2-diethylamino-ethoxy)-phenylamine and 4.5-
6.0 eq. of triethylamine in THF at 5°C. The reaction mixture is stirred for 3
hours at 25-30°C, filtered off and washed with THF. The filtrate is evaporated
down i. vac. and the residue purified by column chromatography. The
intermediate product is dissolved in acetonitrile, acidified with ethereal HCI
and precipitated with ether. Further purification is carried out by

recrystallisation.

According to general working method Il the following compounds were

prepared:
\_> . o _Ri \_>
Ly, T —
4 D
3 (Edukt) . W 250

Q
I
R1

while in the Table that follows the products are defined by means of the group
R'-. The associated amino educts are commercially available and/or known

from the literature.
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45¢' C21H26CI 2N203425/ 427/ 4290. 1954 % [ MrH] +( A)
A6C26H34CI 2N203493/ 495/ 4970 2462 %4 [.MeHI+=(A a A70

Examp 2 Fo6C12N205469/ afEMayisposage dMalina, ( A)Yighd (%)
1e48C21H26C12N204441/ 443/ 4450. 3180 %E H +(A) a
49C20H23Cl 3N203445/ 4/47/ 449/ 40. 26( A)66 % 51| [ MrH + a
180D 2004/ 764 138 PCHHREDOGR1M93386- 63
50C27H3 N203501/ 5Q34B05[ 0. 3693 % oo
N cl
17 Q/Cl C20H24C|2N203X 171- - 62
| HCI 172°C
18 CooHosCloN O3 x| 183- 63
/Q HCI 185°C
Cl
Example 19:

F

F

| F

L b T
\/N\/\oj@/ © cl

- 19)  2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[4-(2-diethylamino-ethoxy)-3-
methoxy-phenyl]-acetamide
171 mg (0.82 mmol) of CDI was added to a solution of 185 mg (0.73 mmol) of
(2-chloro-4-trifluoromethyl-phenoxy)-acetic acid (cf intermediate product Z2b)
in & mL tetrahydrofuran and the reaction mixture was stirred for 30 minutes at
50°C. Then 0.1 mL (0.73 mmol) of triethylamine and 200 mg (0.73 mmol) of 4-
(2-diethylamino-ethoxy)-3-methoxy-phenylamine (see intermediate product
Z6b) were added and the solution was stirred for 16 hours at RT. The reaction
- solution was added to water and stirred for 45 minutes at RT. After filtration
the residue was dried in the circulating air dryer.
Yield: 170 mg (49 % of theory)
C22H26CIFaN2O4 (M= 474.912)
Calc.: Molpeak(M+H)": 475/477
Found: Molpeak (M+H)": 475/477 (Ci)
R value: 0.30 (silica gel, dichloromethane / MeOH / conc. agueous ammonia
90:10:1). '




wo Mblitbad78d Cl 51C26H28C12N203487/ 489/ 491 [ 0. 368BcHER2003/011933

MtH *(A) Cl1 5201C20H23C 2FN203429/ 431/ 433[ 0. 3664 %
M-H +(A) F 53C24H27C1 N2034333 4290. 3284 9% [ MrH] +( A) 540
NH, C21H25C12N304454/ 456/ 458[ 0. 0872 % ~' ' MtH] " (A) a 550
NC27H29C12N304530/ 532/ 534[ 0. 2348 % . 1M+H +(A) Cl K
value: A= (silica gel, dichloronmethane / MeCH 9:1)

Eﬁﬁrﬂﬁfeaio:\’\m king method 111 (phenol alkylation I):
Phenol (2.0 eq.) and potassium carbonate (3.0-5.0 eq.)

are added -successively to a solution of the al kyl
brom de (see internediate pgoduct Z1 ¢c) (1.0 eqg.) in
DMF. The m xture i/s\s,t\iﬁdse for 48-72 hours at RT
under a nitrogen ~athosphd b foorecbei ng added to
water. After extraction of A phase wth
Et OAc the organic phase is dried ov gnesi um
sul phate. The solvent is renoved using the rotary
evaporator; further purification is carried out by
2@p| wZAR dkdichitatosgihermixy )-Di-[ ey dictiyidrsiabiathoxyd3-methoxy-
2004/ 039764, 139 PCT/ EP2003/ 011933
phenyl}-acetamide - _
A solution of 70 mg (0.290 mmol) of (2,4-dichloro-phenoxy)-acetylchloride in
0.5 mL dichloromethane was added fo a solution of 66 mg (0.278 mmol) of 4-
(2-diethylamino-ethoxy)-3-methoxy-phenylamine (intermediate product Z6b)
and 96 pbL (0.56 mmaol) of ethyl-diisopropylamine in 1.5 mL abs.
dichloromethane and the mixture was stirred for 15 hours at RT. The reaction
mixture was evaporated down i. vac. and the residue was purified by column
chromatography (silica gel, dichloromethane / MeOH 9:1).
Yield: 77 mg (61 % of theory)
Cz1H25C|2N204 (M= 441 358)
Calc.: Molpeak(M+H)": 441/443/445
Found: Molpeak (M+H)*: 441/443/445

R¢ value: 0.32 (silica gel, dichloromethane / MeOH 9:1)

The following compounds were prepared analogously to Example 20:

Cl

o) cl ' 0
cl + Edukt ee—— N
¢l cl

while in the Table that follows the products are defined by means of the group
R and the associated educts are defined by reference to the corresponding
Example number of the intermediate product or are given as known from the

literature (Lit.).




Wwo Ae§0idteng to general working nmethod 111 the foptprbi@dsnt193s

conpounds were
Table that follows the pro

of

commerci al |y avai |l abl e.

the group R

pr epar ed:

Ck YN~.~C R1L while in the
ts are defined by means

and the associ ated educts are

ExanpRLEnpi ri cal

formul aMassRfYiel d Iespectrunvalue(@@

Ex®TRLL- TZ6CTTNZO35 T RGO B edificbHhdie”) Mass R {Yield
57%r C24H26Br CI N2085p5/ 507 5090. 4220 [ M+H| +( A)
MBBBr C21H27Br Cl N2CB4B9/ 471/ 4730. 3349 [ MriHspgatjunsoF |valu | (%)
o FC21H24Cl F3N2CB445/ #470. 3256 F[ MrH] +( A)
600C231- 129C1N20443B/ 4350, 3723 [ MrH| +(A) 61Cl ©
21 C41HZ6CIZNZUBAZ5] 4R if, 429 A4 A€ LINYOH] +( M52/dSR/487 [0.12 |65 %
oI R C12N304468] 471 3720, 2T MR +( A ; °
63Br C2RH23Br CI N2CB4B3/ 485/ 4870. 3248 [ MriHM+H) wo | (A)
2004/ 033764 140 64 [C23H26CI N303 428/ 430| [ MH]
PCT/ @520(9]@11933
\*
22 N Lit.  |CaHxuCLN.O> 395/397/399 |0.38 |46 %
\/NT [M+H]" (A)
\t
23 N Lit.  [C2HClLN2O3 42574277429 [0.31 {69 %
\/Njﬁ [M+H]+ (A)
) Q
0N
24 F Z8b CooH23CloFN2O3 429/431/433 [0.34 |66 %
/\N/_\/O +
0
25 OO~  |Z7b  |CzaHzClN0s 469/471/4737]0.30 [40 %
/\N/\/o\é [I\/|+H]+ (A)
J -
26 /\N/\/OO Z5b | C20H2CLN-O3 4117413/415 [0.33 |89 %
/ . [M+H]" (A)
27 N o Lit.  |Co1H2sCLN3O3 438/440/442 [0.28 |52 %
S,




RS

WO%OZ/%SQ?%A\) 12 Eluant: A) dichloronethane / MeOHptT/EP2003/011933

anmonia = 90: 10: 1 General working nethod IV
(phenol al kyl ation 11): Brot®acetyl bromide (1.0 eq.) in

di oxane i s added dropwi se to a solution of the
aniline (see internepdiate product Z1 b) (1..0-eg)

2BMF at _1DC Then [485 KewaHeGldNaks ] Fb0/4R2 and 040 |36 %
phenol 81,1,0 eq.) in|DVMF and pot assi umtELl\t/H-H ut oxi ﬁg

(2.]0 ¥®qg.”y 1 ent - but anol| are added sucgessi vel y.

mxture is ted to 80G for 4 hours. DWF is

el ijm nated in vacuo|and the residue is |dissolved |n

Et- DAe—TFhe—ethyl—acptate Solpt-gR-S masbﬂg 1x "tﬁ)ﬁq 849
29, 4208 sol ut16n. Hdn 2 At ey - TAIOHOBREC, 0. 0

el ijm nated i n 48 Further purificatigg+Hy carriggd

out! by col soimlichronht ography. According |to general
wor(Ki @ net hI V the foll owi ng conmpounds were

prepared: H “€fS.~ [N, ~ } Rl (Edukt) whille in the
Tahl e that follows the prioducts are defijned by neahs

f—t otp—-Rt—anp-{-he §§%l )
orhier b a avai | aprs. Exfa’r?p%E"l‘ntw‘gﬁ1 4 cal| 83 0.48 135%

forimutaMassRiYiel d (% | espectrunval ue |[[M+H]" (A)
65FC21H23Cl F3N30649D/ 4920, 246 [ MrH +(A) [o N O WO

NnNaAl NA07 4 1 41 DOT/ FDboNNN/ N1 102212

ez possse| Too o8 LN o+ SR 10412 (035 0%

- ~. [M+H]* (A)

Rr value: A= (silica gel, dichloromethane / MeOH ©:1)
| B= (silica gel, EtOAc)

Example 32:

ci
/\N/\\/O\@ o i
SRR
H

32)  2-(3-chloro-biphenyl-4-yloxy)-N-[3-chloro-4 -(2-diethylamino-ethoxy)-
phenyl]-acetamide

65 mg (0.47 mmol) of potassium carbonate was added to a solution of 70 mg
(0.159 mmol) of 2-bromo-N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-
acetamide-hydrobromide (intermediate product Z1c¢) and 64 mg (0.314 mmol)
of 3-chloro-biphenyl-4-ol in 1 mL of abs. DMF and the mixture was stirred for
1 hour at 40 °C and for 15 hours at RT. The reaction mixture was diluted with
dichloromethane, the org. phase was washed with sat. aqueous sodium



WO 2%09% Q4FQSBT 2Cl N205583/ 85/ 87/ 890. 507 "" P [Mﬁ&ﬁégﬁém”g:gg
80C25H29CI N204455/ 4570. 2413 [ MeH] +( A)

69aC20H22C 4N20B479/ 81/ 83/6¥%0. 2810 a/ 87 [ MtH| +(A) a
70aC20H228r Cl 3N2CB521/ 23/ 25/ 270. 2810 B [ MtH +(A) a

bn?%r g@g o 4N2G34 v 79/8]62%30 SN '\éhéwn;rg@phgte. Column

TG AP s o

Yield: 51 mg (67 % of theory)

CasH2sCizN20O3 (M= 487.431)

Calc.: Molpeak(M+H)": 487/489/491

Found: Molpeak (M+H)": 487/489/491 (Cly)

Rs value: 0.43 (silica gel, dichijoromethane / MeOH 9:1)

the following compounds were prepared analogously to Example 32:

¢l
/\N/\/ o\@\ +  Edukt e o\@\ o)
H—Br JJ\/Br ) NJ\/O\R

- while in the Table that follows the products are defined by means of the group

R and the associated educts are commercially available.

Exa |R Empirical formula | Mass R¢ Yield (%)
mpl o spectrum value

e

33 C21H2sCloF3N2O3  1479/481/483  |0.34 67 %

[M+H]" (A)

C24H32CI2N203 467/469/471 10.31 63 %

35 C2oH26CloN2Os5 469/471/473 10.30 80 %
[M+H]" (A)

O

36 CooHz3Br2CIN2Os | 933/535/637 | 0.31 82 %

[M+HJ* (A)

A

34 < )
\@\ﬁ M)’ (A)




RN

WO zQ)bMEés#@:{“
PCT/ EP2003/ 011933 142 75)

:1 Exanple 75:

01/INjO O cl
13t hy

Cl WD 2004/ 039764

A) dichloronmethane / MeOH / anmoni apET/ER2003/011933

(2-{2-chl oro-4-[2-(2, 4-di chl oro- phenoxy) - acetyl am noj -

- 75 n
3t rileth Iam ne and 7%%@2%[?8%@’9’”495” 025 74 %
N[S}@:ro-4-(2- 95 M+
0XQ- e ) - phenyl ]+ 2- (2, 4-di chl oo phen(]>xy) aC(—):t am de
was added to a suspension._of 45 my (0 36 mml) of
38refhyl “ani no- acet at KChablaBsEMNz de5PH587/599 [0.36 |80 %
di chrmhane / THE (1:1). 114 rrg‘é_(_ Q54 Mo )A)of
sodi u acet oxybpr ohydri de was del}l and t (e
mxture was-stirredl for 3 haours atf 100 of 2 N .
3%qleou§ sodi um car bdrates@al4i on 9«)&%’%@6@@ affi3Bnhe |60 %
aqueb@ghase was eikhaustively ext {"Ed with )
chllor M The conbpined org. ext ac wer e jﬁ‘l ed
over nagnesi um sul phate, evaporated down ji. vac. and
4Gunified by col um mbleaiildduQephy | $85MRE& P! | 0.8 QAC| 95 %
MeQOH~9"1). Yield: 701 nmg (78 % of ttbﬁg t) A
CIoHICIaN OB (M= 4B1. 733) Cal c. : |BPHEAK(MH®) 261
| 463/ 465/ 467 Found; Mol peak (MtH)': 461/ 463/ 465/ 467
41C3) BRf val ue: 0. 32oHsiBrChdl.0el | 488/8d)4908M4e | 0.32 57 %
f ol ewAg conpounds| were prepared usly
Exanp (5: C C +H Edukt while IYSEE&H%QN e 1¢9§t
foll ows tHe productis are defined by means of the group
42 - Ca24H27CIN2O5 4271429 0.31 78 %
[M-+H]" (A)
43 C22H29CIN2O4 405/407 0.30 73 %
N
@L [M+H]* (A
44 i CaoHzCLENZOs  |429/431/433 026 |74 %
“@ [M+H]' ()
Cl .
45 o C21H26CIaN20O3 425/427/429 |0.19 54 %
“@ [MeH )
46 C26H34CIoN203 493/495/497 0.24 62 %
gL [M+HJ (A)
>,
cl
47 OO C22H26CloN2O5 469/471/473[ (0.25 68 %
‘5 M+H]" (A)
al
48 o C21H26ClaN2Oy 441/443/445 |0.31 80 %
“@ [M-+H]" (A)
cl
49 - G C20H23C1aN2O3 445/447/449/4 1 0.26(A) |66 %
Q:c: 51[M+H]}"




Woﬁogfagbﬂ;me associ ated educts are commercially
avai | abl e.
npl spect rumval ue( %
76C21H23C13N203457/ 459/ 461/ 4630. 3066 % n [ MtH ' (A) WO

ExaREnpi ri cal

e

f%rml aMassRf Yiel d

PCT/EP2003/011933

2004/ 039764..143 _PCT/ EP2003/ 011933 77GN 5
ekt GaAss) 0870 9 {A0RRARA] 036 |93 %
161/ 463/ 4650. 187231 0j [ M-H] yB)
549/ 551/ 5530. 1952 ¢ (A
174/ 476/ 4780. 3166 % N N [ MHH] +(A)| /
SG20H24C13NB03460/ 462/ 464/4660. 1942 %
2025230 3N203505/ 507/ 809/ 5110 6178 % \ -
N B) 83(C22H2H 3 473 BTEBRAR 418460, (83 %
[ MiH ®(B) 841 1C23HR1C13N203479/ 48}1 498/ 4850. 1669 %
N
Cl
52 i C20H2sClFN2O3  |429/431/433[ |0.36 |64 %
AN
M+H]" (A)
F
53 ‘ C24H27CINzO3 4271429 032 |84 %
‘\ | M
54 | O M CoiHsChNzOa | 4547456/458] [0.08 |72 %
el ' S
Cl
55 | o W C27H2sCLN:Os | 530/532/534] |0.23 |48 %
»\é\@ M-+H]* (A)
(s}
R value: A= (silica gel,. dichloromethane / MeOH 9:1)

General working method lll {(phenol alkylation 1):

Pheno! (2.0 eq.) and potassium carbonate (3.0-5.0 eq.) are added

successively to a solution of the alkyl bromide (see intermediate product Z1c¢)
(1.0 eq.) in DMF. The mixture is stirred for 48-72 hours at RT under a nitrogen

atmosphere, before being added to water. After extraction of the aqueous

phase with EtOAc the organic phase is dried over magnesium sulphate. The

solvent is removed using the rotary evaporator; further purification is carried

out by column chromatography or crystallisation.




N

val ue: A= (sil

gel ,

g7l 139

WO ZP%QE%H] +(B) 85aC28H30C13N203583/ 585/ 587/ 58
+(B) ti 86C27H28C13N303548/ 550/ 552/ 5540.

N+ \[MtH] (B) (tNHti
C22H19C13N203465/ 467/ 469/ 4710. 5158 % .
di chl oronmet hane / MeOH 9:1) B=

%%1?@%?03%1 1033

~[ MkHL+(C) Rf

Aqesirging 4o @eneratwe&@mg methed || the f@MW'nEtC@quunﬁéwe
pr%‘E%% General working nethod V (reductive am nation):
804/ 039764 PCT/ EP2003/ 011933 144 Conc.

hydrochloric acid (2.0 eq.)
the al dehyd (see

and amj ne (

b\the

Irgl aci al

tni acet oxybor ohydr i de®(2.0 eq.)

mxture is stirred for®8 mnutes -
60C, dependi ng on the am ne,

Is added to a solution of
i nternmedi ate product Z3d) (1.0 eq.)
in THE or the pHis
acetic acid. Ige Mt
T@ n1nutea“at RT_and_t hen
cygnoborohydrlde (2 O.eq )

adj ust ed t o

SR

odi um
in THE or seodiume
is added. The reaction
24 hours at RT to

before adding sat.

aqueous sodi um bi carbonate solution. After extraction

of the aqueous

phase with ether the organic phase is

whilei indhe ablaf&\@h&&,lowmtlse pmwctﬁ arehdefinegl yomeans of heogredp

rat rtC%ﬁl&f;;;l,;wé)egr|flcatlon 'S

REST e e redti

crystallisation.

Accordl ng to general

the foll owi ng conmpounds were

wor ki ng net hod V

Examp |R1 Empirical formula | Mass Ry Yield

le spectrum value (%)

56 ! C21H26CIIN2O3 517/519 0.32 47
X ; [M+H]* (A)

57 OO Br Co4Ho6BrCIN,O5 505/507/509 (042 20
\<“ [MHHT (A)

58 Br C21H27BrCIN,O2 469/471/473 |0.33 49
kY ; [M+H]* (A)

59 F e Co1H24CIF3N2O3 445/447 0.32 56
/Crk M+H] )

60 a Co3H2gCIN2O4 433/435 0.37 23
\ (@H\ [M+H]* (A)

61 o C21H25CloN-O3 425/427/429 (0.42 24
“‘:\ ; [M+H]* (A)

62 CC©/N\FO Co2Ho7C1oNz0y 468/470/472 10.26 21
< [M+H]* (A)

63 Br C2oH2sBrCIN-O5 483/485/487 [0.32 48
":\ ; [M+H]" (A)




WO Edoﬁ %7%91

F I-Fwhile in the Table that follo
products are defined by neans of the group Rf

Wgﬁﬁaﬁoos/m 1933

and the associ ated educts a#@ commercially avail abl e

or

known from
N- Fiy

irical MassRf Yi

the literature.

Ld (99

ExanmpR R
| ef ormul aspect rumy

lLue

648QC21
89C22H
90C20H21C12F3N20346

"aF3N2084
N20349

B/ 495/ 4970. 268

5/ 67/ 690. 254 |

7o klpel B0y, 13242940 +( A

i

0.23 12

(A)

91

L2AH280U 2ZF3NS035

47536 [ MFH[ 0. 1030 ;O B)
2004/ 039764 145 PCT/ EP2003/ 011933

Ebmnto 0 H2 14) dicBiposathangd a@bly argmopiant MRHP(B) 93/
1C26H25C12F3N203541/ 543/ 5450. 8010
94C26H23Cl 2F3N20B539/ 541/ 5430. 3519 Nom

Geheral Warkih g rddi0d PO 9pivdrid|sik@atied N):[ M-H ' ( B)

96C23H26C12F3N303522/ 524/ 5260. 188 [ M+H] +( B)

Bromoacetylbromide (1.0 eq.) in dioxane is added dropwise to a solution of
the aniline (see intermediate product Z1b) (1.0 eq.) in DMF at -10°C. Then
the mixture is heated to RT and phenol (1.0 eq.} in DMF and potassium-fert-
butoxide (2.0 eq.) in tert-butanol are added successively. The mixture is
heated to 80°C for 4 hours. DMF is eliminated in vacuo and the residue is
dissolved in EtOAc. The ethyl acetate solution is washed 1x with 10 % K2CO3
solution, then 2x with water. The EtOAc is eliminated in vacuo. Further

purification is carried out by column chromatography.

According to general working method IV the following compounds were

prepared:

\l

H

cl N
e
~ N ~"a

Br

H
t
N

B R
T
H

o}

(Edukt)

H
ISesnay
N\/\o Q

while in the Table that follows the products are defined by means of the group

R1 and the associated educts are commercially available.

Examp |R1 Empirical formula | Mass R¢ Yield (%)
le | spectrum |value
65 e C21H23CIF3N305 490/492 0.24 6

\. /@k F M |(A)

“o‘Ni‘o




wo SHER946 CL2F3N305634/ 636/ 6380. 326 /[ MrH] 1(B) / pdT/Rp2003/011933

98Nom C24H21C12F3N203513/ 515/ 5170. 4727 [ MH], (O

99C25H29C12F3N203533/ 535/ 534b. 371 4] M-H] +(C) 100N

1C21H21C12F3N204493/ 495 [ M+H] 0. 3313  (B)
0N

l\/!.l.l—l'l (R).— N/

10ANL~C25ERACIL2E3IN303542L. 544/ 5460 35 N—/
TN T TS ot e NS I I P Dl SO T—ood

66. " 102C2210ma 2F3N30366BHEeENAdn. 151 pRiAIpM4as) (028
103C26 HJOU1 2P3N305592] 594/ 5960. 5521 i HLH
104CH9KPYC1 2F3N203581) 583/ 5850. 5518 | (B)
105CA3H2 PCL2F3N203507) 509/ 5110. 656 [ Ni-H] +(B) El Yiant :

)y dircht arometETane 7 MeOR 7 aqu 8 5
_6 5:5: Q i @ di chl or omﬁﬁﬁ%@‘?%& /gggﬁsg?gqgggeggsﬂ !
K ©10: 1 WO R004/ 039764 PCT/|@A2Bi’3/ 011969
146 @) di®thl oronethang / MeOH = 9:1 |Exanpl e 106:

68 O 025H290|N204 4551457 6-24 13
‘ :

[M-+H]" (A)
69 /@G C20H2ClaN203 479/81/83/85|0.28 |10
) o | 187 IM+H]"  |(A)
[70 Br CaoHzBrCIN,Os  |521/23/25/27 |0.28 |10
| V@ - MH (A
: Gl
71 T C20H2CLN205 477179/81/83|0.23 |8
ﬁj MHE ()
kY & .
72 0 Cz2H2:CIN2O4 419/421 025 |5
_\(Q/L” [M+H]' A)
73 o CoHz7CIsN2O3 473/75/77f79 [ 0.31 8
[M+H] (A)
Y
74 :Q/Br C21Ha5BrCizN2O3 503/05/07/09(0.28 8
f M+H] *)
Eluant: A) dichloromethane f MeOH / ammonia = 90:10:1 -

Example 75:

Cl
A0 N0 0 cl
i QHJ\’O@

Cl



WO 039764 PCT/EP2003/011933
%‘S&LI oro-4-{[ 3-chl oro-4- (2-di et hyl am no- et hoxy) - phenyl

car bamoyl ] - et hoxy} - benzoilé2acid A solution of 1.8 g
(3.835 nmol ) of nethyl 3-chloro-4-{[3-chloro-4- (2

I.et hyl am nao- et hoxy) - pheny) car bano nmet hax enzoa
R I R R R T S P e S
ﬁg);él-hin% ab@a@@ nmL. MeOH was refluxed for 1 hour. The

ctio so uti on was evaporated down i. vac., diluted

7hi l.tLh(Ovﬁt mmol poblrietivta mlnecanmm (@i t&mA@i) ofAfl{3ch®ro-4 -(2-

oKt B a2 AR b e R R B A ated B

sﬁé;g%rirsﬁbrt o 45 1}?@‘5((: 1‘526 I\E‘lggﬁl?éf rﬂfefhgl é’hﬁicﬂaeé&ﬁﬂe HedroéMofd®in 2

ok H e 584 v (h 4 nwﬁpb@éﬁo'(lwﬁn-l)

tréa%%ﬁk%ﬁ @%ﬁiﬁl%@as@@@l éﬁ‘édowg rﬂ%&&é &#Ssc .,cn for 3 hours at

RHO 1@0 nﬂl) of Shhagaeonssddinng daRidiede Yolutidn Wsﬁdd&v aid the0
agueniphase Vps exhpustvely. ?’Qfa&ieé"{ wgﬂn shiareforhBhg pombined

O B eGP STy Wb U] SpafE el et FOpT™ e

and perified by adblintm ohouﬁatdg:@ﬁhy@silid:a gelf BYOAOY Me@H&:1).
stirred for 10 mnutes. Then 7.0 eq. am ne

m xtre i
Yéﬁjdé 7% §n{ﬂ Af fRECTM xture is stirred for 16 hours at
Qégﬁzogggum faxture is conbined with water or 5%

di'um éaf bonate sol’ution. The precipitated solid is
Cfcild‘td‘ﬂel@eekﬁ\/HH)vaéﬁUéGW%BMﬁé’ter and dried i. vac. WD

L e R

Rpmné*r@gz (Sl gel, EtOAC)

The following compounds were prepared analogously to Example 75:

cl cl
J\/o@ o cl R o\@ o cl
NJ\/O + Edukt - N)J\/O
cl cl

while in the Table that follows the products are defined by means of the group

R and the associated educts are commercially available.

" |Exa |R Empirical formula | Mass Ry Yield
mpl spectrum value |(%)
e
76 P C21H23ClsN203  {457/459/461/463 | 0.30 66 %
QN [M+H]" (A)




the Table that follows the products &€ ep2003/011933

Wozg,&?{)%é% by neans of the group RLRZN- and the
associ ated educts are comm¥Xial |y avail able or known
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Furt h
golu ch?gna
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&raph .
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STAT ISR e i

%8B PI60/464/466
[M+H]

0.19
(A)

42 %

182

C25H23ClaN2O3

505/507/509/511
[M+H]"

0.61
(B)

78 %

83

C22H25CIsN2O3

ATVIAT3IATSIATT
[M+H]"

0.41
(B)

64 %

84

| C23H21ClsN203

479/481/483/485
[M+H]"

0.16
(B)

62 %

85

C2sH30Cl3N203

583/585/587/589
[M+H]*

0.51
(B)

56 %

86

Ca7H28ClzN303

548/550/552/554
[M+H]*

0.10
(B)

82 %

87

NH
S
*

Co:H16ClsN2O3

465/467/469/471
[M+H]

0.51
(€

58 %

R value:

B= (silica gel,

EtOAC)

A= (silica gel, dichloromethane / MeOH 9:1)

C= (silica gel, EtOAc / hexane 1:1)

General working method V {reductive amination):




gto general wor ki ng nethod VII the fobbp,@pmm“g%
Wozgg%g%éjﬁgs were prepared: HO BIRL CHwhile in

Tabl e that follows the protfiftts are defined by rreans
of the group Rl and the associated educts are
cormermally avai l abl e or known fromthe |I|iterature.

TIRTESHIPNG agif (Ba% Misaddedde & salvtiseidhe ydg((sge

'“ﬁ%%%é?ﬁ%?%%?p%&?%ﬁ%@&%‘%ﬂ T o thepHs

ad;ﬂxﬁt@ﬁ?tbl&@@&@e‘em@%@ﬂm (BT %theéadaﬂ'm HijixtQr is stirred for 10

133C1N204497/ 499/.50
mi @gﬁg 80 §9ALER6YF QS ‘%'13"1% kﬁ[zl\&g‘?%éfﬂA}HF)‘“ sodium
tri‘ébé@x%&%ﬁybﬁd%(g .0 UE% édG@@ CFheA 4R au kiR isstifred for 30

conc. agueous ammpnia =
myoutes - Liheurp e RT: 1t5 60{@5)jepend|ng on the amine, before adding

-chl oror 4- (.2-pi I 0= 1-ylz -2-(2-C
== - (o) - | =
gl oREa i elcBhaR BTy Ayt SRR B pagedds
plddeNvith ePerthé ofgahic phase is dried over magnesium sulphate. The
solvent is removed using the rotary evaporator; further purification is carried
out by column chromatography or crystallisation.
According to general working method V the following compounds were

prepared:

o F cl F
H ] H F
cl N , d N
o Ri. _H \[(\o
H ﬁ \(f(\ + Y E U o
\r\o R2 R‘ V. \/\ o

o ] (Edukt)

while in the Table that follows the products are defined by means of the group
R'R?N- and the associated educts are commercially available or known from

the literature.

Examp | R'RZN- Empirical Mass Rr Yield (%)
le formula spectrum value
88 O CHzCLFsNO; |477/479/481  |0.13 |27
> [M+H]" (A)
89 3 CooHzCloFsN.05 | 493/495/497  [0.26 |8
| gy [M+H]* (B)
90 N CaoH21CLFsN,O; | 465/67/69 025 |4
g [M+H]" (B)
91 | CoaH2sC12F3NsO3 | 534/536 [M+H]" |0.10 |30
Rey ®
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di chl or onet hg
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ne.
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ST T

(B)EI‘ e
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resid
car bd

98 eact|i

the mxture was
ieon-sfuti on wa
ﬂ!! orbi ned wit

nate sol ution

Caabloifdefr b
h sat. aqueous
The aqueous pk

) S..al
@A 15/

edhum  hydr n
@egQas extract’ed

ac.

RT| T
QAd th

99 t h
sul ph

c. The org
r\Ll)i\Utered a

C pHasClFsNsOdr

nd evapor at ed

[M+H]"

5868/53053 agnesizum

(€)

100

C21H21CloFaN204

493/495 [M+H]"

0.33
(B)

13

101

C25H24Cl2F 3N3O3

[M+H]

542/544/546

0.35
(B)

10

102

C2oH24ClaF3N3O3

(M+H]"

506/508/510

0.15
(B)

103

Ca26Ha0Cl2F3N305

[M+H]*

592/594/596

0.55
(B)

21

104

C2oH29ClaF 3N2O3

M+H]"

581/583/585

0.55
(B)

18

105

Ca3H27ClaFsN2O3

[M+H]"

507/509/511

0.65
(B)

Eiuant:

A) dichloromethane / MeOH / conc. aqueous ammonia = 95:5:0.5

B) dichloromethane / MeOH / conc. agueous ammonia = 90:10:1




gqvac. Further purification was carried 9&1‘/551003/011933
WOﬂ’g)l‘yge’r?n Chr omat ogr aphy. WO 2004/ 039764

PCT/ EP2003/ 011933 150 Yiel4f 0.011 g (6 % of theory)
C24H28C12F3N303 * 2 CH202 (M= 626.462) Calc.

Mol peakSl\/H—I) ~: 534/536/538 (Cl2) Found: Ml peak
(MHH) - C)shichierepretang AMePHRF Svhi ue: 0.25 (silica gel,
di chl oromet hane / MeOH / conc. aqueous anmoni a
90:10:1). Exanple 117: ci 117)

Erbhplecti&or o- 4- ( 2- di et hyl am no- et hoxy) - phenyl ] - 2- (2- chl
oro-4- d i nethylam no-phen oxy)-acetam de 94.7 ny
(0.200 mmol ) of o
2- (4-am no-2-chl or o- phenoxy) - N-[ 3- chl or d- 4- ( 2-

di et hyl ani no- et hoxy) - phenyl ] - acet arri (f?om Exanpl e
118), 0.149 nL (37 'cu wfblrﬁ« F~f-0r mal dehyde
solution and 62.8 m)l,) of godium

cyanobor ohydri de wéas pIa%eo in 5 0 nL acetonitrile at
RT. The pH vvas adjusted to 4- 5 W|th gl aci al acetic

1%3 acl f&,lﬂ? 5 Eh ﬁfﬁt}ﬁé}gﬁ" st | r Sﬁ%hyl%ﬁrba%dﬂ]ur e

methnxybbenidnencnd vvas made sli ght ly alkaline with 20 %

R o P TR TR e e T L S e

di8 lthBthék&QQﬂ@n?}cafﬁdrﬁ@il]eﬁweﬁ{tg(y?%éﬁ%ﬁbf{#oﬁ%mple

a The resi'due was purifie col um

S@mrm&nﬂgnf agvhaquepus daQld Boluﬁomcw mio Me(Hd mas refjuxes for

1 B R cRrtaT SoHEPR s keBor A Oy e i Wiy YRer

armacidified Qrbeaa@i,( vith HCINAftEE B B9 ADRIT. thédIniorovas tadsorated
forned was filtered off and dried i. vac. Yield: 0.035

don Beag, be rm@u@yvas@tgmgd:mms@éd EtQH and\iheqgcipiale was
filﬁyf&oﬂ’ Mol peak( M+H) ' : 454/ 456/ 458 (Cl12) Found:

peak (M+H) +: 454/ 456/ 458 (Cl 2)
Yield: 230 mg (13 % of theory)

C21H24Cl2N205 (M= 455.342)

Calc.: Molpeak(M+H)": 454/456/458

Found: Molpeak (M+H)": 454/456/458 (Cl,)

Rr value: 0.05 (silica gel, dichloromethane / MeOH /cbnc. agueous ammonia
50:10:1).

(General working method VI:

A solution of 1.0 eq. of 3-chloro-4-{[3-chloro-4-(2-diethylamino-ethoxy)-
phenylcarbamoyl]-methoxy}-benzoic acid (from Example 106) and 1.07 eq. of
TBTU in DMF is placed at RT. After the addition of 1.07 eq. triethylamine the
mixture is stirred for 10 minutes. Then 7.0 eq. amine are added and the
mixture is stirred for 16 hours at RT. The reaction mixture is combined with
water or 5% sodium carbonate solution. The precipitated solid is filtered off,

washed with water and dried i. vac.




hah3dAdg: 0.40 (silica gel, dichl or onet hane / lyéf?épéoosfoﬁgsa
WO%)#(? aqueous ammoni a 90: 10 1) WD 2004/ 039764

PCT/ EP2003/ 011933 151 Exaipie 118: 118)

2- (4-am no- 2- chl or o- phenoxy) - N-[ 3-chl oro-4-(2-di et hyl a
m no- et hoxy) - phenyl]-acetam de 0.310 g (0.679 mmol)
AB‘FO"NIU{QBWCQW@F@ V’!be@gdnethﬁQ M Ahe 311@“4%99'3‘9%%% e (2-

p[%l dd)'-4 ni tro- phenoxy) - acet anm de (from Exanpl e 66)
Issolved in 10.0 nlL of EtQAc. After the addition
of 0.030 g Pt/C (5% the m xture was hydrogenat ed at
RT under 15 psi H2 atnosphere for 5 hours. The
reaction mxture sfiltered and the filtrate was
evapor at ed downeA Th@ resi due was djssol yed .
V\7f\|t h & N%re\ Pfeci pitars f onmed” @’ o R
ande dr| ed |R vac. Yiel a>"0-06 (17 %“

of theory) C20H25C12N303 (M= 426.347) Cale.:

Mol peak(I\/H—I)'+: 426/ 428/ 430 (Cl12) Found: Mol peak

(MrH) " 426/ 428/ 430 (C12) Rf value: 0.24 (si I i ca gel,

8J R %MP‘%’IOX\M@ / uc%s are qaefoned gy means of the group

R(F@N '\éﬂ@m%*kls%b fedé’d&tﬁéf% L m?ﬁ}‘&%éfpabﬁ‘&%dw@frb%

| oro-4- tr| | 'uor omet acrylam de 0. 29
themhmauwaol) of trlethylan1ne was added to a solution
of 0.28 g (1.00 mol) of
3-chl oro- 4- (2-di et hyl am no- et hoxy) - phenyl am ne- hydr och

V™

Exd&thp (R 'RENZUUAT USY /b‘ErH iHcEP20US/ UMasas 1021 Ry Yield (%)
(internmedi ate product Zlb), 0.25 ¢ (1.00 mrol) of
le( E) 3- (2-chl or o- 4- t Hofrhalar omet hyI Spﬁ@tﬂwﬂ) a V@lUBc
H{Z37b)—and—034g1-05-arR ',""‘ 7u A
1% THE, and the mi x%ﬂ@zﬁ © r‘r 5444%@%0%13 o
The réacti on [M+H]" (A)
from (NH4)2C03
108 E ) | Ca2oH27CIoF N304 |468/470/472 10.38 57
- d
7 MHHT  [(A)
109 | v - Ca3HogCloF3N3O4 |482/484/486 |0.38 55
[M+H]" (A)
Eluant: A) dichloromethane / MeOH / conc. agueous ammonia = 90:10:1

General working method VI {(Suzuki coupling):

Boric acid (2.0 eq.) and tetrakis-(triphenylphosphine)-palladium (0.1 eq.} are
added successively to a solution of the icdide (1.0 eq.; see Example 56} in
toluene and 2M sodium carbonate solution (4.0 eq.) and stirred overnight at
80°C. The reaction solution is combined with 10 % aqueous Na,CO3 solution
and the aqueous phase is extracted with EtOAc. The organic phases are
combined and the solvent is eliminated in vacuo. Further purification is carried

out by column chromatography.




was evaporated down i. vac. and the re '%52003/011933
WOéHO)é%%%’n%l ned with dichl oronethane and water. %:1

phase was separated off, wh#hed with sat. aqueous
sodi um bi carbonate sol ution and wat er and evapor at ed
down i. vac. The residue was purified by colum
chromat ography (silica gel, gradient dichloronethane

Al @tﬁ%ﬁe@%ﬁ’%@ SPTRE e e bopnss vire

préparstid?2) Cal c peak( MtH) ' : 475/ 477/ 479 Found:
Mol peak (M+H) ' : 475/ 477/ 479 (CI 2) Rf value: 0.2
(silica gel, di chl oromet hane / MeOH / conc. aqueous

ammoni a 95 5:1 xanpl e 120: Cl 120) Rt
N-[§ chl o o- 4et hyl am no- et hoxy) - phenyl ] - 2- hl jg/
or o- | of Grfet hyl - ph renykRam_no) - acet\qam deﬁ/ \IK\O
szmg 0.228 g *0.511 1) of AN o
brom)-l\l-[3 chl or o- 4- (2-di et hyl am no- :

et hoxy) - phenyl ] - acet am de- hydr obrom de (i nternedi ate

product Z1 c) and 0.200 g (1.023 nmol) of

2-chl oro-4-trifluoronethyl - phenyl amne in 5 nL DM

S. Sfir r urs 0O C and then for 24 hours
WS ipghe e fhat fDque T PReGUGE: 8% aeinesnamenps R T Siotp
R eht el a8 ddfaeRecR BB é’vallﬁﬁlbrd?%%q'n%érﬁ the

he conbi ned org. extracts were dried over
'lﬂaagﬂ65|un1sulphate and evaporated down i. vac. The

resi due was dissolved in DVF and purified by HPLC M5
(Stable Bond C18; 3.5 m water:acetonitrile:formc

Edme[R11°0. 0T - T IHRGfcAVer I [fdek. Y el d[RIT Ny \(iéld
% of [t heory) WD 2004/ 039764 PCT/ EP2003/ 011938 * 153 (C21
leH24C12F3NB02 (M= 478 faapylacal c. : | spectrum value | (%)
TRHLP ;“g} oy CN G BORIeBERE Mk |4
[M+H]" (A)
111 C27H30ClN203  |501/503/505 (0.30 4
Y
“ [M+H] (A)
112 /@ C27H30Cl2N20O3s | 501/503/505 | 0.30 6
T [M-+H] )
113 \(@,o\ C23H33C[N204 497/499/501 0.27 8
[M+H]* (A)
114 /©/ CasHz3CIN-O4 | 481/483 06(B) |21
‘.'\\‘ [M+H]+
Eluant: A) dichloromethane / MeOH / conc. agueous ammonia = 90:10:1
B} EtOAc/ MeOH / conc. agueous ammonia = 90:10:1
Example 115:

115) N-[3-chloro-4-(2-piperazin-1-yl-ethoxy)-phenyl]-2-(2-chloro-4-

trifluoromethyl-phenoxy)-acetamide
F

E
o]

Cl N
YT




woRﬁoma@m 0.24 (silica g(_e)l , di:|_§:h| g(orrelt ha?_gll %?ﬂ)p&oogmﬁg%
nc. agueous anmoni a :10:1). anpl e : a
g?(z-chﬁoro-4-trifluoronet%g?-phenyl)-propionic acid
2.00 7.981 I f
ol gdégﬂ}l m:z% 'oflur tgl- t‘t w&\-acr lic acid
20 S MR e B S e s 850
triRaioeymethgkstherioxypasetyldviirbl-pch d@?eiﬂ'ﬁ/&tg?éraﬁﬁm -
P

hydr ogenated for 4 hours at 50 psi nosphere. The
C%%Pév'%iﬂ (e Exanarie d@3pweradigselvedin b mldliehiagssrethaae.

AR QIcUNB 1 L5 50D (g 26 i e Brods e ki the surpse
wEe sticted vl Dhalrs@HRY. Thelaﬁla_bﬁ&? s?lﬁtggn w_%bhdgr)r?ploga_t%c_i ?gwghll
B G S e e T S he el (et
SISO O i GRETFHE o s vos

died hveroagndsunliselphdieilieoed ahd eyap@hated/deuwn herac. Further
PSR W HFicd BLEBIBOL A eRbRStSgary.” AN 0 362 9
Y@d:@.@mﬁl%ms b4 upihedRyhy! - phenyl ) - propi oni ¢ aci d.

