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conpri sing said conpounds The present invention
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gbl e salts thereof as well as their use as MCH

antagoni sts and their use in preparing a
pharmaceuti cal preparation which is suitable for the

prevention and/or treatnent of synptons and/or
ses caused by MCH or causally connected with MCH
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i ncreased strain on the support and nobility
whi ch can .l ead to chronic pain and
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- oObesity is a serious health problemfor society. The .
term obesity neans an excess of adipose tissue. In

Thenintakemfrfeed and jts conversion in the body is an essential part of life for-
all living creatures. Therefore, deviations in the intake and bonversion of food
generally lead to problems and also liness. 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 examplé, o
diabetes, dysiipidaemia, high blood pressure, arteriosclerosis and coronary
heart disease. Moreover, high body weight alone puts an increased strain on
the support and mobility apparatus, which can fead tofc.hronic pain and
diseases such as arthritis or osteoarthritis, Thus, obesity is a serious heaith
problem for society.

The term obesity means an excess of adipose tissue. In this connection
obesity is fundamentally to be seen as the increased lével of fatness which
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mammais and from there travels to other parts of the brain by the projections
of hypothalamic neurones. Its biological activity is mediated in humans
through two different G-protein-coupled reéeptoré (GPCRs) from thé family of
rhodopsin-related GPCRs, namely 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 animais, when given a high-fat diet, responded by
.gain-_ing 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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i ntake was increased conpaged with control aninmals.
Addi tionally, transgenic rats which produce nore MCH
than control animals, when given a high-fat diet,
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experinments on rats [3]. Thus, there are clear
system.is invaol ved
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oDy i%jr—?-w conpounds of formula _
Al-rr'a XdAr Yeir %ges' R V\nﬁerei n Ar' denotes a cyclic
ARV acer, Y denotes a bond or a
\Ag'{)eg%igrAH %gg%gqfégﬁ@fgeaa@na&dmmemg sd_aalcgh mﬁ’éﬁ?#@‘% or
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nt agoni sts for t treat ne
rirl\é[,:'_l!ﬁoge%ﬂer with the adjacent N atom and Y may form an N
hetero ring, as MCH antagonists for the treatment of obesity.

-containing

-Moreover WO 01/82925 (Taked'a) also describes compounds of formula

4 R’
Ar——)(-—Ar—Y-—N\Rz
“wherein Ar' denotes a cyélfc group , X and Y represent spacer groups, Ar
denotes an optionally substituted fused polycyclic aromatic ring, R! and R?
independently of one another represent H or a hydrocarbon group, while R’
and R? together with the adjacent N atom may form an N-containing
heterocyc!ic ring and R? together with the adjacent N atom and Y may form an

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

InEP 073 016 A1 (Boehringer Ingelheim) 1-aryloxy—S-alkyfamino-Z-propanols |
of general formula '
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of formula Ar'-X-Ar-Y-N R R2 wherein Ar' denotes a
cyclic group , X and Y représent spacer groups, Ar
denotes an optionally substituted fused pol ycyclic
aromatic ring,,,R and R2 independently of one another
represent H Na hydr ocar bon group, while R and R2
t oget her wi he adj acent N atom may form an

N- cont ai ni e@gg-i—ecr—;i—ngcsigd—mmwggt her with
Rt__l_ﬁ_e__ég_g atom and Y forman N-containing
het e rgng, las MCH ant ago ts for the treatnent of
obesity, i nfer alia. In EP 073 016 Al ( Boehri nger
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activity. US 3,994,900 nentions interalia
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~ phenyl ] - 3- phenyl -acryl ani de and :

N- E4-é2- di et_rta?/l am no- et hoxy) - phenyl ] - 3-
DpABRGSpligpiiafesaiiathe compounds N-{4-(2-diethylamino-ethoxy)-

phenyl]-3-phenyl-acrylamide and N-{4-(2-diethylamino-ethoxy)-phenyl]-3-

phenyl-propionamide.

. WO 00/06153, which proposes compounds with @ CCRS receptor activity,
mentions infer afia the compound 3-(3,4-dichloro-phenyl)-N-[3-(2- '
diisopropylamino-ethoxy)-4-methoxy-phenyl}-acrylamide.

FR 1176918 mentions the compounds (N-[4-(2-morpholin-4-ylethoxy)-phenyl]-
3-phenyl-propionamide) and N-[4-(2-diethylamino-ethoxy)-phenyl]-3-phenyi- -
~ 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 D& 3016827, which relates to compounds having an effect on the
cardiovascular system, the compounds N-{2-[3-(4-{2-{2-(4-chloro-phenoxy)-
acetylamino]-ethyl}-phenoxy)-2-hydroxy—propyiamino]—ethyl}-is_obutyramide,
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WO 00/ 06153, which proposes compounds with a CCRS
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in n'taMmalsed on page 55. Aim.of the invention The ai m of
the present invention is to discover new am de
compounds, particularly those which have an activity
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with demonstrating advantageous uses of the compounds according fo 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 foliow.