Yield: 3 ng (50% of t heor C22H25C12F3N202 (M-
Carlz.QeaNOadi 2 CH:00 (MeH8MNBEY)" : 477/ 479/ 481  Found:

. e A7 2) WD 2004/ 039764
CofR? IRSotAlh s RS SR IobE! ) 36 (silica gel,
Folirah IMolpeait thAia)'f 40BAE4/495000%,) agueous ammonia

90: 10_:&#Z Exanple 122: 122a) et hyl . )
Rovalye: Qi feica geli ¢'r:t]l9r@metha@e1&@<atb(ﬁon9r apienus @mmonia

gk9pQ9 g (50.87 mmol) of _
%@%ﬁ oro-4-trifluoronethyl-phenol, 7.11 nL (55.00°

Example 116:

. quprg*F
NO/ o

116} N-{3-chloro-4-[2-(ethyl-piperidin-4-yl-amino)-ethoxy]-phenyl}-2-(2-
chloro-4-triflucromethyl-phenoxy)-acetamide
0.180 g (0.284 mmol) of tert.butyl 4-[(2-{2-chloro-4-[2-(2-chloro-4-
trifluoromethyi-phenoxy)-acetylamino]-phenoxy}-ethyl)-ethyl-amina]-
piperidine-1-carboxylate (from Example 97) were dissolved in 5.0 mL
dichloromethane. After the addition of 0.44 mL (5.680 mmol) of trifiuoroacetic
acid the mixture was stirred for 2 hours at RT. The reaction solution was
evaporated down i. vac. and the residue combined with sat. aqueous sodium
hydrogen carbonate solution. The aqueous phase was extracted with EtOAc.
. The org. phase was dried over magnesium sulphate, filtered and evaporated
down i. vac. Further purification was carried out by column chromatography.



—

wo fivRlde7es et hyl

of potassium carbonate in 100 nL DMF was stirred f
16 hours at 50 C and then #P9tered. The filtrate vvas
evaporated down i. vac., conbined with water and

h racted with Et OAc. The conbi ned org.
Y@‘i’ %;@i aé)é/é&f\m with 10% aqueous sodi um
CEﬂ{zQ@lQP;IP%GsO* ybfgmzamim%g) dri ed over sodium

| phat e and evaporate down i. vac. Yield: 14.10 g

C@@s Jielpeakidbrly) . 534/586/58BKBRB (M= 296.676) Cal c.

PP bR e S BT ca Ger . Erone)

Rpedle! ®as(siliee hel dibhickd@RIhane / MeOH / conc. agueous ammonia
2-chl oro-4-trifluoronethyl -phenoxy)-propionic acid

Q@Ggrﬂﬂ (0.100 nol) of 2 M aqueous NaCH sol uti on was
added to a solution of = 14.00 g (0.047 nol) of ethyl
2-(2-chloro-4-trifl uor onet hyl - phenoxy) - propi onate in

Etffplel1 B OH and the m xture was refluxed for 1 hour.
Et OH was evaporated off i. vac., the residue was
diluted with ice water and acidified with 2 M aqueous
HCl. The precipitate forned was f||terecﬂ, of f, washed
with water and dried at 70 Ci. va ietd: 12. 10g

(96 % of theory) C oH @ .\ 22) . Calc.
Mol peak( M H) - : 267 i 764 CTHEP2003/ 011933
155 Found: Mol peak ( 7/ 269 (d) 1220)

N-[ 3-chl oro-4-(2-diet hyI am no- et hoxy) - phenyl ] - 2- (2-chl

o hlor s R PO St oo phegvl 232 ehiop-ig
dimetitylaroincepthgioxy)-asefaragdy | am' ne was added to a

057 g LP200 o b2 ramin o iR P o e gro-4-(2-
dléﬂh Ia%ﬁ@@tﬁéﬁ/ e ggucéﬂanﬂbe (@orﬁ@a@n;ﬂté 1988 Gfﬁr@@}nLO(C%?gA

| oro- or orret hyl - phenoxy) - pr opi oni ¢ aci
2. aa nonelp ef tprneldedyds sl ytiosfarinEi28img (1.000 mmol) of sodium

cyanoborohydride was placed in 5.0 mL acetonitrile at RT. The pH was

- adjusted to 4-5 with glacial acetic acid with stirring. After 1 hour the reaction

mixture was acidified with 12 % HCI and stirred for 10 minutes. Then it was
made slightly alkaline with 20 % potassium carbonate solution. The aqueous
phase was extracted with EtOAc. The org. phase was dried over magnesium
sulphate, filtered and evaporated down i. vac. The residue was purified by
column chromatography (silica gel; EtOAc / 10 % conc. aqueous ammonia in
MeOH 100:0 —» 5:95). The oily residue was combined with ethereal HCI,
evaporated down i. vac. and dissolved in 10 mL isopropanol. The precipitate
formed was filtered off and dried i. vac.

Yield: 0.035 g (36 % of theory)

* Ca2H26ClzN30O3 * HCI (M= 490.862)
~ Calc.: Molpeak(M+H)": 454/456/458 (Cly)

Found: Molpeak {M+H)*: 454/456/458 (Cl,)
Ry value: 0.40 (silica gel, dichloromethane / MeOH / conc. agueous ammonia
90:10:1)

2- brormpropl onate and 7.60 ¢ (5501%%603/011933



.. .

wo 3dd4sborels. THE and the mixture was stirred for pgT/EPdtos/ni1933

at RT. The reaction m xture was evaporated down

vac. and the residue combi M@l with dichl oronet hane
and water. The org. phase was separated off, washed
with sat. aqueous sodi um bi carbonate solution and

wat er and evaporated down i. vac. The residue was
purified by colum chromatography (silica gel,

gradi ent  dichl oronethane / 10 % conc. aqueous anmmoni a
ExampecH 800: 0 -> 5:95). Yield: 450 ng (57 % of
theory) C22H25C12F3N203 * HCI (M= 529.818) Calc.:

peak( MtH) +: 493/ 495/ 497 Found: Mol peak (M+-H)

493/495/497 (A2 R value 0. 30 (si a gel,

di chl or onet hane / ‘ﬂqhe ammoni a
95:5:0.5). Exanpl e _l3: 1

N-[ 3-chl oro- 4- ( 2- dlethylanlno ethoxy) phenyl] 3-(2,4-d
i chl or o- phenyl ) - propi onani de A solution of 0.271 g
1{8) 2284.2¥mhd-2Enbr-pRerfn@h ﬁhﬂsoémr@mroyid)etﬁylammlemoxy)-
acid in 3.00 nL thionyl chlorlde was stirred for
Piyilsacatammide evapor ated down i. vac. and dlssolved in

bt Ehn e R W T e e
cmlom—4in¢trcapﬁeh®tdv)%etﬁmld§ (B6R Eﬁarﬁ e 88Y0Vas @iksolved in 10.0
3-chl oro- et hé@gm no- et h OXééS henyl anm ne WO

mboﬁﬂ@émé\fteptbﬁ 2shtnotl 9869 PUGESYE) W L Was
h)gfregéﬁéte& t BT Gkt 5‘1‘;83 :ﬂ:z éél C%Eﬁe%t)ﬁ Hur€t K % réaction

opropyl am ne i n or onet hane and
mikturewas filkeresitand thd filtoate Was éuapbsateti dan Frhac.r*ém:r(estdme

wii BissbBpdran SR B dritreshle cimes van btargraffand

drigtfli @¥aporated down i. vac. The residue was dissol ved
in Et OAc and purified by columm chromat ography
Yield: 10.Q50 gé17 %eoheoty)MeOH / conc. aqueous anmoni a

Czop|25](9 1&203 (Xﬂe 963%9)”‘9 (11 %of theory)

Calc.. Molpeak(M+H)": 426/428/430 (Cl,)
Found: Molpeak (M+H)*: 426/428/430 (Cl,)
R¢ value: 0.24 (silica gel, dichioromethane / MeOH / conc. aquecus ammonia

90:10:1).

Example_ 119:

e SO

\/N\/\O

119) (E)-N-[3-chloro-4-(2-diethytamino-ethoxy)-phenyl}-3-(2-chloro-4-

trifluoromethyl-phenyl)-acrylamide
0.29 mL (2.10 mmol) of triethylamine was added to a solution of 0.28 g (1.00
mmol} of 3-chloro-4-(2-diethylamino-ethoxy)-phenylamine-hydrochloride




S

0 JeddbBdred SN2 (M= 443.) Cal c. PCTIEP2003/011933
Mol peak( M Na) ": 441/ 443/ 445 Found Mol peak (M Na

441] 443/ 445 (Cl 2) Rf val ueldd. 27 (silica gel,
di chl oromet hane / McCH / conc. aqueous anmoni a

(RSTBSHRTeProchB £1) Q2B LR ErBONGE () 3HRsIored: (2. 4. ¢
trﬁlGB&dﬁﬁ&hﬁeﬁl@Hg))-adﬂg%gaci’cgl u?{\?fbo %lugéb’iéd, Lgr‘(al 05 @tfnd?@? 'ITBTrlf} m

1@mlsal@athd1IF6 am(thecmsatuﬁqMasmatrﬁeétfﬁbw\pubﬁteﬁ§rl e rﬁ;actlon

i S ted ST P Sl Eps ety

dsﬁhmtr@rh@thmé awdl wated 1fr@r ora pRssswat sBparatd® ofanaéﬁecm&h
nmmol ) of 4-di chl or o- benzyl am ne was added,

sateadueqss &ﬁ@wrurtécam@r@ate@pluﬁwa@%waw ﬁﬂdreyaaﬁ@t%eﬁwn i
&V%%rrggﬁroqn%unf e}ijadif(co-[y n' 5o Hﬁo {%gnc%tq??%rggﬁent

colum™¢c ica ge

didkictbrhethanag 1 0o UM sa et mﬂ@n@mmeam o0he —proceBict
was triturated with diisopropylether. Yield: 300 ng

Yiekb 1@00ng(Be & ¢f theapOH24C13N302 ( ME 444. 792) WO

CrbHeeaey A 388) a5 Found: nol peak (WH) +

Cdié4/ M@bééﬁM*@lﬁMHMWHHEQ 0.73 (silica gel,
di chl or omet hane aqueous ammoni a
417@5&;

Falgbalalpeak MY - 41547 B485695) or't < but y o
R s AU T WA VSR

9&5sk)l ution of 0.500 g (2 06 mmol ) of
3-chloro-4-(2-diet hyI am no- et hoxy) - phenyl am ne and
0.495 ¢

Example 120:

E
\’ Cl H\n/-\N /@); "
\/N\/\OD/ o " cl

120) N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-
trifluoromethyl-phenylamino)-acetamide

A solution of 0.228 g (0.511 mmol} of 2-bromo-N-[3-chloro-4-(2-diethylamino-
ethoxy)-phenyll-acetamide-hydrobromide (intermediate product Z1c) and
0.200 g (1.023 mmol) of 2-chloro-4-trifluoromethyl-phenylamine in 5 mL DMF
was stirred for 16 hours at 90 °C and then for 24 hours at 120 °C. The
reaction mixture was cooled to RT, diluted with water and exhaustively
extracted with EtOAc. The combined org. extracts were dried over
magnesium sulphate and evaporated down i. vac. The residue was dissolved
in DMF and purified by HPLC-MS (Stable Bond C18; 3.5 um;
water:acetonitrile:formic acid 9:1:0.01 — 1:9:0.01 over 9 min).

Yield: 11 mg (5 % of theory)




Wozﬁ&/(?a@%4mml) of Boc-anhydride in 10 nlL di chl orpgmatdranso11933

at RT and the m xture was stirred for 48 hours. The
reaction mxture was dilut’®F with dichl oromet hane and
the org. phase was washed with sat. aqueous sodi um

bj.c e Sol Ut The conbined org. extracts were
C%F?@%B@b @ﬁ%) sul phat e and evaporated down i.
éHR‘OMQ-PF)*GWBMMB’ (silica gel,

d| chI oronethané / MeOH / conc. aqueous ammoni a

Famdi dloipeak ((M-ddd: 4F48QH8AGGE) Yiel d: 500 my (71 % of

RGBS B IRt AoreiGingne | Rt  SBng gaueoys ampmgnie

90(@)1?112%)
[ 3-chl oro-4-(2-di et hyl am no- et hoxy) - phenyl ] - net hyl -
ne Under a nitrogen atnosphere a solution of 500 ny
(1.458 nmmol ) of tert. butyl
[ 3-chl or 0-4- (2- di et hyl am no- et hoxy) - phenyl ] - car bam nat
Example 121l THE was sl ow y added dropw se to a
suspension of 165 ng (4.374 mmol) of [ithium
al um ni um hydride in 20 nL abs. THE and_the m xture
was stirred for 16 hours at RT. 165 pL|of water, 165
pL of 15% aqueous NaCOH sol utlgn an yFt her 495 pL
wat er was added and t heCprecif >~for med was
filtered off. Th ) 2004).039764 PCT/ EP2003/ 011933
158 filtrate was ri ed &ver magnesi um sul phat e,
evaporated down i. vac. and the residue was purified
U004 -l WOAC / MeOH /
12?%21??d2aque[o%ui am’rgﬁlhg g}’pﬁéh)ii; pﬁlﬁ'}z%aélso ng (48 % of
2.0hgdr ¥ 1 nimahzf (EN34 2 (ditorasbirifinejomethlyiephenyl)-acrylic acid

@R it ﬁi’%ﬁ@ﬁ?ﬁ%&%& AEhenYidese il

Mé(!lH%HdSthérﬁTRfUrém%% eﬁ'a%é@}ortl hours at 50 psi H

N-[ 3-chl oro- |eth ani no- et h%);ﬁ/zq@p enyl ] 2 (2-chl
atraoﬁpmeret rlibel ca!@iv&imw ergH oéfnaﬁq/i) r@Mapéfféedmou@ .
vac.

Yield: 1.90 g (94 % of theory)-
C1oHsCIF302 (M= 252.622)

Calc.: Molpeak(M-H): 251/253
Found: Molpeak (M+H)": 251/253 (Cl)

| 121b) N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-3-(2-chloro-4-
trifluoromethyl-phenyl)-propionamide |
The product was obtained analogously to Example 119 starting from 0.400 g
(1.433 mmol) of 3-chloro-4-(2-d|ethylamlno—ethoxy)-pheny[amlne-
hydrochloride (intermediate product Z1b) and 0.362 g (1.433 mmol) of 3-(2-
chIoro-4'-triﬂuoromethyl-phenyl)-propionic acid.
Yield: 340 mg (50% of theory)
CooHzsClaF3N202 (M= 477.358)
Calc.: Molpeak(M-HY: 477/479/481
Found: Molpeak (M+H)": 477/479/481 (Cl,)




wo #98o8@ed 0. 911 mmol ) of TBTU and 123 ng (0. 911 ﬁ@ﬁE#zo@ﬁmngas
HOBT were added to a suspensi on of 231 mg (0.9
mmol ) of (2-chloro-4- trlflléﬁorrethyl phenoxy) - acetic
acid (internedi ate product Z2b) in 5 nL abs. THE and
h %,';6 m%@%"ggl[ éi H'%mgh nejl(&/[gbpﬁtc%‘?’lcaéqtﬁgouslasrgm ia
g(g Zodiet hyl am no- et hoxy) - phenyl ] - met hyl - anmi ne and 0. 18
051 mmol ) of ethyl-diisopropylam ne were added,
the m xture was stirred for 16 hours at RT and
evaporated down i. vac. The residue was purified by
colum chromat ography (silica gel, silica gel,
Edarapleot2aret hane / MeOH / conc. aqueous ammoni a
85:15:1). Yield: 150 ng (43 % of theory)
C22H25C 2F3N2O3 (M= 493. 357) Cal c. .
Mol peak( M+H) ' : 493/ 495/ 497 Found: I\/bI egk (M+H) +:
493/ 495/ 497 (Cl 2) Rf value: 0,41 ad gel ,
di chl or omret hane / OH F . ammoni a
90:10:1). WD 2004/.030764 EP2003/ 011933 159
Exanpl e 126: 126)k/ 0%

N-{3-chl oro-4-[2-(ethyl - phenyl - am no) - et hoxy] - phenyl } -
1272 Sl 2l Dtond Bfifliof S RATABHenBANRE Klonafe! am de The
duc S 0 talne accor wor ki ng
1079@ lgd&O\%Tsmmd!) ofge- cmlnmarimogleﬂﬁy[-@h&nmﬂ 191 mL (55.00

N [.3-.C 4-(2- | or.0-
it CoHOTH SHRBRIS) L e S BT Pl 90
cdﬁborﬁéle?ﬁﬁom DME wak @Yh@@lfb# @hoa’#seétdso ﬂ@aﬁa tﬁ&a ﬁf(er@fj

heory) C25H23C12F3N203 (M= 527. c.: nol peak

T ewﬁ! Hpte wag sy apqnagzbdown ingc., mnﬂm&d Wthater and

x%%g(ﬁjg\feiy %%l?acgt 4 ith EOAG YR cdhifted %rg!] S wefd A

with 10% aqueous sodium carbonate solution and water, dried over sodium

sulphate and evaporated down i. vac.

Yield: 14.10 g (93 % of theory)

C12H12CIF303 (M= 296.676)

Calc.: Molpeak(M+Na)*: 319/321

Found: Molpeak (M+Na)™: 319/321 (ClI)

R value: 0.6 (silica gel, EtOAc / petroleum ether 4:1)

122b) 2-(2-chloro-4-trifluoromethyl-phenoxy)-propionic acid

50 mb (0.100 mot} of 2 M aqueous NaOH solution was added to a solution of

14.00 g (0.047 mol) of ethy] 2-(2-chloro-4-trifftuoromethyl-phenoxy)-propionate

in 100 mL EtOH and the mixture was refluxed for 1 hour. EtOH was

evaporated off i. vac., the residue was diluted with ice water and acidified with

2 M aqueous HCI. The precipitate formed was filtered off, washed with water
~and dried at 70 °C i. vac.

Yield: 12.10 g (96 % of theory)

C10HsCIF303 (M= 268.622)

Calc.: Molpeak(M-H)" 267/269



wo Sdogbdurbs 2- [ 2- (2-ch loro-4-trifluoronethyl -ph epoygP2083/011933
cetylam no]-5-(2- d iethy 1 no-eth oxy)-benzoate The
product was obtai ned accor g to general working

method | starting from 1.00 g (3.567 mmol)

Félﬂz{lpcgh@ ]g(l{/la#)gwﬁgé]ithphenoxy) acetic acid (Z2b)

2- am no- 5-( 2-di et hyl am no- et hoxy) - benzoate (Z25c).
Yield: 1.700 g (92% of theory) C24H28C F3N205 (M=
12203 M@'Fhk?@a't“c@-diﬁ!ﬂ‘lmll@o athex))-prensfl £ {2-chigignd

VTN e B (o ica gel,

OEEQMT (2.2%)ﬁrifglg©ﬂethyadlmmu6pmmmd wa9@dded 19 a solution of
e . . .

0 5o blional ol erotr@retylrnersdhgy - 2beryeno)
(Bt OiLEr 15, QRSN REF PR s 2 a0
triﬂumio)netbytmhenbxyppl(obim heid@nd-a.562 g1 dmmmw)l ofgiBTU in

1§y, 36 508 e ACmakas sireed for dohps LT, The reactian
mixtioe vEdeddoraiedt dbivih i, Yae. &id ﬂ1"e9r€sﬂ°d% c%n'iblﬁéd Rfth The

reaction mxture was acidified w aqueous
dichlorgmethane naedtvmiew'ﬁhe Qrpt pfmmas fsepa@medmﬁ waghesd with

sy SR Yoy Bieabptate $ufih an AEEE Pl sl liBifa A0 |
| vﬂih@ﬁ*é‘éﬂ@é% pﬁM’r~ % Sharhn chidriafo /gi’%irﬁﬁ(%hlcé E&H)gradient

487/ 489 Found: nol peak (M H)-: 487 rgp
dighigromethane / 10 % conc. aqueous ammonia in MeOH 100:0 — 5:95).

Yield: 450 mg (57 % of theory)

C22H25CloF 3sN203 * HCI (M= 529.818)

Calc.: Molpeak(M+H)": 493/495/497

Found: Molpeak (M+H)": 493/495/497 (Cl,)

Rs value: 0.30 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
95:5:0.5). |

Example 123:

poisad

\/N\/\O

123) N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-3-(2,4-dichloro-phenyl)-
propionamide

A solution of 0.271 g (1.236 mmol) of (3-(2,4-dichloro-phenyl)-propicnic acid
in 3.00 mL thionyl chloride was stirred for 2 hours at RT, evaporated down i.
vac. and dissolved in 10 mL dichloromethane. This solution of the acid
chloride was slowly added dropwise, while cooling with ice, to a solution of
0.300 (1.236 mmol) of 3-chloro-4-(2-diethylamino-ethoxy)-phenylamine




wo 2bdfP39764 PCT/EP2003/011933

2- (bi phenyl - 4-yl oxy) - N-[ 3- or 0- 4- (2-di et hyl am no-eth
oxy) - phenyl ] - acetam de Th roduct was prepared
according to general working nmethod I from

(yBHARGRE oropleCE IS or sl e hmohatethvl e
dit$optapyldmin€n g 0(rhE YichlorbmetTane an@HisXARkheGdad dtirred for 16

452. 986 Cal c.: nol peak (M+H) ": 453/ 455 WO X
haus 2t Bdo 768 reaatanppdgevasowashedwith sah auggkp sgfium

bifbohate doH A arpth velirp bRt Budhateind Sfadifated down i
vaanitbrirasidGe Wasldisdglvedaxabii A A3 purifled BY apluetrhy |

2-chl oro-4-furan-2-yl - n -acetate 3.5 nL agueous
i GaRtarea s e o A SHAREH ) oGS it 2gTaot
g(ﬁq)d)_qi)_i on of 1.00 g (3.407 nmol) et hyl

(4- br ono- 2- chl or o- phenoxy) - acetate (Z26), 0.784 ¢
Yiehl: 800mgnib1 Yo of theoaiboric acid and 0.196 g (0.170

I raki §-,4ri phenyl phosphi ne-pal l adiumin 65 nL
C%@#@%%ﬁ@% xture was refluxed for 4 h. The
Caleac MdPedR(K-NaE: MF443a48d to RT, evaporated down i.

vac. iluted with water and exhaustively extracted

Faunds Méﬂlag&k (Mia)c g8 48 §l2) phases were washed with
ROBE3 2 G S RARORBS T M T ol SRR aramonia

9vepprated down i. vac. . Columm chromatography
(silica gel, petroleumether/ EtQAc 3:1) vyielded the
product. Yield: 0.800 g (84% of theory) Cl4H13Cl O4
(M= 280. 710)

Example 124:

cl

S YO

\/N\/\O

124) 1-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl}-3-(2,4-dichloro-benzyl}-
urea

203 mg (1.236 mmol) of CDT in 4 mL DMF was added to a solution of 345 mg
(1.236 mmol) of 3-ch|oro-4-(2-diethyiamino-ethoxy)—pheny[amine-

| hydrochloride (intermediate product Z1b) and 0.56 mL (4.000 mmot) of

triethylamine in 40 mL THF and the mixture was stirred for 2 hours at RT. 176
mg (1.236 mmol} of 2,4-dichloro-benzylamine was added, the reaction mixture
was refluxed for 4 hours and then evaporated down i. vac. The residue was
purified by column chromatography (silica gel, dichloromethane / MeOH /
conc. aqueous ammonia 80:20:1) and the product was triturated with
diisopropylether.

Yield: 300 mg (55 % of theory)

C20H24ClaN3O, (M= 444.792)




e

wo 2684/03976410l peak (MrH)'

281/283 (d) Rf val ue. 657(S| lica gel, petroleum
ether/ EtOAc 3:1). 130b)
(2-chl oro-4-furan-2-yl -phenoxy)-acetic acid 0.40 g

0. I i wat er was added to a
Cé% W%%(WI}]@Q@%%@ 2 mol ) et hyl
Féuhd:Mapeaidaupina2s hepiagiiery) - acetate (130a) in 20
ture was_stirred for 16 h at
Rivalueriy? 3 ésllica gal. dickiptareethang / MeQkd $oRct 3nuppusanamgnia
S@qu:)fl ed to pH 1 with sem conc. aqueous HCI. The
precipitate was filtered off, washed with water and
dried in a HV. Yield: 0.630 g (93% of theory)
Cl2HOC1O4 (M= 252. 656) WO 2004/ 039764
PCT/ EP2003/ 011933 162 Calc.: nol peak (M Hy: 251/253

Ef I peak (MH-: 251/ 253 (d) 130c)
@F@@ Or 0- 4- ( 2- di et hyI ani no- et hoxy) - phenyl | - 2- (2 chl
or o- 4-furan-2-yl - phenoxy)-acetam de The product was

prepared accordi ng to general working thod I from 2-
chl oro- 4-furan-2-yl - phenoxy) - cet & F(l 30b) and
3-chloro-4-(2- die yIa n-e dyl ami ne (z1
b). Yield: O. 380 g A)o C24H26C 2N204 ( ME
477.392) Calc. 477/ 479/ 481 Found:

nol peak (M+-H) ~ 477/ 479/ 481 (C12) Rf value: 0.70

12%@'1?351 bglk)ﬁﬁ-cﬁi%%ah@nde e{hyl\/E m(?#o-?é?ﬁc})zy)-pll:i)éaﬁlecgrb%?r’r%hatg a
0.8 2mh{20p8B frhdl) BPRtyRIiheR8) S8ded /F&58IuBon of 0.500 g
(2.06 mmol) of 3-chloro-4-(2-diethylamino-ethoxy)-phenylamine and 0.495 g
(2.266 mmol) of Boc-anhydride in 10 mL dichloromethane at RT and the
mixture was stirred for 48 hours. The reaction mixture was diluted with
dichloromethane and the org. phase was washed with sat. aqueous sodium
bicarbonate solution. The combined org. exiracts were dried over magnesium
sulphate and evaporated down i. vac. Column chromatography {silica gel,
dichloromethane / MeOH / conc. aqueous ammonia 90:10:1) yielded the
product. |
Yield: 500 mg (71 % of theory)

C17H27CIN2O3 (M= 342.869)

Calc.: Molpeak(M+H": 343/345

Found: Molpeak (M+H)": 343/345 (Cl)

125b) [3-chloro-4-(2-diethylamino-ethoxy}-phenyl}-methyl-amine
Under a nitrogen atmosphere a solution of 500 mg (1.458 mmol) of tert.butyl

 [3-chloro-4-(2-diethytamino-ethoxy)-phenyl}-carbaminate in 10 mL THF was

slowly added dropwise to a suspension of 165 mg (4.374 mmol) of lithium
aluminium hydride in 20 mL abs. THF and the mixture was stirred for 16 hours
at RT. 165 pL of water, 165 pL of 15% aqueous NaOH solution and a further

495 pL water was added and the precipitate formed was filtered off. The

281/ 283 Found: nol peakedivipHoosol11933




wo 286epmred anal ogously to Exanpl e 130a from et hydCT/EP2003/011933
(4- brono-2-chl oro- phenoxy).-.acetate (Z26) and

t hi ophene-2-boric acid. Yi 8d O 730 g (72% of theory)

Cf 4Hf 3C103S (M= 296.775) Calc. peak (M+H)

i .%ﬁ%%?f@tﬁé‘ﬁ%@ggﬁwﬁs&hﬁh% bl %?%ﬂé%) ‘fg‘: Hah s

rebidue i surifrediyosiemn Zhydomatogiapty) (siieg lget, RIOAL / MeOH /
Prepare&nal ogousl y to Exa%%l e 13(0b from et hyl

cong- aayenus-amERNEREA0A)y| - phenoxy) - acetate (131 a).
| f theor Cf 2H9C103S ( ME
Y'é@gﬁggf'?g Fég(%étﬁ%meak (Ml@-; 267/ 269 V\D(
CRBMINED T84 IBBT7AR2003/ 011933 163 Found: nol peak
MrH) - 267/269, 31 ¢
&P%’W%I%Z%@ Iam') no- et hoxy) - phenyl ] - 2- (2- chl

ERIrer ﬂlfd!;m )2 thzgg(enoxy) acetanm d e The product
was pa

red according to general working nethod |
Rffvrad::a Ith{slllm:acgel EtQAphkleOH ytophaquegis acmoénia &0t 1d:1)
(131 b) and 3-chloro-4-(2- _
di et hyl am no- et hoxy) - phenyl ami ne (Z1 b). Yield: 0.410
g (83% of theory) C24H26CI 2N203S (M= 493.456) Calc.:
peak (MtH)': 491 /493/495 Found: nol peak (MtH)':
12591/%31:#2119@ t <2 ietRylaminerethaxygphenylibr;(2-chloro-4-

AR e e 12, 520 0

- 2987a0 09993 InYmbp df TETUVBAH 328 rivg (Blget niﬁ@l) f)f PIOBT Were
ad%%gqg aascuestpgaglon %? %31 rgg t(0 8)1(¥ n?mglr) %f (f chloro-4 trifluoromethyl-
phenoxy)-acetic acid (intermediate product Z2b) in 5 mL abs. THF and the
mixture was stirred for 10 minutes at RT. 180 mg {0.701 mmol} of [3-chloro-4-
(2-diethylamino-ethoxy)-phenyl]-methyl-amine and 0.18 mL (1.051 mmol) of
ethyl-diisopropylamine were added, the mixture was stirred for 16 hours at RT
and evaporated down i. vac. The residue was purified by column
chromatography (silica gel, silica gel, dichloromethane / MeOH / conc.
aqueous ammonia 85:15:1).

Yield: 150 mg (43 % of theory)

C22H25CloF3N203 (M= 493.357)

Calc.: Molpeak(M+H)": 493/495/497

Found: Molpeak (M+H)": 493/495/497 (Cl,)

R¢ value: 0.4186 (silica gel, dichioromethane / MeOH / conc. aqueous ammonia

90:10:1).



WO 20081089763. 600 g (83% of theory) Cf f Hf 3BrO4 (MET/EP2003/011933
289.128) Calc.: nol peak (NI#;@ : 289/291 Found:
nol peak (M+H)': 289/291 (Br). 132b)
2- (4- brono- 2- met hoxy- phenoxy) - acetic acid Prepared
anal ogously to Exanple 130b from et hyl
2- (4- brono- 2- net hoxy- phenoxy)-acetate (132a). Yield:
3.250 g (q t. yield) CgHgBrO4 (M= 289.128) Calc.:

nmol peak ( 261 26 Found: nol peak (MtH)":

261/ 263 (Br) .QZ@f/OPCT/ EP2003/ 011933 164

132c) o N

2- (4- brono- 2- met hoxy- phenoxy)q@hl or o- 4- ( 2- di et hyl

gi nge; g%goxy) - phenyl]-acetamide T le pr oduct was

Eg g'ﬁ’ ‘according to general working nmethod I from

126) H-{3here-4£ PreR eafcﬁ§, irdo(3- -Aand
i f?@tm K}Pé}ﬂ hoxy !%ngﬁvﬂgr@n‘gﬁé}?fﬁ

3-chloro-4-(2- diethylamno-e
trifiporoppethyl-piterosy)-gceovdef theory) C21H26BrCl N2O4 (Me

THEPRAR e 30 L e AR R 7 B
frosi 0.422 gq016160inaid N gB®Rhbae-a - (2- SRS EtHx)-ph ARl (B-chiRPo-

13 .

4iﬂf?&3f@mﬁﬂafl-@h?nm)r,aﬁeéafaudﬁ;(z?@h@mﬂ@94w1[-:€0€|396nmk)-w2
I~athyl am no- eth oxy)-ph enyl]-acetam de A

e@ﬁ'@ﬁ‘é‘ﬁ’éi on of 0.280 g (0.570 mol)

Yi2ld: 20any 16286 of tHdomgrr onet hyl - phenoxy) -

N-[ 3z.chl oro-4- (2-di et hyl am no- et hoxy) - phenyl ] - acet am d
C@"&Z@Jépr?&f@sd%“-“é%gﬁéb my Raney nickel .in 10 m. MeCH
CH@S at 50 psi. The catalyst was
é\?l t@ggggwqgﬁg’%z?????rate evaporated down i. vac.
Fourcimatpeak (M-H): 525/527/529 (Cl,)

Ry value: 0.94 (silica gel, EtOAc)

Example 127:
/\N/\/"@fu\o/\
et

ethyl 2-[2-(2-chioro-4-trifluoromethyl-phenoxy)-acetylamino]-5-(2-
diethylamino-ethoxy)-benzoate '

The product was obtained according to general working method | starting from
1.00 g {3.567 mmol) (2-chloro-4-trifluoromethyl-phenoxy)-acetic acid (Z2b)
and 0.908 g (3.567 mmol) ethyl 2-amino-5-(2-diethylamino-ethoxy)-benzoate
(£25c). | '

Yield: 1.700 g {(92% of theory)

C24H28CIF3N205 (M= 516.949)

Calc.: molpeak (M-H): 515/517

Found: molpeak (M-H): 515/517 (Cl)




woeheaveeiegr aphy (Alox, N, act. I1-111, gradient pPCT/EP2003/011933
di chl or onet hane / MeOH 49: ]’lib"\%g 1) yielded the product.
Yield: 0.180 g (69% of theo C21H25CI F3N303 (M-
459.900) Calc.: nol peak (MtH)': 460/ 462 Found:

I
LAl S808 sd R 01 Mol iy o0
2004/ 039764 165 PCT/ EP2003/ 011933 134a) et hyl
Eéﬁ% 33§hl or o- bi phenyl - 4-yl oxy) - acet ate Prepared
QJ ty to Exanple 130a from et hyl

Or o- phenoxy)-acetate (Z26) and
poric acid. Yield: 1.070 g (97% of
1- 1740203 (Me 325.194) Rf val ue: 0. 58
(sflica ge troI eum ether/ EtOAc 3:1). 134b)
(3,2 -dichlor enyl -4-yl oxy)-acetic acid Prepared
anal ogously t® e 130b from et hyl
(3,2"-dichloro-bip -4- yloxy)-acetate (134a).
Yield: 0.900 g (92% of ft heory) Cl14H10C1203 (M=
128y 23292- -4 -

fp-gaq cﬁﬂilfs :4 E’S‘E‘/’Wgw 2%¥ Wﬁggétg%ﬁ% -(FAE N lamino
emqug) bﬁnml@aawd(z di et hyI ani no et hoxy) phenyl ]-2-(3, 2" -

18 bRl Bode RGeS SRR RS 55RG of DRI T 7h o)

eth3l 2-[2- (leiﬂr@ftptrhlj@i‘mﬁmh KohErdxy)- aéé@tdn%napraiiz( 1 34b)
and 3-chl oro-4- (2-di et hyl am no- " et hoxy [ am ne
diethylgminoretioyy)-berepatey( lefl 27 §b3(9/)‘nL tOH and the mixture

was stirred for 2 h at RT . The reaction mixture was acidified with 10 mL

(4 brorm 2-chl

aqueous HCI (1M) and treated with ultrasound for 30 min.. The precipitate
was filtered off, washed with'water and dried at 50 °C i. vac..

Yield: 0.640 g (75% of theory)

C22H24CIFaN205 (M= 488.895)

Calc.: molpeak (M-H): 487/489

Found: molpeak (M-H)": 487/488 (Ci)

H
U

129) 2-(biphenyi-4-yloxy)-N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-

Example 129:

acetamide

The product was prepared according to general working method I from
(biphenyl-4-yloxy)-acetic acid and 3-chloro-4-(2-diethylamino-ethoxy)-
phenylamine.

Yield: 0.560 g (58% of theory)

C26H26CINO; (M= 452.986)

Calc.: molpeak (M+H)*: 453/455




WO 4086bR7EL3N2G8 (M= 521.876) Calc.: nol peak (M-H)CT/EP2003/011933
521/ 523/ 525/ 527 Found: rm{ﬁoeak (I\/H-H)

521/ 523/ 525/ 527 (Cl13) Rf v 1 0. 65 (AI oX,

di chl oronmet hane / MeOH 30:1). Exanple 135: WO

/ 4 +P /011933 135a) et hyl
F%@p&l ”Q‘ﬂs%% g\%ﬁg)or%@%55?§ﬁyl oxy)-acet ate Prepared
Ravel@anps ($ilidaogdixdisRlbeorhe®ant ¥ ae@H\yclohexane / conc.
(4-brono- 2-chl or o- _phenoxy) -acetate (Z26) and
aqueamsAYpRBIAYI B 18- 1dcid. " Yiel d: 0.430 g (68% of
theory) C161-114C1203 (M= 325.194) Rf value: 0.62
(silica gel, petroleumether / EtOAc 3:1). 135b)
Exaingle-i0chl or o- bi phenyl - 4-yl oxy) - aceti c acid Prepared
anal oggqusl| y to Exanpl e 130b from et hyl
/(\3“’21\"/d| - bi phenyl - 4- yl oxy)-acetate (1 35a).
el d: Pe%Qf theory) Cl4H10C 203 (Me
297. 140) Calt.: o ak (M Hy: 295/297/299 Found:
nol peak (MH)-: 295 " 79 (Cl2) 135c¢)
N-[3 chl or o- 4- (2 di et hyl~dm no- et hoxy) - phenyl ]-2-(3, 4" -

agréltrﬂfl ?Qh%g%rarﬂzbﬂ @ﬁé%o LBth The product was

par'ed accordi ng to-“genera ng nethod I from
3. 6$nl48quelmum$an11mmaptbmaté -sd;m_\jnbnxy)w)aum addexdt tada 6aRAibh of

- d - oro 4 i.et hyl am po- et hoxy) - pheny
1869 G AR RER ST uTambsaThro ohenr s ARSI o
(6(dd r%?ribi)fﬁ ﬁ)ral%"dri-b 3 iahBe4od g‘(b%‘ro rﬁ%lan/té&ﬁké%/ 5217
Found: nol peak (Mt +: 521/ 523/°'525/ 527 ('Cl3)
trlpheny!phosphme—pa[iadlum in 65 mL dioxane and the mixture was refluxed
for 4 h. The reaction mixture was cooled to RT, evaporated down i. vac. ,
diluted with water and exhaustively extracted with EtOAc. The combined org.
phases were washed with saturated aqueous sodium bicarbonate, water and
saturated aqueous NaCl, dried over sodium sulphate and evaporated down i.

vac. . Column chromatography (silica gel, petroleum ether / EtOAc 3:1)

yielded the product.

Yield: 0.800 g (84% of theory)

C14H13CI04 (M= 280.710)

Calc.: molpeak (M+H)": 281/283

Found: molpeak (M+H)": 281/283 (Cl)

Rs value: 0.56 (silica gel, petroleum ether / EtOAc 3:1).

130b) (2-chloro-4-furan-2-yl-phenoxy}-acetic acid

0.40 g (10.00 mmol) NaOH in 5 mL water was added to a solution of 0.280 g
(2.672 mmol) ethyl (2-chloro-4-furan-2-yl-phenoxy}-acetate (130a) in 20 mL
abs. EtOH and the mixture was stirred for 16 h at RT. The réaction mixture
was diluted with water and acidified to pH 1 with semiconc. aqueous HCI.
The precipitate was filtered off, washed with water and dried in a HV.

Yield: 0.630 g (93% of theory) |

C12HgCIO4 (M= 252.656)




wo dobsysdree: 0.48 (Al ox, dichloronethane / MeOH S8ciErp2003/011933
Exanpl e 136: WO 2004/ 039764_167 PCT/ EP2003/ 011933

136a) ethyl (2-chloro-4- pyﬁ?dl n- 3-yi - phenoxy) - acet at e
Prepared anal ogously to Exanple 130a from et hyl

27 - t at 726 d
Cé@r .”&?H%a%("%gi rg%&é:?%engi(gl)dac(e) iJllZCe) g(g (5%3 ;)nof t heory)
F Guirfd-ThAcTih AEIB(MWY - &@1/2&7(x;|j?f val ue: 0.45 (silica gel,

petrol eum et her / Et OAc 136b)
(2-chl oro-4-pyridin-3-yl - phenoxy) acetic acid 250 ny

134 )i\?&@ﬁl@ﬂﬁ-@-@g&hgaﬁq %T%Ef}?%%—?ﬂ%ﬂlotr8-4§furan-2-yl-

pHehoxi}-atatarhidgeyr i di n- 3-yl - phenoxy) -acetate in 40 rrL
abs.  EtOH and the m xture was stirred for 1 h at
TheRrodugkwas ﬁ‘f?ﬁ%@a AECQENg tg&%%'@@%ﬂﬂﬂﬂ@@@gdd@o%

- xPl ff d
cHOIoh 2RO En GG LRy 406 Pb-Rizs: ) "
diethgtdahaobebBoxypha6@aft® (Zdd)c. : nol peak (M+Na)'

264/ d I k ( MtNa 264/ 266 (O 3) 136
ViRl 92:%%% fc)#g oc‘ﬂ'nnc%qrgfﬁw gm no) et hoxy) - phegyl ]- ) 2- (ZCZ:hI
Cé%f-l%ﬁgl*ﬂ)z\ﬁi ﬂ/HM?TEbZ{ phenoxy) - acet am de The product was

prepared according to general working nethod | from

CQlQn mipestoM+IdYt # 47/479/481- phenoxy) - aceti ¢ aci d (1 36b)
d 3-chl (2 o- et hoxy) - phenyl am ne
? ?‘e@’&ﬁ*b %E@”'Zb%éggﬂ?g theory) C25H27C12N303
Rf(vMEJé?@S?(ﬂ X, Cé%lﬂororﬁéthaﬁék Mediz0:1)488/ 490/ 492
Found: no peak (M+H) ' : 488/ 490/ 492 c 2)

Example 131:

PASSS U
I s/
131a) ethyl (2-chloro-4-thiophen-2-yl-phenoxy)-acetate
Prepared analogously to Example 130a from ethy! (4-bromo-2-chloro-
phenoxy)-acetate (Z26) and thiophene-2-boric acid.
' Yield: 0.730 g (72% of theory) |
- C14H43ClO3S (M= 296.775)
Calc.: molpeak (M+H)": 297/299
Found: molpeak (M+H)": 297/299 (Cl)
"Ry value: 0.60 (silica gel, petroleum ether / EtOAc 3:1).

131b) (2-chloro-4-thiophen-2-yl-phenoxy)-acetic acid
Prepared analogously to Example 130b from ethyl (2-chloro-4-thiophen-2-yl-
phenoxy)-acetate (131a).
Yield: 0.600 g (95% of theory)
- Cq2HeCIOsS (M= 268.721)
Calc.: molpeak (M+H)": 267/269




PCT/ EP2003/ 011933 137a)
(4' - chl or o- bi phenyl - 4-yl ox§/§3 acetic acid 1.5 nL TFA
was added to a solution of 0.750 g (2.000 mol)

ert.-hbut vyl e Pbiphenyl - 4-yl oxy) -acetate in 20
F{Mﬁ‘i}lir@ﬁpé?%&@f}h%m%@%gt m xture was stirred for 16
h at RT. The reaction m xture was evaporated down i.
and diluted with 1 M aqueous NaOH and Et

. OAc. Th
151 N-Fr-Ealoro-fel2-diethylaviao-ed1axy kRBeayil-ed 2aanl@ro-4xthiophen-2-
Yield: 22 t. yield) CL4HL11Cl03 (M

y'%"@ég%'gé%ﬂfngqé rmlgpégﬁa?m nge 2251/ 263 Found:(

The bztﬁtnlclt1 ?\Mewr%parﬁﬁﬂclzﬁiﬂrﬁgi]d gérﬁa?@i)viork_ing method | frorln 2-t ]
-(4' -chl oro-bi enyl - 4-yl oxy) - - pI ridin-1-ylme

PP e 2RI AR B LT T B Sesip et &

: i ; thod I f 4 -

BB e ARG arBE (1K), Mot 0T (1" 97y and

YielhiCoetQ di(B3% ofghégly) phenyl amine. Yield: 0.140 g (40%

t 6H27CI N2C2 (ME 434.970) Calc.: nol peak
C%H#@Sﬁgcﬁ%%ﬂ%ﬁ%ﬁg% m()l peak (I\/Hrl—lg +: 43%/ 43r7m(ch]eSa
C%i\fﬁbggg'ak@}nélpngighj(M/M , dichl oronmet hane / MeCH
ampl e

9: CZ‘, 8: 138a) et hyl
Found; immapeakd (M#+H) o A8 BI9BHEHRACIA- vI oxy) - acetate WO

e T S

(4- brono- 2-chl oro- phenoxy)-acetate (Z26) and 4-fl
uor o- phenyl boric acid. Yield: 0.850 g (81 % of
Exatapley)32: Cf 6Hf 4C1 FO3 (M= 308. 740)

|
o] Br
a . H
N IJrre
oM™ ©
132a) ethyl 2-(4-bromo-2-methoxy-phenoxy}-acetate
Prepared analogously to Intermediate product Z2a from ethyl bromo-acetate

and 2-methoxy-4-bromophenol.

i Yield: 3.600 g (83% of theory)

- C11H1sBrO, (M= 289.128)

) Calc.: molpeak (M+H)': 289/291
Found: moipeak {M+H)": 289/291 (Br).

132b} 2-(4-bromo-2-methoxy-phenoxy)-acetic acid

Prepared analogously to Example 130b from ethyl 2-(4-bromo-2-methoxy-
phenoxy)-acetate (132a). '
Yield: 3.250 g (quant. yield)

CoHgBrO4 (M= 289,128}

Calc.: molpeak (M+H)": 261/263

Found: molpeak (M+H)": 261/263 (Br).




wo Z084/8ag7ed10l peak (MrH) +: 309/311 Found: ol peakpdiytboosoi193a
309/311 (d) Rf value: 0.45 (SI lica gel, petroleum
ether / EtOAc 3:1). 138b) 164
(3-chloro-4'-fl uoro-bi phenyl -4-yl oxy)-acetic acid

19283 Coa a2 PP he - oot Pty einina sy
ph@rﬁﬁ]%ce@arﬁ%% g (67% of theory) Cf4H10CI FO3 (M=
Calc.: nolpeak (MH 279/281 Found: nol peak

Tf(fwﬁﬂuct was prearedaEcardig) to general working method 1 from 2- (4-
3, chl 4:(2-d hI 2-(3-chl
orRg e ey BheBotiianal AEWNS g L b B A 1 oatict

dlmlaﬁﬁlﬂﬁfﬁtﬁ@(ﬁfpﬁ@h%ﬁmé @ugneral working nethod |
from chl oro-4' -fl uoro- bi phenyl - 4-yl oxy) -acetic

Yigld: @659 s@ﬁ%aq{dh@rm or o- 4- ( 2-
henyl Z1 b). Yield: 0.440
C T S B0k B T S o (e b0, 451) ol o
Caio): mbeéMN’rl}H) 585//489721/8@09 Found erI peak (MH)":
505/ 507/ 509@&
Foynda g ﬂé)i"r%@ﬁi?/é@%?f@&xanple 139: a 139a)

y)-acetate WO
RS 5 R AT Py et et V0
g (11.000 nmmol ) 2-brono-4-trifluoronethyl-phenol and
Exki 13.20 nmol ) ethyl bronp-acetate in 20 nL Hunig
BRReES stirred for 5 hat 120 C. The reaction
m xture was diluted wi th Et OAc and the org. phase was
washed with water, tyrated aqueous sodium
bi carbgnate gand s at'ed aqueous NaCl, dried over
magnesi I "piiate d evapor at ed
SN~ ° N
133) 2-(2-amino-4-trifluoromethyl-phenoxy)-N-[3-chloro-4-(2-diethylamino-
ethoxy)-phenyl]-acetamide
A suspension of 0.280 g (0.570 mmol) 2-(2-amino-4-trifluoromethyl-phenoxy)-
N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-acetamide (Example 65) and
50 mg Raney nickel in 10 mL MeOH was hydrogenated for 5 h at 50 psi. The
catalyst was filtered off and the filtrate evaporated down i. vac. . Column
chromatography (Alox, N, act. lI-lil, gradient dichloromethane / MeOH 49:1 —
19:1) yielded the product.
Yield: 0.180 g (69% of theory)
C21H25CIF3N30s (M= 459.800)
Calc.: molpeak (M+H)": 460/462
Found: molpeak (M+H)": 460/462 (CI)

Ry value: 0.42 (Alox, dichloromethane / MeOH 19:1).

Example 134:




Woﬂﬁ%?,é?mvac . Col um chromat ography (silica 9pbyep2003/011933
gradi ent dichloronethane I MeCH 100:0 - 19:1) vyiel ded

the product. Yield: 2.80 g18F8% of theory)

Cf 1Hf oBr F3G3 (M= 327.100) Cal C. nol peak ( M+H) +:
327/ 32% Found: nol peak (MtH)' 327/ 329 (Br) Rf val ue:
“0.85 a oel, dischl or onet hane). 139h)

(2= br .m 4 j rar.euet hyl - phenoxy) -acetic acid
Prepar ed anal’ogousl

(2-brono-4-trifluorone
Yield: 2.150 g (84% qf eory) COH6Br F38 ( M=

046 MH)-: 297/299 Found:

1 95 )(mcﬂocﬁlormlﬁewre@/ﬂ xykecstalee. 0. 35 (silica
P'%?%i?‘ﬁﬁﬁ%@%?%f??@ s U A U e
phehioxypatelate (Z26¢ ehd3sFhipropheyllborc ecilri de The product
) d t I Ki t hod |
Y'\é?(grﬁpéﬁak%ﬁ’t&jﬁ?rqrwguo?o?neepﬁ;?- p\llﬁ\ggo;(;?- gget ioc acid
C&H 17950, AN 335019491 0- 4- ( 2-

et hyl am no- et hoxy) - phenylam ne (Z1 b). Yield: 0.450

RgVE(I%% 68 (siliesogsl) pet@eameah@rmt@mwwc 523. 781)
Calc.: nol peak (M+H)': 523/525/527 Found: nol peak
(I\/H-H) 523/ 525/ 527 (BrCI) Rf value: 0.45 (silica gel,

134 Bczr-aimtdﬂ@n Hen I&(y}JaceV@aéiQM/ 039764
- é"?, EP2003/ 011 33 W?y npl e 140:

14
Preparedtanapgousiyia E&am@lezwqb ﬁymeihvldﬁri’edzmﬂcgg -Rjphenyl-4-
y|&,§6 &{L&Q Q‘g?)g%a)pot assi um carbonate was added to a
u

400
Yield: 0.900 g (92% of theory)

C14H1oC|203 (M= 297.140)
Calc.: molpeak (M-H): 295/297/299
Found: molpeak (M-H)~: 295/297/299 (Cl2)

134c} N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(3,2"-dichloro-biphenyl-
4-yloxy)-acetamide _

The product was prepared according to general working method | from (3,2'-
dichloro-biphenyl-4-yloxy)-acetic acid (134b) and 3-chloro-4-(2-diethylamino-
ethoxy)-phenylamine (Z1b).

Yield: 0.250 g (48% of theory)

C26H27ClsN203 (M= 521.876)

Calc.: molpeak (M+H)": 521/523/525/527

Found: molpeak (M+H)*: 521/523/525/527 (Cls)

Ry valu.e: 0.65 (Alox, dichloromethane / MeOH 30:1).

Example 135:




S

Q%?gr%ﬁ‘3 ml) o

WO%Obr ononet hyl - 2-chl oro- 4-ni tro-benzene and 5. OBCITEPZOOSIOHQSS
(59. 300 mol ) pyrroI|d|ne 196150 nL acetonitrile and
the m xture was stirred for 16 hat RT. The reaction
m xture was d| luted with 200 nL di chl or onet hane,

ATt ere e fild¢rate evaporated down i. vac. .
T,hJs resi s.daken up in EtOAc, the org. -phase was
washed i t h \*Nater ed over magnesi um sul phate and
evapor ated down i . . The crude product was used
in the next reaction st'epsw,thout any further
g&nflcatlon Yi el d: 6100gS8G%Of theory) Cl 1

1 $h@tg (8, 4{-sichiaro- tﬁ@lqny!—éa{l@xy -agpiabeak (MHH) +: 241/ 243

Pl LRSIk e Rad ot Epro aglyd®

pﬁelwﬂy@ecetét@glzei)landl Hchloydpreniiboriplaey | am ne A
suspensi on o (4. 155 nmol )
Yielg: 2450 8(88%- (Pflth?%"%enzyl )-pyrrolidine (140a) and

@98 in 30 nL McOH were hydrogenated at
C%??H“ B?g psi . e catal yst was filtered off and the
Rf vdlue:20.62 ¢sibigagelt pdirdiewm ether VBOAC 3Mi)el d: 0. 840 ¢

(96% of theory) C11H15CI N2 (M= 210.709) Calc.:
nmol peak (M+H)': 211/213 Found: nol peak (MtH)'

1§95')/(§14f3d(cﬁ|c9r0-|ﬁflpﬁ@{'¥g O—Y %yégac(eﬁ biea gel,

di ¢hl or onet hane / exane / conc. aqueous
Peapaned angibgodsty 5o E)(&mptmfsf)mb from ethyl (3,4'-dichloro-biphenyi-4-
3-chl.or,0-4-pyrrolidin-1-yl nmethyl-phenyl)-2-(2-chlor
YIBXQ qqﬁtﬁtﬁég§€§)et hyl - phenoxy) - acet am de WD 2004/ 039764

y,@@/mgy@gmq%oﬁyz The product was prepared

accordin eneral working method I from (2-
CohhdeleOn 1~|29 v Anret hyl - phenoxy) - acetic aci d (Z2b)

C%Igg)n_??élﬁgél? -+ P 9838bg- 1-yl methyl - phenyl ani ne (1
Found: molpeak (M-H): 295/297/299 (Cl,)

135c¢) N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(3,4'-dichloro-biphenyl-
. 4-yloxy)-acetamide

The product was prepared according to general wdrking method | from (3,4

dichloro-biphenyl-4-yloxy)-acetic acid (135b) and 3-chloro-4-(2-diethylamino-

ethoxy)-phenylamine (Z1b). |

Yield: 0.280 g (60% of theory)

Ca26H27ClaN203 (M= 521.876) _

Calc.: molpeak (M+H)": 521/523/525/527

Found: molpeak (M+H)": 521/523/525/527 (Cl3)

Rs value: 0.48 (Alox, dichloromethane / MeOH 50:1).

Example 136:



WO%O@}O%?GQ' 360 g (51 % of theor y) C20H190 2F3N29%T/(ENE)O3/011933
447.288) Calc.: nol peak (M:H)': 447/ 449/ 451 Found:

nol peak (MrH) +: 447/ 449/ 4516{ Cl 2) Rf val ue: 0.58
(silica gel, dichloronethane / EtOAc / McCOH / conc.
agueous ammoni a 350: 75:75:10). Q F 141la)

, N7~ t thyl -N - 4-nitro-phenyl)-ethane-1, 2-diamn

. 6090 ogre| ) 1-fluoro-4-nitrobenzene and
8.00 nL (62.948
N, N, N -trimethyl -
1 hat 100 C and then ed to RT. The reaction

di | t d h t I
RIS el T e A At S ?‘“Shélisywer e
PAifzféd sxsrogwghgwgﬂrsxémp@@ 156 ﬁraf;ﬁl ghgp@t%bﬁf% 9. "

plzammapetam&%)amdlme@!ne(ﬁﬁblaylcacm4 Found: nol peak
I 0.32 lica gel, EtOAc / EtOH /
Vit B420,838 % ab st 20-30. 3 a1ty

CNH%ZI@LIOWWQQWB?;H hyl ) - N- met hyl benzene- 1, 4- di ani ne
suspensi on of (25.842 mmol )

Ravaluet . ﬂﬁét‘r!hs‘ﬂ gel, P@HOIﬁUm@hphéEW&“@t)hane 1, 2-di ami ne
(141 a) and 0.60 g Pd/C (10% in EtOH was hydrogenat ed
for 4.5 h at 50 psi. The catalyst was filtered off and

136ty (24dhldrat43¥)ymﬂn43 -Atptenoslphecetic add. . The crude
r oduct vvas urther reacted imediately. Yield;, 3.16

mRe} Obbnzﬁbrzm-ors@%waﬁ@ﬁﬂeﬁég@sa@uti%@f $400

p
93 %5“%8%%—0%&3%&@@@%#— SRbenoxy)-qgeiatein 40t 2bf:
EfdHanddheniiyiuye wastdtipkeddaon hhlat e iyie} reackoramixtare was
acidified with aqueous HCI (1 M) to pH 7.5, the precipitate was filtered off and

washed with water.

Yield: 0.269 g (74 % of theory)
C13H1oCINO; (M= 263.683)

Calc.: molpeak (M+Na)': 264/266
Found: molpeak (M+Na)": 264/266 (Cl3)

136¢) N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-pyridin-3-yl-
phenoxy)-acetamide

The product was prepared according to general working method I from (2-
chloro-4-pyridin-3-yl-phenoxy)-acetic acid (136b) and 3-chloro-4-(2-
diethylamino-ethoxy)-phenylamine {Z1b).

Yield: 0.328 g (75% of theory)

CasH27C12Nz03 (M= 488.418)

Calc.: molpeak {M+H)": 488/490/492

Found: molpeak (M+H)": 488/490/492 (Cl.)

Rs value: 0.47 (Alox, dichloromethane / MeOH 30:1).



Wozﬁhg,oﬁ?@guct was prepared according to general pefkbA®3/011933
thod I from (2-

chI oro-4-trifluoronethyl - pHEhoxy) - acetic acid (Z2b)

and N-(2-di net hyl am no-

eth ‘I@) rret hyl benzene-1, 4-di am ne (141 b). Yield:

Eéafﬁ 1&(37% of theory) C20H23CI F3N302 (M= 429. 873)

| peak (M+H)+: 430/432 Found: nol peak (M+H)'
/4 (d R)f val ue: 0.37 (silica gel,
chI o) @ EOH / conc. agueous ammoni a

90:10:1). Exanple 142a)
N- ( 2- di et hyl am no- | )-N-(4-nitro-phenyl)-acetam de
A solution of 50 g (07239 nol)

I et hane- 1, 2- di am ne
1?\*@'&%0% @%"%nélg]ﬂby)%ﬁhﬁa%litl rred for 3.5 h at
1.530L CF A Wwes added poa abbxliod@ﬁ/l@ 750 g §2.006momok ma:rt-butysi;efﬁ

e oiRBe M- BEnAraetdtR i 20 i SRt %5&& eﬂﬂ@“ﬂfe
w§§§ﬁ4ré@fbrolr6% aPR@?ﬁe Y‘@é&loﬁrrh&ﬁn@\(iﬁs é\%gﬂ 2\

d evaporated down . _vac. 97% of'

anchdibrigg witar1 b-aqaesNAGH amlfz@ﬂag Tf@mrecmlt&tﬂ \p@%ﬂltered
aun nol peak (M+H)': 252 Rf value: 0.55

ffgpcfj_%ggd&ggo 5 ?%romet hane / l\/bC]—I/ conc. aqueous

Yiaios2e g @guarl: igld) WO 2004/ 039764 PCT/ EP2003/ 011933

174 142b
Codtle ££1Qni(M5-452899)) - N- ( 2- di met hyl ani no- et hyl ) - acet ani de

05{32%@%@{/@3&3%@,%310 Exanpl e 141b starting from

Fainty molpedlddiH ) @6nIBs3yi0l)y acet ani de) (142a). Yiel d:
50.66 g (99% of theory) C12HI9N30 (M= 221. 305)

137b) 2-(4'-chloro-biphenyl-4-yloxy)-N-(4-piperidin-1-ylmethyl-phenyl)-
acetamide

The product was prepared according to general working method | from (4'-
chloro-biphenyl-4-yloxy)-acetic acid (137a) and 4-piperidin-yimethyl-
phenylamine.

Yield: 0.140 g (40% of theory)

C26H27CIN20, (M= 434.970)

Calc.: molpeak (M+H)": 435/437

Found: molpeak (M+H)": 435/437 (Cl)

R value: 0.40 (silica gel, dichloromethane / MeOH 9:1).

Example 138:

/’J‘“ﬁf’Dﬁb
L,

138a) ethyl (3-chioro-4"-flucro-biphenyl-4-yloxy)-acetate




R—

wo 2084/63g764101 peak (MrH)': 222, Foundi mol peak ( Medd/EP2003/011933

222 Rf value: 0.50 (SI lica g di chl or onet hane / MeCOH
/ conc. aqueous anmoni a 0 1). 142c¢)
N-{4-[acetyl - (2-di net hyl am no- et hyl ) - am no] - phenyl } - 2-

P Pal e ad st iR T R s il T

pHEﬁoBt?}iad:eté @quG)’-and 4-fluoro-phenylboric acid.

| or o- uoromst hyI phenoxy) -acetic acid (Z2b)

Ylsmopﬁﬁmgéﬁﬂ“'

et hyl )-acetam de (142b Yi el d:
C%h%ﬁw?@gy;@{tﬁeorygl )C21H23CI FSNéGS (?\/I: 457. 884)
Cdlal: enolpesk (ald)'( BO®B11 458/ 460 Found: nol peak (M+H) +:

F%&&ﬁ% %CRI 2M*Z!”§b 309/311(().0?4 (Al ox, dichl oromet hane /
RN QMSP ée? n@tﬁd@ﬂn%&"f%ﬁ%ﬂ phenyl ]-2- (2-chl

or o- 4- tr| phen ox acet i de 0. 141 nlL
(1.080 rmol) chI orof orm c aci d-isopropyl ester was

Prﬁpsmaalégabmcﬁemnﬁ@@omﬂn%ﬁg}?wﬁto(ré-tﬁlﬁgommI )

holine 1In mL abs HE and the m xture
blmy&ﬂrsﬂmd a‘cetata(f@&a)her 10 min.. 0.250 g WO

04/ 2003/ 011933 175 (1.031 nmol)
Y%I% ﬁi%?) %%();Cﬂ | am no- et hoxy) - phenyl am ne (Z27b)
CHaspCIPOded= 280esgh)xt ure was stirred for 1 h at RT and
t hen evaporat ed down i. vac. Water was added and the

Qi@fuﬁ'tﬂﬁeﬁhﬁé‘é")v\@@/@ﬁﬁaust ively extracted with
h ned or hases were dried
Ffinhe] rng)?e?ctﬁtl)l 3 down . anld t he

over s |u evaporated down i. vac.
resi due stlrred with ether. The precipitate vvas
washed with ether and dried in a

fi r of f
130 LNGB Gt Ribmlamicnelboyy - e Srakpe g fHko-
biﬁ]%%yﬁﬁ%oxy)-acetamlde
The product was prepared according to general working method | from (3-
chloro-4'-flucro-biphenyl-4-yloxy)-acetic acid (138b) and 3-chloro-4-(2-
diethylamino-ethoxy)-phenylamine (Z1b).
Yieid: 0.440 g (87% of theory)
C26H27CI.FN2O3 (M= 505.421)
Calc.: molpeak (M+H)": 505/507/509
Found: molpeak (M+H)": 505/507/509 (Cl,)
Ry value: 0.46 (Alox, dichloromethane / MeOH 50:1).

Example 139:

@L@

139a) ethyl (2-bromo-4-triftuoromethyl-phenoxy)-acetate

/\/\/o




L B2a | peak ( MH—I) 479/ 481/ 483 Found: nol peak
/6397640 P PE#%EP2003/011933
WO%’?M&Q 479/ 481/ 483 (CI 2) Rf value: 0.67 (Al ox,

di chl oronet hane / MeOH 39: 1¥0 Exanple 144: C F 144)
2-(2-chloro-4-trifluoronethyl -phenoxy)-N[4-(2-di nethy

ARG 55 'aa@!a"aoﬁ'?ﬂ%rr%ﬂzﬁ brdmb Py At and
147 rf'nl_l’I@rZUTr% ﬁﬂ?ﬁﬂ%ﬁﬁ:}-a@é’( if 2 Fﬁ@rﬁgbeﬁ@ das stirred for
(4- am no- pheny

N- I ret hyl am no- acetam de. Yi el
50 2A7120g° (. A4 refctidre onixtyre was Hﬁ@ted FPENBBAME nmtgeszsg)

ol Was Wit Aift tpls: sailisied ApuBeLScradiB B bR e

sifafdted %8ééou§Né@P| cﬁeﬁ"@/er%g?@@ﬁ/n%ﬁlﬁﬁéte and evaporated
PCT/ EP2003/ 011933 176 Cl F 14

down 3-vael ofelumi) zhr(oznaiogwap;nur(@h@q/gelograﬂlgrnt)d:@lﬁr@mqthm/

VB 1802 Reliacdibbisod®0 s o 0 500 mmol) of

Yl&icﬂé&&@gwamm%w) 3-chl oro- _
(2-chloro-4-trifl uoronethyl - phenoxy) - acet am

Cdéﬂw%f]s@)a(lﬂrrd?"é‘im@)m (0. 400 nmol )~ 2, 5-di hydro- 1
Cgkogyré&?ﬁskm,'_glms bﬁ%}g} base was stirred for 3h at 80
an

eén*eva orat down i. vac. . Columm
FommHMipgalaﬂMyHowaBIZQ(mI ral, act. II-111, gradient

hi 19:1 | ded th
\Ifaclue o0r gg?snrganSell dl'v?mloromethane) ) yielde ©

139b) (2-bromo-4-trif|uoromethyIQphenoxy)-acetic acid

Prepared analogously to Example 130b from ethyl (2-bromo-4-trifluoromethyl-
phenoxy)-acetate (139a).

Yield: 2.150 g (84% of theory)

CoHeBrF303 (M= 299.046})

Calc.: molpeak (M-H): 297/299

Found: moipeak (M-H)": 297/299 (Br)

Ry value: 0.35 (silica gel, dichloromethane / MeOH 49:1).

139c¢) 2-(2-bromo-4-trifluoromethyl-phenoxy)-N-[3-chloro-4-(2-diethylamino-
ethoxy)-phenyl}-acetamide _
The product was prepared according to general working method | from (2-
bromo-4—triﬂuorométhy!—phenoxy)-acetic acid (139b) and 3-chloro-4-(2-
diethylamino-ethoxy)-phenylamine (Z1b).
Yield: 0.450 g (86% of theory)
C21Ha3BrCiFaN203 (M= 523.781)
Calc.: molpeak (M+H)": 523/525/527

' Found: molpeak (M+H)*: 523/525/527 (BrCl)
Ry value: 0.45 (silica gel, dichloromethane / MeOH 9:1).




wo Bidflgies Yi €l d: 85 ng (60%of theory) C21 PCT/EP2003/011933
SCI2F3N2CB ( ME a75 298) Calc.: nol peak (M-H)+:
475/ 477/ 479 Found: mol pealk7{M-H) " © 475/ 477/ 479 (O 2)
Rf value: 0.35 (Al ox, dichloronet hane / MOH 19: 1).
Exa 46: F 146) ethyl
Ei(a'("%&{g‘l%hl or 0-4-[2-(2-chl oro-4-trifluoronet hyl - phenox

Ia m n o] - phenoxy}-ethyl)-pi perid ine-4-ca
r b xyI Pr°epared anal ogously to Exanple 145 starting

P et hoxy) - 3-
chl oro phenyl ] - -ghl oro-4-trifluoronethyl -phenoxy) -
acet am de (Z28b) a et hyl pi peri di ne-4-carboxyl at e.
Yield: 190 ng (82% of theory) C25H27C12F3N205 (M=

1863) mrhtm%mtromﬂrw&mwmwe: 563/ 565/ 567 Found:

1P Bl 48t BORUSERRS R o SedlehgiB) 55 cn of 7.400
499%93%@@ d?@TtSrEH?d?ﬂ&hgbIlZ-%ﬁ%ro-h?ﬂntrEmmbﬁe B#hd:5.08FL

b
(%9?5(5@ PTBok RYePlsine 2150 mimastenirle and e Fﬂbﬁﬁt’m‘yﬁs stizag
Gt Hecp PR AR ploR HBABK s Ml 20D 0

a m na f epared ana
dEhwminethb‘l@ filtereidi argl mediltré%b[e@ap@m@dowah heacy) T78e residue

WaBARkAR B 1 EL8AS. (BRI Oy BTasegtAS washed wilh waler, Ored Ovet
R s e R TR

u$ed+iﬁ)the rieS@ réditioh Sbep Withauk: anyofuptbak paiificdfion.

Yie c? /é ? 616 (EGQA) 01‘2 t)neory)

C11H13CIN2O2 (M= 240.691)

Calc.: molpeak (M+H)": 241/243

Found: molpeak (M+H)": 241/243 (Cl)

Rr value: 0.38 (silica gel, petroleum ether / EtOAc 2:1).

140b) 3-chloro-4-pyrrolidin-1-yimethyl-phenylamine

A suspension of 1.00 g (4.155 mmol) 1-(2-chloro-4-nitro-benzyl)-pyrrolidine
(140a) and 100 mg Raney nickel in 30 mL MeOH were hydrogenated at RT
and 10 psi. The catalyst was filtered off and the filtrate evaporated down i.
vac. .

Yield: 0.840 g (96% of theory)

C11H4sCIN2 (M= 210.709)

Calc.: molpeak (M+H)": 211/213

Found: molpeak (M+H)": 211/213 (Cl)

Ry value: 0.78 (silica gel, dichloromethane / MeOH / cyclohexane / conc.

aqueous ammonia 75:15:15:1).

140c) N-(3-chloro-4-pyrrolidin-1-ylmethyl-phenyl)-2-(2-chloro-4-triflucromethyl-
phenoxy)-acetamide




woﬁm/‘es@d?t;i@ 0.55 (8I l'ica gel di chl oronmet hane / pgfEpP200s/011933
:1). Exanple 148: N‘~ 14#
N-{4 [ 2- (3-am no-pyrrolidi 2lyI) et hoxy] - 3- chl or o- phe
nyl}-2-(2-chloro-4- trifl uoronethyl-ph
enoxy) - acet am de Q. 80 0. 380 rmDI TE add
T Brorlicl s BEpiaed acor e S Rcsere Wabing meNPa  fom (-
cﬂ!@rfd-tﬂi’r‘rﬂddromethyl phenox(y% acetlc acid (Z2b) and 3-chloro-4 Pyrrolldln-

2-{2-chl or 0- 4- | oro-4-trifluoronethyl=pheno
11y§n)1ethyl phenylamine (140b).

t P ethyl)-pyrrolidin-3-yl]-carbamn
Y%fcg &W?L%éf?ﬁé?r& 2 nlL dichl oronet hane and the
CW&@E%W (M=| 447eg83)or 16 h. The reaction m xture

was evapor i. vac. and the residue triturated

Caer: rmfélpﬁ@hﬁ (Mv\b) 26611/4654#64 PCT/ EP2003/ 011933 178 The
| hed with eth d
FEURE HROBESEMRRYL LT AUGASAI i asBe L ot by 2"

Rpvradudr0d.58 (wiliczagel; dichlosarhbthaedIRIOAZIMeOH( Ltricobqueous

t heor 2F3N303 * 2 C2HF302 (M 720.378)
"J"F:HIQS"’Y23 C%éjﬁf? 492/ 494/ 496 Found: nol peak

(MrH) " : 492/ 494/ 496 (CI 2) Rf value: 0.45 (Al ox,
di chl or onet hane / MeOH 19:1). Exanple 149: 149)
1-(2-{2-chloro-4-[2-(2-chloro-4-trifl uoronethyl - phenox

- acetyl am no] -
E%@ﬁ&x&ﬂ et hyl ) - pi peri di n-4-carboxylic acid 2 nmL
aqueous NaOH (1 M was added at RT to a sol ution of

% mo) ) et hyl
1-(2-{ o) 4- [ -(2-chloro-4-trifluoronethyl - phenox
y) _ )k/

acetyl am no] phe -t hyl ) - pi peri di ne-4-carboxyl ate
(Exanple 146) in 4 Et OH and the m xture was
stirred for 16 h. The reaction m xture was

T4d@d N, BN deenefinyiN' 44-mitrerghienydls etianee L. 2nfiamigapor at ed
8898 (75 S1ATPC AR EoHAReRLA Sha i Y G R
N,hem#rmélthyl-éfhyilede 112)@1ai‘ﬁné(§\9§ffe®‘tintehe‘or ¥ h at 100 °C and then
cooled to RT. The reaction mixture was diluted with water and exhaustively

extracted with ether. The combined org. phases were dried over sodium

sulphate and evaporated down i. vac. .

Yield: 5.771 g (quant. yield)

C11H17N3O2 (M= 223.277)

Calc.: molpeak (M+H)": 224

Found: molpeak (M+H)": 224

Ry value: 0.32 (sifica gel, EtOAc / EtOH / conc. agueous ammonia 50:10:1).

141b) N-(2-dimethylamino-ethyl)-N-methylbenzene-1,4-diamine

A suspension of 5.770 g (25.842 mmol), N,N'-trimethyi-N’-(4-nitro-phenyl)-
ethane-1,2-diamine (141a) and 0.60 g Pd/C (10%) in EtOH was hydrogenated
for 4.5 h at 50 psi. The catalyst was filtered off and the filtrate evaporated
down i. vac. . The crude product was further reacted immediately.

Yield: 3.162 g (63% of theory) '




WO:SB%&”/E?Q’? §42F3N205 (M= 535.351)  Calc.: mol peak (Mtkp2003011933
535/ 537/ 539 Found: nol peak (MrH)' : 535/ 537/ 539 (Cl 2)
Rf vaI ue 0.35 (silica gel 173 chl or onet hane / McOH

npl e 150: WO 2004/039764 179 C O F

C(1 /"Epé\ggﬁggééggfolio% ZeE gylchl oro-4-trifl uoronethyl-ph

enoxy) - acetylam no]-ph enoxy}-ethyl)-pyrrolid
i ne-2-ca rboxyl ate Prepared anal ogously to Exanple 145

14;1@)r&-(ﬂa@wlowoeﬁatrmu{ommetrm@hen@mma} -{(8=dimethylamino-ethyl)-

A s E At oy | uoromet vl -phenoxy)-

af(2-
TSR s r st i aup T

ak
chiesom mﬂtmgmstm—eb@'towdmtlc aeldidak) ang Ny(Z-dImethylgmlno-

e@?’@ 'Ygor o@?%azn%@“%"dﬁﬁi%?%ﬁ@aﬁﬁl e 151 151)

Yie®: 011((29{(27%qu[|1@31-9)[2 (2-chloro-4-trifluoromethyl -ph
eno ifacet am n@]?
?@ 9'}'3(%2 512% 8bl i di ne- 2- car boxylic acid Prepared
149 start f thyl (S)-1
ch e R 4oL 11 fron <

med)mmlp@fék a\neﬁﬁxw@/aaﬁt(gm)am no] - phenoxy}-et hyl ) -

RO 51 Esé'm/s &1 dshlusiseorddde O whe. aigoUsanmons

gmbﬁg_ak (MeH) ' 521/ 523/ 525

Exampie 142:

\/\/N@Uu@

142a) N-(2-dimethylamino-ethyl)}-N-(4-nitro-phenyl)-acetamide

A solution of 50 g (0.239 mol) N,N-dimethyl-N'-(4-nitro-phenyl)-ethane-1,2-
diamine in 500 mL acetic anhydride was stired for 3.5 h at 130 °C, then
evaporated down i. vac. and neutralised with saturated aqueous sodium
bicarbonate. The residue was exhaustively extracted with EtOAc, the
combined org. phases were dried over sodium sulphate and evaporated down
i. vac. .

Yield: 58.36 g (97% of theory)

C12H47N303 (M= 251.288)

Calc.: molpeak (M+H)": 252

Found: molpeak (M+H)": 252

R value: 0.55 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
90:10:1).




WO Z9aiee876fo| peak (M+H)': 521/523/525 (Cl2). WO PCT/EP2003/011933
2004/ 039764 PCT/ EP2003/ 011?%3 180 Exanple 152: Cl

152)

N-[ 3- chl or o- 4- (3-di et hyl am no- propoxy) - phenyl ] -2-(2-ch
loro-4- triff uoronethyl-phenoxy)-acetam de Prepared
anal ogously to Exanple 145 starting from

142 NS apinerphenyipf2-Gimethylamino-ethyl)-acetamide
PEDLPERARABHNY o BRI 216'shirg ool IempBRnSsY)

efByN-M1-pitrb-t el ehdth oxy) - phenyl am ne
(%g%gf Yi e}?d:rwsé% ((gg&’gé)?heory) C22H25C12F3N2C3

Yielk 59936 g599% afdheory) nol peak (M+H)': 493/ 495/ 497
C@?‘é@@és LpegladdytH) ' © 493/ 495/497 (dA2). Rf val ue:

i ¢4 gel”’ dichloromethane / MeOH / conc.
~ CalguenalpeaktaHy; 22Q: 10: 0. 1). NH 153) tent. butyl

1-(2-(2-chl oro-4-]2-(2-chloro-4-trifluoronethyl-pheno
F&iﬂ(’( "ﬁ%?aji @ﬁ'hliﬂ 8 2p(h enoxy} - et hyl I) - p;r rol i éi P
| - Qanhap .
P, ST QR R TS 05 RS fivcns
9Q§ﬁ1®'g$).o- phenyl ] -2-(2-chl oro-4-trifl uoromethyl - phenoxy) -

acetam de (Z28b) and tert-butyl
pyrrolidin-2-ylnethyl-carbam nate. Yield: 280

. ng

R R T A A e e
trifagorp phener@acet@videound: nol peak (M H)-:
ol R TI RO R S
chloro-4-trifluoromethyl-phenoxy)-acetic acid (Z2b) and N-(4-amino-phenyl)-
N-(2-dimethylamino-ethyl}-acetamide (142b).
Yield: 0.200 g (64% of theory)
C21Hz3CIFsN303 (M= 457.884)
Calc.: molpeak (M+H)": 458/460

- Found: molpeak (M+H)": 458/460 (Cl)
R value: 0.64 (Alox, dichloromethane / MeOH 19:1).

Example 143:
N N

) QJ\/@Y

143) N-[2-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-
triffuoromethyt-phenoxy)-acetamide

0.141 mL (1.080 mmol) chloroformic acid-isopropylester was added dropwise
at-10 °C to a solution of 0.254 g (0.982 mmol) (2-chloro-4-trifluoromethyl-
phenoxy)-acetic acid (Z2b) and 0.118 mL {1.080 mmol) N-methylimorpholine
in 20 mL abs. THF and the mixture was stirred for a further 10 min.. 0.250 g



WO 2335:%39764 o PCT/EP2003/011933
4-1 2-(2-am nonet hyl -pyrrolidin-1-yl)-ethoxy]-3-chlo

ro phenyl }-2-(2- ch | oro- 445 1
uor onet hyl - phenoxy) - aceta m de Prepared anal ogously to

(B PRI ORET Ao Y R b phendRy) e B e

adtld; M@m.ﬂmﬂw?eéméa for 1 h at RT and then evaporated down i. vac.
pyrrolidin-2-ylne | -carbam nate (Exanple 1

Wetarivias adgtedand mm:ueqasar@ﬁemmhw @xtracteg M0 2

YGRS SLRE binbineS S s itsre e SeRpSdlim .

Lﬁaﬁeﬁe (&Naporatdtd ey i00RE. hane the Mafddelirdd witkk athigr ETHE S:

prmpga?ﬂww titered ffy waghes with efher@nensd Ny Gl i di n- 1-y
Yi d%t%W%gél’;Jeo@gjléody)z (2-ch | oro-4-trifluoronethyl-ph
4

€nox 6 mL (6.080 nmmol) formal dehyde
C41Bi2561:FyNsD: €K 4vs330)ded to a solution of 250 ny

(0.340 mmol) .,
C"NIC{ m9lpealoMHHhoAEYAPN 483 r ol i di n- 1- yI ) - et hoxy] - 3-

@é‘a@@ rifluoromethyl - phenoxy) -
acetffz,.;ﬁ1 @}Iﬁ%l &?9/%@‘!@539{{&;‘)% MeOH and the m xture
RiwaduestQ.6 7 (afblok odlchlotolmthﬁﬁe I MEDHGS(D. 720 WO
2004/ 039764 PCT/ EP2003/ 011933 182 nmol ) sodi um
borohydri de was added batchw se and the m xture was
stirred for a further 16 hat RT. The reaction mxture
was evaporated down i. vac. and the residue was taken
Exgnple 1ddchl or omet hane. The org. phase was washed with
satur, d aqueous sodi um bi carbonate, dried over
%mﬁfa e aphd evaporated down i. vac. . Colum
chr&rm ca gel, dichloronethane / MeCOH
49: 1) vyi el d‘ed th oduct. Yield: 170 ng (94% of
theory) C24H28CL2F3N3C3 (M- 534.410) Cal c . nol peak
(MrH) ' : 534/536/ 538 TFound: nol peak (M+H)®

14432/ @334 4rifludomethyl-phenoxy)-N-{4-(2- dlmethylamino-
acetylamino)-phenyl]-acetamide

Prepared analogously to Example 143 starting from (2-chloro-4-
trifluoromethyl-phenoxy)-acetic acid (Z2b) and N-(4-amino-phenyl)-2-
dimethylamino-acetamide.

Yield: 0.270 g (64% of theory)

C19H19CIF3N303 (M= 429.830)

Calc.: moipeak (M+H)": 430/432

Found: molpeak (M+H)": 430/432 (Cl)

Rr value: 0.82 (Alox, dichloromethane / MeOH 39:1).

Example 145:




W02%4/U3®|76k€ 0.58 (Al ox, dichloronmethane / MOH 18:AgrR2003/011933

Exanpl e 156: 156)

N-[ 3- br onp- 4- ( 2- di et hyl am H& et hoxy) - phenyl ] -2-(2-chl o

ro-4- trifl uoronethyl-ph enoxy)-aceta md e Prepared

anal ogously to Exanple 143 starting from (2-chloro-4-

ro thyI phenoxy) acetic acid (Z2b) and

Qbrom) et hyfam no- et hoxy) - phenyl am ne (Z30b).
eld o 3 9 f theory) C21H23BrCl F3N2G3 (M-

523.781) Cal . (M+H) " : 523/ 525/ 527 Found:

nol peak (M+H) " 523 | 527 (BrCI) Rf value: 0.64

(Al ox, dichl or onet hane” / MeQH 39: 1). Exanple 157: WO

145) O+ D ESNBEH 4 ST BRI HRB3 -yll-émgkﬁther;yi}-Z (2h—chloro-4|;
4- met r n-1 t

t”@t‘éfpfneghﬁ??@ﬂpgﬁéceﬁg’% Oxyug:r gre}elt thI phgnéx;) gégl apm

A §8|[UF6§|%9rc¢¢49@qb qﬁ{ﬂgptd? NERRbFomd-2ttdh@-BLdHort om

br ono-
pheinlyi2s(2sttdagd- ']HlﬁlL(CQemBﬂ'm‘ phenmxy)famnidet(ﬁi«%b)omﬁaﬁ-@ ML

OB Smpron Byt Ablieibese Was slBadaesn at
80Cat &nd th@i 8 réMti"ﬁOWn 5%652@615% cﬁ@#ﬁ%grﬁ?h@(ﬁlﬁx
H) +: 521/523/525 (Cl2). val ue:

net(wutr@h last.dhHt, igeadient dmlcbprometmﬁne EhMafi 20168> (I 80) yisdged the
rélﬁé/(rq chl oro- 4-[ 2- (4- hydr oxy- pi peri di n-1-yl)-et hoxy] - ph
P }-2-(2-chl oro-4-

~ Yield: 85 mg (60% of theory)
C21H1gCl2F3N203 (M= 475.298)
Calc.: molpeak (M+H)": 475/477/479
Found: molpeak (M+H)": 475/477/479 (Cl,)
Rr value: 0.35 (Alox, dichloromethane / MeOH 19:1).

Example 146:

a
N/\/O a al
~.° N/k/o
o " F
F

146} ethyl 1-(2-{2-chloro-4-[2-(2-chloro-4-trifluoromethyl-phenoxy)-
acetylamino]-phenoxy}-ethyl}-piperidine-4-carboxylate

Prepared analogously to Example 145 starting from N-{4-(2-bromo-ethoxy)-3-
chloro-phenyl}-2-(2-chloro-4-trifluoromethyl-phenoxy)-acetamide (£28b) and
ethyl piperidine-4-carboxylate. |

Yield: 190 mg (82% of theory)

C25H27Cl2F3N2Os (M= 563.406)

Calc.: molpeak (M+H)": 563/565/567

Found: molpeak (M+H)": 563/565/567 (Cl)

Ry value: 0.52 (silica gel, dichloromethane / MeOH 9:1).




wo Zobd/bdotsy omet hyl - phenoxy) - acetam i de Prepared pcT/EP2003/011933
anal ogously to Exanple 145 starting from
N-[ 4- ( 2- br ono- et hoxy) - 3- 177
chl oro- phenyl ]-2-(2-chloro-4-trifluoronethyl-phenoxy) -
acetam de (Z28b) and 4-h yd roxy- pi peri di ne.
Yield: 0.190 g (91 % of theory) C22H23C12F3N204 ( ME
507.341) Calc.: nolpeak (MtH)': 507/509/511 Found:
nol peak ( MtH) +: 507/ 509/ 511 (c 2) Rf val ue: 0.55
Examp.iﬁmatchl oromet hane / MeOH 19:1). Exanple 159: WD
004/ 039764 PCT/ EP2003/011933 184 F 159)
(2 chl or o- 4- trifluororrethyl phenoxy) - N-[ 4- ( 2- di et hyl
no et hoxy)a - nitro-phenyl]-aceta m de Prepared
° Exgn’ple 143 starting from (2-chl oro-4-

th‘l oromet -pen xy -acetic acid (Z2b) and
4- (2 di et hyl a 10- € - 3- n| tro- phenyl am ne (Z31la).
Yield: 0.410 g (45% of C21H23Cl F3N3(s (M=
489 883) Calc.: nol peak ¢ : 490/ 492 Found:
eaktys] }—é)j 490/ 492 value: 0.46 (silica
Mgéﬂert@u [ofbirchigred /(2 @h@o-ﬁytrlﬂmwt@y&@@nm
ach@?%’“'”r‘PJ‘RBeﬂ"’(VQ‘eJP%'?'RW%’rH‘ o U RIRSIMEny1 1 - 2 (2-chi o
Prepared éﬁafégmptmEkmhp@mmbtmgdajm N 42 -Braris-pHnsdyps-
chiorpzﬂ@ﬁnaﬁo&cnIprorwaﬂmmﬁmyl-eh%ww)acetam'de (£28b) and
Xy) - 3-ni tro-phenyl]-acetam de
te@?ﬂ%ﬁrrﬂ&c@@@g&‘%ﬁrﬂg@gﬁw Raney ni ckel was
Yiblgd P80 emp (3536 af tHebrgnd 3 bar. The catal yst was
C25H30012F3N305 (M-_- 592.447)
Calc.: molpeak (M+H)": 592/594/596
Found: molpeak (M+H)": 592/594/596 (Cl,)
- Ry value: 0.55 (silica gel, dichloromethane / MeOH 19:1).

Example 148:

a
SO o - <l
JJ\/O
N
F
Fr

148) N-{4-[2-(3-a minb—pyrrolidin-1 -yi)-ethoxy]-3-chloro-phenyl}-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide

0.80 mL (10.380 mmol) TFA was added at RT to a solution of 0.230 g (0.340
mmol) tert-butyl [1-(2-{2-chloro-4-[2-(2-chloro-4-triflucromethyl-phenoxy)-
acetylamino]-phenoxy}-ethyl)-pyrrolidin-3-ylj-carbaminate (Example 147) in 2
mL dichioromethane and the mixture was stirred for 16 h. The reaction
mixture was evaporated down i. vac. and the residue ftriturated with ether.




| off and the filtrate evaporated down pCT,gpgo()m“g%
Woédo‘l\‘(’?g?sg 0.310 g (quant. yield) C21H25CI F3N3CB (M

459.900) Calc.: nol peak (M) +: 460/462 Found:
nol peak ( M+H) +: 460/ 462 (CI) Rf value: 0.45 (silica

g%p di chl oronet hane / MeOH 9:;1). WD 2004/0397
reoinigte westiesed o, washes \eﬂth@ﬁ\e@@ﬂ dried in a HV. The

pr%i:d%ﬁ\’\%gbé{a%%cf‘g?ﬂwéBlsq+|ﬁ&?é€%h@°s£f hoxy) phenyl] 2-(

oro-4- tri uor omet enoxy) - acet am de A
Y itd : \B30ang ¢4 LOSF theoryd. 217 rmrol)

Cﬁl#[é@a’]n‘ll\ggﬁz é:ﬁ:l %nggwff}?ﬁgﬁéﬂgmn - phenoxy) - acet am
coR.: (rﬁéigg?kg\n ﬁ@a Aopidd/agd- acetic anhydride was

stirre t 100 C and then evaporated down i.
vand molpaak (MsHYUd9REHS4148®GHad Wit h saturat ed aqueous

Ere’® ShaRle AR bR R RR RO D 67 e Gver

sodi um sul phate, evaporated down i. vac. and the
residue was stirred wth ether. The precipitate was
filtered off, washed with ether and dried in a HV.

' ; .108 g (quant. yield) C23H27CI F3N304 (M=
E%%ﬁ‘b%ﬁb- Calc.: ol peak (M+H)': 502/504 Found:

nol beak (MtH)§: 502/504 (A). Rf value: 0.42 (silica
gel /~dithko thane / MeOH 9:1). Exanple 162: F 162)

w2- (12- ¢hl or o- rifll ugr omet hyl - phenoxy) - N-[ 4- (2- di et hyl-
ajfn no- et hoxy)™- 3-R H{ i[
net hanesul phonyl am no- ] -acetani de A solution of
100 ng (0.217 mmol)

14\5)[ 2a[9 gﬁloﬁo £12[2d(|2-e thha/rlcﬁﬂnrﬁaosotnrw]etﬁw -phenoxy)-acetylamino]-

| phenoxy}-ethyl)-piperidin-4-carboxylic acid

2 mL aqueous NaOH (1 M) was added at RT to a solution of 150 mg (0.270

mmol) ethyl 1-(2-{2-chloro-4-[2-(2-chloro-4-trifluoromethyl-phenoxy)-

acetylamino]-phenoxyl-ethyl)-piperidine-4-carboxylate (Example 146) in 4 mL

EtOH and the mixture was stirred for 16 h. The reaction mixture was

neutralised with 2 mL aqueous HCI! (1 M), evaporated down i. vac. and the

crude product was purified by column chromatography (silica gel,

dichloromethane / MeOH 4:1).

Yield: 100 mg (69% of theory)

C23H23ClF3N205 (M= 535.351)

Calc.: molpeak (M+H)*: 535/537/539

Found: molpeak (M+H)": 535/537/539 (Cl>)

Ry value: 0.35 (silica gel, dichloromethane / MeOH 4:1).

Example 150:




e

Wo;@h@;ﬁgg?},;ﬂ (2-chloro-4-trifluoronet hyI

phenoxy) p@reb2ous/011933
de (Exanmple 160) in 5 WO 2004/ 039764 PCT/ EP2003/ 011933
186 nL pyridi ne was added W90 cto 18 pL (0.239 mmol)
of met hanesul phonyl chl oride, the m xture was slowy
heated to RT and stirred for 3 h at RT. The reaction
itkture was poured onto ice water and the aqueous

se was exhaustively extracted with EtQAc. The

mbi negd of g. phases were dried over sodium sul phate

“evap edOdovvn B. vac. . The residue was
MNrephi | i 080 g (87% of theory)
C22H27C1 F3NBCES (M 537. 9§0) Cal c.: nol peak (M-H)'
538/ 540 Found: nol p&akr( M-H) +: 538/ 540 (d). K
val ue: 0.40 (silica geT F dichl oronet hane / MeCH 9:1).
S BT eyt ity phenon oy
adetykaanm]a:memexyr]aethyr)wmt:dmé par@paylatie according to

Pipgred ﬁﬂaﬁgpgﬁgﬁ% LR 135 3Bk srom N-[4-(2-bromo-ethoxy)- 3

Lam.
Ao S ke
ethyl (9 “ciWI”TPNMIHP- cabekgele Found: nol peak (MkH)'

%E%%%%'“§%é{’é§&5'g&we 0.68 (Al ox, dichlor omet hane /

Cz%i-&ébleNz%C{Mﬂ M®pysy 4- yl am no) - N- (4-.di met hyl ani nonet
- acet am de Prepared anal ogously to Exanpl e

hyl -
qugean@}paalr (M@Hﬁ r 8APES(1 B35 ono-

P Y o BB C ] eyl -bor i & hrd:

Ry value: 0.53 (Alox, dichloromethane / MeOH 49:1).

Q.

| Example 151:

2y o
N/\/O o A
. )bo\@)/
N
H
-
F

151) (S)-1-(2{2-chloro-4-[2-(2-chloro-4-triflucromethyl-phenoxy)-acetylamino]-
phenoxy}-ethyl)}-pyrrolidine-2-carboxylic acid

Prepared analogously to Example 149 starting from ethyl (S)-1-{2-{2-chloro-4-
[2-(2-chloro-4-triflucromethyl-phenoxy)-acetylamino]-phenoxy}-ethyl)-
pyrrolidine-2-carboxylate (Example 150).

Yield: 114 mg (30% of theory)

C22H21CloF3N205 (M= 521.324)

Calc.: molpeak (M+H)": 521/523/525

Found: molpeak (M+H)": 521/523/525 (Cly).




Wozég%% Q 200, (41 % of theory) WO 2004/ 039764PCT/EP2003/011933
52003/ 011933 187 C23H24CI N30 ( M= 393.92

Cal c.: nol peak (M+H)+: 39418b6 Found: nol peak ( MH) '
394/ 396 (A). R value: 0.48 (silica gel,
d| chI o gnet hane / MeOH / conc. aqueous armoni a
- Exanpl e 164: 164a)
(\2T chI oro-4-trifluoronethyl-phenyl)-nethyl-amne 7.04
(59. 059 mml) N, N-di et hyl - f or mam de- di met hyl acet al

“WaS-adde ag sol utgon of 2.100 g (10.738 muol)
2-chl or o- L 7. hoxy- phenylamne in 10 nL DWVF
under a nitrogdgen at here and the m xture was
stirred for 5 h at and for 16 hat RT. 1.421 g

(37.583 mmol ) sodi um bcfrlohydri de was added and the

' [ t t ed
R o PR e P, G o e
triﬂasromeﬂh:ﬂqﬂmdnouy}abetﬁm(ﬂfm . The org. phase was dried

di d t ed [
Pésfated R RN R BgIEaS SREITY Eam BT eterTp a3
cl'fFéH&%Heny)]123{_23%*ode-t#?MBHdﬁfeth&/YJ)pﬁbﬁoxﬂ a]e%%llrgg@”@%ﬁf and
-zubr@slz(s mu@munmpm«yomemylammm)( d). Rf
Y'f%Llé?O R ZéS/csolflﬂlleCoa )gel petroleumether / EtQAc 9:1).
LsCISHINDOQ {M=(4b 3357 hyI ani no- et hoxy) - phenyl | - 2-[ (2-ch

or o- 4- trlfluororreth phenyl )-nmethyl-a mn o] -aceta

Caﬁcd naolme@@(mwbnat%m@%m g (0. 450 mml )

| -
F&{rﬁgg@p%@ﬁ? /ﬂgé@g‘?r{@&?yb?gﬂmﬂge and 0.141 g
R{(v&a6f D . Boilical g Cdiibblbcemethane / MeOH / conc. aqueous ammonia
90:10:0.1). |

Example 153:

\Y

RH . ‘
bt &
153) tert. butyl [1-(2+{2-chloro-4-[2-(2-chloro-4-trifluoromethyl-phenoxy)-
acetylamino]-phenoxy}-ethyl)-pyrrolidin-2-yimethyl]-carbaminate
Prepared analogously to Example 143 starting from N-{4-(2-bromo-ethoxy)-3-
chioro-phenyl]-2-(2-chloro-4-trifluoromethyl-phenoxy)-acetamide (Z28b) and
tert-butyl pyrrolidin-2-ylmethyl-carbaminate.
Yield: 280 mg (quant. yield)

Cz7H3QC|2F3N305 (M= 606.474)
Calc.: molpeak (M-H): 604/606/608




or oret hyI phenyl ) - met hyl - am ne ( Exanpl pctf88003/011933
WOfOOE@‘l}JTw was heated to 100 Cfor 2 hin the
m crowave. The reaction m ¥8lre was WD 2004/ 039764
PCT/ EP2003/ 011933 188 evaporated down i. vac. ,
d|| with 3 nL n rified by HPLC- M5 (Stabl e
Foyg r@ggealg(l‘g %6%55@6&%2&@% trile:formc acid

R?gélu@. (9.%5; og(hélcﬁto(?&meﬂié‘ﬁ'é I%éﬁ)ﬂ)ﬂ %t jThe product was

obt al ne ormate sal't 36 ny (15%of

t heory) C22H26CI 2F3N302 * CH202 (M= 538.399) Calc.

nol peak (M+H)': 492/ 494/ 496 Found: nol peak (I\/H-H)'.
492/ 494/ 496 (Cl2). Rf value: 0.69 (silica gel, EtQAc /
E%d1g4anc aqueous ammoni a 90: 10:1). Exanple 165: J

F 165a) ethyl

'ﬁ' chl oroa4-trifluoronet hoxy-phenyl - am no) - acet ate

R_[N5/6\/ .5, 000 m’mlq) et hyl bronpacetate was added at

to a /Iﬂgfrllmt 0.95 g (4.266 mol)
-chl oro t hyl - phenyl ) - met hyl -am ne in 10

nL HOni g base and iL.xture was refluxed for 4 h.
Wat er was added and ¢ le aqueous phase was
exhaustively extracted with Et OAc. The combined org.

1 phjdd-¢4-[2w2-amiaarnethyiwpimolidin € ryl)-etiiony 8 -eti lcigybeny }-2-(2-

d b t ed NaCl, dried

S iioiAne R bR P AR at ea down 1 vac.
F@E}%réﬂ &H&oﬁb@gy% =) gverwa!s b&rl‘irﬁ‘gﬁrﬁﬁ?‘tbrtr sel?t EIOBE {sz‘-émoro-

w' t hout urt her ification. Yiel (57%
442~ (Z-chl@r(y)’r tnﬂ;lqraﬁmmsﬂmmOmuacmWam] pkfemaayhethyt) 68

silic et r.ol eu r | c 3:1). 165b)
BEFEJ'@H] fhé’ﬁlcﬁrtaﬁﬂ“é‘%t% {%@m’ﬂﬁgcﬁ% ami no) - acetic acid
Y,@[@moqﬁgmmgggﬁﬂy to I nternedi ate product Z2b
startin rometh M
022H24C|2F3 303 * CzHFst( 734. 405)
Calc.: molpeak (M-H): 504/506/508
Found: molpeak (M-H): 504/506/508 (Cl).

Ry value: 0.14 (Alox, dichloromethane / MeOH 19:1).

Example 155:
&M@ o

155) N~{3-chloro-4-[2-(2-dimethylaminomethyl-pyrrolidin-1-yl}-ethoxy]-phenyl}-
2-(2-chloro-4-trifluoromethyl-phenoxy)-acetamide

0.46 mL (6.080 mmol) formaldehyde (37 % in water) was added to a solution
of 250 mg (0.340 mmol) N-{4-[2-(2-aminomethyl-pyrrolidin-1-yl)-ethoxy]-3-
chloro-phenyl}-2-(2-chloro-4 -triftuoromethyl-phenoxy)-acetamide (Example
154) in 7 mL MeOH and the mixture was stirred for 1 h at RT. 103 mg (2.720




trifluoronethyl-phenyl ) met hyI am no]
WO%‘EJX%&PQ 165a). Yield: 0.630 g (97%of theo féﬁ%ﬁ%ﬁ’o“%a

COH7ClI F3NO3 (M= 209. 600) ©32c.: nol peak (I\/H—i)

210/ 212 WD 2004/ 039764 PCT/ EP2003/ 011933 189 Found:

nol peak ( M+H) 210/ 212 (CI)b Rf value: 0.75 (silica
s)sg@uﬂbb@r@hy@@dﬁewﬁs edded bgichyise gnd the mixture was stirred

f%?% fll 76 fi ARG TSI RGN e baptistel down | B
aﬁg ﬁblofjéswﬁvgas eianedh Mdﬂldrdmetheng eTies atg. phake nas

werhad yith- wumﬁ%awwW% bisArnataoyrieteysrSodug
sipfaebar ehaimraiilioln | vac, | Colum chiamptagraphy (sficg gel.
dichirdmethae@0 Me()&kl% ¢j yiekledrthg pr@mumm 2F3N303 (M=
494. 345 .. | k (MHy: 492/494/496 F d:
Yf?i‘f} @g%@@% of (h§oM ) 456 (Hé) Rt val ue: 0.48
c%@hég@bpgugjg m@ggb,mqoy / MeCH 30:1). Exanple 166:
C@B:-‘fmalmee AMHH)E 1 23 BIEEBT | - phenyl ani no) - acet at e
165 tart f
P e NN o5, 2L e

RPUANBAC SBARX, HdIctoéehaneadueOHBS:1).puri fied by
col utm chromat ography (silica gel, gradient

“di chl oronmet hane /' MeOH 20:0 --* 19 1). Yield: 0.980 ¢
(82% of theory) Cl1Hf 1FANO2 (M= 265.209) Calc.:
nol peak (M+H) +: 266 Found: nol peak (M+H) : 266 Rf
Exammphke 186:72 (silica gel, petroleumether / EtOAc 3:1).
166&@2 fluoro-4-trifluoronethyl - phenyl am no) -acetic

Ay 1L J\/@x

156) N-{3-bromo-4-(2-diethylamino-ethoxy)-phenyl}-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide

Prepared analogously to Example 143 starting from (2-chloro-4-
trifluoromethyl-phenoxy)-acetic acid (Z2b) and 3-bromo-4-(2-diethylamino-
ethoxy)-phenylamine (Z30b).

Yield: 0.310 g (60% of theory)

C21H23BrCIFsN2O3 (M= 523.781)

Calc.: molpeak (M+H)": 523/525/527

Found: molpeak (M+H)": 523/525/527 (BrCl).

Rr value: 0.64 (Alox, dichloromethane / MeOH 39:1). -

Example 157:




Wozlgiiﬁ@%?@ﬂ anal ogousl y to Internmedi ate product ngr?r/EP2003/011933
starting fromethyl (2-

fluoro-4-trifluoronethyl-pHhyl ani no) - acet ate (Exanpl e
166a). The crude WO 2004/ 039764 190 PCT/ EP2003/ 011933

product was purified by colum chromatography (silica

gel gr adj en di chl oronet hane / McOH 20:0 -* 19:1).
Z[@\( 9% of @t heory) COH/FANO2 (M= 237. 155)

vl
~J : { 236 Found: nol peak (M H)-
36. 1660) . .

N-[3-chloro-4-(2-dieth no- et hoxy) - phenyl ]-2-(2-flu
oro-4- trifluoromethyl-phfenyl ami no)-acetanide The

15?*)@{432%%?&4‘{91(@1&&%%&9&@%&91 1yD-&RBRY Bnengnid-@chioro-

hod | startin
4- trémﬂrqmtbyhplnenmyirac@t@mlﬁm - phenyl ami no) - acetic acid

Pref AT oSSy A Exaliple. 145 Aaving T NAL{R-Romorptigry)-3-
chirelgheny] L6(- mlbwﬂtlﬁﬂudr&@l@thy) ph@Z )934‘:@%&.‘%@ e4Z286) and
461.891) Calc. | pea /464 Found:

4-mstheakpipsiidne: 462/ 464 (CI) Exarrple 167: F 167a)
Ylgﬁjh)élzdﬂz E% ﬁ%ﬁ'hé I,)Qfl uor onet hyl - phenyl ami no) - acet at e

Ared shal ogous to Exanple 166a starting from
CﬁHMN&Oﬂ(M:fBZMBBB)Bt hyl - phenyl anm ne and et hyl

t ; 200 36% of th
Cala MOBrAioNEEHY |E25523/628) & value: 0. 72 U3ilica gel.
o%é’ﬂ!@@ﬁ]ﬁp 67b
Fo?@jgﬁo -4-1ri *u?r?‘r%%%g%)(gk nyl ?am' no)-acetic acid

RiRabka0etb gXlak adichisiopndthana? Me@di48t 8. pr oduct Z2b
starting fromethyl (2-

Example 158:
OO

158) N-{3-chloro-4-[2-(4-hydroxy-piperidin-1-yi)-ethoxyl-phenyi}-2-(2-chloro-4-
trifluoromethyl-phenoxy}-acetamide

Prepared analogously 1o Example 145 starting from N-[4-(2-bromo-ethoxy)-3-
chloro-phenyl}-2-(2-chloro-4-trifluoromethyl-phenoxy}-acetamide (Z28b) and
4-hydroxy-piperidine. |

Yield: 0.190 g (91% of theory)

C22H23ClaF3N204 (M= 507.341)

Calc.: molpeak (M+H)*: 507/509/511

Found: molpeak (M+H)": 507/509/511 (Clo).

R value; 0.55 (Alox, dichloromethane / MeOH 19:1).

Example 159:




Woéb@ gtrifluoronet hyI phenyl am no) - acet at e ( EXBEPI®3/011933

Y| eld: 0.438 g (quant. yield) WO 2004/039764

PCT/ EP2003/ 011933 191 COHiB% FaNeR (M= 298. 061)

Calc.: nol peak (MH)-: 296/298 Found: nol peak (MH)-

296/ 298. 167c)

2- (2 bro‘i‘m %4-trifluoronethyl-phenyl am no) - N-[ 3-chl oro-

et yI am no- et hoxy) - phenyl ] -aceta m de The

duct @ ai ned according to general working
thod |

(2- brorm4tr|fluo - phenyl am no) - acetic acid

(Exanpl e 167b) and 3- -
chl oro-4- (2-di et hyl am no- et hoxy) - phenyl am ne (Z1 b).
159)62-(B-clalo 8B 6-tuifl  Bastetiylpheooxy)-N-C-(2rith viard s ethoxyl=3-

797 | C..: I k (MtH) " : 522/524/526 F d:
“'ﬁﬂr%&@@ﬁﬁcﬁﬁgd 522/ 524/ 5(26 (H)Brd) Rt val ue: 0. 45
P(egjalréd?én Peuély € ERE gipRt wgta/md\de%hﬁzmorﬁmnpl e 168:

oro-4-trifluoronethyl-benzyl am ne

tr lﬂu@m@hﬂmwoxm@@t@ gaid §82b)anel 4-(2-diethylamino- ethoxy) -3-

C _ oronet hyl - benzonitrile and 100 ny

L %ﬂ&%ﬁ@ @#écjbnc. nmet hanol i ¢ ammoni a was

Yieyd 0opEng (4886 faithed)) h at RT and 3 bar. The catal yst
was filtered off and the filtrate was evaporated down

Ca1HasfdbaNaOsiMT 489888¥0 g (85% of theory) C5H7CI F3N

| peak ( M+ 210/ 212 Found:
Cér'o&p?i@ée?% 6’?' g%&@%zp(d ) ( Rf H3/a| ue: 0.48 (silica
Foeld: nuepeal @ikt h9®/4B2E£C()Ac 2:1). 168b)

R IS g o 1 (2o

Example 160:

T &

160) N-[3-amino-4-{2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide

A suspension of 330 mg (0.674 mmol) 2-(2-chloro-4-triflucromethyl-phenoxy)-
N-[4-(2-diethylamino-ethoxy)-3-nitro-phenyl]-acetamide (Example 160) and
200 mg Raney nickel was hydrogenated at RT and 3 bar. The catalyst was
filtered off and the filtrate evaporated down i. vac. .

Yield: 0.310 g (quant. yield)

C21H25CIFzN303 (M= 459.900)

Calc.: molpeak (M+H)": 460/462

Found: molpeak (M+H)": 460/462 (CI).
Rr value: 0.45 (silica gel, dichloromethane / MeOH 9:1).



039764 PCT/ EP20031011933 192 0.770 g {
WO Zm%%(? %6%2603/ 011933

T was added at 0 Cto a solution of O.
(4.151 mmol) 2-chl oro-4-t185 | uor onet hyl - benzyl am ne
(Exanple 168a) in 50 nL abs. THE and the m xture was
stirred for 1 h_at RT. 1.080 g (4.449 mol) 3-chl oro-
4- (2-di et hyl am no- et hoxy) - phenyl am ne (Z1 b) was added
m xture was refluxed for 5 h. The reaction
E%%q?v\as evaporated down i. vac. and the residue
was taken yp in dichloronethane. The org. phase was
washed w,t-Hh~, 15% aqueous pot assi um car bonate, dried
/Q/er spdi msul phate and evaporated down i. vac. . The
made” pr t jwas tfiturated with diisopropylether,
e prechpttat as%jltered off, washed with
di i sopr opyl et her & dried in a HV. Yield: 0.570 ¢
(29% of theory) c2 AC12F3N302 (M= 478.346) Cal c.:
nol peak (MtH)': 478/ 480/ 482 Found: nol peak (MH)' _
16478/ 480/[‘@-@?—3&%@1’"% 4V(52 gethylard@olgthbkpapraslyl]-2-(2- chloro-4-

di chl oronet hane / MeOH / cycl ohexane / conc. aqueous

trl&tﬁﬁf@meawy?mhfsom-@eta@s@m e 169: 169)

A gphfion BF RIGHE B8 Mo FEb NG 232 el BENRE dndigf! ™
phbﬁ@t}zs(teﬁa:rlclonmg4ﬂmmmr@nemw@hémmmcptmnmb (Example 160) in 10
m%aseﬁan%rcﬁt@f”@qwm fosRchat 409 B andrben ayaromtedidern i

' Va\zg?'ts-.m% ésflldlh'?éjm%l¥ & % oro m?ﬂgﬁgﬁ;@%g%?ﬁ%g ﬁg‘ls%uw gf%!ﬂ%”ate

andi. S9augtiedp exvacted wﬂyEtOM&Fﬁ%&ﬂrﬁﬂ@ed Impg Adtases8ayere dried
TR MU N MG T N
wiltle&eB Fhb) preWBitdROA4S BRERHY off, washed with ether and dried in a
HV. |

Yield: 0.108 g (quant. yield)

C23H27CIFsN3O4 (M= 501.938)

Calc.: molpeak (M+H)": 502/504

Found: molpeak (M+H)": 502/504 (Cl).

Rr value: 0.42 (silica gel, dichloromethane / MeOH 9:1).

Example 162:

o
\\/
HN \\

P

J JLV/\[i:LW/

162)  2-(2-chloro-4-trifluoromethyt-phenoxy)-N-[4-(2-diethylamino-ethoxy)-3-
methanesuiphonylamino-phenyl]-acetamide _

A solution of 100 mg (0.217 mmol) N-[3-amino-4-(2-diethylamino-ethoxy)-
phenyl}-2-(2-chloro-4-trifluoromethyl-phenoxy)-acetamide (Example 160)in 5




WO %@%@ | e 170: PCT/ EP2003/011933 170) CTIEPF?03/011933

chl or o- 4- (4- et hyl - pi peri di n-1-yl nmet hyl ) - phe
2-(2-chloro-4- trifl uorondByl - phenoxy) - acet am de
0.24 nmL (2.000 mol ) 4-nethyl pi peridine was added to a
solution of 0.206

0. 500 o)
o Piding oS aeider|a Do iA UbRARP )m@ooznfcm or o- 4-

AT VRS AT oG R st

foreab tat RT. Th&treaet:ommqﬁcrewﬁt meredlcmo vzt water ahe the
ilter wat e

aﬁ@?@ﬁ phose WS exhaviivel odimcipd GBRESP Ach Bb¥ Fpmoined oro
weteh gé\'?@@er(%ﬂﬂlﬁﬁu@%%}e aﬁﬁ"e?apor'é‘?é@&&%nq NE) | The

5 A7TI 479 Foun (WH) " 4757 4771 479 (Ci 2
r@ﬁidu@%e lyaphiiBegAl ox, petrol eum et her/ Et OAc 3: 1).

YEﬁag(PbﬁP(lg’ZéT%léﬁt'ﬁﬂWam nonet hyl - phenyl ) - 2- (2- chl oro- 4

Cz;m*tlpémggggt(msg?pggmoxy) acet am de Prepared
anal ogously to Exanple 170 starting from

Omlq.3melpeskdMsH)": 538/540
r ny; hl oro-4-trifl uoronethyl -phe
Fﬁg@)rﬂg@é?gmgﬁ ZA?%%O(@E di et hyl am ne. The crude
Rpvaldec0.404silics oel HicHidrofRthdrieoMeeH ol1gum et her.
Yield: 0.154 (69% of theory) C20H21C12F3N202 (M=

449. 304) Cal c nol peak (M+H)': 449/ 451/ 453 Found:
nol peak (M+H) ' : ' 449/ 451/ 453 (c 2) WO 2004/ 039764
PCT/ EP2003/ 011933 194 Rf value: 0.53 (Al ox, petroleum

Embimpld 1683:0Ac 3:1). Exanple 172: 172)
(E)-3-(4'-chloro-biphenyl -4-yi)-N(4-piperidin-1-ylnet

\fTV' > nz/j])\/ O
M,

163a) 2-(4-bromo-phenylamino)-N-(4-dimethylaminomethyl-phenyt)-
acetamide

The product was prepared according to general working method i from (4-
bromo-phenylamino)-acetic acid and 4-dimethylaminomethyl-phenylamine.
Yield: 1.340 g (28% of theory) '
C17H20BrN30O (M= 362.272)

Calc.: molpeak (M+H)": 362/364

Found: molpeak (M+H)": 362/364 (CI).

R¢ value: 0.68 (Alox, dichloromethane / MeOH 19:1).

163b) 2-(4'-chloro-biphenyl-4-ylamino)-N-(4-dimethylaminomethyl-phenyl)-
acetamide

Prepared analogously to Example 130a starting from 2-(4-bromo-
phenylamino)-N-(4-dimethylaminomethyl-phenyl}-acetamide (Example 163a)
and 4-chloro-phenyl-boric acid. | -

Yield: 0.160 g (41% of theory)




de A solution of 0.544 g (2 103 mmol )
WOZ?%M%@% - chl or o- bi phenyl - %I y-acrylic acid, P%Tlﬁﬁ%oogmﬁgﬁ

(2.313 mmol ) 4-pi peri di n- 1184 et hyl - phenyl am ne, 0.736
g (2 313 mml) TBTU, 0.313 g (2.313 mmwol) HOBt and
mol) triethylamne in 10 nL DVF was

C@Hz@l&lgof( §9$r939) RT and then poured onto ice water

d t at filt d off,
OB HolbGt R By 9408 71 C6 Bt B0 ch vac. . Vield:

F@rﬁ@@péﬁ@@fﬂwﬁlﬂ)tﬁmﬁﬁ (CO27H27CI N2O (M= 430. 982)

Revales-0 48 et Bhiorgmetiene | e e Salkgiss ammonia

ogtghhoromet hane / MeCH 9:1). Exanple 173: 173)

? 4" - chl or o- bi phenyl - 4-yi ) - N- (4-pi peri di n- 1-yl met hyl -
phenyl ) - propi onam de A suspension of 0.200 g (0. 464
mmol ) (E)-3-(4"-chl oro-biphenyl -4-yl)-N(4-
pi peridin-1-yl net hyl - phenyl ) -acryl am de (Exanple 172)

Fxdtfplé0®4ry Raney nickel in 50 nL Et CAc was
hydrogenat ed at RT and 50 psi. The catal yst was _
filtered off, the filtrjate was evaporated down i. vac.

and the resi due wa 2004/ 039764 PCT/ EP2003/ 011933

' at 8d i her. The precipitate was
with ether and dried at 50 Ci.
(27% of theory) C27H29CI N20 ( ME

Y \/\
16”4%35%35%&@?5“%05?5%*3@?%‘%% VRIS 25750 ca

7.0¢ImL CEQ:(DﬁQmmmd) Nameilmemr@tamrdemmwacaem wab7ajded to
gqﬁ?.ltion &%11 U0 PRl ; Q-Aéh?gr%:4'§¥ri[flﬂ'6|(odr'ﬁeqﬁé)p)y-laﬁgrl'nﬁgrrn?nze

in 10 mL DMF under a nitrogen atmosphere and the mixture was stirred for 5

h at 60 °C and for 16 h at RT. 1.421 g (37.583 mmol) sodium borohydride was

added and the mixture was stirred for another 3 h at 60 °C. Saturated

aqueous sodium bicarbonate was added and the mixture was exiracted with

EtOAc . The org. phase was dried over sodium sulphate and evaporated

down i. vac. at 30 °C. Column chromatography (silica gel, petroleum ether)

yielded the product.

Yield: 1.100 g (49% of theory)

CeH7CIFsN (M= 209.600)

Calc.: molpeak (M+H)": 210/212

Found: molpeak (M+H)": 210/212 (CI).

Ry value: 0.75 (silica gel, petroleum ether / EtOAc 9:1).

164b) N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-[(2-chloro-4-
trifluoromethyl-phenyl}-methyl-amino}-acetamide

A solution of 0.200 g (0.450 mmol) 2-bromo-N-{3-chioro-4-(2-diethylamino-
ethoxy)-phenyl]-acetamide-hydrobromide and 0.141 g (0.675 mmol) (2-chloro-
4-trifluoromethyl-phenyl)-methyl-amine (Example 164a} in 2 mL DMF was
heated to 100 °C for 2 h in the microwave. The reaction mixture was




acryl am de Prepared anal ogousl y to Exap@hgpgcz)gloﬂgﬁ
Wo%?/ﬁ%'%hg from (E)-3-(4'-chloro-biphenyl- 4-yl)-acrylic
aci d and 188
4- (4- et hyl - pi per azi n- 1 yl met hyI) phenyl am ne. The

crude product was purified by colum chromato p
eyapqrated dpwyn i. vag.cifliigiashwitm il DM end pupifiad by%&l’ﬂe‘%&s

f eonyy-
(RBARE 2 iy dlsFpCollnofp dlideid 0. o) 28 1¥00.01
omﬁﬂﬂ ﬁ@elﬁﬂ)du@WQSaibte(lh&cﬂ'lhsihéﬁﬁﬁﬂ@sélQ) Rf val ue:
silica di chl oronet hane / MeOH 9:1). Exanple
Y@% 36\@1@@&/%@?@% PCT/ EP2003/ 011933 196 175)
b yl)-N[4-(2-di net hyl am no-
C&t%@fié {ml g’%)éd’{g@;’r epared anal ogously to
CEbcarrpblpeél?ﬂVlsHar'ﬂBEng‘Mm (E)-3-(4'-chl oro-bi phenyl -

4-yl)-acryl i Gl
FQUP(AZ ToslRedt Q‘ﬁiaﬂ? '392%9(‘53%@ﬂy| amine. Yield: 0.350 g
R{@?ﬁl{e% 69 fcsqggav@e|40§?§5%gw@¢%u r/]gM"rc Aé}ﬁxe%ﬁé)amrﬁahi@ 90:10:1).
405/407 (CI) Rf value: 0.40 (silica gel,
di chl oronet hane / MeOH / conc. aqueous ammni a
90:10:0.1). Exanple 176: 176)
_ Eﬁ@},p@ 16b:- chl or o- bi phenyl - 4-yl) - N- et hyl - N- (4- pi peri di
n 1- yI rret hyI phenyl ) -acryl am de Prepared anal ogously
tartcu ng from
(/Eb 3-( -~| enyl - 4-yl)-acrylic acid and
nmet hyl - (4 p| perl di yl met hyl - phenyl ) -am ne. Yield:
0.200 g (45% of the C25H29CI N20 (M= 445. 009)

165a) ethyl (2-chIoro-4-triﬂuoromethoxy-phenyl-amino)-acetate
0.566 mL (5.000 mmol) ethyl bromoacetate was added at RT to a solution of
0.95 g (4.266 mmot) (2-chloro-4-triflucromethyl-phenyl}-methyl-amine in 10
mL Hunig base and the mixture was refluxed for 4 h. Water was added and
the aqueous phase was exhaustively extracted with EtOAc. The combined
org. phases were washed with water, saturated aqueous sodium bicarbonate
and saturated agueous NaCl, dried over sodium sulphate and evaporated
down i. vac. . The crude product was used in the next reaction step without

~ any further purification.
Yield: 1.200 g (57% of theory)
C41H411CIF3NO3 (M= 297.663)
Ry value: 0.68 (silica gel, petroleum ether / EtOAc 3:1).

165b}) (2-chloro-4-trifluoromethoxy-phenyl-amino}-acetic acid

Prepared analogously to Intermediate product Z2b starting from ethyl [(2-
chloro-4-triflucromethyl-phenyl)-methyl-amino}-acetate (Example 165a).
Yield: 0.630 g (97% of theory)

‘CoH7CIF3NO3 (M= 209.600)

Calc.: molpeak (M+H)": 210/212




Wozggg&gmml peak (MtH)': 445/447 Found: nol peakpdMitdooi/o11933
45/ 447 (C) Rf value 0.60 (silica gel,

di chl or onet hane /| MeOH / Jd@%. aqueous ammoni a

90 10: 0. 1) nple 177: WD 2004/ 039764

Eﬂ%ﬂ’ﬁ?j%&ﬁ a@%ﬁéﬁ? no- et hyl am no) - phenyl ] - 2- (2

Rf \%‘Ldé)fmré siliddl ddl, &t d&ﬁﬁh*@fheﬂ@wgwcet ani de” The

uct s priepared according to general worKking
nethod | starting from0.270 g (1. 060 mmol)

1({@ msgﬁﬁorg;%gf gt i hﬁ;{p@ﬁ?)@&%’é‘ﬁ’ﬁ]@?ﬁ}ch%r&%i- d
tnﬁu&’ﬁh@’cﬁb N&y’arﬁﬁnbgaaéﬂaﬁﬂd@t hyl) - benzene-

4-di am ne eld: 0.340 g (67% of theaory)
Tt@pnqzucj wag gzer:(aced aveorging) toganeral warkisgarethos)from (2-

A SN0 A5 AR s A i 2
c%@@?déﬂ@!aéﬁ%éthbﬁ%ﬁ-plﬁﬂwdmme (Z1b).

4 &)( chl or o- bi phenyl - 4-yl ) -acryl oyl am no] - ben
kﬁ rﬁﬁﬁ*&eqﬁlf pared anal ogously to Exanple 172

ci24 I%F%gl {Dg?m_(@4-$4 4 -chl or o- bi phenyl - 4-yl)-acrylic

t-bu 4- am no- benzyl ) - car bam nate. The
Calcudmlpgatohidd): \.WQ!A‘QAMQGEd with MeOH, the precipitate

e e
Mt
4@% 4&5%@]%59(,%[0\”&\% ﬁgn%?M&jH:ﬁ?a S:I (M

di chl or omet hane / MeCH 9 1).

Example 166:

”Mﬁ i ﬁw

166a) ethyl (2-ﬂu0r0-4-tnﬂuoromethy[—phenylamino)-acetate
Prepared analogously to Example 165a starting from 2-fluoro-4-
trifluoromethyl-phenytamine and ethyl bromoacetate. The crude product was
purified by column chromatography (s'i[ica gel, gradient dichloromethane /
MeOH 20:0 — 19:1).
Yield: 0.980 g {82% of theory)

- C11H14F4sNO2 (M= 265.209)
Calc.: molpeak (M+H)": 266
Found: molpeak (M+H)": 266
Rs value: 0.72 (silica gel, petroleum ether / EtOAc 3:1).

166b) (2-fluoro-4-trifluoromethyl-phenylamino)-acetic acid
Prepared analogously to Intermediate product Z2b starting from ethyl (2~
fluoro-4-trifftuoromethyl-phenylamino)-acetate (Example 166a). The crude




R

WO éo@)é)m PCT/EP2003lO1 1933

-N-(4 am nonet hyl - phenyl )-3-(4' -chl or o- bi phenyl - 4-y
I )-acryl ani de WO 2004/ 0397840 PCT/ EP2003/ 011933 198 5
nmL TFA was added at RT to a suspension of 0.950 g

2. 050 nmmol ). rt-butyl - \
§°4chfw?8§uvﬁeé 5M|08F%H%Pwﬁg?ﬂﬁpgf@p§)v)@'5@ Ol ™Mo] - ben
di%h|droﬁméﬂ%@/%é@H20 BQ, 1@qjabs. dichl oronet hane and

the m xture was stlrredfor 2 h at RT. The reaction
Yigleit P €0 g€ S%vaipbeatgd down i. vac. , combined with

tql d 0 evaporated down i. vac. . The
CP@%'JTJ@{@ @E_SZ?? Sl‘t}?at ed with ether, the precipitate
cgags fhblljengMH foamd dried i. vac. at 80 C . The

ct was tained as the trifluoroacetate salt.
FW@qidnomegbd)MgHI@%% of theory) C22H19CI N20 * C2HF302
(M= 476.887) Calc.: nol peak (MHH) +: 363/ 365 Found:
nol peak (MtH) ' : 363/ 365 (Cl) Rf value: 0.40 (silica
166¢), N*[IB-chlo@m-@ln(ﬁtdheﬂﬁj[dmtwb@théxyoqumeny@qzu(@oﬂmra{mo ni a
90: 10: e’ Ie 179; 179)
trtﬂupg:re@ﬂhg Bheﬂ)ﬂ (”4"31?@?@“' Bi peridin-1-yl)-ethyl ani no]

(

Th@!ﬁ) H%s c?cﬁalﬁEH ‘%{c@or‘b‘ id iof %enel_rﬁl workln methvc\nlgsi starting from

enoxy) - acetam
(2ot mrar%ttﬁia:omdﬂhwbplnm;@mnm%amb& Iacndg(EuxerﬂpdEj 166b) and 3-

grq%ﬂﬁ?%et&{ﬂ%ﬁlg@ Zg?%&%ijﬁwﬁﬁﬂ%@ﬁb)acet ic acid

Y{ei’c?lﬁ 150'¢ &92%9& tﬁebﬂygwo nmol )
| oro- hyl - pi peridin-1-yl)-ethyl]-
Cbé'hz@lﬁeNiQé(MFdﬁ1rﬂ91()Z43d) Yield: 0.360 g (67% of

e Cl 2 (M= 503. 384 Cal c.: nol peak
C%'%Pr leeggiﬁg%@ é@g?a oungl nol peak )(MH-i)t: P
FoWrd:3R6I0BAR (1eHE): 48R/46al (@3y 0. 44 (Al ox,

di chl oromet hane’/ MeOH 49:1). Exanple 180: WO

2004/ 039764 PCT/ EP2003/ 011933

Example 167:

@L@

167a) ethyl (2-bromo-4-trifluoromethyl-phenylamino)-acetate

/\N/\/o

Prepared analogously to Example 166a starfing from 2-bromo-4-
trifluoromethyi-phenylamine and ethyl bromoacetate.

Yield: 1.200 g {36% of theory)

C11H1BrFsNO; (M= 326.115)

R¢ value: 0.72 (silica gel, petroleum ether / EtOAc 3:1).

167b) (2-bromo-4-triflucromethyl-phenylamino)-acetic acid

Prepared analogously to Intermediate product Z2b starting from ethyt (2-
bromo-4-trifluoromethyl-phenylamino)-acetate {Example 167a). -

Yield: 0.438 g (quant. yield)



p—— -

wo 905676l 180a) tert-butyl PCTIEP2003/011933

{4-1(E)-3-(4"-chl oro-bi phenyl -4-yl)-acryl oyl am no] -
zyl }- methyl - carbam nat e P bared anal ogously to
Exanpl e 172 starting from (E)-3-(4"'-chloro-biphenyl -

4-yl)-acrylic . d.and tert-butyl

Cedr%ﬂ@zd% g/ﬁ:b hyl - carbam nate (Z33b). The crude

C@l@%@@ \QRS(MsH Tosglogkt h McOH, the precipitate was
|Iter§ and dried in a HV. Yield: 06209(43%

Fotnd hBthﬁ)ak (MZH)—I?MIW (M= 477.008) Calc.: nol peak
(M+H) +: 477/ 479 Found: nol peak (MtH)': 477/ 479 (a)
Rf value: 0.80 (silica gel, dichloromethane / MeCOH

1@7(,1))2 (2—8%0-4 tnﬂuoromethyl phenyiamtno) -N-[3-chloro-4-(2-
3-(4'-chloro-b -yl) - N-(4-net hyl am nonet hyl

dBHlWIWQe@@W)'HiﬁW EFIIE hdéd anal ogousl y to Exanpl e

Tﬂ%%g?% %@%ﬂgb%@;&% 9 nAérJaI(\F% E@l%ehod ] stt%rtmg from

(z-barmmattaﬂ(:&mmhﬁ phERYlaminbpapstizchd (E\mnplbtmﬂmedmdﬁ-
he trif| uoroacetate salt. Yield: 0. 540 g (87% of

C*B'HEQ;M?-- igthylaming-eihexy)-Phenyieaine (44b)400. 914) calc. :
79 Found: nol peak (M- :

Y@%ﬂ%g{go %%%e?f vaﬁz : 0. 40u(si li capgel , (M

CeiHxhBriz| Bsidiahd= b22EEAF) /| conc. aqueous anmoni a

COR Pk (MR BT @(851}51 2004/ 039764
F&Eﬁd %n&lﬂ)ear%'mt/ch)rh *BQQwaszeﬁchfb)y N- ( 4- di met hyl ami nomet h

yl - phenyl) - "acryl am d
R¢ value: 0.45 (silica gel, dlchloromethane { MeOH 9:1).

Example 168:
F
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168a) 2-chloro-4-trifluoromethyl-benzylamine
A suspension of 1.000 g (4.865 mmol) 2-chIdro-4-triﬂuoromethyl -benzonitrile
and 100 mg Raney nickel in conc. methanolic.ammonia was hydrogenated for
20 h at RT and 3 bar. The catalyst was filtered off and the filtrate was
evaporated down i. vac. .
Yield: 0.870 g (85% of theory)
CsH7CIF3N (M= 209.600)

- Calc.: molpeak (M+H)": 210/212
Found: molpeak (M+H)": 210/212 (CI)
Rs value: 0.48 (silica gel, petroleum ether / EtOAc 2:1).

168b) 1-[3-chloro-4-(2-diethylamino- ethoxy) phenyl]-3-(2-chloro-4-

trifluoromethyl-benzyl)-urea




4 formal dehyde (37%| n vvater) was added p@wgpgéowﬁg%
WOQGOQBS@SI ution of 0.100 g %) 280 mmol )

(E) - 3-(4' -chl oro- bi phenyl -#83| ) - N- (4- et hyl am nonet hyl
- phenyl)-acryl am de (Exanple 180) in 1 nm formc acid

and the m xture was irred for 1 h at RTfang&\gg t
05308 (A Pt e wespdded ahe “Gaapcmidianol U620 g a5t
Bl 3 AR GAOMR SRR SRS (E\RhMeotB 51 50 i 4.

ases were
- THEdingnths uhiptusd: w,asestlapdrfalt &dh atdh 1.080 g44.448mdmiohe3 -chloro-

xR gamine-eFoRkpier e dB) Rasaoleh Gt he purturg pas

rehQQe@for\é I‘?' 'Fhe fehell®n ﬁ?ﬁ%re(oflvaé @deﬁated%gdvﬁigtdr% Gar{dMRe

| pea
remﬂq@e\aas (EMBHI)UD mmm@@me{th}al)e Riheverguphage w@s (washiedavith

149 ot B H A0 ool okt AP S0 SRR 2

a'%)oré{eh?o‘oﬁm iol8c 4-The ehugk hyddist Dasatitieated-witrenyl ] - 3- py

| - acry |'am de Prepared anal ogously to Exanp

ridin
dlm’”@)@ﬁ%ﬁn e p@fﬁm@}e wapfiteeadofh vyasf@élrvylm e"scmmvl@ther
2- di et hyl am no- et hoxy) - phenyl am ne (Z2b)
a@c{ﬁ%@kﬁ%._ The crude product was purified by
Yiedd: Wo:gr(qgm otthephy (silica gel, dichloronethane /
aqueous anmoni a 90: 10: 0. 1) and

Cﬂé’@%%’f%\kﬂzs{% HP-$4®m petrol eum ether. Yield: 0.930 g
Cél%o()(ﬁcﬂ&e%%% %g?@f@ 02 (M= 373.886) Calc.:

ound: nol peak ( MtH)
Fant: avdpéab (M) 2@?)&//489&&24%/ EP2003/ 011933 201 Rf

RS o o T SR L MSOR 5ot ST b

aqueous ammonia 70:15:15:2).

Qﬂ”f |

169) 1-(4'-chloro-biphenyl-4-yimethyl)-3-{4-piperidin-1-ylmethyl-phenyl)-urea
Prepared analogously to Example 168b starting from C-(4'-chloro-biphenyl-4-
yl}-methylamine and 4-piperidin-1-yimethyl-phenylamine. The crude product

Example 169:

was purified by column chromatography (Alox, neutral, act. 111,
dichloromethane / MeOH 98:2).

Yield: 0.390 g (90% of theory)

CasH2eCIN3O (M= 433.986)

Calc.: molpeak (M+H)": 434/436

Found: molpeak (M+H)": 434/436 (Cl)

Ry value: 0.42 (Alox, dichlo:_"omethane / MeOH 39:1).



wo 06885784 183:  183) o PCT/EP2003/011933
(E)-3-[5-(4-chl oro-phenyl)-pyridin-2-yl]-N(4-piperidi
-1-yl net hyl - phenyl ) - acryl‘ggﬁ de Prepared anal ogously
to Exanple 143 starting from (E)-3-[5-(4-chloro-
phenyl)-pyridin-2-yl]-acrylic acid (Z34b) and
4-pi peridin-1 -yl methyl- phenylam ne. The crude
ER&QBICi7oMas purified by colum chromatography (silica
gel, di chI oromet hane / EtOH / conc. aqueous ammoni a
50: 10: 0. ). Yield: 0.450 g (52% of theory)
0 M= 43%.970) Calc.: nol peak (MHH)':

21143 UAd: o eak (M-H) +: 432/ 434 (Cl) Rf val ue:
0.50 (silich gel, hl or onet hane / MeCH / conc.
aqueous anmmoni a x0.1). Exanple 184: 1 184)
(E)-3-[5-(4-chl oro- phnyl) pyridin-2-yl]-N[4-(2-di net

TR 2 e o= LY R PR 220 chioro-a-

triflBdrofndthyl¢ éﬁd)@;-gcetghﬁdé’l )-pyridi n 2-yl]-acrylic acid
0étdr34b) and 4-(2-di net hyl am no-et hyl)- phenyl am ne. The

ubk ($Pe8 mmola/ésn}@mlmp@rwib@ WES| dctﬁra)wuw abP¢06 g
I r ueous
<Oé§n¢90h‘ﬁi°'2§ (§0&36% asiil %%Q‘S’ béB%@%%@B 5011933
triﬂﬂaromeil)'lyl pifbnb@)-eceétéﬁﬂff(@(ZElﬁme)m 527(1)[6 gsl-'IZHIIE::IaNthé Mixture
405. 93 : ea : ou
WaD F‘Tz‘fgﬁ‘@d(f%&l)" Thﬁ@%? 198 mifyre Nfasv%FP‘{I@ °(§'t%t99("§g‘ﬁf dhe
- t nmoni a
@Giniafe g5 AEHERIIF elpe N a8 diikAsR seHTToN
Yield: 0.214 g (90% of theory)
C22H23C|2F3N202 (M: 475.342)
Calc.: molpeak (M+H)": 475/477/479
Found: molpeak (M+H)": 475/477/479 (Cly)
Ry value: 0.66 (Alox, petroleum ether / EtOAc 3:1).

Example 171:
/\Nﬁ o a
S /”\/@*

171) N-(3-chloro-4-diethylaminomethyl-phenyl)-2-(2-chloro-4-trifluoromethyl-
phenoxy)-acetamide | ‘

Prepared analogously to Example 170 starting from N-(3-chloro-4-
chloromethyl-phenyl)-2-(2-chloro-4-triflucromethyl-phenoxy)-acetamide (Z32b)
and diethylamine. The crude product was recrystallised from petroleum ether.
Yield: 0.154 g (69% of theory)

CooH21CIaF3N202 (M= 449.304)

Calc.: molpeak (M+H)": 449/451/453

Found: molpeak (M+H)": 449/451/453 (Cl,)




WO 21384’5&397 64 o PCT/EP2003/011933
- 3-[5-(4-chl oro-phenyl) - pyridin-2-yl]-N nmethyl-N(4
- p| peridin-1- yl nmethyl - phe )-acryl am de Prepared
anal ogously to Exanple 143 starting from

( 4- chl or _i -2-yl]-acrylic acid
RO B3 AR P TP ERIG S oY
phenyl ) -anm ne. The crude product was purified by
col um chr omat ography (silica gel, dichloromethane /
Et OH / conc. aqueous ammoni a 50:10:0.1). Yield: 0.300
E%GIW/ i theory) C27H28CI N3O (M= 445.997) Calc.:
R& 446/ 448 Found: nol peak (MH)':

5 (CIC) Rf val ue: 0.70 (silica gel,
d| hI onetlhane / MeCH / conc. aqueous ammoni a
:10:0° 1) a 186: CI WD 2004/ 039764

PCT/ EPZOOS) 0119 . 186)

(E)-N-{3-chloro-4-] - met hyl - pi peri di n-1-yl)-et hyl am
i no] - phenyl }-3-(2- chfor%-4-trifl

179 eweiavenhiBREbBiphen ar-yi)mas.pzhamm?%@th yMiseriyepar ed

according to general working nethod starting  from
aqyylaeidey (1. ooo mol )

A %@JHS? %%?hgﬁgﬁl O%lfb o(if??@hﬁ@gﬁ? S[Bﬁle%yfe‘& er)I éc‘?’yllc acid,

- 0.240 gl {Rr3x3Nnrod)y 4- ﬁT@HWﬁ yﬁh@tﬁyl-méhyﬂamlrﬁe 0.736 g (2 313
et'hy_‘l;é] benzene- and purified
mgw Ukl §ﬂﬁt9d§r%&?n'§ﬂmqi)ﬂ¥rl taﬁédt 02 Mledt-3614 mmql}

tng{hg%ﬁﬁé rﬁj@o ol’(f) theor%@@ﬂ%ﬁ%ﬁan?@eéhw@éﬁ télice

wdtael and aﬂmtllep EtBAC NI prechiateo®as fitdredroffnwashenl widlawater
r&# g 5&5@%502/ 504 (Cl2) Rf value: 0.70 (Al ox,
cd? ANECH MeOH 49:1). Exanpl e 187: 187a)
YibRF 1@& 9% of 1
l% ?( /00 h?ﬂ%ro phenyl ) -pyridin-2-yl]-acryl oyl a
Czni'lfrﬁ}lNzO (M 430 982)
Calc.: molpeak (M+H)™: 431/433
Found: molpeak (M+H)*: 431/433 (Cl)
‘Re value: 0.31 (silica gel, dichloromethane / MeOH 9:1).

Example 173:

173) 3-(4'-chloro-biphenyl-4-yl)-N-(4-piperidin-1-yimethyl-phenyi)-
propionamide
' A suspension of 0.200 g (0.464 mmol} (E)-3-{4'-chloro-biphenyl-4-yl)-N-(4-
piperidin-1-ylmethyl-phenyl)-acrylamide (Example 172) and 100 mg Raney
nickel in 50 mL EtOAc was hydrogenated at RT and 50 psi. The catalyst was
filtered off, the filtrate was evaporated down i. vac. and the residue was




e

Wo;tygm;mgma nmet hyI carbam nate Prepared anal ogousd:WEPzn03/011933

Exanpl e 182 starting from{&% 3-[5-(4-chl oro-
phenyl ) -pyridin-2-yl]-acry acid (Z34b) and
tert-butyl (4-am no-benzyl)- carbam nate. The crude

BBl B i Bl VESel et o o PR BB o
hdears) CEAHPECI NG03 (M- 477. 996)  Galc, o mol pea

\?ﬁ’l 478/ 480 Found: nol peak (M+H)' 478/ 480 (d)
Yﬁﬂd me-(26%6 teemyi ca gel , di chl or omet hane / MeOH

;
fﬂE—SB%II\%é@_ %ﬁ? 8?‘8) phenyl ) - pyridi n-2-yl]-N(4-nethylam
Caleomblpebk (MRENY 1433435y ami de WO 2004/ 039764
PCT/ EP2003/ 011933 204 Pr?par ed anal ogously to Exanple

Faung; raglaeak (Y*+H) oAB8@b (B y1 (4-{(E) - 3-[5-(4-
Y i no}-benzyl)-ne
Rfﬁlﬁécarggm%aa?&.’ H[Fﬁlg%l% ghg?%v\%?p% Y ned as the
trlfluoroacetate salt. Y| eld: 0.500 g (81 % of theory)
C221- 120CIN30 * C21-117302 (M= 491.901) Calc.: nol peak
(MtH) ' . 378/ 380 Found: nol peak (M+H) +: 278/ 380 (d)
Exdmprl 1 0.30 (silica gel, dichloromethane / MeOH /
conc. aqueous ammonia 90:10:0.1). Exanple 188: 188)
(E)-N-(3-chl oro-4-di etH i nonet hyl - phenyl )-3-(2-chlo
ro-4- trifl uoroneth enyl)-acryl amide Prepared
anal ogousl y, to Ex e 143 starting from

3- . ‘ rifluoronethyl-phenyl)-acrylic
Ci ) and 3-chl oro-4-di et hyl am nonet hyl -

phenyl am ne (Z35b). The crude product was purified by

M)I(EﬂFﬁ-(4Gb[nI0|’c&bqngea;dh$/-y0»N~{3¢e(4 methylgliperazin-1 - ylmebthyl)-

Ho 10| e her/ EtOAc 3:1).
phenyl]-acry aml e _
Prepared analogously to Example 172 starting from {E)-3-(4'-chloro-biphenyl-
4-yl)-acrylic acid and 4-(4¥methyl-piperazin-1 -yimethyl)-phenylamine. The

crude product was purified by column chromatography (silica gel,

dichloromethane / MeOH / conc. aqueous ammonia 90:10:0.1).
Yield: 0.410 g (61% of theory)

C27rH2sCIN3O (M= 445.997)

Calc.: molpeak (M+H)": 446/448

Found: molpeak (M+H)": 446/448 (Cl)

R¢ value: 0.40 (silica gel, dichloromethane / MeOH 9:1).

Example 175:




wo 2608logé7eq. 192 g (43% of theory) C21H210 2F3N20pCMEP2003/011933
445, 316) Calc.: nol peak (MtH)': 445/ 447/ 449 Found:
nol peak (M+H) +: 445/ 447/ 44899 Cl 2) Rf vaI ue: 0.53

(Al ox, petroleumether / EtOAc 3:1). Exanple 189: N WD

1?% S R e i T e

ay ]aﬁdéz chl oro-4- trifluoronethyl-ph enyl)- acryl am de

Prepared anal ogously to ExanFﬁ!? 143 starting fro
Prepared @nalﬂgpuslwinxampﬂqr (162 sHasting fropHEna-§ 4-§quw1b@henyl-

e BRI b i s S
Yl §. 880 g$8wodithvoryg hr omat ogr aphy (Al ox, neutral,
etroleumether/ EtOAc 3:1). Yield: 0. 176

T
035%{239%&('\97@5439)44) C23H23CI 2F3N20 (M= 471. 354) Cal c.

/ 475 Found: nol peak (MtH) +:

C%%'ﬁﬁ%ﬁ%%m 5) K- A (Al ox,
qumdhlmolp&akﬂumbl)/ 40BAG7S@IL) . Exanpl e 190: H2N 190a)
tert-but .
Ryl Ed 48 iica gel dicblasomiihians . MsPH sons: pRyeoks grapne
900@.1).benzyl ) - carbam nate Prepared anal ogousl y to
Exan'ple 182 starting fromtert-butyl (E)-3-[5-(4-

chl or o- phenyl ) -pyridin-2-yl]-acrylic acid (Z34b) and
(4-am no- benzyl)-net hyl - carbam nate (Z33b). The crude
product was stirred with MeOH, the precipitate was
Exampry £rb:0f f and dried in a HV. Yield: 0.610 g (88%of
theory) C261-126CIN303 (M= 463. 968)

1786) (E)-3-(4'-chloro-biphenyl-4-yl)-N-methyi-N-(4-piperidin-1-ylmethyl-
phenyl)-acrylamide

Prepared analogously to Example 172 starting from (E)-3-(4'-ch|oro-biphenyi—
4-yl)-acrylic acid and methyl-(4-piperidin-1-ylmethyl-phenyi)-amine.

Yield: 0.200 g (45% of theory)

C2sH2gCIN2O (M= 445.009)

Calc.: molpeak (M+H)": 445/447

Found: molpeak (M+H)": 445/447 (Cl)

Ry value: 0.60 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
80:10:0.1).

Example 177:

L (\/nQHE\\/o@F




Wwo Seahesg7efol peak (MrH) +: 464/ 466 Found: nol peakpCiviERRO03/011933
464/ 466 (A ) Rf value: 0. 607(S| lica gel,

di chl oronmet hane / MeOH 9: 1 190b)

(E) - N-(4-am nonet hyl - phenyl) 3-[5-(4-chl oro- phenyl) - py

1 e shipe g1 EoaY W?%B'QP #%%F%é%ugf‘%i%&%@%% 178
uBiorh Ry oGSy bobtide (4. ((9) 315 (4

| or o- phenyl ) -pyrid yl ]-acryl oyl am no}-benzyl)-ca

The pradust wa(safamﬂea acsee;mg ttheensralwerkinggeddl stadings

bl € CREEIRR IR YD timOuS98agg R eplc ecic

(Z00)) R@aH0.260 b1 0886GAMBH2-cHToteN - (2vdiefreddmind-éhyl)-benzene-
362/364 (Cl) Rf value: 0.40 (silica gel,
14rdamiie dne / l\/bC]—I/ conc. aqueous armoni a

91: 191
Y%%’ @3&&(@7“ or o- phenyl ) - pg/ri di n-2-yl]-N(4-norpholi
C@rH%a@hlbr:dmmm 478:348)) - acry! alrri de 80 f|o|_0(c1>.3830 mgrms)10
c%{,-p Sbeaf MRy A8 dalady SO Ut on of 0. g (0.

FoEd: '}héléeéaﬂwgg“fw 48@'7@('?/2(?8233 [ 5- (4-chl oro-phenyl)-p

yridi n- l'am de in 20 nL THE and the
Rnvaluerr®494aloxt dichkdomethaber MeOBGEC!).and 5 h at 75 C.
A further 200 pL of norpholine were added and the

m xture was stirred for 5 h at 70 C. The reaction
m'xture was evaporated down |I. vac. and the residue

{Jurl fied by colum chromatography (silica gel,

Emr@n Yi§ret hane / MeOH / conc. aqueous anmoni a
90:10:0.1). The product was stirred with ether, the
precipitate was fifftgred off and dried i. vac. at 70
T. VYield: 80 A A(60% of theory) C251H24CI N3C2 (M=
433. 942}

HN o

178a) tert-butyl {4-[(E)-3-(4'-chloro-biphenyl-4-yl}-acryloylamino]-benzyl}-
carbaminate

Prepared analogously to Example 172 starting from (E)-3-(4'-chloro-biphenyl-
4-yl}-acrylic acid and tert-butyl (4-amino-benzyl)-carbaminate. The crude
product was stirred with MeOH, the precipitate was filtered off and dried in a
HV.

Yield: 1.000 g (72% of theory)

Co7H27CIN2O3 (M= 462.981)

Calc.: molpeak (M+H)": 463/465

Found: molpeak (M+H)": 463/465 (Cl)

Rs value: 0.70 (silica gel, dichloromethane / MeOH 9:1).

178b) (E)-N-(4-aminomethyl-phenyl)-3-(4'-chloro-biphenyl-4-yl}-acrylamide



WO 268h/03g7640l peak (M+H) “: 434/ 436 Found: nol peakpCT/EP2003/011933
(M+H) +-: 434/436 (d) Rf vééj 0.50 (silica gel,
di chl oromet hane / MeCH 9:1 Exanpl e 192: WO
2004/ 039764 207 PCT/ EP2003/ 011933 192)

SR TEAS o T T O L B
{4LEEF84¢P&Pﬂ0|1ﬁﬂlpﬁéﬁ{lt4 ﬂgaéwvlérﬁﬁmwbéﬁzﬁ}rbamlhmle in 50

enyg-B- -(4-chloro-p yl)-pyrid -yl]-acrylamd

ieplasomstyane andie mmur@(waf %tse'% f@r Ztm@foiﬂ) he

%ﬁ%éﬂ%@'ﬁ%nfﬁg@%ﬁgﬁé’l@?m@c HIPBERA U tyens

agkil @vaporateddoeh.i. \tiic(i gﬂ'ge ti;ﬁﬂﬁgm@s/tnﬂ\ﬁﬂ?d/wﬂuﬂher the
ueous a ni a . a :
pr@%pltﬁpe[ wag flteres. Qf??'?d dried hMaSn?fr@)léSh I%%ﬁrﬂa‘)‘gtﬂ}’%ﬁwyl ]-
%a(n%d%@ PEYFi mbébétkf@éﬁmt hyl - ph enyl)-acrylam de

repar ed anal ogously to Exanple 143 starting

Yﬁeldnﬁ) QED-QS(-Q(S% ohtheooy)4-

o LR gLy © 261 9 (2370) anc

Cﬁlbhﬂ'nélpéﬂf‘%lﬂmﬁ +1363pg@;5m ne (Z42b). The crude product
was purif ‘;_/Ia:co um chromat ogr aphy (Al ox, neutral,

Faind: rmo!peak (Mtl hBE3Emat(eEAne / MeOH 49: 1) and by

Ryl L@? K%&sqayseﬁt OSbIB e e RTu T eplicSadyediddgbnia
-gfmpd);@e? 474/ 476/ 478 Found: nol peak (MtH) +:
474/ 476/ 478 (CI 2) Rf value: 0.58 (Al ox,

di chl oronet hane / MeOH 49:1).

Example 179:

o]
H
/\/N o o
)’K/D
: N
H
F
F
F

179) N-{3-chloro-4-f2-(4-methyl-piperidin-1-yl}-ethylamino]-phenyl}-2-(2-
chloro-4-trifluoro-methyl- phenoxy)—acetamlde
\ The product was prepared according to general working method | starting
from 0.270 g (1.060 mmol) (2-chloro-4-trifluoromethyi-phenoxy)-acetic acid
(Z2b) and 0.290 g (1.080 mmol) 2-chloro-N'-[2-(4-methyl-piperidin-1-yl)-ethyl]-
benzene-1,4-diamine (Z43d).
Yield: 0.360 g (67% of theory)
Ca3HzsClaF3N3O, (M= 503.384)
Calc.: molpeak (M+H)*: 504/506/508
| Found: molpeak (M+H)": 504/506/508 (Cl,)
Rr value: 0.44 (Alox, dichloromethane / MeOH 49:1).

Example 180:




wo 2428844039764 PCT/ EP2003/ 011933 208 Exanpl e pB4/EP2003/011933
194

(E) - N- [ 3- chl or 0- 4- ( 2- di et h{PBni no- et hyl ) - phenyl ] - 3- ( 2-
chloro-4- trifl u oromethyl-ph e nyl)-a cryla mi d e
Prepared in DMF anal ogoyusly to Exanple 143 starting

from (E)-3-(2-chlor
trifl uoronethyl enyt)-acrylic acid (Z37b) and
hyl am no- et hyl)-phenyla m ne

3-chl grox4- (2-d

T Teaction mxture was poured onto ice

fiat.e thte precipitate was filtered off, washed with
ter .and dri in.a HV. The residue trifurated

188 Ktetidy T - pladnidro i enb Ay Feey i asminol-bedhEs

mdth-capddifingfd dried in a HV. Yield: 0.278 g (60% of
theory) C22H23C 2F3N20O (M= 459. 343) Calc.: nol peak

P(aepared anabgouasty/taExanmdend2 stastipg fior( @H)-(4'-chloro-biphenyl-

43@%&%@%&@@@&@‘; AShed _?x%wg-@'gé%ﬁyl-c"a%ér%%n%‘f'é“(msb).
ThEkrddd Srosdbongs 4tifréd Wit INKO BMHOpRicimste wab eR¥leld-cif 47d

-chloro-4- trifluoronethyl-phenyl )-acrylam de A
déed itaétV.of 0.290 g (0.603 mml)

- -(% r - pyl ) - 3-chl or o-
Yr‘ﬁ@e‘nd;ﬁég-( E%cﬁﬁg?g'[yjt rifluoronethyl -phenyl)-acryl am
CeliH.6Ciad); (M &7Mbo8di et hyl ami ne was heated to 100 Cin
a seal ed reaction _vessel in the mcrowave for 5 mn..

Caice malpepk M) xtA7& s diluted with Et OAc, the org.

4 5(:[1/7 %)g 11933 209 phase was washed
F%%Q‘H\é‘?géﬁzﬁrﬁ d O\I;/_zgr s%l um sul phat e and evapor at ed
Revalnei 0.804silica géhdighisothethames/ MeOH@dded w th et her,

the precipitate was filtered off, washed with ether
and dried in a HV. Yield: 0.180 g (63% of theory)

1 g@cﬁ"(@?—@k&’:—@%%-f)%eﬂ?l?’tl %ﬁm-(tl-methylaminomethyl-phenyl )
acrylamide ' :
Prepared analogously to Example 178 starting from tert-butyl {4-[(E)-3-(4'-
chloro-biphenyl-4-yl)-acryloylamino]-benzyl}-methyl-carbaminate (Example
179). The product was obtained as the trifluoroacetate salt.

Yield: 0.540 g (87% of theory)

C2sH21CIN,O * CHF 30, (M= 490.914)

Calc.: molpeak (M+H)": 377/379

Found: molpeak (M+H)": 377/379 (Cl)

R value: 0.40 (silica gel, dichloromethane / MeOH / conc. agueous ammonia
90:10:0.1). |

Example 181:




wo fotk@397680l peak (MrH) +: 473/ 475/ 477 Found: nol peakr2003/011933

(M+H) ' . 473/ 475/ 477 (Cl12) val ue: 0.33 (Al ox,
di chl or onet hane / MeOH 30: 490 Exanpl e 196: 196a)
N-[4-(N-tert. butoxycarbonyl - 2- met hyl anmi no- et hoxy) - 3-ch

1%@2@&39? e e e

rimgigeusly to Exanple 143 from 260 ng (1.00 mmol)
trifl uoronethyl-phenoxy)-acetic acid

18}95(5?}8%%1@1%(@71/@ Wr))wae Aedes phBroHela saiytian a0
o.??p(loéco}h%mai) (S8 U hiB! LR A B ENEA etk farTomethyl-
pHerfyN-2@ytanhidé ¢Eyarapleor8d) ir2 4 mell Fyrhidraoid-agidnitbemixBire was
Stfrﬂ“égfqy )1?\“%%1@%“@2%@835(@ %@%ﬂge)ﬂ?ﬂiw w%goé%?%@ gRto
lc%?'\ﬂé S%e%r/}@ggé %%Yé@%ha\’égﬁﬁé;s e%%ﬁ?@ly@%r‘é’?:fed with EtOAc. The

ccdhbhbdmgmhm/wmrelmedlomﬁ shdiutrdSldphate, evaporated down i.
[ 4- net h ef. hoxy - chl oro hen nm ne
va%, g fil et SRS ey HA Do P S MASISRLHf de

wEﬁt@e@Mﬁ‘&ﬁer\’@ﬁj d}@tﬁ' O§@' Angoogously to EX&"D' e 115
from 560 (1.0

Yigld: 81(mgt(é4%. Qj‘dhmtar bonyl 2- met hyl am no- et hoxy) - 3- ch
' 2-(2-ch loro-4-trifluoronethyl-phen
C@%&'EPQG(% DT 5007 S50reu PeT EP2003 011655 big
Calcelmbl @apéamgHg*Qggq,@‘ggt heory) C18H17C 2F3N203 ( ME=
437.24) Calc H': 437/ 439/ 441 Found:

Forics sadoeal H+H) 5351 4S8 @Y R val uer 0. 35 (ol on
R&%Iue.qﬁ.gﬁ I(Qf %é!h@l@ﬁfororwsﬂang /ﬂem%. %&?ém% ammonia

90:10:0.1).

Example 182:

/\N/\/°\©\ o
) N)kf\{/\j
H }
N 2

182) (E)-N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-3-pyridin-2-yl-
acrylamide
Prepared analogously to Example 172 starting from (E)-3-pyridin-2-yl-acrytic
acid and 3-chloro-4-(2-diethylamino-ethoxy)-phenylamine (Z2b) at RT (72 h).
The crude product was purified by column chromatography (silica gel,
dichloromethane / MeOH / conc. aqueous ammonia 90:10:0.1) and
recrystallisation from petroleum ether.

Yield: 0.930 g (50% of theory)
C20H24CIN:O; (M= 373.886)
Calc.: molpeak (M+H)": 374/376
Found: molpeak (M+H)": 374/376 (Cl)




wo 26d4 39764 PCT/EP2003/011933
2-(2-chloro-4-trifluoronet he@/ phenoxy) - N-[ 4- ( 2- di et hyl
I

am no- et hoxy) - 3- net hyl - hé ]-aceta mde 0.290 ¢
(0.603 nmol )

(E)i- N 3- br ono- pr | )-3-chlara; | ]-3-(2-
R TE: o Ap\Sic TR RS ROk e Radeods &n it
90:197M1p (2.614 nmol ) 4- nethyl pi peridine was heated to
100 Cin a sealed reaction vessel in the mcrowave
for 5 mn.. The reaction mxture was diluted with
Et OAc, the precipitate formed was filtered off,
stirred with 1 N agqueous NaOH sol ution, washed with
Fwaiple #4881 dried in a HV. Yield: 0.280 g (93% of
theory) C25H27C 2F3N20 (M- 499.408) Calc.: nol peak
(M+H) ' : 499/501/ 503 nd: nol peak (M-H)':
499/ 501/ 503 (dC 2l ue: 0.33 (Al ox,
di chl or ongt hane OH 30:1). Exanple 198: J WO
4/ 64 PET/ BEF2003/ 011933 211 198)
i et hyl am no- et hoxy) - 3- net hyl - phenyl] 2 (2 chl
-4- trifluoronet h henom acet a uct
1&%&@&@%@'%@% gﬁxrtsifrgg Nr(4oRipg l~|p enyl)-
%rg Q0 ng (0.40 mmol)
ch oro 4-trifluoronethyl-phenoxy)-acetic acid (Z2b)
Pwpﬂaredaﬁalmgo(lﬂytld Bxaniple 143 starting from (E)-3-{5-(4-chloro-

PR R 'sgai”@@&%fé&ﬁéﬁ%@qné RS e o1 o
p@%ﬂyf(@nff@%é c&&c{@hﬁfoﬂhd ﬁgﬁgﬁfégﬁﬁgmﬁh@%t%ﬁapm

(sdaa/gmldlﬂﬂlomnejbane/ Etf()lslu Ndote. gelicousi anmenindeH 8ik1). -
viGH B5d Yy BEH Fedd

C26H26CIN3O (M= 431.970)

Calc.: molpeak (M+H)*: 432/434

Found: molpeak (M+H)": 432/434 (Cl)

Rr value: 0.50 (silica gel, dichloromethane / MeOH / conc. agueous ammonia
90:10:0.1). |

Example 184:

184) (E)-3-[5-(4-chloro-phenyl)-pyridin-2-yl]-N-[4-(2-dimethylamino-ethyl)-
phenyll-acrylamide

Prepared anaiogously to Example 143 starting from (E)-3-[5-(4-chloro-
phenyl)-pyridin-2-yil-acrylic acid (Z34b) and 4-(2-dimethylamino-ethyl})-
phenylamine. The crude product was purified by column chromatography
(silica gel, dichloromethane / EtOH / conc. aqueous ammonia 50:10:0.1).




wo 4930764 PCT/EP2003/011933
(E)-N-[4-(2-di et hyl am no- ethoxy) 3- et hyl - phenyl ] - 2-(2
-chloro-4- trifl u oronet h?p phenoxy) - acryl am de The
product was prepared anal ogously to Exanple 119 from

Ylt%?) @?ﬁé%éﬁgtg‘r%g%’wfl uor onet hyl - phenyl )-acrylic acid

OIN;ane1965.938) (0. 44 ol )
CQH% |3et yl am no- zet hoxy) - 3- met hyl - phenyl am ne (Z39b).

Ciﬁh’-e m IP@QMM*‘\H&S 496(40thed as the formate salt. Yield:

6Cl F3N202 (M= 454.92)

Féﬁ?@%&%ﬁ%g@kww 408(@}_356 Found: nol peak (MtH)"

Ré#6aI1456.68f (sﬂl@é e, dithbrogicthare JaeOHU edrico equeblh@ammioma
MeOH 9: 1) anpl e 200: WD 2004/ 039764 212

9@1@}@3)2003/ 011933 F F 200)
(E)-3-(2-chloro-4-trifluoronethyl-phenyl)-N[4-(2-diet
hyl am no- et hoxy)-3- n itro-phenyl]-acrylam de The
product was prepared anal ogously to Exanple 119 from
100 .40 mmol)

E(@Bnp@‘( Y:chl oro-4-trifl uoromet hyl - phenyl )-acrylic acid
(Z37b) and 110 ny (
4- (2-di et hyl am no- et
The prodyct wa 9

wJLhegry) C22H23CI F3N304 (M= 485. 89)

@%‘rﬁ pbak (MkH) +: 485/487 Found: nol peak (MtH)'

Rf Value: 0.3 (silica gel, dichloronethane /
O" 9:1) %qgﬂh r@f{ idin-2-yl]-N-methyl-N-(4- ierldln1-

N-(4 di et(E gcrrrﬁ@ﬁ)ﬁp e)np - _|n2_ (yg ch%rg 4(t R | uor

ylmmlny'ljnhepblls)-rwxglamlde

Prepared analogously to Example 143 starting from (E)-3-[5-(4-chloro-

) -3-nitro-phenyl am ne (Z31a).
ed as the formate salt. Yield:

phenyl)-pyridin-2-yl]-acrylic acid (Z34b) and methyl-(4-piperidin-1-ylmethyl-
phenyl}-amine. The crude product was purified by column chromatography
(silica gel, dichloromethane / EtOH / conc. aqueous ammonia 50:10:0.1).
Yield: 0.300 g (67 % of theory)

Ca7H2sCINGO (M= 445.997)

Calc.: molpeak (M+H)": 446/448

Found: molpeak (M+H)": 446/448 (Cl)

R; value: 0.70 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
90:10:0.1).

Example 186:

cl
] of
H e
E
. 3
F




wo #pgbedrede The product was prepared accordi ng tpcT/EP2003/011933
general working nethod I from 100 ng (0.40 mmol)
(2-chloro-4-trifluoromet hy?Q?phenoxy) -acetic acid (Z2b)
and 80 ng (0.44 muol)

e L D T e

- C20H22CI F3N202 (ME
ctfﬂaid-zt tl?ﬁlﬁirgmeﬂ?ﬁ%eﬁﬁﬂ%?farﬁl_bh@?r 34/)14/ C20aza Fai (

Th@ pm&wt mwepawﬂacmmm to.genesal working giethaskl serting

St AT RS & oL SR BRRASE R AR

adig)Z8¢i)ard @QW Iga(m m&vmhiml 2-phienyN-{ 24 Qn@thylamperﬂdmmfn)
| uor onet hyl - oxy% | am de The product was

etbw&-ﬁsﬂé@’l%ﬁd% Q@GMBW 4@)@5@4!’@64@ (fqlléiﬁﬂ rhoomgtogmpiy
(AR gl et Il graglen dichioromelane { MeOH 100:00,40:1)
Y(eKBIba2(hgcﬂ48% ofghed®) 44 mol ) i
| - phenyl am ne or preparation see

Cw@ecﬁ]ﬁm %hg oduct was obtained as the formate

l-t f theor C21H22CI F3N2O ( ME
C§I% molFéSIEQ\/H?Ij ’5@0@%0& MtH) ' : Z)10/ 412 Found:
F@mq)elaCNpteak-(-ﬂ)ﬂ*H)450]DlﬁD’a’lﬂQﬁ4 (Cdd)ue: O. 15 (si lica gel,

Nt B BTARR, shichamer R NRBR £ 22 o- chi of o- 4- tr

fI uororret hyl - ph enoxy)-acetam de

Example 187:

187a) tert-butyl (4-{(E)-3-[5-(4-chloro-phenyl)- pyridin-2-yl}-acryloylamino}-
- benzyl}-methyl-carbaminate

Prepared analogously to Example 182 starting from {E)-3-[5-{(4-chloro-

phenyl)—pyridin-2-yi]-acrylic acid (Z34b) and tert-butyl (4-amino-benzyl)-

carbaminate. The crude product was stirred with MeOH, the precipitate was

filtered off and dried in a HV.

Yield: 0.620 g (86% of theory)

C27H2sCIN3O3 (M= 477.996)

Calc.: molpeak (M+H)": 478/480

Found: molpeak (M+H)": 478/480 (Cl)

R value: 0.60 (silica gel, dichloromethane / MeOH 9:1).

187Db) (E)-3-[5-(4-chloro-phenyl)-pyridin-2-yl]-N-(4-methylaminomethyl-
phenyl)-acrylamide



Aaguct was prepared according to general FKba3/011933
WO%BB?IR%JI I from100 ng (0.40 mmol) Pe
(2-chloro-4-trifluoromet hyB0%bhenoxy) - acetic acid (Z2b)

and 90 ng (0.44 mol) _
PRG0S PhelRdeUD (S Frediia | 1R SRRl v aTdaT ) 34+
0 3 . | .
A B TR 2 Ty RO LA Cpfmindie. Fhe
prbdibtuwds Rbtaiaddias the Biflusidaicetatgeiit. di chl or omet hane /

Y%ﬁé-gﬁédﬁ?f&qﬁéggwm PCT/ EP2003/ 011933 214 Exanpl e
CLIRLsOIN6 { E519E 50 Ja-aBbn@og) hoxy) - phenyl ] - 2- (2- chl or o- 4

-trifluoronethyl- _Fhenoxy) -acryl am de The product was
Cpicgp‘ael@eabﬂwbécu% 8/38® Exanple 119 from 100 ng (0. 40

F O molpealn (WH)'s 27 BRE0 S omet hy! - phenyl ) - acryl i ¢ aci d

R{v&lU&)0.304siféh g8, dichiofdmetraine / MeOH / conc. agueous ammonia
- (2-di et hyl am no- et hoxy) - phenyl am ne (Z5b). The

4
9?)'?‘ @it was obtained as the formate salt. Yield: 35
ng (18% of theory) C22H24CI F3N2Q2 (M= 440.89) Calc.:
nol peak (MtH)': 440/ 442 Found: nol peak (MtH)':
441/ 443 Rf value: 0.2 (silica gel, dichloronethane /
Ve 9: 1) Exanpl e 205: 205)
Examre & et hyl ami no- pr opyl oxy) - phenyl ] - 2- (2- chl or o- 4-
triflueronethyl- phenoxy)-acetam de The product was
accor di ng to general working nethod I from

_prepar
T

F

E
E

188) (E)-N-(3-chloro-4-diethylaminomethyl-phenyl)-3-(2-chloro-4-
trifluoromethyl-phenyl)-acrylamide

Prepared analogously to Example 143 starting from (E)-3-(2-chloro-4-
trifluoromethyl-phenyl)-acrylic acid (Z37b) and 3-chloro-4-diethylaminomethyl-
phenylamine (Z35hb). The crude product was purified by column
chromatography (Alox, neutral, act. lI-lll, petroleum ether / EtOAc 3:1).
Yield: 0.192 g (43% of theory)

C21H21Cl2F3N20 (M= 445.316)

Calc.: molpeak (M+H)": 445/447/449

Found: molpeak (M+H)": 445/447/449 (Cly)

Ry value: 0.53 (Alox, petroleum ether / EtOAc 3:1).

Example 189:




WO Fib4/o8oré@ ol ) _ PCT/EP2003/011933
(2-chloro-4-trifluoronethyl 6ghenoxy) -acetic acid (Z2b)

and 100 mg (0.44 mol) 2
4- ( 3-di et hyl am no- propyl oxy) - phenyl am ne (for

BSR40 S BeRm, TR B
tr@%%fdﬁﬁ&h?ﬁ@%ﬁﬁ%ﬂléﬁﬁd@l) Cal c. : nol peak (M+H)~:

458/ 460 a 39764 PCT/ EP2003/ 011933 215 Found:
Prenasedienglogeysly ta 5oepplei 43 staring foro(R)s3-(3-elaloget-

uphpRAIERNENBr g Vb Gr iy SR st pinerigin-
194rhethyl ) dheny RS YZ 36N Ehe xideasrod ienivae piliite b p doiginn

was prepared anal ogously to Exanple 119 from 100
crar@mﬁgogr%myﬂ-\!ox, neutral, agt. -1, petpc;pl)eum ether / EtOAc 3:15T.g

Y@%‘féﬁg@{ig‘%&‘ﬁﬁé%f Lzom; hyl - phenyl )-acrylic acid
C4:H aCF g6y (Maid@d 38540 py | oxy) - phenyl ami ne (for
epar at i T2 69). The product was
CBls annlpgak MR 1%2??1‘?&?‘44‘? | t? Yield 33 mg (16% of
f . 4.92 Cal c.: nol peak

R Yga PR NPT ARTON (Wery - 45517 R
Ryvediue: 0.67 38loxs dichkwomethangi /deQHBt hane / MeOH 9: 1)

Exanpl e 207: F 207)

(E)-N-[ 3-chl or o- 4- (2-di et hyl am no- et hoxy) - phenyl ] - N- e

Ekdble2td@- chl oro- 4-trifluoronethyl - phenoxy) -a
crylam de The product was prepared anal ogously to

190a) tert-butyl (4-{(E)-3-[5-(4-chloro-phenyl)-pyridin-2-yl]-acryloylamino}-
benzyl)-carbaminate

Prepared analogously to Example 182 starting from tert-butyl (E)-3-[5-(4-
chloro-phenyl)-pyridin-2-yl]-acrylic acid (Z34b) and (4-amino-benzyl)-methyl-
cérbaminate (Z33b). The crude product was stirred with MeOH, the precipitate
was filtered off and dried in a HV.

Yield: 0.610 g (88% of theory)

CasH26CIN3O3 (M= 463.968)

Calc.: molpeak (M+H)": 464/466

Found: molpeak (M+H)": 464/466 (CI)

Rr value: 0.60 (silica gel, dichloromethane / MeOH 9:1).

180b) (E)-N-(4-aminomethyi-phenyl)-3-[5-(4-chloro-phenyl}-pyridin-2-yl]-

acrylamide




wuzuu4 764 I .
55%9) The product was obtai ned as the forrratleCT/EP2003/O11933

salt Yield: 38 ng (18% of tdigpry) WO 2004/ 039764

PCT/ EP2003/ 011933 216 C23H25C12F3N2O2 (M= 489. 36)

(E?/ﬁ . peak (M+H) : 487/489/491 Found: nol peak
p§re

mgy toFExarableﬂ?%téﬂmF;grd% gémg%,é 4-{(E)-3-[5-(4-

OH 9:
?E%%%ﬂ?%%?ﬁ&a. %&ﬁwniwﬁ%mmmmmm
e
d86). 1T raductwh o 6Btathdd 44 | hé&ﬂﬁ@%%{}% gé’ At
@c]éxétﬁﬁggyl am de The product was tﬁ' g anal ogousl y
&£ (P9% of BePn00 ny (0.40 mmol)
g?’:?%) (%R:jh aﬂﬁﬁé grl f?y%r)ret hyl - phenyl )-acrylic acid
czrmolmahmammeggml) N-rret hyl - benzene- 1, 4- di ami ne
gﬁl&_ 5} ? ?H)oduct was obt ai ned as the forrmte
MeIpeply (MIA RP/AMEH t heory) C21H23CI F3N30 (M
R 427 Found
nﬁ\i'fa “gg%? ?%I—li)ﬁca ggoéﬁg%ﬁ\%%@’ 'ﬁeé /(e g‘gl?ws ammonia
54 Ostlomret hane / MeOH 9:1) Exanpl e 209: 209)
(E) N-[ 4- (2- di et hyl am no- et hyl ) - phenyl ] - 2- (2- chl or o- 4-

trifluoronethyl- phenoxy)-acrylam de The product was
prepared anal ogously to Exanple 119 from 100 ng (O. 40

ﬁlxﬁf”ée@@jchl oro-4-trifluoromethyl -phenyl)-acrylic acid
(Z37b) and 90 ng WO 2004/039764 PCT/ EP2003/ 011933 217

(0.44 mol ) 4-(2-die ani no- et hyl ) - phenyl am ne (for
preparati on see 7081). The product was
e fogmate salt.

ous
N
N o

191) (E)-3-[5-(4- chloro-phenyl)-pyridin-2- ~yI]-N-(4-morpholin- -4-ylmethyl-
phenyl)-acrylamide

80 pL (0.930 mmol) morpholine was added to a solution of 0.130 g(0.310
mmol} (E)- N—(4-chloromethyl -phenyl)-3-[5-(4-chloro- -phenyl)-pyridin-2-yi)-
acrylamlde (Z38b) in 20 mL THF and the mixture was stirred for 5 h at 50 °C
and Sh at 75 °C. A further 200 HL of morphoiine were added and the mixture
was stirred for 5 h at 70 °C. The reaction mixture was evaporated down i. vac,
and the residue was purified by column chromatography (silica gel,
dichloromethane / MeOH / conc. aqueous ammonia 90:10:0.1). The product
was stirred with ether, the precipitate was filtered off and dried i. vac. at70 °C.
Yield: 80 mg (60% of theory)

C251H24CIN; O, (M= 433.942)

Calc.: molpeak (M+H)*: 434/436

Found: molpeak (M+H)+": 434/436 (Ch

Ry value: 0.50 (silica gel, dichloromethane / MeOH 9:1).

Example 192:



wovaoed/aro7@d/ g (14% of theory) C22H24CI F3N20 (M:PCTIEP2003/011933
424.89) Calc.: nol peak (Mt . 424/ 426 Found:
nol peak (M+H)': 425/27 Rf 7ue. 0.30 (silica gel,
di chl oronet hane / MeOH 9:1) Exanple 210: 210)
(E)-N-[3-chl oro-4-(3-di gt hyl am no- propyl oxy) - phenyl ] -2
-(2-chloro-4- trifl onet hyl - phenoxy) -acryla m de The
product was pr =m gtenal ogously to Exanple 119 from

%Wcﬂoro 4- %rl fl uor onet hyl - phenyl )-acrylic acid
and” 110 rrg (0.44 mol)
e R R S AL e AT T

pyieayikac8Samige( 18% of theor y) C23H25CI 2F3N202 (M
489/ 491 Found:

489, 3 lc.: | k
FiEparealanelasiaisly Baormpled saring dor (BN G amiamedhyl-

AT AR BITRSof  ie 10

Yield30.4 B0 gr(66% (JcheoE;,t)hyI ani no- et hyl ) - phenyl ] - 2- (2-chl o
_ r hyl - phenoxy) - acet am de Prepared

déﬁqanglé{i‘@sl\g/ gg %@&‘pl e 143 starting from (2-chl oro-4-

Ctatdfﬂnu%gwm]q )-acetic acid (Z2b) and

3-chl or o- 4- i’M JI et hyl am no- ethyl)-phenyl am ne (Z44d).

Foupd:malpeal M)t 392/3R4s(Gipur ed onto ice water and

{ extracte Et QAc . The org

Rg,{@gé‘-‘%@ GPLEEE gl Qmﬂtﬁﬂes’ﬂ\”% 0N 26 apes ameebnia

9@d&0.1). vac. . The residue was purified by colum

chromat ography (Al ox, neutral, act. I1-111, gradient
petroleumether / EtQAc 5:2 ~ 1:1). Yield: 0.258 ¢

(65% of theory)

Example 193:
/\/n@
A

- 183) (E)}-N-{3-chloro-4-(2- diethylammo-ethylammo) phenyl] -3- (2 -chloro-4-
trifluoromethyi- -phenyl}-acrylamide -
Prepared in DMF analogously to Example 143 starting from (E)-3-(2-chloro-4-
trifluoromethyi-phenyl)-acrylic acid (Z37b) and 2-chloro-N*(2-diethylamino-
ethyl)-benzene-1,4-diamine (Z42b). The crude product was purified by column
chromatography (Alox, neutral, act. }I-Ill, dichloromethane / MeOH 49:1) and
by trituration in ether/petroleum ether.
Yield: 0.215 g (45% of theory)
C22H24C12F3NsO (M= 474.357)
Calc.: molpeak (M+H)*: 474/476/478

| Found: molpeak (M+H)*: 474/476/478 (Cl2)
Ry value: 0.58 (Alox, dichloromethane / MeOH 439:1).



—

WO Sebk/

obeel 2F3N202 (M- 463.331) Cal C. nol peak Qg?: 03/011933
463/ 465/ 467 Found: nol peak (MtH)' 463/ 465/ 46%> @Dﬁ?

Rf val ue: 0.46 (Al ox, petrgP8um ether/ EtOAc 1: 1)

Exanpl e 212: 212)

N-{3-chl oro-4-[2-(4-nethyl -piperidin-1-yl)-ethyl]-phen

yl}-2-(2-chloro-4- trifluoronethyl-ph enoxy)-acetanm de
anal ogously to Exanple 143 starting from

E%ﬁ,?ﬁ gg% 4- trifluoronethyl-phenoxy)-acetic acid

b) and 3-chl oro-4-[2-(4-nethyl -

\Qi/ eridin-1-yl)-ethyl]-phenylam ne (Z46¢c). The

readt i m xture was poured onto ice water and the

hase wasaextracted with Et OAc. The org.

oyer sodi um sul phate and evapor at ed

resi due was purified by colum

down i. vac. . @
chr omat ogr aphy (AFOxy'neutral , act 11 -111, gradient

petrol eum et her/ Et oAC 3:1 -. Yield: 0.218 g

1%3@3@5%%&%%@%%%%@%%@%%&” fee-eRiroda.

trifiittdneth g lanf@aind: nol peak (M+H) +:
489/ 491/ gfggﬁé%‘ll é&%f val ue: 0.46 (Al ox, petroleum

Peapgeed In @{V@@nqlog uaﬁﬁq@mmglgﬂ%zg_tgﬁing from (E)-3-(2-chloro-4-

R trlﬁﬁbr&hétﬁgpé}ia{e@racrg& éléh;i [('fi%ﬂ}ﬂ l?"gllr %{oﬂ@[&-@h@%yﬁm}%l )

 ethybghehglantdee 244 Toe rendhbi nammir@ ms;touré@ ohxeie veater,

startin rom(E)-3- | or o-4-

ti f (
fh?rﬁff—*?l%@f@ﬁ%gwtersﬁaﬁ%mé&@ Wthdlv%t@r and ggedyn atdv. The
| .
re%uﬂ@ \Qé&gfrrf?l[a?%cg ?%l/t ilﬂé/rl T?%&E&‘;ﬁ %mﬂacsrfdt red nguwa?he\-l\% with
ethar and ddeuyn acHN/ um chr omat ogr aphy (Al ox, neut ral,
ient petroleumether/ EtQAc 3:1 ->
Y'f&lg[) %#rﬁjgt(%%(? ﬁﬁ?w ted with petrol eumether. Yield:
COHA0, BN DL abotdasyr y)
Calc.: moipeak (M+H)": 459/461/463
Found: moipeak (M+H)": 459/461/463 (Cl,)
Ry value: 0.32 (Alox, petroleum ether / EtOAc 1:1).

Example 195:

/\”AA@ P!
- JV/\©\<
H
F
1
F

195) (E)-N-[3-chloro-4-(3-diethylamino-propyl)-phenyl]-3-(2-chloro-4-
triffuoromethyl-phenyl)-acrylamide

A solution of 0.290 g (0.603 mmol) (E)-N-[4-(3-bromo-propyl)-3-chloro-
phenyl]-3-(2-chloro-4-trifluoromethyl-phenyl}-acrylamide (Z45d) in 2 mL
diethylamine was heated to 100 °C in a sealed reaction vessel in the
microwave for & min.. The reaction mixture was diluted with EtOAc , the org.




2F3N20 (M= 485.381) Calc.: nol peak (

Wo%éﬁ%g%%Q Found: nol peak (MtH)': 485/487/ 489 /EF%O?’/O”QSS
Rf value: 0.38 (Al ox, petrd®@um ether/ EtOAc 1:1)

Exanpl e 214 J WD 2004/ 039764 PCT/ EP2003/ 011933 220

214) ethy
p@ﬁfez\tv?%v\@%heﬁ suth-water. digdgmer spriugh eulbhate ardevanaiates

di

oy acti FhoYestie et Flfpti WARHARE, d ERRIEH: was fijered
off,rwé 4 hsealr withe ether apt elniexlyin add¥t i ¢ aci d (Z2b) and et hyl

S5-am no-2-(2- ieth am no- et hoxy) - benzoate. The
Y'ngﬁ%gﬁéi%uﬂ%hm evaporated down i. vac. and the
053%g@%w(miq$gl3\yg? i n di chl oronet hane. The org.

hase was washed h water, dried over sodium

C@'@l pfhdpeala(M%l\)aﬁESBﬂt?ééH?(Yom i. vac. . Purification

eI IR ol S o L'

Ryvatligteniag |oszr@iem@tromé(ﬂhéhe/Me@ﬂQscg1)(59% of theory)
C24H28CI F3N205 (M= 516.949) * Cal c. peak (M+H)’

517/519 Found: nol peak (M-H)": 517/519 (d) Rf val ue:
0.62 (Al ox, petroleumether/ EtQAc 2:1) Exanple 215:
215)
5- [2 (2-chloro-4-trifluoromethyl-phenoxy)-acetyl an no]
2 d| et hyI am no- ethoxy)-benzoic acid 4.00 nL 1 M
BaOH sol ution was added to a sol ution of 1.00
g (1 93:4 nmol ) et hyl

HN)'S\[/Zb chl or o- 4- tr| fl uoronet hyl - phenoxy) - acet yl am no]
|-2-(2et yl am o et hoxy) - benzoate in 30 nL Et OH and

the m Xt um 5 rred for 3 h at RT. 4.00 nL 1 M
aqueous HCI was rand again the m xture was
stirred for 1 h. T reacti on m xture was evapor at ed
down i. vac. , conbined

196a) N-[4-(N-tert.butoxycarbonyi-2-methylamino-ethoxy)-3-chioro-
phenylamine]-2-(2-chloro-4-triftuoromethyl-phenoxy)-acetamide

The product was prepared analogously to Example 143 from 260 mg (1.00
mmol) (2-chloro-4-triﬂuoromethyl-phenoxy)—acetic acid (Z2b), 0.120 mL(1.10
mmol) N-methylmorpholine, 0.140 mL (1.10 mmol) isobutyl chioroformate and
330 mg (1.10 mmol) 4-(N-tert.butoxycarbonyil-2-methylamino-ethoxy)-3-
chloro-phenylamine {Z40b).

Yield: 0.54 g (100% of theory)

C23H25CI2F3sN2Os (M= 537.36)

Calc.: molpeak (M-H)": 535/537/539

Found: molpeak (M-H)": 535/537/539 (Cl,)

Rs value: 0.75 (silica gel, dichloromethane/methanol 19:1)

196b) N-[4-(2-methylamino-ethoxy)-3-chloro-phenylamine]-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide

The product was obtained analogously to Example 115 from 560 mg (1.04
mmol) N-[4-(N-tert.butoxycarbonyl-2-methylamino-ethoxy}-3-chloro-
phenytamine]-2-(2-chloro-4-trifluoromethyl-phenoxy)-acetamide.




WO Og)asmaer and the precipitate was filtered off:, JEP2003/011933
%’ el d: 0.220 ¢ (23% of theory) C22H24Cl F3N205 ?LI:

488.895) Cal . nol peak ( ~: 487/ 489 Found:
nol peak (M+H)' 487/ 489 (Cl) WD 2004/039764 221 K

val ue; 0. (SI ica _gel, dichloronmethane / MOH 9:1)
YBTda;bpﬂ% Qz@g% o tbeamrP2003/ 011933 216)

| R0 fl uor onet hyl - phenyl ) - N-[ 4- (2-di et
Chsﬁ"érzlrﬁ%nglh(g{( 4§7 En?net hoxy- phenyl ] -acryl am de The
Cpicadnolpeahwm-lepdﬁé'ﬁn%i%‘r ding to general working
od | st 100 g (0.400 mmol)
F?\%}J]@?'Ee%‘hﬂ‘é?‘gﬁ4?%“%1@6@%10@ hyl - phenyl )-acrylic
R{a@alde(ti@é’*eéul.@engelodébﬁﬂo@m@@ua%q WIB@H) 9:1) _

di et hyl am no- et hoxy) - 3- net hoxy- phenyl am ne. The
cr ude product was purified by HPLC (Stable Bond C18;
3.5 pm water / acetonitrile / formc acid 9:1:0.01
-* 1:9:0.01 over 9 mn) and the product was obtai ned

Ersmbleeidmormate salt. Yield: 41 ng (20% of theory)
C23H26CI F3N203 * CH202 (M= 516.949) Calc.: nol peak

(MEH) ' - 471 473 Found: nol peak (M+H)': 471/473 (d)
al 5 g¢silica gel, dichloronethane / MCH

V\D 2 pET/ EP2003/ 011933 222 The
foll ow ng corrp‘ounds @ be prepared anal ogously to the
foregoi ng Exanpl es: "R

197) 2-(2-chloro-4-trifluoromethyi-phenoxy)-N-[4-(2-diethylamino-ethoxy)-3-
methyl-phenyl}-acetamide

0.290 g (0.603 mmol) (E)-N-[4-(3-bromo-propyi)-3-chloro-phenyl}-3-(2-chloro-
4-trifluoromethyl-phenyl)-acrylamide (Z45d} and 0.270 g {2.614 mmol) 4-
methylpiperidine was heated to 100 °C in a sealed reaction vessel in the
microwave for 5 min..

The reaction mixture was diluted with EtOAc , the precipitate formed was
filtered off, stirred with 1 N aqueous NaOH solution, washed with water and
dried ina HV.

Yield: 0.280 g (93% of theory)

C25H27CloF 3N20 (M= 499.408)

Calc.: molpeak (M+H)": 499/501/503

Found: molpeak (M+H)*: 499/501/503 (Cl»)

Ry value: 0.33 (Alox, dichloromethane / MeOH 30:1).

Example 198:

tm/@
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198) N [4 (2 diethylamlno ethoxy)—3 methyl-phenyl]-2-(2-chloro-4-

triftuoromethyl-phenoxy)-acetamide

The product was prepared according to general working method | from 100
mg (0.40 mmot) (2-chloro-4 -trifluoromethyl-phenoxy)-acetic acid (Z2b) and
100 mg (0.44 mmol) 4-(2-diethylamino-ethoxy)-3-methyl-phenylamine (Z39b).
The product was obtained as the formate salt.

Yield: 51 mg (25% of theory)

C22H26CIF3N,03 (M= 458.91)

Calc.: molpeak (M+H)": 459/461

Found: molpeak (M+H)": 459/461

Rrvalue: 0.4 (silica gel, dichloromethane / MeOH 9:1)

Example 199;

199) (E)-N-[4-(2-d|ethylam1no-ethoxy)—S-methyI-phenyl]-2-(2-chloro—4-

trifluoromethyl-phenoxy)-acrylamide
The product was prepared analogously to Example 118 from 100 mg (0.40

/\N/\/G

-mmol) {E}-3-(2-chloro-4-triflucromethyl-phenyl)-acrylic acid (Z37b) and 100

mg (0.44 mmol) 4-(2-diethylamino-ethoxy)-3-methyl-phenylamine (Z39b). The
product was obtained as the formate salt.

Yield: 44 mg {22% of theory)

C23H26CIF3N20, (M= 454.92)

Calc.: molpeak (M+H)": 454/456

Found: molpeak (M+H)": 455/456

Rr value: 0.2 (silica gel, dichloromethane / MeOH 9:1)

Example 200:



EP2003/ 011933 H 3C 225J- COON- Cl - CF3 H3 Gio11933
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2300-Cl -C - CF3

200) (E)-3-(2-chIoro-4-tnﬂuoromethyl-phenyl)-N-[4-(2-diethylamino-ethoxy)—3-
nitro-phenyl]-acrylamide

The product was prépared analogously to Example 119 from 100 mg (0.40
mmol) (E)-3-(2-chloro-4-trifluoromethyl-phenyl}-acrylic acid (Z37b) and 110
mg (0.44 mmol)'4-(2-diethylamino-ethoxy)—S-nitro-phenyiami_ne {Z31a). The
product was obtained as the formate salt.

Yield: 27 mg (13% of theory)

C22H2ClIF3N304 (M= 485.89)

Calc.: molpeak (M+H)": 485/487

Found: molpeak (M+H)": 486/488

R value: 0.3 (silica gel, dichloromethane / MeOH 8:1)

/\N/\/o

Example 201:

IO

201) N-(4-diethylaminométhyl-phenyi)-2-(2-chIoro—4—trifluoromethy!—phenoxy)—
acetamide

The product was prepared according to general working method | from 100
mg {0.40 mmol) (2-chloro-4-trifluoromethyl~phehoxy)—acetic acid (Z2b) and 80
mg (0.44 mmol) 4-diethylaminomethyt-phenylamine (for preparation see WO
01/27081). The product was obtained as the formate salt.

Yield: 92 mg (50% of theory)

C20H22CiFsN20; (M= 414.85)

Calc.: molpeak (M+H)": 414/416

Found: molpeak (M+H)": 415/417

Ry value: 0.25 (silica gel, dichloromethane / MeOH 9:1)



e

231J-H C -CF3 H3C 232-Hd -CF3 H3C
WO @gﬁgﬁg Q’&'I%EP%E&/M 1933

a-CF3 234HO CI1 Gl -CF3 ~N OH 235-C -C
2004/ 039764 224 PCT/ EP20031811933 |1~ N 236N
~-C-C-CF3 2370N-CI-Cl-CF3 O 238N-Cl-Cl1-CF3 N
240-C-Cl-CF3 OH 241-C-C -CF3

Example 202:
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202) (E)-N-(4-diethylaminomethyl-phenyl)-2-(2-chloro-4-trifluoromethyl-
phenoxy)-acrylamide

The product was prepared analogously to Example 119 from 100 mg (0.40
mmol) (E)-3-(2-chloro-4-triflucromethyl-phenyl)-acrylic acid (Z37b) and 80 mg
(0.44 mmol) 4-diethylaminomethyl-phenylamine (for preparation see WO
01/27081). The product was obtained as the formate salt.

Yield: 27 mg (15% of theory)

C21H2CIF3N20O (M= 410.87)

Calc.: molpeak (M+H)™: 410/412

Found: molpeak (M-+H)": 411/413

Rs value: 0.15 (silica gel, dichloromethane / MeOH 9:1)

Example 203:

QJ\/@

203) N-[4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-trifluoromethyl-
phenoxy)-acetamide

The product was prepared according to general working method | from 100
mg {0.40 mmoal) (2-chloro-4-triftuoromethyi-phenoxy)-acetic acid {Z2b) and 90
mg (0.44 mmol} 4-(2-diethylamino-ethoxy)-phenylamine (Z5b). The product
was obtained as the formate salt.

Yield: 45 mg (23% of theory)

C21H24CIF3N203 (M= 444.88)

Calc.: molpeak (M+H)": 444/446

Found: molpeak (M+H)": 445/447

Ry value: 0.3 (silica gel, dichloromethane / MeOH 9:1)

/\N/\/O
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Example 204:
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204) (E)»N-[4-(2-d:ethylam|no-eth0xy)—pheny|]-2-(2-chIoro-4-triﬂuoromethy[-

phenoxy)-acrylamide

The product was prepared analogously to Example 119 from 100 mg (0.40

mmol) (E)—3-(2—chloro-4-triﬂuordmethyl-phenyl)-acrylic acid (Z37b) and 90 mg

(0.44 mmol) 4-(2-diethylamino-ethoxy)-phenylamine (ZSb) The product was
obtained as the formate salt.

Yield: 35 mg (18% of theory)

C22H24CIF3N2O5 (M= 440.89)

Calc.: molpeak (M+H)": 440/442

Found: molpeak (M+H)": 441/443

Rs value: 0.2 (silica gel, dichloromethane / MeOH 9:1)

Example 205:

QJ\,@

205) N-[4-(3-diethylamino-propyloxy}-phenyl]-2-(2-chloro-4-triflucromethyl-
phenoxy)-acetamide

The product was prepared according to general working method | from 100
mg (0.40 mmol) (2-chloro-4-trifluoromethyl-phenoxy)-acetic acid (Z2b) and
100 mg (0.44 mmol} 4-(3-diethylamino-propyloxy)-phenylamine (for
preparation see WO 99/52869). The product was obtained as the formate salt.
Yield: 48 mg (23.8% of theory)

C22H26CIF3N203 (M= 458.91)

Calc.: molpeak (M+H)": 458/460

\/N\/\/O
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Ry value: 0.40 (silica gel, dichloromethane / MeOH 9:1)

Example 206:

SN JV\@Y

206) (E)-N-[4-(3-diethylamino-propyloxy)-phenyl]-2-(2-chltoro-4 - tnﬂuoromethyl-
phenoxy)-acrylamide

The product was prepared analogously to Exampte 119 from 100 mg (O._40
mmol) (E)-3-(2-chloro-4-trifluoromethyl-phenyl)-acrylic acid (Z37b) and 100
mg {0.44 mmol) 4-(3-diethylamino-propyloxy}-phenylamine (for preparation
see WO 99/52868). The product was obtained as the formate salt.

Yield: 33 mg (16% of theory)

Ca23H26CIF3N20, (M= 454.92)

Calc.: molpeak (M+H)": 454/456

Found: molpeak (M+H)": 455/7

Rs value: 0.39 (silica gel, dichloromethane / MeOH 9:1)

\/N\/\/O

Example 207:

e

\/"\/\o
207) (E)-N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-N-methyl-2-(2-chloro-
4-trifluoromethyl-phenoxy)-acrylamide

The product was prepared analogously to Example 119 from 100 mg {0.40
mmol) (E)-3-(2-chloro-4-trifluoromethyi-phenyl)-acrylic acid (Z37b) and 110
mg (0.44 mmol) N-[3-chloro-4-(2-diethylamino-ethoxy)}-phenyl]-methylamine
(Z125b). The product was obtained as the formate salt. | o
Yield: 38 mg (18% of theory)




W 20%%397@& C-Br CN OH 260CC-Cl-Br N 261~ Nq: 9’EPE’6!)3/011933
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C23HasClF3N0O; (M= 489.36)

Calc.: molpeak (M+H)": 487/489/491

Found: molpeak (M+H)": 489/91/93

R¢ value: 0.48 (silica gel, dichloromethane / MeOH 9:1)

Example 208:

\MQ*”\@Y

208) (E)-N-{4-[N-(2-d|methylam1no-ethyl)~N—methyl-amino]—phenyl}-2-(2-
chloro-4-trifluoromethyl-phenoxy)-acrylamide

The product was prepared analogously to Example 119 from 100 mg (0.40
mmol) (E}-3-(2-chloro-4-trifluoromethyl-phenyl)-acrylic acid (Z37b) and 90 mg
(0.44 mmol) N-(2-dimethylamino-ethyl)-N-methyl-benzene-1,4-diamine
(Z141b). The product was obtained as the formate salt.

Yield: 34 mg {18% of theory)

C2tH23CIFsN30 (M= 425.88)

Calc.: molpeak (M+H)": 425/427

Found: molpeak (M+H)": 426/8

Ry value: 0.29 (silica gel, dichloromethane / MeOH 9:1)

Example 209:

\
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209) (E)-N-[4-(2-diethylamino-ethyl)-phenyl]-2-(2-chioro-4-trifluoromethyi-
phenoxy)-acrylamide

The product was prepared analogously to Example 118 from 100 mg (0.40
mmol) (E)-3-(2-chioro-4-trifluoromethyl-phenyl)-acrylic acid (Z37b) and 90 mg
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PCT/ EP2003/ 011933 113C 270J-CN-d -Ph H3C The fol | owi ng
compounds rray be prepared 2l ogously to the foregoing
Exanpl es: R4 Nunmber RIRRRBRAA ~ V OL H C3 271i

(0. ﬂvrb}\mol) EF 3’ %[_étFBlamlno et%yl) pheny{amme (for preparation see WO
01/27081). The product was obtained as the formate salt.

Yield: 27 mg (14% of theory)

Ca22H24CIF3N20 (M= 424.89)

Calc.: molpeak (M+H)": 424/426

Found: molpeak (M+H)": 425/27

Ry value: 0.30 (silica gel, dichloromethane / MeOH 9:1)

Example 210:

210) (E)—N—[3—chloro~4-(3-diethylamino-propyloxy)-phenyl]-2—(2-ch|oro-4-

triffuoromethyl-phenoxy)-acrylamide

\/N\/\/O

The product was prepared analogously to Example 119 from 100 mg (0.40

mmol) {E)-3-(2-chloro-4-trifluoromethyl-phenyl}-acrylic acid (Z37b)and 110

mg (0.44 mmol) 3-chloro-4-(3-diethylamino-propyloxy)-phenylamine (Z28b).
The product was obtained as the formate salt.

Yield: 38 mg (18% of theory)

Ca23H25C1F3N202 (M= 489.36)

Calc.: molpeak (M+H)": 489/491

Found: molpeak (M+H)": 489/91/93

Rs value: 0.36 (silica gel, dichloromethane / MeOH 9:1)

Example 211:
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211) N'[é\'%%io(rjo-h -o- dlethylamlno ethyl)-phenyl]-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide
Prepared analogously to Example 143 starting from (2-chloro-4-
trifluoromethyl-phenoxy)-acetic acid (Z2b) and 3-chloro-4-(2-diethylamino-
ethyl)-phenylamine (Z44d). The reaction mixture was poured onto ice water
and the aqueous phase was extracted with EtOAc . The org. phase was dried
over sodium sulphate and evaporated down i. vac. . The residue was purified
by column chromatography (Alox, neutral, act. lI-1ll, gradient petroleum ether /
EtOAC 5:2 — 1:1).
Yield: 0.258 g (65% of theory)
C21H23ClLF3N20; (M= 463.331)
Calc.: molpeak (M+H)": 463/465/467
Found: molpeak (M+H)": 463/465/467 (Clp)

Rs value: 0.46 (Alox, petroleum ether / EtOAc 1:1)

Example 212:

Im@

212) N-{3-chloro-4-[2-(4-methyl-piperidin-1-yl)-ethyl}-phenyl}-2-(2-chioro-4-
trifluoromethyl-phenoxy)-acetamide

Prepared analogously to Example 143 starting from (2-chloro-4-
triflucromethyl-phenoxy)-acetic acid (Z2b) and 3-chloro-4-{2-(4-methyl-
piperidin-1-yl)-ethyl]-phenylamine (Z46c). The reaction mixture was poured
onto ice water and the aqueous phase was extracted with EtOAc . The org.
phase was dried over sodium sulphate and evaporated down i. vac. . The
residue was purified by column chromatography (Alox, neutral, act. 111,
gradient petroleum ether / EtOAc 3:1 — 1:1). |

Yield: 0.218 g (52% of theory)

C23H25CIF3N202 (M= 489.369)
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Calc.: molpeak (M+H)": 489/491/493
Found: molpeak (M+H)": 489/491/493 (Cl,)
R¢ value: 0.46 (Alox, petroleum ether / EtOAc 1:1)

Example 213:

213) (E)}-N-{3-chloro-4-[2-(4-methyl-piperidin-1-yl}-ethyl]-phenyl}-3-(2-chloro-
4-trifluoromethyl-phenyl)-acrylamide

Prepared in DMF analogously to Example 143 starting from (E)-3-(2-chioro-4-
trifluoromethyl-phenyl)-acrylic acid (Z37b) and 3-chloro-4-[2-{4-methyl-
piperidin-1-yl)-ethyi]-phenylamine (Z46c¢). The crude product was purified by
column chromatography (Alox, neutral, act. I-1ll, gradient petroleum ether /
EtOAc 3:.1 — 2:1) and then triturated with petroleum ether.

Yield: 0.240 g (51% of theory)

C24H25CloF3NL0O (M= 485.381)

Calc.: molpeak (M+H)":.485/487/489

Found: molpeak (M+H)": 485/487/489 (Cl,)

Rs value: 0.38 (Alox, petroleum ether/ EtOAc 1:1)

Example 214:
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214) ethyl 5-{2-(2-chloro-4-triflucromethyl-phenoxy)-acetylamino]-2-(2-
diethylamino-ethoxy)-benzoate

Prepared analogously to Example 143 starting from (2-chloro-4-
trifluoromethyl-phenoxy)-acetic acid (Z2b) and ethyl 5-amino-2-(2-
diethylamino-ethoxy)-benzoate. The reaction mixture was evaporated down i.
vac. and the residue was dissolved in dichloromethane. The org. phase was
washed with water, dried over sodium sulphate and evaporated down i. vac. .
Purification by column chromatography (Alox, neutral, act. 1I-1ll, gradient
petroleum ether / EtOAc 70:30 — 50:50) yielded the product.

Yield: 1.220 g (59% of theory) |

Co4H2sCIF3N205 (M= 516.949)

Calc.: molpeak (M+H)": 517/519

Found: molpeak (M+H)": 517/519 (Cl)

R value: 0.62 (Alox, petroleum ether / EtOAc 2:1)

Example 215:

6%@

- 215) 5-[2-(2-chloro-4-trifluoromethyl-phenoxy)-acetylaminc}-2-(2-diethylamino-
ethoxy)-benzoic acid

4.00 mL 1 M aqueous NaOH solution was added to a-solution of 1.00 g (1.934
mmol) ethyl 5-[2-(2-chloro-4-trifluoromethyl-phenoxy)-acetylamino}-2-(2-
diethylamino-ethoxy)-benzoate in 30 mL EtOH and the mixture was stirred for
3 hatRT. 4.00 mL 1 M aqueous HCl was added and again the mixture was
stirred for 1 h. The reaction mixture was evaporated down i. vac. , combined

/\N/\\/o

with water and t'he precipitate was filtered off.
Yield: 0.220 g (23% of theory)
C22H24CIF3N205 (M= 488.895)

Calc.: molpeak (M+H)": 487/489

Found: molpeak (M+H)*: 487/489 (Cl)
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Example 216:

216) (E)-3-(2-chloro—4~tnﬂuoromethyl-phenyl)-N-[4-(2-diethyfamino-ethoxy)~3-
methoxy-phenyl]-acrylamide

/\N/\\/ °

The product was prepared according to general working method | starting
from 0.100 g (0.400 mmeol) (E)-3-(2-chloro-4-triflucromethyl-phenyl)-acrylic |
acid (Z37b) and 0.121 g (0.440 mmol} 4-(2-diethylamino-ethoxy)-3-methoxy-
phenylamine. The crude product was purified by HPLC (Stable Bond C18ﬁ 3.5
um; water / acetonitrile / formic acid 9:1:0.01 — 1:9:0.01 over 9 min) and the
product was obtained as the formate salt.

Yield: 41 mg (20% of theory)

C23H26CIF3N203 * CH.02 (M= 516.949)

Calc.: molpeak (M+H)": 471/473

Found: molpeak (M+H)": 471/473 (Ci)

Ry value: 0.35 (silica gel, dichloromethane / MeOH 9:1)
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The floﬁ:cl)wi:rg‘lélofxg:lmbIcglt\jr\u%H may be prepared analogously to the foregoing
Examples:

R2
R1
\© 0 R3
| Mo
N
H .

R4
Example | R1 R2 R3 R4
H,C
217 \Il\l _ 0. - -OMe -Cl -CF3
HC N0 .
HSC\I
218 o -Br -Cl -CF3
HC AN -0
1—|3CW
219 o -CN -Cl -CFs
HC AN O
HSC\[
220 _ o -F -Cl -CF3
HC N0
H,C
221 : ., {-CH -Ci -CF.
HC N O ’ ’
HSC/\N/\/O’\,;
222 ) -F -Cl -CF3
H,C
O
HGC/\N/\/ :’4\
223 /| : -F -Cl -CFs
H,C
e N0
224 ¢ ) -COOEt -Cl -CFs
H,C
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The following compounds may be prepared analogously to the foregoing
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phosphpram e) to a concégntrati ¢n of 5'tg.15 pg/m
%4 200 mcrofitres of this nbr ape ,flr actyyon~jcont ai ns N
%0 R? opr\/Qtel n) are cuba{dd ffor |60 milnut eéHat
anmbi en erature with 1(0 pMo1 - g5y
nelanih concentrating hor nrm_n_e_(_;]_z LCi al Ly
obt ai npbl e|-|,_f(l,' om NEN) and ifncreasi
t he tept conpound in a final volu
rol hies. ter the inc bt i on
filterpd3ustag a~¢€l| haryester
treatefd glass fibre filterg (GE/B
Packar fl) . The menbr ane- boud r adi
the fi t Ils then determ|ned af
i nti tor ilég}t ance (Pad¢kHrd
nmeasur (TopCount jof Packar |
non-so=C| f| c binding is deflined a$ b und radl oaCCEi Vity
in thel presence of 1 i crénol ar WCH [durj ng t he
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actlve substance Conposition: 1 capsule for powd
|nhalat|on contai ns: activ&3%ubstance 1.0 ngy Iactose
20.0 ng hard gelatine capsules 50.0 ng 71.0 ng 243
Structure d WO 2004/ 039764 PCT/ FP2003/ 011933 244

A Capsul es for povvder i nhal ation cont a,b@-l-,glgzobsjoﬂgazg

Met hod; of eparation: The|active| sulgstance is ground
43 the| partiicl e size requi fgd for]imhapgtion. The N
ground] acyi supst’ance i s|honogeheoysly mixed with

the lactose. The mxture Is packed ilnto hard gelatin

capsul fes. anpl e B Inhal able solutign for Respimat(r)
taipi ng active sub>t@nce Capgephtion: 1 spray|y

cont ains: subst ancg benzpl'kqni um chl ori de

di sodijum edetafe "purified|water hd 1.0 ng 0.002 ny

0.0075 ng 15.0 PI/ Met hod of preppr atji on:
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Some test methods for determining an MCH-receptor antagonistic activity will
now be described. In addition, other test methods known to the skilled man
are used, e.g. by inhibiting the MCH-receptor-mediated inhibition of cAMP
production, as described by Hoogduijn M et al. in "Melanin-concentrating
hormone and its receptor are expressed and functional in human skin”,
Biochem. Biophys. Res Commun. 296 (2002) 698-701 and by biosensory
measurement of the binding of MCH to the MCH receptor in the presence of
antagonistic substances by plasmon resonance, as described by Karlsson OP
and Lofas S. in "Flow-Mediated On-Surface Reconstitution of G-Protein
Coupled Receptors for Applications in Surface Plasmon Resonance
Biosensors", Anal. Biochem. 300 (2002), 132-138. Other methods of testing
antagonistic activity to MCH receptors are contained in the references and
patent documents mentioned hereinbefore, and the description of the test

methods used is hereby incorporated in this application.

MCH-1 receptor binding test

Method: MCH binding to hMCH-1R transfected cells
Species: Human
Test cell: hMCH-1R stably transfected into CHO/Galpha16 cells

Results:

IC50 values



WO%B;,O%H ve substance and benzal koni um chl ori dep@f/Ep2003/011933
I'ssolved in water and packed into Respimat(r)

cartridges. Exanple C | nha?¥bl e solution for

nebul i sers containing I ng active substance

Co iti : i t ai : ti b 0
MSBRraNES ;G HO/GaIphaTs Cols Sabl NS Setht Srtndaran BRI
K . i
1R e teSRpALE] usfagZetiride (BLDBG O A ARATHA dltied fiftest
buffdr¢b0 devidePES| $6 odMddgCla, 2w EG MO ) 40X 3917 Butbovine

PCT/ 2003/ 011933 . 245 D P | | t t
serTRAMIL RO R e o e B Lok bagTache i Pl i ahee
p&n{g{ml@ﬁbébtﬁf‘énd H fmgbﬂ&ssﬁ%rbﬁiidbﬁe) % bicopceHipsticiers b 5

ecithin 0.1 % propellant gas ad 50.0 pl Method
H@Mlpr eparation: The micronised active substance is

20 RREFRE: BLbis" BRI radichibelais 1% p Tl Ebleiitre

indub4te€ 3610 ARsLiteoat aibrsht Werhperaturatmtt NG pM o' l-tyrosy!
Exanpl e E Nasal spray cgpntaining 1 ng active substance

melaRpgbsengesirating orens ﬁ%étMﬁHéqueFﬁjﬁ”y obtainable from

NEN) and increasing concentrations of the test compound in a final volume of
250 microlitres. After the incubation the reaction is filtered using a cell
harvester through 0.5% PEI treated glass fibre filters (GF/B, Unifilter
Packard). The membrane-bound radioactivity retained on the filter is then
determined after the addition of scintillator substance (Packard Microscint 20)

~ in a measuring device (TopCount of Packard).

The non-specific binding is defined as bound radioactivity in the presence of 1

micromolar MCH during the incubation period.

The analysis of the concentration binding curve is carried out on the:
assumption of one receptor binding site.

Standard: |

Non-labelled MCH competes with labelled *°I-MCH for the receptor binding
with an IC50 value of between 0.06 and 0.15 nM.

The KD value of the radioligand is 0.156 nM.

MCH-1 receptor-coupled Ca®* mobilisation test

Method: Calcium mobilisation test with human MCH (FLIPR**)
Species: Human

Test cells: CHO/ Galpha 16 cells stably transfected with hMCH-R1
Results: 1st measurement: % stimulation of the reference (MCH 10°M)

2nd measurement: pKB value
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WO &% hI oride 0.9 ng benzal koni um chl ori de pcﬂg,szdggm“g%

I'SO umedetateOOSrrg urified water ad O.
Met hod of preparation: Theldlktive substance and the
exci pients are dissolved in water and transferred
into a correspondi ng contai ner. WO 2004/ 039764
PCT/ EP2003/ 011933 246 Exanple F Inject abI e sol ution
containing 5 of active subst ance er

Repgqydsi ti on: $BUé0gubst ance 5 nyl QQ,)ose 250 ny
human serum al | ycof ur ng water
for injecti onsle%d gb#ﬁeg?@é'gr ation: (é ycof urol and
gl ucose are diRlsainicB-127 water for (MgleculzoReobesy | );

di's9ol ved wi t FH0A: i ng: made upt oV ARBERPT I e

wth WI; trarobenesdi nto anpoul es(Sigae) ni trogen
gas. Exanple j ectabl e sol ution ntai ning 100 ngy
of active sub?\"éﬁce per 20 ni Conpﬁqcﬁ‘ . active
subst ance 100 Bag,mmgﬁpé;ggﬁiwm di hygkrogen phosphate =

KH2PO4 12 ny 2(9}0% dr ogen phosphat e =

Na2HPO4. 2H20 SOdI m chl ori de 180 ngy
DMSO (Serva)
Ham's F12 (BioWhittaker)
FCS (BioWhittaker)
L-Glutamine (GIBCO)
Hygromycin B (GIBCO)
PENStrep (BioWhittaker)
Zeocin (Invitrogen)

Clonal CHO/Galpha16 hMCH-R1 cells are cultivated in Ham's F12 cell culture
medium (with L-glutamine; BioWhitteker; Cat.No.: BE12-615F). This contains
per 500 ml 10% FCS, 1% PENStrep, 5 mi L-glutamine (200 mM stock
solution), 3 ml hygromyein B (50 mg/mL in PBS) and 1.25 ml zeocin {100
pg/mL stock solution). One day before the experiment the cells are plated on
a 384-well microtitre plate {black-walled with a transparent base, made by
Costar) in a density of 2500 cells per cavity and cultivated in the above _
medium overnight at 37°C, 5% CO; and 95% relative humidity. On the day of
the experiment the cells are incubated with cell cuiture medium to which 2 mM
Fluo-4 and 4.6 mM Probenicid have been added, at 37°C for 45 minutes. After
charging with fluorescent dye the cells are washed four times with Hanks
buffer solution (1 x HBSS, 20 mM HEPES), which is combined with 0.07%
Probenicid. The test substances are diluted in Hanks buffer solution,
combined with 2.5% DMSO. The background fluorescence of non-stimulated
cells is measured in the presence of substance in the 384-well microtitre plate
five minutes after the last washing step in the FLIPR®*®* apparatus (Molecular
Devices; excitation wavelength: 488 nm; emission wavelength: bandpass 510
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@&H] subst ance Conposition: 10 ng Active substance
F i tRPEfR human serum al bum n20 ng Preparati on:
Mannitol is d| ssolved in water for injections (WI);
human serum al bumi n is  added; active ingredient is
Datasanslysi$: wi t h heating; nmade up to specified volume

180 Babnobt IR OB it Ao, BrBEAG 8 o5 e megicsf

thBGelatied fLibRisc@fée mihuswhkaiackgfound) et is @St?re’géedl @srthe
Preparation: Polysorbate 80 and mannit

pairerians of thexmaxinaimsignal of the iefereneedMEH 19 EMSTES ¢ od
mbALReAlBAPULRRS tmemﬂf'ér%; ngsqblggaoﬁfé%g QUrelidAPthst 248

substance.

2nd measurement: The cellular Ca®* mobilisation is measured as the peak of
the relative fluorescence minus the background and is expressed as the
percentage of th'e maximum signal of the reference (MCH 10°M, signal is
standardised to 100%). The EC50 values of the MCH dosage activity curve
with and without test substance (defined concentration) are determined
graphically by the GraphPad Prism 2.01 curve program. MCH antagonists
cause the MCH stimulation curve to shift to the right in the graph piotted.

The inhibition is expressed as a pKB value:

pKB=l0g({ECso(testsubstance+tcH) / ECsommcH) -1) 100 Crtestsubstance)

The compounds according to the invention, including the salts thereof, exhibit
an MCH-receptor antagonistic activity in the tests mentioned above. Using the
MCH-1 receptor binding test described above an-antagonistic activity is
obtained in a dosage range from about 10 to 10 M, particularly from 107 to
10 M.

The following IC50 values were determined using the MCH-1 receptor binding

test described above:

HATB4b78£ UM al bum n 50 Pol ysorbate 80 20 ngct#@do88/011933




woz%@/ﬂ?ﬂi?ﬁm' Tabl ets containing 20 ng of active spEpEpRRB/011933
nposition: 20 ng active substance | actosel20 ny
mai ze starch40 ng magnesi udd&t earate2 ng Povi done K
2518 ng Preparation: Active substance, |actose and
mai ze starch are honogeneously m xed; granulated wth
an aqueous sol ution of Povidone; m xed wth magnesi um
stearate; conpressed in a tablet press; weight of
tabl et 200 ng. Exanple J Capsul es contai ni ngy20 ng
@oripeendubst ance Conposition: active substahce 20 ng
avgomdingtoaf ch 80 ng hi ghbtyudiiireper sed silica p ngCa0 value
Bragipenom stearate 2.5 ng Preparation: Actiye
m xed; mxed wth esi um stearate; the mxture is
packed info size 3 hardigel atine capsules ip a

capspl e f Im “machi W& WO 2004/ 039764 41 nM
PCT/ EP2008/ 011933 2449 anple. KguppQsitori s
cont ai ni ng 50" ng of actlvengubs anc nposjtion:

H

afa

active supstance 50 ng F
F
F

Cl

34 - NNO@ 0 17 M
) 'NJ\/OAQ_%

Some examples of formulations will be described hereinafter, wherein the
term "active substance" denotes one or more compounds according to the
invention, including the salts thereof. In the case of one of the combinations
with one or more active substances described, the term "active substance”

also includes the additional active substances.

Example A

Capsules for powder inhalation containing 1 mg active substance

Composition:
1 capsule for powder inhalation contains:

active substance 1.0 mg
lactose 20.0 mg
hard gelatine capsules 50.0 mg

71.0mg



h (Adeps sol i dus) g.s. ad 1700 ny Prepa
WO%@?@3%7%E is nelted at about 38C, ground active 5@5‘/’E9§b03/011933

subst ance i s honpbgeneousl y244li spersed in the nolten

hard fat; after cooling to about 35C it is poured into

chilled nmoulds. Exanple L Injectable solution |
ipregarelioryy of active substance per | ml
| Lion; t |

THRRA Sl drond O REARA R e PO Al

Tht g%wmmawbwmbsm:lwlm hbmogede&mw wexkd w;tmm@ractcme. The

i.njection é 3?@ CFurmn serum al bumn is added;
”’Q@’HFGV@ HaﬁE@ Hitg gelating 6ERYHCH t h heat i ng; made up
to specified volume with WIl; transferred into
anpoul es under nitrogen gas. V\D 2004/ 039764
ErR@MpEA3003/ 011933 250 Patent Clains 1. Anide
conmpounds of general formula | R 101 R2/N-X-Y- Z
-NCWA413 ]|b 1 R3 wherein R, R2 mdependently of

i) o 264 el oal ky

ile a

- CHz2- group in p05|t|on 3 or 4 of a 5-, 6- or
7-menper ed cycl oal kyl group may be replaced by -0-,
CompogitionNR13-, or a phenyl or pyridinyl group

1 gﬁ@ hikgmONO- or pol ysubstituted by the group R12
a nosubstltuted by nitro, or

active substance 1.0 mg

benzalkonium chioride 0.002 mg

disodium edetate 0.0075 mg

purified water ad 15.0 ul

Method of preparation:
The active substance and benzatkonium chloride are dissolved in water and

packed into Respim:at® cartridges.

Example C
Inhalable solution for nebulisers containing 1 mg active substance

Composition:

1 vial contains:

active substance 01 g
sodium chloride 0.18 g
benzalkonium chloride 0.002 g
purified water ad 20.0 ml

‘Method of preparation:
The active substance, sodium chloride and benzalkonium chloride are

dissolved in water.



forma C2-8-al kyl ene bridge wherein
ijﬁ%gﬁ&%ﬁgz groups may be repl aced i ndependently o?ﬁszREM1“B3
anot her by -CH=N- or -CH=CB#5and/or - one or two - CH2-
groups nmay be repl aced i ndependently of one another

by -0-, -5-, -SO, -(S02)-, -CGNORS8-, -CO, -

( CHQ) or -NR13- in such a way that heteroatons are
ER ol rectly connected to one another, while in the
—a%o@e—geflned al kyl ene bridge one or nore H atons nmay
Plapellant ¥pe indtgrddldosesanstonhli dontdihmgaboveadiietisnbsiance

al kyl ene bridge nmay be substituted by one or two

identical or di fferent carbo- or heterocyclic groups
C a way that the bond between the al kylene

Rraie

e and the group Cy is fornmed - via a single or
1 dpreyl eortimind, WO 2004/ 039764 PCT/ EP2003/ 011933 251 via
0 C atomformng a spirogyclic ring system via
a%% adj acent C and/ or ?ét Hs forning a fused
lebitigincl i ¢ ring systemor via thrgq r nore C and/or N
atons formng a bridged ring gstem R3 denotes H,
propetiantiigas ad C3- 7- cycl oal kyl or50.0 pl
C3-7-cycl oal kyl - C14-al kyl , X denotes a Cl-8-al kyl ene
bri dge wherein - a -CH2- group may be repl aced by
Mefdd i prepardfiee: and/or - one or two - CH2- groups rmy
be replaced i ndependently of one another -0-,

The g@mnlsegmye subgtancejs hwmgenepwwsdaangyd in Hﬁ rql)ﬂure

r atom

o3BG NG B bt Safnnls S sEh Bl RRe T E e

pressaipedcomained vamtaaMm@hngavﬂﬂe.l ncl udi ng the N at om
attached to R1 and X form ng a heterocyclic group,

whil e the
Example E
Nasal spray containing 1 mg active substance

Composition:

| active substance 1.0 mg
sodium chioride 0.8 mg
benzalkonium chloride ' 0.025 mg
disodium edetate 0.05 mg
purified water ad 0.1 mi

Method of preparation:
The active substance and the excipients are dissolved in water and

transferred into a corresponding container.




g§re%k My additionally also be attached to B%TﬁEP2003lo11933
Wo?q]dgilau% ing the N atomattached to R2 and X, formng a

het erocyclic group, and twe4€ atonms or one C and one N

atom of the al kyl ene bridge may be joined together by

an additional Cl4-al kylene bridge, and a C atom may be
uted by R10 and/or one or two C atons in each

I8 506 Ron ihingtethgbiide o8 u?étah&\@%lefj_grﬂﬁli(;?| or

C2_s-al kenyl, C2-6-al kynyl, C3-7- cycloal kyl,

C3- 7-cycl oal kyI CI 3-al kyl, C4-7-cycl oal kenyl and
Cempesitiyi| oal kenyl - G -3-al kyl, while two al kyl and/or
aéﬂn@ﬂﬁdst%“tuems may be joi neg fggether, formng

a carbocyclic ring system and Wis selected from
gkugoag - CR6aR6b- O-, - CR7a=CR7c-, 2&R6¥R6b- NRS-,
hi - CR7aR7b CFiﬁR?d and - NR8- CRGaRﬁge 2004/ 039764

H’@?Plﬁgﬁ%ﬁ Y33 252 7 denotes & gl e bond,
alyééfupblkyl ene, wherein two adj acepgo g at ons nay be

joined together with an additi onal Cl4 al kyl ene
weterdgeiniesiphead C at om of the al ky@™®Bhe bridge may be

substituted with RIO and/or one or two C atons

i ndependently of one another may be substituted with

Pogp@argtiori:wo i dentical or different G -6-al kyI groups

whil e two al kyl groups may . be*omedtog f\g} ormng
Gaf@mrab%%gil@ow Ate digpelved Wt Joniriecpns (e

s H\ér?gngﬁgn %/ %@Hc %Etl%l dlglgtt l?tgi:%%!}%?o\klgg P{eélg'?g&%@up
td spatifieg! wlimaeavithcWil, irengieomed ifiosadpoudes YndenditrogeX gasy

be attached to Y formng a carbo- or heterocyclic
group fused to Y, and A denotes one of the neani ngs

Egéﬁt@r@ for Cy, B denotes one of the neanings given for

Injectable solution containing 100 mg of active substance per 20 ml

Composition:
active substance 100 mg
monopotassium dihydrogen phosphate

= KHoPOy4 . 12 mg
disodium hydrogen phosphate

= NapHPO4-2H20 ' 2 mg
sodium chloride 180 mg
human serum albumin 50 mg
Polysorbate 80 20 mg
water for injections ad 20 ml

Preparation:
Polysorbate 80, sodium chioride, monopotassium dihydrogen phosphate and

disodium hydrogen phosphate are dissolved in water for injections (Wfl);




Wogodiﬁﬁ@fsﬁs the value 0 or 1, Cy denotes a carbop8ep2003/011933
eterocyclic group selected fromone of the follow ng

meani ngs - a saturated 3- #477-menbered carbocyclic
group, an unsaturated 4- to 7-nmenbered carbocyclic

group, - a phenyl group, - a saturated 4- to. .
hamashsssv@EBrmilhis adved: aelive ingedientindispalyed with heating;

RIS Paci Sl B RereRbgaP tthaesss .
saturated or unsaturated 5- to 7-nmenbered heterocyclic
Mth two or nore N atons or wwth one or two N
d an 0 or S atom as heteroatons, an aronatic
het erocyclic 5- or 6-nmenbered group with one or nore
identical or different heteroatons selected fromN, O
Lyapitiisats contsiining tiIBanglod eetiveesulistenae 4-, 5-, 6- or
7-menbered groups nay be attached via two conmmon,
adj acent C atonms fused to a phenyl or pyridine ring,
Cunshdsitidnhe above-nentioned 5-, 6- or 7-nmenbered groups
one or two non-adjacent -CH2- groups may be repl aced
Achive pebidente y of ontd M@nother by a -CO, -C(=CH2) -,
or -(SX2) - and t he above-nenti oned
“@aﬁﬁbgt ed 6- or 7- ?rjeogj;@ped groups may al so be present
hemadprscigedlbimp syspemgw th an im no, N-(Cl4-al kyl)-
i mno, nethylene, Cl.4-alkyl-nethylene or
di-(Cl_g-alkyl)-nmethylene bridge, and the

Eg%ggﬁnti oned cyclic groups may be nono- or

stituted at one or nore C atons with R20, in
Meamaitobis elissiohaed iptveatgl fogimegidnsgyVitiahumbsceaatdialiumal isy
oReB AR e b W Readi 50815 B'pB8S™

volume with WHI; transferred into vials; freeze-dried.

Solvent for lyophilisate:

Polysorbate 80 = Tween 80 20 mg
mannitol 200 mg
water for injections ad 10 mi

Preparation:
Polysorbate 80 and mannitol are dissolved in water for injections (Wfl);

transferred into ampoules.




gne of the neanings given for Rl7, C2- 6Pé4r/’EP§Bb|3/o11933
WO%)%@@S al kynyl, R6a, R6b denotes H, Cl1.4-alkyl

CF3, R7a R7b R7,, R7d deno248& H, F, Cl 4-al kyl or CF3,
WD 2004/ 039764 PCT/ EP2003/ 011933 254 R8 denotes H,
Cl4- al kyl, C3-7-cycl oal kyl or
Examplech c| oal kyl -Cl 3-al kyl, R10 denotes hydroxy,
o- hydr oxy- Cl. 3-al kyl, C1. 4- al koxy, co-(CLl. 4-al koxy) -
Cl13-al kyl, carboxy, Cl.4-al koxycarbonyl, am no,
Tallels cdritginimn20mg ofi actiy€suldstahkg | ) - ami no,
cycl o- C3- 6- al kyl enei m no, am no-d - 3-al kyl, C1-0-
al kyl -am no- C1. 3-al kyl ,

al kyl') - am no- Cl13-al kyl, cycl o- C3-6-
anpﬁ)%ﬁ’& m no- Ct - 3-al kyl, am no-Q - 3- al koxy,
acdivesudiskariceani no- cR03Ngal koxy,

Cl. 4- al kyI) am 3-al koxy or cyclo-C3.6
Iagt | enei m no- 12&1&% am nocar bonyl, Cl1-4-al kyl -

mafdenstigahbonyl, di - @@lmd- aI kyl ) - am nocar bonyl or
cycl o- C3- 6- aI kyI enei m no-carbonyl, R' denotes
megnesidmketagrate c2- 6- a"JF!agnyI R15-O, R15-0-CO, R 5-CO Q
8R19N- , R12 has one of the neanings
Pﬁggﬁg%{orﬂmo le:?ofw ne of the meanings given for
R17, with the exception of carboxy, R14 denotes

hal ogen, Cl-s-al kyl, C2-6-al kenyl, C2-6-al kynyl,
J@EL%_"RB O CO R15- CO R15- COO RL6R17N,
ARE Rsios, Bt Sl R e R bRt iked;

gmam @tﬁhrﬁa@équ stltEﬁ)Imdfrﬂlcﬁldcmealn’myed W|th magnesium
CO C13- 5 denotes H,

-Cl- 3-al k
StEgteta; aeyoresssd ity el aeetY: waioht dyebles Pl 3. al kyl
phenyl , phenyl - C13-al kyl, pyridinyl or
pyri di nyI -C 3-al kyl, R16 denotes H, Cl-6-alkyl,
Exgnpglecdcl oal kyl, C3-7-cycl oal kyl -Cl -3-al kyl, C4.7-

Capsules cohtaininq 20 mg active substance

Composition:

active substance 20 mg
maize starch 80 mg
highly dispersed silica 5mg
magnesium stearate 2.5 mg

Preparation:
Active substance, maize starch and silica are homogeneously mixed; mixed

with magnesium stearate; the mixture is packed into size 3 hard gelatine

capsules in a capsule filling machine.



enyl C4. 7-cycl oal kenyl - d 3-al kyl, 3
wo %ébakqgﬁsgxy CZ 3-al kyl, 6l-(Cl4-al koxy) - C23- al E}({:F{EP2003101193

am no- C2- 6- al kyl , Cl4-al kyP4@m no- C2- 6- al kyl,
i -(CL. 4-al kyl) - am'no C2- 6-al kyl or
cycl 0- C3- 6- al kyl enei m no WD 2004/ 039764
Erampiet{003/ 011933 255 C2-6-al kyl, R17 has one of the
nmeani ngs given for RL6 or denotes phenyl, phenyl -
-al kyl, pyridinyl, dioxolan-2-yl, -CHO
SObpdsitdrieg| comtdining |50 rmgidp axtive substance
hydr oxycar bonyl - Cl s-al kyl, Cl4-al koxycar bonyl
Cl14- al koxycar bonyl - Cl1. 3- al kyl ,

C&hpéofﬁldﬁyl car bonyl am no- C2- 3- al kyl ,
. a-al kyl carbonyl ) - N
atitisubdtande am no- C2- 3- al kyl, Cl1- ®Cakgyl sul phonyl ,

C14 | sul phonyl am no- C2- 3- al k r
d(fé?&‘%? dligh ﬁ%ﬁy@ N( CLA- a|1§;90)f-“8m no- C2- 3- al kyl
R18, R19 independently of one another denote H or

Cl-6-al kyl, R20 denotes hal ogen, hydroxy, cyano,
Papaatigrkyl , C2-6-al kenyl, C2-s- al kynyl,

aIk | oa] kvl - - 3;.al Kyl
HEgA 5 e St pogu S G B GRAde RabSidfsRls ppmaggneously
dﬁpéfﬁeﬂgﬁ tig wRiteh MardRea; aﬁ@']cdé)ﬁﬁ wab@&t I5°d k4 poured into
dr oxy- C2- 3-al kyl , o-Cl. 4- al koxy- al kyl ,
clajllcﬁ/mcwf | - ami no- C2- 6- al kyI ,
o-di - (Cl. 4-al kyl ) -am no- C2. 6-al kyl, o-
cycl o- C3. 6- al kyl enei m no- C2- 6-al kyl, phenyl -Cl -al kyl,
leal kyl - carbonyl, C1.4-al koxy-carbonyl or
Cl- 4- al kyl sul phonyl, R22 denotes phenyl -d - 3-al koxy,
(]—IC, HO N=HC, Cl14-al koxy-N=HC, Cl4-al koxy,

4618 SONMIoRY! QntSAMB%Vmg ok <ttige Mb&éhé@ ¥ 4 mi

Cl 4- al kyl am nocar bonyl
%CJ[4 al kyl ) -am nocar bonyl
5185 6- al kyl - ani no- car bony! ,

a&“@@tﬁ%&@' Kyl enei m no-car bonyh@ m

cycl o- C3. 6-al kyl enei m no- C24- al k am nocar bonyl ,
mgnReitgll - ami no- car bonyl, CL. 4-al kyl mgphonyl
human serum albumin 10 mg
water for injections ad . o 1mi

Preparation:

Mannitol is dissolved in water for injections (Wfl); human serum albumin is
added; active ingredient is dissolved with heating; made up to specified

volume with Wil; transferred into ampoules under nitrogen gas.




Wogogzogjf;@él - sul ph| nyI Cl- 4- al kyI sul phonyl am noPCﬁ‘l@P@éb31011933

Kyl am no, (C14 alk¥l) am no,
Cl- 4- al kyl - carbonyl am no, 298ycl o- C3- 6- al kyl enei mi no,
phenyl - C1. 3-al kyl am no or N-(Cl. 4-al kyl)- phenyl-Cl
- al kyl am no, acetyl am no, propionylam no, WO
2004/ 039764 PCT/ EP2003/ 011933 256
phenyl car bonyl am no, yl met hyl am no,
hydr oxy- aIkylan1nocarEonJ+Q§%ﬁﬂﬁnrphol|nyl)carbonyl
(1- pyrrolldlnyl) car bonyl, (1-piperidinyl)carbonyl,

(hexahydro-1 -aze car ponyl ,
1¢ 4- rref\ﬁwe EO’BPB%?‘EEZP%Q%'}%QE@B%W@' met hyl enedi oxy,
am nocar bonyl - ami no or al kyl am nocar bonyl am no, while

in the above-nentioned groups and residues, especially
in A Y, Z, RDto Ra R6a R6b, R7a, R7b, R7C,

W X
o o NP B, 1°°°° °1

polysﬁ%stltuted by F Rand/or in each case one or two C
atons may additionally be nonosubstituted by ClI or Br
i ndependently of one another and/or in each case one
or mof & ﬁ%Fenyl rings may additionally, independently
of ond"§ her, have one, two or three substituents
sel ected fromanmong F, d, Br, |, Cl4-alkyl,

Cl4; al koxy, difl uaronet hy , trifluor orret h*-y dr oxy,
RanRho, l@deeemérqﬂwamqa@ angithercienie, e @) Grs-alisy IRy, Ca-7-

Cr T uoishid S A ghatie BYRE] BY e GrOBFTH " Whie 2

Cl 3Cal ng-}lzalg'an;p ﬁlpc%ltaid@lor 4a1f<;h| 5- 6- 02 7- membered cycloalkyl
1 am LOr nmy

rmnosub%rtoiupu %sabﬁyeﬂ?%%byaﬁa t)éﬁé’riﬁgt omPh A pJWyI or

car boxy 12

ay e ach GRR gRAG GBorelly Moo iR ERE G b A e kPR

i n vi voand/bemoaosuabvaditistedtyenitioast er eonmer s, t he

enantioners, the m xtures thereof and the salts
thereof, with the follow ng provisos (M), (M) and

(MB) (MR} ahdd thérrﬁéecm} 8- th?Fen?é m@@@tmﬁereme nyl ene

substituted with - X denotes - CH2- CH( OH) -
denot es- 20N Aigve -lﬁhlrd grmps;lmadtt&repﬁcedﬂrad@wnd@ﬁ\ﬂv of @ﬂe

branched aldirle g QUR=HL bP-CrLeHL Bnficpt o and R2
- one or two -CH.- groups may be replaced independently of one
another by -O-, -S-, -SO-, <(SOs)-, -C=N-O-R"*-, -CO-, -
C(=CHy)- or -NR"*- in such a way that heteroatoms are not

directly connected to one another,

while in the above-defined alkylene bridge one or more H atoms
may be replaced by R™, and

while the above-defined alkylene bridge may be substituted by one
or two identical or different carbo- or heterocyclic groups Cy in such
a way that the bond between the alkylene bridge and the group
Cy is formed |

- via a single or double bond,



N

Woﬁ?fg%ﬁég{)epresent H, then Wdoes not represent CIEIC::T&EEZOOSIO“QM

O (M) in the event that Wdenotes -
and Y denotes a phenyl ene Zpbup and Z is a single
bond, then the bridges X and Z at the phenylene ring
of the group Y are in the para position to one anot her
and at - ¥#5@ CORENeR CtopUIGHNEELFY BRIy FHGEHDY §¥316Th 933

257 the f w&%%ﬁngpﬁcgﬁﬁ |l N fd?l)ls tdHi J%Q?@?&L

nmeani ng phenyl ene 1's eas nonosu stltute
has the \tmdyabcﬂnglsgtsmhwgr oup Ais at | east

?‘ofl“ﬁ;:’; ‘nt%(%t i e tre Compon Beotaims Toind s o
N-[ 4- ( 2- Gyste

I et hyl am ho- et hoxy) - phenyl ] - 3- phenyl - pr opi ona m de,
N-[ 4- (2- mor phol i n-4-yl et hoxy) - phenyl ] - 3- ph

| - h | - ph
Renyl ) PoiH (e arplivh arveina B0 R Eor-ourienlv Ces i -
acrylamde, N{2-[3-(4-{2-[2-(4-ch loro-ph en
oxy) - acetyl am no] - et hyl } - phenoxy) - 2- hyd

Xr oxy- prigpptesn Cmaja“‘étlﬂ?ﬂﬁ badapwhesgin ni de,

O P e e B2 oA il B eiacsd by -CHi=GH); @ :G=C- andior

noj - et hy'oheFH?QWOQ }LDZ grdﬂ%@rrﬁéyberreﬁyé@u independently of one
m no] -ethyl }-a e,

o o e Rl By - (£ (SR -592)5-CO-stieNR aFesuaheamay

2. am de R SARSBRERAY K SEOCR A0S i QREEL & flmy
in that Bie nbediralignnaedicdytodnecmtiearpt her denote H,

a Cl_5-alkyl or C3-7- cycloal kyl group optionally
substituted by the group R11, or a phenyl group

anal or K RLEORH VI ARGE G BolThaheEaet

C2. 8- alakigtleettoR! dod )V\twmgwa hetarecymlic graup, Cibile gne)ups

i ndependant I i): of %@ﬁ métftaqq'\ﬁgr eplac "bc}“bajﬁg the N-

i ndepengsitatachéd %‘Rzéﬂat)h?forﬁﬁ’g a heterocyclic group, and

two C atoms or one C and one N atom of the alkylene bridge may
be joined together by an additional C14-alkylene bridge, and

a C atom may be substituted by R' and/or one or two C atoms in
each case may be substituted with one or two identical or different
substituents selected from C1.s-alkyl, Cog-alkenyl, C'z.s-alkynyl, Cay-
cycloalkyl, Cs.7-cycloalkyl-C4.3-alkyl, Cs.7-cycloalkenyl and C4.7-
cycloalkenyl-Cq.s-alkyl, while two alkyl and/or alkenyl substituents
may be joined together, forming a carbocyclic ring system, and

is selected from among -CR%R®-0-, -CR"®=CR"*-, -CR%*R®-NR?-,
-CR?R™-CR"°R™- and -NR®-CR®R®"-




pa—

wo?ﬁagfo@@) sgced by -0-, -S, -CO, -( CHZ) or 'N'B%%IEP%Q%/OH%S

het eroatons are not dlrectly connected to
anot her, while in the al kyReBe bridge defined above
one or nore H atons may be replaced by R14, and WO
2004/ 039764 PCT/ EP2003/ 011933 258 whil e the al kyl ene
Zori dge dR1etRed Fegleibonds Gwaumkensewhgmsgttwe adiEeeit £n

one or I

het er oc{’/ |écﬁl‘§ 38’“89 togét[.'%'ewﬁﬁ% a?b éar|1kyth?1nee

al kyl engridde,i dge and the group Cy is rrade VI a a single
or double bond, via a coomon C atom form ng a
spirocyclic ring system via two common adj acent C
and/ or i 10
or vi s PRRIT Al B e QhyUAEErag B hEUbaMBHSER
bri dgedamd/agons ws tveorC aiomsnndasemieoﬂx@f ahayﬂn@ﬂertmasdge

wherein - roup re ced. -

or - o cabsited Wi Srel B R Ralar AR e giaroups.
repl aceghi thetyfor@in aS'
e hl@WQWE@'gms%ay@@m@ébgtggﬁ éa?ymy iga’

each c&gﬁbﬂqwﬂﬂrmg,aﬂdN atoms or an 0 and an S atom
are not directly joined together, while the bridge X
may be connected to Rl including the N atom attached

Yto Rl afshofe$ ehgioftheamdahmige @i for ypup, and two C
atons or a C and an N atom of the al kyl ene bridge nmay
be joi ned together by an additional Cl.4-alkylene

bri dge, a

one or wﬁ@% n%ﬁé)%gaieépﬁ\ig@dlﬁ@hﬁ%g%&tl 9?@%%
one or dtom ateetddcel R'aind Xi ff(brmmgia Hetérazlyklid grpupdpsed to
and Z cﬁg%{fs a single bond Cl 4-al kyl ene, wherein
two adj /og |

X may be attached to Y forming a carbo- or heterocyclic group
fusedto Y, and

A denotes one of the meanings given for Cy,

B denotes one of the meanings given for Cy,

b denotes the value 0 or 1,

Cy denotes a carbo- or heterocyclic group selected from one of the

following meanings
| a saturated 3- to 7-membered carbocyclic group,
- an unsaturated 4- to 7-membered carbocyclic group,
a phenyl group,
a saturated 4- to 7-membered or unsaturated 5- to 7-membered

heterocyclic group with an N, O or S atom as heteroatom,




p——

y be joined together by a zusatzlichen 00 33
Wo%sloq@g%@yl ene bridge, while a C atom of the aIPI?J{EPZ 3/0118

bri dge may be substituted B§3RLO WO 2004/ 039764
PCT/ EP2003/ 011933 259 and/or one or two C atons

[ ndependentlégof one anot her may subst it ut ed
one or twdSA ﬁieidﬁlun@attwatﬁﬂe‘i-ém? @fwwﬁ egmy@b%group

a:lgygfgx;\k}%] ‘{\gb 6FEQ1re Ri(l:%togr%nt‘li’ll\ﬁﬁh BYE'P¥o N atoms and an O

w-(Cl a- adJIKS)GjIC)m@B teteddaioms,ani no, CL. 4-al kyl - ani no,

am ﬁoClCi %l”l grng@tlcalg]qtgroaqyg% go%% H@pr%gr\él ggr}sw wr“% one or
- (Cl- 4- gloky I@enﬂﬁ‘élrt{?l?ﬁéréhﬁhé%hat%§'s%Le%oBfrom N, O

aI kyl enei m no- C1 am no-Cl_ 3- oxy,
Cl. 4- al kyandioi Bo- CL1. 3- al koxy,

i -(Cl4-al kyl)-am no-C . 3-al koxy or cycl o- C3-6-
al kyl enei mi no-d - 3- al koxy, R14 denotes hal ogen,

Cl-r, - alykye theRbbole-ntkiioRe&d-, 5218= 67-rfdihbeked Qups may
R16R17N R18R19N- CO, R15-0O C1. 3- al kyl - , R15-O 1a-

al kyl , Ire sttachet vig-twplopmmen sadiasent € atonag fuped to a phenyi
R16R17 , 8R 9N- CO- CL. 3-al kyl or
bR it

Cy-Cl1. 3- enotes H Cl-4-al kyl, C3
7-cycl oal kyl, C3.7-cycloal kyl -Cl1.3-al kyl, phenyl or

phenyl - C1. 3- al kyl, R17 has aone of the meanings given
for mandhe@@ﬁ&%@entpﬁ@ﬁyﬁ SpREAYTEmPERRGgIRUPS one or two

gi 2 g: H%r} S gﬁ%oaH %@@%ﬁﬁg Q%}Siacg& indéBeikntly of one

N-( Cl1- Oara?dtlﬂl&lr e b0y G(RCHe)4- (50<)be -(8@)rogrodp 3arad kyl ,
Cl14- al kyl sul phonyl ,
C1- 4- al kyl sul phonyl am no-C2_3-al kyl or N -(C 1-4-a |

kyl s Uthle ébd%e%@nt}’dneh S r(afedLBAfo méﬁ%bér)e‘dag'fbﬁﬁs fay also

2s-a | , R20 denot es hal ogen, y roxy, cyano
Cl1- 6- alb@/DreSeBt as bydg@darmmsystemsnmtrwnl ipzinkyN- (C14-alkyl)-

OC;L' 3-2alikiho, mgf% R, bt -Blky1- lr<13(ethth§‘%§ ordi- ﬂ-gl)kyl) ethPiene

bridge, and

the above-mentioned cyclic groups may be mono- or
polysubstituted at one or more C atoms with R, in the case of a
phenyl group they may also additionally be monosubstituted with

nitro, and/or one or more NH groups may be substituted with R?',

R* has one of the meanings given for R", C,s-alkeny! or Cae-
alkynyl,

R® R® denotes H, Ci4-alky! or CFs,

R?& RTb
R, R™ denotes H, F, Cq4-alkyl or CFa,




' i ngs given for R22, WD 2004/ 039764 PCT/EP2003/011933
wo 4g88oRRR 102 905" 560 Ro1’ denotos Clam Kyl |

o- hydr oxy- C2- 3- al kyI 0- C12%4 al koxy- C2. 6- al kyl ,
n C14 al kyI am no- C2- 6- al kyI
- (C1-4-al kyl m no- C2.
Rc o cy cldenotesty -y'Ia@Wé i Qprm%\lc@"@] &lr fepi-cyglealiyl-Ci-s-alkyl,
phenyl - C1. 3-al kyl, C1. 4-al kyl - car bonyl, carboxy,
Cl14- al koxy- car bonyl or Cl-4- alkyl sul phonyl R22
Rifenot esdgrvtey hydroke ry-hy@iox3-G.k<alkyl, C@laﬂ@a&b{k@(ﬁtralkoxy)- |
Cl. 4-al kylthio, carboxy, C1.4-alkylcarbonyl
Cl4- al @w@l&vbéﬁwxyﬂ%ﬂa&@wmpnyl amino, C14-alkyl-amino, di-

Cl. 4-al . .~ ]
0 ( or SRR IRSRIIR BYtlorCocalkyieneimino, amino-Cos-alkyl, Cr
cycl o- @ksﬂ-ﬂhmwcﬁwIhymdr-@hubmw)-ammo -C 3-aikyl cyclo-Cas-

Q14 SIS By e s e SlkeRy. o Y g Cro

phegﬁlz N g" HI Lc%fﬂﬂ)-agryﬁé-%%u@o@ SYRRRERLNO,

N- ( C14- alky{gme)mmrceﬁthW; amindcaniony), Caealkylk ani no,
_ i
P on P BBl G e RS RAO b oy o KIS sy

(4- nor phighémeimikaea®anll, (1 -pyrrolidinyl)carbonyl, (1
- pi peridi'nyl)carbonyl, (hexahydro-l
- azepi nyl) car bonyl (4- et hyl -

RUP! P g £ AR %ﬁ%ﬁj‘? RVIQHAT P

t he grqm*ﬁa”mdz"?m‘s"mgesomy, R4, R6a R6b R7a, R7b R7c
R7d, RS, R11, R12, R16, R18, R1.9, W Y, A Cy have

t he nmeani ngs gi ven in claimAmde conmpounds according
rtzo cl ai 2t hat Rl, R2
| ndepen er]ﬁr%')r/ % eone an%%ﬁfvaﬁgeﬂnlgté H Cl. - al kyl,

C3. 7- cycloalkyl C3 7- cycloalkyl aIkyI

- hydr . (ClL. 4-al aI k
RE 4" & Mebaie.h Beigednidas Gveg i %ar%)gwhe SRR
am no- ,@J kyl, C1.4-al kyl -am no-C2. 4-al kyl,

- (Cl1-4-al kyl) - ani no- C2- 4- al kyl ,
cycl 0- C3- 6- al kyl enei m no- C2- 4- al kyI pyrrolidinyl,

R™ (CL. 4ot Ratogen, Ce-alkyl, Cos-alkenyl, Cas-alkynyl, R'-0, R™-O-
€O, R®-CO, R®-C0-0, R"R''N, R"®R'®N-CO, R'*-0-C1.3-alkyl,
R'-0-CO-Cy.s-alkyt, R'®-0-CO-NH, R'°-S0,-NH, R">-CO-Cy.- -

“alkyl, R"%-C0O-0-Cis-alkyl, R"R'"N-Cys-alkyl, R¥R'*N-CO-C5-
alkyl or Cy-C4.3-alkyl,

R'™  denotes H, Ci4-alkyl, Car-cycloalkyl, Cs.7-cycloatkyl-Cys-alkyl,
phenyl, phenyl-C4s-alkyl, pyridinyl or pyridinyl-C4.s-alkyl,

R'® denotes H, Cy.s-alkyl, Cs.7-cycloalkyl, Cs.7-cycloalkyl-C1.3-alkyl, C4v-
cycloalkenyl, C4.7-cycloalkenyl-Cys-alkyl, m-hydroxy-Co.a-alkyl,
a-(Ci4-atkoxy)-Caos-alkyl, amino-Cas-alkyl, Ci4-alkyl-amino-Co.s-
alkyl, di-(C14-alkyt)-amino-C,.e-alky! or cyclo-Cas-alkyleneimino-




—

wo BtaJo8b7ed ”y| pyrrolidi ”y' Cl. 3-al ky' PCT/EP2003/011933
N (Cl14- al kyl ) pyrroli di nyl - Cl. 3-al kyl, piperidinyl,

N- ( Cl4- al kyl ) - pi peri di nyl , 268 peri di nyl - C1. 3-al kyl |
N (Cl- a aI kyl ) - pi peri di nyI Cl. 3-al kyl, phenyl,
phenyl - 31 | kyl, pyridyl or pyridyl V\D 2004/ 039764
PCT/ EPﬁ)?Eﬁafi' r1933 261 Cl1.3-alkyl, while in the
above-nmenti oned groups and residues one or nore C
i atons may be nono- or pol ysubstltut ed by F and/or one
R or tmmsmawfﬁhaayeanwa@@nelemn& oF denetesnot her be

b h
T ey Phenh bfigay Ge-aBHo oV iinf ok AR VL GH, | he
g oup @;-zﬂ@ylé@rbbﬁﬂd chiboRy %}Hr&xﬁﬁ%&fyl TR

nmonosubstituted by nitro: de conmpounds

accor dithg-aligoxysartmnyhdyia- @ikOW@m@y}% o-akyl,

or ' age Geeparob BB LR B arRith ron

denot e30a4-grktygmrﬁaﬂb®53eﬁllkplr ON,-cHagsdigharsd, pyrrolidine,
pi peri di ne, azepan , b-d droll—l—arrol

1,2, 3, b mwgfﬁ@ﬁ%mlrm-ﬁe;-a%yéomw erliafisdphonyl)-
H-azep| _ ro-1 H azepine,

pi perazl\le 4%‘@6)6&%”0 ?még imne function is
substituted by R13, pi peri di n- 4- one,

pi peri di n-4-one-oxi me, pi peridin-4-

one- O Cl4- al kyl - oxi me, norpholine and thi onorpholi ne,

RYNR! ' ' H b
R'e g@%@&ﬁag@kf&a@ﬁé@t@a&&@ HTBE €, biaflyp > My OB

replac be substit'Uted in the
manner indicated in claiml1l -by one or tvvo i denti cal
ar dlfferent c rbo-,or, heteroc and/.or

RE 3 RABNGS TEIPARR, Vrnlatich e e Sl E rolke Rl Ca o

2. 5. ﬁﬂl, ggf}l&?éi@:ﬁﬁwﬂ%"zﬁ@vc&%lIty?-(}%ealk%ﬂ\ggﬂréx@tm@kyl,

precedlﬁgg characterised’in
2004/ 0B F64-Rikyl BP200 3f tErmganingegiven for R

R denotes Cq4-alkyl, o-hydroxy-Ca.s-alkyl, @-Ci_s-alkoxy-Ca.e-alkyl,
o-C14-alkyl-amino-Co¢-alkyl, o-di-(C44-alkyl)-amino-Czs-alkyl, o-
cyclo-Csg-alkyleneimino-Cos-alkyl, phenyl-Cqs-alkyl, Cy.4-alkyl-
carbonyl, Ci4-alkoxy-carbonyi or Cq4-alkylsulphonyl,

R* denotes phenyl-Cqs-alkoxy, OHC, HO-N=HC, C4.4-alkoxy-N=HC,
Ci4-alkoxy, Cq4-alkylthio, carboxy, Cy.s-alkylcarbonyl,
C14-alkoxycarbonyl, aminocarbonyl, C14-alkylaminocarbonyl,
di-(C44-alkyl)-aminocarbonyl, cyclo-Cs.g-alkyl-amino-carbonyl,
cyclo-Ca.g-alkyleneimino-carbonyl, cyclo-Cas-alkyleneimino-Co.4-
alkyl-aminocarbonyl, phenyl-amino-carbonyl, C14-alkyl-sulphonyl,
Ci4-alkyl-sulphinyl, C44-alkyl-sulphonylamino, amino,
Ci4-alkylamino, di-(Cy.4-alkyl)-amino, Cq4-alkyl-carbonyl-amino,
cyclo-Cas-alkyleneimino, phenyl-Cys-alkylamino or N-(Cq4-atkyl)-

' phenyl-C1.s-alkylamino, acetylamino, propionylamino,



4 is defined according to one of the f(F)JCIT /011933
WOE@{O?JI% formulae N-X- ONXH 13 ~ |1 R/ --\ N NX I\%{\yl?gﬁ

TN O N X4 < NX (N-X P56 SN-X~ C CN-X N-XI QU N-X
Q - ( N-X WD 2004/ 039764 PCT/ EP2003/ 011933 263 ON N-X=
R21 WD 2004/ 039764 PCT/ EP2003/ 011933 264 7 R2 No-X'=
X. Rz mAenylcaranyiamisRepbenigiraony medngarginag, pydroxy-

het er ogy) aced
by 14 UEprEeARrbY G o BhaER ey TR Rpha 2
by carbonyl, (1-p|per|d1nyl)carbonyl (hexahydro-1-azepinyl)carbonyl,

(4-methyl-1-piperazinyl)carbonyl, methylenedioxy, aminocarbonyl-

amino or alkylaminocarbonylamino,

while in the above-mentioned groups and residues, especially in A, B, W, X,
Y, Z,R'to R}, R® R®, R R R R™ R% R' to R%, in particular, in each
caée one or more C atoms may additionally be mono- or polysubstituted by F
and/or in each case one or two C atoms may additionally be monosubstituted
by Cl or Br independently of one another and/or in each case one or more
phenyl rings may additionally, independently of one another, have one, two or
three substituents selected from among F, Cl, Br, {, C44-alkyl, C44-alkoxy,
difluoromethyl, trifluoromethyt, hydroxy, amino, Cis-alkylamino, di-(C 1s-alkyl)-
amino, acetylamino, aminocarbonyl, cyano, difftuoromethoxy, trifftuoromethoxy,:
amino-Cq.z-alkyl, C4.s-alkylamino-C4s-alkyl- and di-(C1.z-alkyl}-amino-C1.3-alkyl
and/or may be monosubstituted by nitro, and

the H atom of any carboxy group present or an H atom bonded to an N atom
may each be replaced by a group which can be cleaved in vivo,

the tautomers, the diastereomers, the enantiomers, the mixtures thereof and

the salts thereof,
with the following provisos (M1), (M2) and (M3)

(M1) in the event that Y denotes phenylene substituted with -CN,
X denotes -CH,-CH(OH)-CH2-O-, Z denotes a single bond, R'denotes
a straight-chain or branched alkyl group with 1 to 10 C atoms and R?
and R® represent H, then W does not represent -CR**R®-0-,

(M2} in the event that W denotes -CH=CH- and Y denotes a phenylene group
and Z is a single bond, then the bridges X and Z at the phenylene ring
of the group Y are in the para position to one another and at least one of




Woﬁdbﬁ/ogéﬂsldp RIR2N- may be nono- or IOOI ySUbSt'tUt @@Tﬁ#2003/011933
at one or nore C atons, and in the case of a

phenyl ring it may also addbfionally be
nonosubstituted by nitro and X, X' independently of

one anot her denote a .single bond or C1.3-al kyl ene and
m‘?efob?‘ﬁlﬂg qudglqnlsrﬁg@%to Xor X' via a C atom nay

f"'cifég‘*ﬁ?“%‘fﬁlgng 1A HRPENLs atldsinah B aftndds o

ad d(bt)lbdm the \tﬂl@@owddhe grabicCA. isgahlelayt élﬁebstltuted

IkyI ne-. or -N(C1.3-al kyl)-Cl. 3-al kyl ene-
and(‘iﬁ)qqgth r&ﬁi?* is linked to X' via a C atom may
al so denote -NH, WD 2004/ 039764 PCT/ EP2003/ 011933
265 -N(C'-alkyl)- or -0-, while in the definitions
(“dﬁl/@\@ fﬁ&@\gmuaﬂmdya’fmmwuncis arenadfgiudetie a  C atom

BRI S Rt
aﬂdggg h(gin;érm dﬁmﬂyy'egﬁggfﬁﬁm}‘@bheﬁﬁ Fﬁbpbnarrﬁﬂat oms

| de%t(ﬁfalorewpfmnﬂk)@# -&t4- Qje@ihw@@me@erwwwlr%w}

C2- 6- al kenyl, C2_6-al kynyl,
%C?%Jgiﬁgg kyl, C3.7-cycloal kyl-CL. 3~ al kyl,

mcﬁ - {Qﬂﬁ’r(ée{lZHﬁF(ﬂ’rCmg? pDencs)arcsyakanolioiy-phes) -2

t tit t
61 REOF D gEUATIGT FIRG - SODERABIRF ol ¢ 11 ng syet em.
andg Crbﬁént%eddﬁg&ﬂﬁie%%m#MSqﬁl PUe-@0HARpHdhdRgRD case

one or nor e nmono- or pol ysubstituted
by at&tvianumo]rethgla@hen@ge) 2 byrb'ony-pmﬁylaInMeﬂWyl} -amide,

?f—gﬂ? @F\ﬁﬁfg}!@qﬁ (gggt[%f-gdrqﬁg f‘?ﬁgnﬁeﬁﬁ_glgétt @g}.gd by

andetKylémiﬁo}b@p@ﬁﬂ%ﬁ@‘@l}%thﬂﬁlabétanﬁiﬂ@' m1 or 2. 6.

Am de” conpounds according to one or nore of the
precedi ng clains,.

2. Amide compounds according to claim 1, characterised in that

R' R? independently of one another denote H, a Cy.g-alkyl or Car-
cycloatkyl group optionally substituted by the group R, or a
phenyl group optionally mono- or polysubstituted by the group

R'2 and/or monosubstituted by nitro, or

R' and R? form a Ca.s-alkylene bridge wherein

- one or two -CHz- groups independently of one another may
be replaced by ~CH=N- or -CH=CH- and/or

- one or two -CH.- groups independently of one another may _
be replaced by -O-, -S-, -CO-, -C(=CH>)- or -NR™- so that
heteroatoms are not directly connected to one another,

while in the alkylene bridge defined above one or more H atoms
may be replaced by R"™, and



WO f03§iegri sed in that X denotes an unbranched pc1/EP2003/011933
1 g-al kylene bridge and if the group Y is linked to X

via a Catom it may also 8éBote -CH2- CH=CH,

-CH2- C=C-, C24-al kyl enoxy or C24-al kyl ene-NR4, whil e

the bridge X may be connected to Rl in¢cluding the N

at om at t aWhiRytheo alkggengRyidge defingdiipraine é‘?B%VctP? c

, . Al |
group ar@hdéﬁgﬁ@g W%&é c‘éﬁ%ﬁfﬁqgghﬁda%?hifﬁére cgﬂ%dg%

connected to udi n e N atom attache
and X, fohetenzrycic bretps Gyysd that frebend betvéen tkealkylene
atom may be, subst it ut ed bé Rl%@and/or one or two C

RoeY &

atons i n ¥igE apddhe gy Ftuted by one or two

i denti cal_ oyja @i ih@ERYosBRSBdridient s WO 2004/ 039764
PCT/ EP2003/ 011933" 266 sel ected from C1-6-al kyl ,

C2_5- al kenyvia agzoneman IG/atam farging ayepieayrNg fingcaystem,

cycl oal kyl - ¢ - 3- al - 7- I_oal kan :
C4_rcycl oal % r@? %@@%ﬁvﬁeﬁm ial?@/ &m{oﬁ%rménr%? ofru sed
al kenyl subsitydlidemgssydtmbe j oi ned together, formng a
carbocyclic ring system _and while in the

h
above- ment | iadiregras mredn andiosiNiatomsioemig adiridaed ring
atons may b pRpo- or pol ysubstituted by F and/or one
or two C at’ons hay i ndependently of one anot her be
nmonosubstituted by d or Brand RlL, R4 and R10 are

defined as in clajml or 2. 7. i de. conmpounds
) Xaccor di ngd@nrptes Q%ﬂﬁ@'kﬂﬁ%bﬂgg?%@ﬂn that X denotes
g -CH2-, - CH2; GHR- v = - - 124 CAsCH CH2 o~
- CHe- wﬁ%r%ﬁﬁ?%ﬁ%%% VT E TG, dpdlor
vicaza C(H32 atooasne %ﬂz\w C%%&ﬂ@ﬁ;ﬁmay@&eﬁlﬂc@ﬂkmde@rmeﬁﬂﬁof
- - -0, - - - - r.. - - - NR4 - ,
- CH2- CH2- crene\paatherpy rfé-'rge-(%f?)dg’g&%@'leordﬁf sl g¢eh
to Rl inclugi t sad'l‘ia
formng a h“%%dé?é@é‘tﬁp;ﬂgﬁg%g,tﬁgge?ﬁéﬂb?t%ge r?n%gyand an
addi ti onal | § atdre@rdeotdinectlytjeiietidog@hencl udi ng the N

atom attached to R2 and X, formng a heterocyclic
group, and

- while the bridge X may be connected to R!including the N
atom attached to R' and X forming a heterocyclic group, and

two C atoms or a C and an N atom of the alkylene bridge may

' ) be joined together by an additional Cq4-alkylene bridge, and

a C atom may be substituted by R'® and/or one or two C atoms
in each case may be substituted by one or two identical or
different C4¢-alkyl groups, and

Z denotes a single bond, C14-alkylene, wherein two adjacent C
atoms may be joined together by a zusétzlichen Ci4-alkylene

bridge,

while a C atom of the alkylene bridge may be substituted by R™




i atom may be substituted by R10, prefe 33
wo %d&ﬂ o%?,gz o- hydroxy-Cl. 3-al kyl, o-(Cl PeRkpathaorts

4- al koxy) - C1- 3- al kyl and/ 025€1- 4- al koxy group, and/or
one or two C atons independently of one another may
each be substituted by one or two identical or

di f f er entangiorong @x/iwo grafops irdenendeatly pbaneanethar may be

C2-6-al k l.ss - 307 CY e [,

G- 7- cyo Rgeliyfe By SnEXEYyo ifsinbal SRHERNEE  palky aroups,
C4A_7- cydmhl kenyl -C1. 3-al kyl, while two al kyl and/ or
al kenyl substituents may WO 2004/ 039764

PCT/ EP2003/ 011933 267 be joined together, fornmng a
pcar bocyclﬂa%tbb%|@§tem and in each case one or nore
C atons may be nono-' or polysubstituted by F and/or
in each case one or two C atons may i ndependently of

e anot her be nonosubsti tut ed. by r B and Rl1, R4
RENG 1o HEnOeHRVPRY o A e+ B m 1 or
2. 8. Am co a j te. o ) i - -
o7 ccedi g i & ARORVER SEROL Sy’ €, PAfkyPariTRy A6 Loy
bo Sd, - dCHﬁnilnor cyffcﬂibimg.(é}ﬂkyiﬁmwm,cagm’no@mt-awwmahamjl-
i ndependent]y of one an er y he no-. Qr
di subst i téu"ﬂ*@8-%6-@kyfcas@w@ikgiéﬁav%gﬁﬂ'&gqu'%ﬁ'ed
by O . 9. Am T.m_ I o Q irfet
the pr eceali ngrq% ai ns,'g%gﬂ'z&?ég@@g?%%%&%ﬁt 1é{‘té‘[k erﬁlc';?)es
- CH2- O, GG-2kdiRE-di-(C Cralkghzamioo-C 4kl or oywo-€an-i n
each case one or.twg Cﬁ@% ons may be substituted
i ndepend @HISNEININRE 1 a7 RYr by F, CH3 or CF3, wherein
R8 has one of the neanings given in claiml or 2. 10.

Am de conpounds according to one or re of the
Rpr ecedi ngletotesialogends acalsys, i%%e}(), R1%Cq,t@gtj}@u6w‘ﬁ0-

Is sel ected,fop@ 0 |46 t _cycl e gr )
phenyl , p@ﬁ?dhw’?‘gﬁgpfﬂ'ﬁg?'%tgb%ﬁﬂgﬁna ht%y(re,ﬁgé”3
| ndol yl, alidji,BEODR-dlkyl, RIF-OB-0M) s-alkyl, R™RN-Cyz-alkyl,
di hydr quI1QOI|'9| nél , _tetrahydroqui nolinyl, -
i soqui nolR NRIEN-BChGars@iled g0 ydri-ngkylor
t et rahydro-i soqui nolinyl, while the above-nentioned
csycl ic groups may be nono- or
R denotes H, Ci4-alkyl, Cs7-cycloalkyl, Cs.7-cycloalkyl-C1.3-alkyl,

phenyl or phenyl-Cqs-alkyl,

R has one of the meanings given for R'® or denotes
phenyl, phenyl-Cq3-alkyl, Ci4-alkylcarbonyi,
hydroxycarbonyl-C.a-alkyl, Ci4-alkylcarbonylamino-Cas-alkyl,
N-(C14-alkylcarbonyl)-N-(C4.4-alkyl)-amino-Cs.z-alkyl,
Ci4-alkylsulphonyl, C14-alkylsulphonylamino-Cs.s-alkyl or
N-(C14-alkylsulphony!)-N(C14-alkyl)-amino-Cz.3-alkyl,

R denotes halogen, hydroxy, cyano, Ci.s-alkyl, Cs7-cycloalkyl, Ca.s-
cycloalkyl- Cys-alkyl, hydroxy-Ci4-alkyl, R?-C;.s-alkyl or one of
- the meanings given for R%,




Wog&,lmggﬂggltut ed by R20 at one or nore C atons, P@mﬁpbgbm“gw

the case of a WO 2004/ 039764 PCT/ EP2003/011933 268
phenyl group may al so addi 268nal | y be nonosubsti t ut ed
by nitro, and/or substituted by R21 at one or nore N

gfonms, while Rl may be attached to Y and/or rraébe
Rat t ached 4en0ofea&1+aliebi a-hydroxy-Casalyl) ofpas-alkoxyr§ax-alkyl,
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is selected from anong the bivalent " cyclic groups

whi | e t heCabalkgl-ecarhonynearboyy, Co-gkoxpsartanyber Gosno-

or pol y;%hgﬁtilt ﬁte by e at one or nore C atons, and

in the c Pgon henyl group may al so additionally

be nmonosubstituted by nitro, and/or one or nore NH
ups may be substituted by R21, while R20 _and

RS o' ar | riancies pherylcpheny-Gr saikonm Gooalong76 4+ alkyitiio,

o one_ oy - peondl b aRRYEEEn E R0 ooy

in that tQg- glkglamﬁodﬂbomﬂsdlﬁmmdlkylpam"ﬂ}darmrnyl
napht hyl , whilLe the above-nentio 3&% cyclic groups
be nmono- QFIO-Gespliyinaiminoseprbgn 1-&?’@h§“’8h°ﬁﬂr@1£

S0dt ondtuRiptin eyl Py PRSI UiREY 250
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cl ai ns, a“c‘%ﬁﬂ%ﬁﬁd @ﬂohwaﬁﬁﬁﬁ hehgéaﬁﬂb%yré%ms 0. 14.

Am de conpounds ac ord| ng nor e of
pr ecedi n@ftﬂnalqasbonyd!haﬂariarmnosf@lﬁrbmyalhsdarrmdmsbcnm

value 1 d_B ha ni ng.sel e ted from anong

R C L R
(1-piperidinyl)carbonyl, (hexahydro-1-azepinyl)carbonyl,
(4-methyl-1-piperazinyl)carbonyl, methylenedioxy,
aminocarbonylamino or alkylaminocarbonylamino,

while the groups and residues R® R?, R%® R®, R R™, R’°, R, R?,
R R™ R R'" R', W, Y, A, Cy have the meanings given in claim
1.

3. Amide compounds according to claim 1 or 2, characterised in that R',
R? independently of one another denote H, C1.s-alkyl, Cs7-cycloalkyl,
Ca.7-cycloalkyl-Cqs-alkyl, o-hydroxy-Css-alkyl, o-(Cq4-alkoxy)-
Cza-alkyl, Cis-alkoxy-carbonyl-C44-alkyl, carboxyl-C44-alkyl, amino-
Co4-alkyl, Cy4-alkyl-amino-C,.4-alkyl, di-(C1.4-alkyl}-amino-C,.4-alkyl,
cyclo-Css-alkyleneimino-Co4-alkyl, pyrrolidinyl, N-(C4.4-alkyl)-
pyrrolidinyl, pyrrolidinyl-C4.s-aikyl, N-(C+4-alkyl)-pyrrolidinyl-C4.z-alkyl,
piperidinyl, N-{C14-alkyl)-piperidinyl, piperidinyl-C1.s-alkyl, N-(C14-
alkyl)-piperidinyl-C1.s-alkyl, phenyl, phenyl-C.a-alkyl, pyridyl or pyridyl-
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wo YdaReidie above- nenti oned cycl ic groups may be ﬂ@'r@:z003/011933
nd

or polysubstituted by R20 at one or nore C atons,

in the case of a phenyl g28dp may al so additi onaIIy
be monosubstituted by nitro, and R20 has the neaning
given in claiml or 2. 15. Am de conpounds according
to on&rer@tre of the precedi ng clains, characterised
inthat Y is defined according to claim1l, Ais
defined according to claim12, WD 2004/ 039764

PCT/ EmrBOE 31 el Si38/e-eatidited Groups defliresiduas meuﬁrmgore&

Ccoor Hioes Tevdeipnentr tasthalufbaby FAnGiond

ar e dgfdnie thaRSndébdr dtnBy 3f 8he 4nother %e%éhé%sﬁﬁjtéd‘ by Clor
claim7, Wis defined as in claim9 and Z is defined

as |nBC,IaTldm 8. 17. Am de conpounds according to one or
more of the preceding clainms, characterised in that
R2 denotes F, d, Br, I, OH cyano, Cl4-alkyl,

Cl_g- ﬁidqﬂ%éhyl ofipwudw@ecmt iy bé mdriou@i’pﬁ%bﬁéututed by the

di f 1 uor onet hoxy, _trifluoronethoxy, am no

Cl. 3- gIqup! Rarﬁﬁw@ﬁf ngdicclama) /ydior Biayrke mMeRpsesstiteed by
Cl. 4- phkoxy-carbonyl, while substituents R20
occurring repeatedly may have the same or different
meani ngs and in the case of a phenyl ring this nmay
additionally al so be nonosubstituted by nitro. 18.

Am de conpounds according to claim1l selected fromthe

497 0upARide E8RPBLASSs according to one or more of claims 1 to 3,

characterised in that R’ and R? form an alkylene bridge according to
claim 1 in such a way that R'R?N- denotes a group selected from
azetidine, pyrrolidine, piperidine, azepan, 2,5-dihydro-1H-pyrole,
1,2,3,6-tetrahydro-pyridine, 2,3,4,7-tetrahydro-1H-azepine, 2,3,6,7-
tetrahydro-1H-azepine, piperazine, wherein the free imine function is
substituted by R'®, piperidin-4-one, piperidin-4-one-oxime, piperidin-4-

one-0-Cq4-alkyl-oxime, morpholine and thiomorpholine,

while according to claim 1 one or more H atoms may be replaced by
R™, and/ or Cy may be substituted in the manner indicated in claim 1
by one or two identical or different carbo- or heterocyclic groups,
and/or |

R'3, R" and Cy have the meanings given in claim 1 or 2.

Amide compounds according to one or more of the preceding claims,
characterised in that
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ph enyl yl oxy) + N-[ 3-chlhqr g- 4- (2-di et hyl a

et hoxy) phenyl ] -acetam de (9)
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3-chl oro-4-{[ 3-chl oro-4-(2-di et hyl am no- et hoxy) -
phenyl car banoyl ] - met hoxy} - benzoi ¢ aci d- net hyl ester
N-[3-ch_ | org-

(2-diethylam n o-e
oxy)-pﬁgﬁyN -2-\(2, 4-di brono- pherdoxy)-acetam de
2-(4-b rono-2<t ph en oxy)- N 4-(2-d i '

ethyl a m n o- e} hoxp)-pghenyl]-acetamd N—X—

N-[ 3- chl or o- 4- ( 2- di_ef'hyl ami no- et h oxy)-p 1]-2-(4-
odo- 2- et hyl - phenoxy) - acet am de net hyl

(2-{2-chl oro-4-[2-(2, 4-di chl or o- phenoxy) - acet yl am no] -
et hyl ami no)-acetoto

N-[ 3-clal oro-4- (2-pyrrolidin-1-yl-ethoxy)-phenyl]-2-(2-
39764 PCT/ EP2003/ 011933 . 272 (17)
(18) (19) (20) |[(2L)N€2-(23) (24) (25) (26) (27) (28)
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chl oro-4-[2-(ethyl -propyl -

no) - et hoxy] - phenyl } - 2- ( 2- cﬁﬁéro- 4 triflu
or onet hyl - phenoxy) - acet am de

N-{ 3-

ami
no) - et oxy\ - phenyl } - 2- (2- ch .
- 45t ri fNudronet hyl - phe @ - acHtaMre
- or0- 4- ( 2- di et hyl'am~ag~ethdxy) - phenyl

chloro-4-[2-(ethyl-nethyl -

N- [ 3- chy-or-

or o- 4- met hyl ami no-p h e noxy)-

d e

(E)-N-[ 3-chl or 0- 4- ( 2- di et hyl am no- et hoxy) - phenyl ]-3-(2
-chl or o- 4- Rf l uoronet hyl - ph e )-acryl am de

N[ 3- inet hyl am,2 ngsyet hoxy) - phen;ﬁz]_ﬁ-(Z h
| or o- t thyl-p enSNam 0) - acet am de '
N[ 3- chI oro=z=(2-d iethyl am no- Xy) - phenyl ] - 2- ch
loro-4- furan -2 -yl -ph en oxy)xa@letamd e

N-[ 3-chl or 0- 4- (2-di et hyl ani no- et hoxy) - phenyl ] - 2X(€-—.ch
loro-4- thi oph en- 2-yl - phenoxy) - acet am de

N-[ 3-chl oro- 4- (2-di et hyl am no- et hoxy) - phenyl ] -2-(2-ch
| or 0-4-, pyri I n-3-yi-ph_g nogxy)ra ceta m d e

2- (2-B75 -4tr|fluororretﬁ37r_ hen ,

oxy) - N-[ 3- 0 -..4_(2 d iethyl i

no- et hoxy) - phenyl ] -‘acet am de
N-{3-chloro-4-[2-(2,5-di hydro)i)ywol 1 yl) ethoxy] phe
nyl }-2-(2- chloro-4-trifl uoronethyl -

enoxy)-acetamd e ethyl .

1-(2

-(2-{2“chforo-4-[2-(2-chl o- trlfluororret henox
y)- ac @ min o] - phenoxy} »&th ) piperig. -ca .

r boxylMat e ~&h | oro-4-( kh»y‘l am
47

no- pr
trifl
N-{ 4-

opoxy) - phenyl ] - 2- (2- chl or o-
uor onet hyl - phenoxy) - acet am de
[ 2- (2-am nonet hyl - pynol i di n-1-yl ) - et hoxy] - 3-chl or

whemireopé br nibré M atones of thethdtélocyde doretdd/by thEhgrupd R N-
mﬂyib?-féﬂgeﬁe-bd-'? 20l theringRtiached dedhahetermycs fogmed 2y,

the)grél

PRIREN- may be mono- or polysubstituted by R?°at one or more C
y poty y

atoms, and in the case of a phenyl ring it may also additionally be

monosubstituted by nitro and

Xl’ XH .

xll

independently of one another denote a single bond or C4 -é,-alkytene

and
if the group Y is linked to X' or X" via a C atom, may also denote
-Cqz-alkylene-O-, -C4s-alkylene-NH- or -Cys-alkylene-N(C1s-

alkyl)-, and

| may additionally also denote -O-C1.s-alkylene-, -NH-C.z-alkylene-
or -N{C.z-alkyl)-Cs-alkylene- and

if the group Y is linked to X" via a C atom, may also denote -NH-,
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Wog@rg@ﬁéeéﬁhyl phenoxy) -acetam d e WO 2004/ 039764 PCT/EP2003/01193

PCT/ EP2003/ 011933 273 (31265 [ 3- br ono- 4- ( 2-di et hyl ani
no- et h oxy)-phenyl]-2-(2-chloro-4- trifl u

or onet hyl - phenoxy) - acet am de (32)

N-{ 3- ch%ﬂpbsﬁﬂﬁﬂ&GM-GMthoxy pi peri di n-1-yi) - et hoxy] - ph
enyl }-2-(2- ch

| oro-4-trifluoronethyl-phenoxy)-acetam de (33) (34)
(35) (36hild &701e(dﬁhltbag)gl\(eftﬂ)erémmafdrélc)r X'4X) irl é49h case a

N-{3-chJoro-4-[ piperi di n- - et hoxy] - ph
enyl }- Zé@iomdﬁﬁbpé s,q;stt‘ltp;q R)e wotef {abi}hgya hydroxy,

) S 4 A LSRR S O
i t ro- phgroup] and/et end de tvi)b K‘Batohisdn @aéh (Casd nayeb8 sMbﬁltmied
n o-et ox phenyl oro-4- trifl uoronmeth

oxy- ph ot HN%)de&@ealaonﬁlf&ersnﬁ\ﬁq@ﬂ&ﬂrﬁ gelgctesLfpm Coe-
i et hyl o
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2- ( 2- bradky; @4 tr-(CSItloaIkerrﬁta“r;d Cpheygldalkenyld)-Palkyl, while two

hgsef Elo’:lj@ qul?é eiéﬁéﬁqtlﬁnts may be joined together forming a

carbocyclic ring system, and

in X', X" independently of one another in each case one or more C
atoms may be mono- or polysubstituted by F and/or in each case
one or two C atoms independently of one another may be
monosubstituted by Cl or Br and

wherein R?, R'®, R™®, R™, R'® R, R*! and X have the meanings given in

claim 1 or 2.

6. Amide compounds according to one or more of the preceding claims,

characterised in that X denotes an unbranched C1.s-alkylene bridge and

if the group Y is linked to X via a C atom, it may also denote
~CHz-CH=CH-, -CH2-C=C-, C,.s-alkylenoxy or Ca4-alkylene-NR?,

while the bridge X may be connected to R' including the N atom attached to
R' and X, forming a heterocyclic group, and the bridge X may additionally
also be connected to R? including the N atom attached to R and X, forming
a heterocyclic group, and

in X a C atom may be substituted by R"® and/or one or two C atoms in each
case may be substituted by one or two identical or different substituents
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et hoxByandnet hyl - phenyl | - acet ami de  (46)
(E)-3-(2-chloro-4-trifluoronethyl-phenyl)-N[4-(2-diet
hyl am no et hoxy ) 3-net hyl - phenyl ] -acrylam de (47)
(E) - 3:R2RE lahdrR® 4r¢ difinetbas iretlaih 4pirehy| ) - N- [ 4- (2- di et
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(E)-N-[ 3-chl oro-4- (2-di et hyl am no-et hyl ) - phenyl ] - 3- ( 2-
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if the group Y is linked to X via a C atom, it also denotes
~CH2-CH=CH-, -CH2-C=C-, -CH2-CH>-0-, -CH,-CH,-CH2-O- or
-CH2-CHz-NR*- or -CH2-CH-CH-NR*-,

while the bridge X may be connected to R including the N atom attached to
R' and X, forming a heterocyclic group, and the bridge X may
additionally also be connected to R? including the N atom attached to

R?and X, forming a heterocyclic group, and

in X a C atom may be substituted by R'°, preferably a hydroxy,

- o~hydroxy-Cqz-alkyl, -{C14-alkoxy)-C.s-alky! and/or C4-alkoxy
group, and/or one or two C atoms indepehdently of one another may
each be éubstituted by one or two identical or different C4.4-alkyl
groups selected from Cqg-alkyl, Cos-alkenyl, Cos-alkynyl, Cs.7-
cycloalkyl, Ca7-cycloalkyl-Cq.s-alkyl, C4-7-cycloalkenyl and Cy.7-
cycloalkenyl-C4.z-alkyl, while two alkyl and/or alkenyl substituents may
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conpositions, containing at |east one am de conpound
accor dnegche@as@eneror mure Obtarhaimay be mond-Sorpalysiudrstituted

sal t to claim19 o t oget her
one oPVﬁfo@QA}Ph retaC &éﬁﬁuoé\esoa‘ﬁ’ ‘SP U@Yt'&de@@ag!ﬁ% of
of at ohé%ﬁbtf@?%e%ﬂbﬁ’&s@%ﬂ&@%@ﬂy@%P'B?"aﬂl to one or

nore of clainms 1 to 1 a salt according to
claim19, including the conpounds excluded by

pr ovi 10 M2 accor di n cl ai,m
Por 1 1) Bt Pabe 388 i ofaitisi Al ot B 2o
2004/ 039764 PCT/ EP2003/ 011933 275 23. Use of at | east
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according to claiml, for preparing a phar rraceutl cal
conposition with an MCH receptor-antagonistic
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gaccor flifige SSm BEn@ EEHrﬁTgfto rﬁﬁor’e 5ﬁhé%r@ééﬂiln E!aﬁ’ns
salt accor to c includi ng the “conpou

excl udwtableripedin that W MehotesMIH a0 -CMRINRE cdﬂdz-ﬁglﬂzt or
cl ai mC}I-sl éﬁr prepari ng a pharmaceutical conposition

whi ch ‘tabl e

0.

wherein in each case one or two C atoms may be substituted
independently of one another by F, CHs or CF3,

wherein R® has one of the meanings given in claim 1 or 2.

10. Amide compounds according to one or more of the preceding claims,
characterised in that the group Y is selected from among the bivalent
cyclic groups phenyl, pyridinyl, naphthyl, tetrahydronaphthyi, indolyl,
dihydroindolyl, quinolinyl, dihydroquinolinyl, tetrahydroquinolinyl,
isoquinolinyl, dihydroisoquinolinyl or tetrahydro-isoquinolinyl,

while the above-mentioned cyclic groups may be mono- or
polysubstituted by R* at one or more C atoms, and in the case of a
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WO%@%’eotgses caused by MCH or causally connected with MCH

in sone other way. 26. Use26B at |east one amide
conmpound according to one or nore of «clainms | to 18
and/ or a salt according@to claim19, including the

conpobheryl sxeunimay alse additiorally Ravinpnogylstitigdad bywlo.
accorgj | aj 2a1f gr. por ' armaceut i cal
conpogwl Bé&vﬁﬁ%%ﬁirﬂg]@ui %Pe&qﬁgrpq?ﬁg)rgér]’eventi on

and/ or treatnment of netabolic disorders and/or eating

di sorders,partjcul.ar besity, Jbulima,, bulimn
ner vo%alle Réé’@"l’ﬁéb?é,ﬁaﬁ;r\%q g&l é‘,ndzcﬂaf g}gy$en%t't§z;gge§rpg%as
hypergﬂ;&gﬁ@j inZcfaint$@n@f2, aingl east one am de conpound

according to one or nore of clainms 1 to 18 and/ or a
salt according to claim19, including the conpounds

excl uge pr ovi,5Qs (M) and (1 ording to
cl ai 1&1'%2? e%aﬂ?ﬁ%;&h{béﬁﬂéﬂ%@e%ﬁ&%%'@ﬁ'ﬁﬁoy tion
which is suitable for the prevention and/or treatnent
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obesity, particularly diabetes, especially type 11
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nephropat hy, insulin resistance, pathological glucose
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and high blood pressure, arthritis and gonitis. 28.
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enptional disorders, affective disdrders, depression,
anxi ety, sleep disorders, reproductive disorders,
sexual -,.Qi sor , Menory <

N

- while the above-mentioned cyclic groups may be mono- or
polysubstituted by R® at one or more C atoms, and in the case of a
phenyl group may also additionally be monosubstituted by nitro,
and/or one or more NH groups may be substituted by R*', while R¥

and R?' are defined as in claim 1 or 2.
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and/ ool drHERG Phenyl, furanyl, thienyl and pyridyl,
while the above-mentioned cyclic groups may be mono- or
polysubstituted by R? at one or more C atoms, and in the case of a
phenyl group may also additionally be monosubstituted by nitro, and
R? has the meaning given in claim 1 or 2.

15. Amide compounds according to one or more of the preceding claims,

characterised in that

Y is defined according to claim 11,

A is defined according to claim 12,
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B is defined according to claim 14 and
b has the value 0 or 1.

16. Amide compounds according to claim 15, characterised in that
R' R? are defined as in claim 3 or 4,
X is defined as in claim 7,

W is deﬁned as in claim 9 and

Z is defined as in claim 8.

17. Amide compounds according to one or more of the preceding claims,
characterised in that
R denotes F, Ci, Br, 1, OH, cyano, Ci4-alkyl, C14-alkoxy,

~ diftuoromethyl, frifluoromethyl, diflucromethoxy,
trifluoromethoxy, amino, C43-alkyl-amino, di-C4.3-alkyl-

; ") _ amino, carboxy or Cq.4-alkoxy-carbonyl, while

substituents R?® occurring repeatedly may have the same

or different meanings and in the case of a phenyl ring this

may additionally also be monosubstituted by nitro.

18. Amide compounds according to claim 1 selected from the group of

formulae

(1) N-[3-chloro-4-(2-piperidin-1-yl-ethoxy)-phenyl]-2-(2-chloro-4-
trifluoromethyi-phenoxy)-acetamide
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2-(2-chloro-4-triflucromethyl-phenoxy)-N-[3-cyano-4-(2-
diethylamino-ethoxy}-phenyl]-acetamide

2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[1-(2-diethytamino-
ethyl)-2,3-dihydro-1H-indol-5-yl]-acetamide

N-[3—chlorq—4-(3-diethylamino-prop-1 ~ynyl)-phenyl}-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide
2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[1-(2-diethylamino-
ethyl)-2,3-dimethyl-1H-indol-5-yl}-acetamide
2-(2-chloro-4-trifiucromethyl-phenoxy)-N-[1-(2-diethylamino-
ethyl)-1H-indol-5-yl]-acetamide

2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[4-(2-diethylamino-
ethoxy)-3-methoxy-phenyl]-acetamide '

2-(3-chloro-biphenyl-4-yloxy)-N-[3-chloro-4-(2-diethylamino-

- ethoxy)-phenyl]-acetamide

N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-
triftuoromethyt-phenoxy)-acetamide
2-(4-tert.-butyl-2-chloro-phenoxy)-N-{3-chloro-4-(2-diethylamino-
ethoxy)-phenylj-acetamide
3-ch!oro—l4-{[3-chIoro-4-(2-diethylamino-ethoxy)—
phenylcarbamoyl]-methoxy}-benzoic acid-methylester
N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2,4-dibromo-
phenoxy)-acetamide
2-(4-bromo-2-chloro-phenoxy)-N-{3-chloro-4-(2-diethylamino-
ethoxy)-phenylj-acetamide
N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl}-2-(4-iodo-2-methyl-
phenoxy)-acetamide

methy} (2-{2-chloro-4-[2-(2,4-dichloro-phenoxy)-acetylamino}-
phenoxy}-ethylamino)-acetate

N-[3-chloro-4-(2-pyrrolidin-1-yl-ethoxy)-phenyl]-2-(2-chioro-4 -
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trifluoromethyl-phenoxy)-acetamide
N-{3-chloro-4-[2-(ethyl-propyl-amino)-ethoxy}-phenyl}-2-(2-chloro-
4-trifftuoromethyl-phenoxy)-acetamide
N-{3-chloro-4-[2-(ethyl-methyl-amino)-ethoxy]-phenyl}-2-(2-
chloro-4-trifluoromethyl-phenoxy)-acetamide

N§[3-ch!oro-4—(2—d iethylamino-ethoxy)-phenyl}-2-(2-chloro-4-
dimethylamino-phenoxy)-acetamide
(E)-N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-3-(2-chloro-4-
trifluoromethyl-phenyl)-acrylamide
N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl}-2-(2-chloro-4-
trifluoromethyl-phenylamino)-acetamide
N—'[S-chloro—4-(2-diethylamino-ethoxy)-phenyl]-2—(2—ch!oro-4-
furan-2-yl-phenoxy)-acetamide
N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-
thiophen-2-yl-phenoxy)-acetamide
N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chioro-4-
pyridin-3-yl-phenoxy)-acetamide
2—(2—bromo-4-trif|uoromethyl-phenoxy)-N-[3-chIoro-4-(2-
diethylamino-ethoxy)-phenyl]-acetamide
N-{3-chloro-4-[2-(2,5-dihydro-pyrrol-1-yl)-ethoxyl]-phenyl}-2-(2-
chioro-4-trifiuoromethyl-phenoxy)-acetamide

ethyl 1-(2-{2-chloro-4-[2-(2-chloro-4-trifluoromethyl-phenoxy)-
acetylaminol-phenoxy}-ethyl)-piperidine-4-carboxylate
N-[3-chloro-4-(3-diethylamino-propoxy)-phenvl]-2-(2-chloro-4-
triffluoromethyl-phenoxy)-acetamide
N-{4-[2-(2-aminomethyl-pyrrolidin-1-yi)-ethoxy]-3-chlora-phenyl}-
2-(2-chloro-4-triflucromethyl-phenoxy)}-acetamide

N-{3-chloro-4-[2-(2-dimethylaminomethyl-pyrrolidin-1-yl)-ethoxy]-
phenyl}-2-(2-chloro-4-trifluoromethyl-phenoxy)-acetamide
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N-[3-bromo-4-(2-diethylamino-ethoxy)-phenyi]-2-(2-chloro-4-

triftuoromethyl-phenoxy)-acetamide

N-{3-chloro-4-[2-(4-methoxy-piperidin-1-yi)-ethoxy]-phenyl}-2-(2-
chioro-4-trifluoromethyi-phenoxy)-acetamide
N-{3-chloro-4-[2-(4-hydroxy-piperidin-1-yl)-ethoxy]-phenyl}-2-(2-
chloro-4-trifluoromethyi-phenoxy)-acetamide
2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[4-(2-diethylamino-
ethoxy)-3-nitro-phenyl]-acetamide
N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-
trifluoromethoxy-phenylamino)-acetamide
N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-fluoro-4-
trifluoromethyl-phenylamino)-acetamide
2-(2-bromo-4-trifluoromethyl-phenylamino)-N-[3-chloro-4-(2-
diethylamino-ethoxy)-phenyl]-acetamide
(E)-3-(4'-chloro-biphenyl-4-yl)-N-{4-piperidin-1-ylmethyl-phenyl)-
acrylamide
N-[3-chloro-4-(2-diethylamingc-ethylamino)-phenyl]-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide
N-{3-chloro-4-[2-(4-methyl-piperidin-1-yl)-ethylamino]-phenyl}-2-
(2-chloro-4-trifluoromethyl-phenoxy)-acetamide
(E)-3~(4'-chloro-biphenyi-4-yl)-N-(4-dimethylaminomethyl-phenyl)-
acrylamide
(E)-3-[5-(4-chloro-phenyl)-pyridin-2-yi]-N-(4-piperidin-1-ylmethyl-
phenyl)-acrylamide

( E)—N—{3§chloro-4-[2-(4~methyl—piperidin-1 -yl}-ethylamino]-phenyl}-
3-(2-chioro-4-triflucromethyl-phenyl)-acrylamide
{E)-N-[3-chloro-4-(4-methyl-piperidin-1-yimethyl)-phenyl]-3-(2-
chloro-4-trifluoromethyl-phenyl)-acrylamide

2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[4-(2-diethylamino-
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ethoxy)-3-methyl-phenyl]-acetamide

(46) (E)-3-(2-chloro-4-trifluoromethyl-phenyl)-N-{4-(2-diethylamino-
ethoxy)-3-methyl-phenylj-acrylamide

(47) (E)-3-(2-chloro-4-trifluoromethyi-phenyl)-N-[4-(2-diethylamino-
ethoxy)-3-methoxy-phenyl]-acrylamide

(48) (E)-N-[3-chloro-4-(2-diethylamino-ethyl}-phenyi}-3-(2-chloro-4-
trifluoromethyl-phenyl)-acrylamide

(49) N-[3-chloro-4-(2-diethylamino-ethyl)-phenyl]-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide

(50) N-{3-chloro-4-[2-(4-methyl-piperidin-1-yl)-ethyl}-phenyl}-2-(2-
chloro-4-trifluoromethyl-phenoxy)-acetamide

including the salts thereof.

Physiologically acceptable salts of the amide compounds according to

one or more of claims 1 to 18.

Composition, containing at least one amide compound according to
one or more of claims 1 to 18 and/ or a salt according to claim 1_9

optionally together with one or more inert carriers and/or diluents.

Pharmaceutical compositions, containing at least one amide
‘compound according to one or more of claims 1 to 18 and/ or a salt
according to claim 19 optionally together with one or more inert

carriers and/or diluents.

- Use of at least one amide compound according to one or more of

claims 1 to 18 and/ or a salt according to claim 19, including the
compounds excluded by provisos (M1), (M2) and (M3) according to
claim 1, for influencing the eating behaviour of a mammal.
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Use of at least one amide compound according to one or more of
claims 1 to 18 and/ or a salt according to claim 19, including the
compounds excluded by provisos (M1), (M2) and (M3) according to
claim 1, for reducing the body weight and/ or for preventing an

increase in the body weight of a mammal.

Use of at least one amide compound according to one or more of
claims 1 to 18 and/ or a salt according to claim 19, including the
compounds excluded by provisos (M1), (M2) and {M3) according to
claim 1, for preparing a pharmaceutical composition with an MCH

receptor-antagonistic activity.

Use of at least one amide compound according to one or more of
claims 1 to 18 and/ or a salt according to claim 19, including the
compounds excluded by provisos (M1), (M2) and (M3) according to
claim 1, for preparing a pharmaceutical composition which is suitable
for the prevention and/or treatment of symptoms and/or diseases
caused by MCH or causally connected with MCH in some other way.

Use of at least one amide compound according to one or more of
claims 1 to 18 and/ or a salt according to claim 19, including the
compounds excluded by provisos (M1), (M2) and (M3) according to
claim 1, for preparing a pharmaceutical composition which is suitable
for the prevention and/or treatment of metabolic disorders and/or
eating disorders, particularly obesity, bulimia, bulimia nervosa,
cachexia, anor'exia, anorexia nervosa and hyperphagia.

Use of at least one amide compound according to one or more of
claims 1 to 18 and/ or a salt according to claim 18, including the
compounds excluded by provisos (M1}, (M2) and (M3) according to
claim 1, for preparing a pharmaceutical composition which is suitable
for the prevention and/or treatment of illnesses and/or disorders which

accompany obesity, particularly diabetes, especially type il diabetes,

PCT/EP2003/011933
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complications of diabetes including diabetic retinopathy, diabetic
neuropathy, diabetic nephropathy, insulin resistance, pathological
glucose tolerance, encephalorrhagia, cardiac insufficiency,

cardiovascular diseases, particularly arteriosclerosis and high blood

pressure, arthritis and gonitis.

Use of at least one amide compound according to one or more of
claims 1 to 18 and/ or a salt according to claim 19, including the
compounds excluded by provisos (M1}, (M2) and (M3) according to
claim 1, for preparing a pharmaceutical composition which is suitable
for the prevention and/or treatment of hyperlipidaemia, cellulitis, fat

| accumuiation, malignant rhastocytosis, systemic mastocytosis,
emoticnal disorders, affective disorders, depression, anxiety, sleep
disorders, reproductive disorders, sexual disorders, memory
disorders, epilepsy, forms of dementia and hormonal disorders.

Use of at least one amide compound according to one or more of
claims 1 to 18 and/ or a salt according to claim 19, including the
compounds excluded by provisos (M1}, (M2) and (M3) according to
claim 1, for preparing a pharmaceu'tical composition which is suitable
for the prevention and/or treatment of urinary problems, such as for
example urinary incontinence, overactive bladder, urgency, nycturia

and enuresis.

Process for preparing a composition or a pharmaceutical composition
according to one or more of claims 20 to 29, characterised in that at
least one amide compound according to one or more of claims 1 to 18
and/ or a salt according to claim 19 is incorporated in one or more
inert carriers and/or diluents by a non-chemical method.

Pharmaceutical compositions, containing

a first active substance selected from the amide compounds according
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to one or more of claims 1 to 18 and/ or a salt according to claim 19,
inctuding the compounds excluded by provisos {(M1), (M2) and (M3)

according to claim 1, and

a.second active substance selected from the group consisting of active
substances for the treatment of diabetes, active substances for the
treatment of diabetic complications, active substances for the treatment
of obesity, preferably other than MCH antagonists, active substances
for the treatment of high blood pressure, active substancés for the
treatment of hyperlipidaemia, including arteriosclerosis, active
substances for the treatment of arthritis, active substances for the
treatment of anxiety states and active substances for the treatment of

depression,

optionally together with one or more inert carriers and/or diluents.