Summary of the invention
‘Disclosed herein are amide compounds of general formula 1

Disclosed herein are amide compounds of general formula 1
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such as obesity and/or diabetes as well as diseas

and/ or di sorders which are &ssociated wth obeS|ty
and di abetes. O her objectives of the present

i nventi on are concerned w.th denonstrating

advant agggus uses of the c I ounds according to the

i nvention. Longasopsets out to provi ple a
process . zorr prepar| ng thg, am de conpounds according
to the invention. Other Rinms of the present invention
will be imediately apparent to the skilled man from
the foregoing renmarks and those that follow Sunmary
wBErdifpe i nvention Disclosed herein are am de conpounds
of general formula 1 Disclosed herein are am de
conpounds of general formula | WO 2004/ 039764
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group i ﬁ"‘éogiqquﬂ Posiionf ef 4 &f B-5-, &- ofof- mm’eemérw@ioalkyl

“KC cra i R o L, 2SS s drico-

or pyr I@O%HEHWIPH or @pshemyabl Nyﬁﬁ?rﬁ?ﬁgr@up optionalty mono- or
. pol ysubsti tut ed the group R12 and

nonos u@@lxsuaﬁwat%ffbhm youpd% aRﬂ/carmomufoétrmt@d by nitro,
- C2_%-alkyl ene bridge wherein - one or two -CH2- groups
-may be Teplaced i ndependently of one another by

-CH=N or -CH=CH and/or

R" and R? form a Ca.s-alkylene bridge whergin

- one or two -CH~ 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-, -S0-, -(SOy)-, -C=N-0-R"-, -CO-, -
C(=CH2)-'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 Cyinsuch

a way that the bond between the alkylene bridge and the group

Cy is formed |

- via a single or double bond, ,

- viaa common C atom forming a spirocyclic ring system,

- via two common, adjacent C and/or N atoms forming a fused
bicyclic ring system or
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independently of one another by -0-, -S, -SO,
-(S02)-, -C=N-0-R18-, -co 8-, C(=CH2) - or -NR13- in
such a way that heteroatons are not directly
connect ed.t one anot her ,  whi/| n . the above-de |ned
o Ky erio v Pamon A% L Bas BN diobindoind HiTaes g
by R14, @ggtewhl | e the above-defined al kyl ene bri dge
may be su stituted by one or two identical or
di fferent carbo- or heterocyclic groups Cy in such a

U LR BRSNS AR 0% RGBT AR,

via a conmon C atomformng a spirocyclic ring system
- via two commn, adjacent C and/or N atons formng a
Xtused denetesia @wﬁﬂgl%b@dﬂ&)whmuzoom 039764

Crome Forehly §e faup RbReERaPTHES- G cindor

Cl_6- al kphe dedwd~CHs! RILGYE Im&Y be replaced independently of one
C3a- cycl oal kyl - Cl4wz%ll gﬁgj b %r enoFt) es a Clp al ky% ene

bri dge waBetsien by -@-- @-Q-{S@r)oufﬁ%y -68-raspNECeith $ich a way
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-(SO -, afe@)directlPonnecteliftd onemndtitdt, @ way that in

each case two 0, Sor Natons or an 0 and an S atom
are not directly connected to one another, while the

o t acn i e Baat ST el lidthel 2@3‘3@@@%@%%6%%
whi | e attechdy iodRBard Xefprahdi 4 herrbdycliabssuewnlié a@ed
to R2, including the NN atom attached to

and X
f or mi nanggﬁgtrg%@ggmpea@f @lg‘@ begitached to R lncludmg 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 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 C.s-alkyl, C..s-alkenyl, Cog-alkynyl, Cs.7-

| cycioalkyl, Cs_z-cycloalkyl-Cs.3-aikyl, Cas.7-cycloalkenyl and Cy.7-
cycloalkenyl-C.5-alkyl, while two alkyl and/or alkenyl substituents
may be joined tbgether, forming a carbocyclic ring system, and

W s selected from among -CR%R®-0-, -CR"2=CR™-, -CR®*R®*-NR%.,
-CR"*R™-CR7R™- and -NR®-CR%R%-, |

Z denotes a single bond, Ci4-alkylene, wherein two adjacent C
atoms may be joined together with an additional C14-alkylene
bridge, |
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bridge may be joined together by an additional
Cl_4-al kyl ene bridge, and & C atom may be substituted
by RO and/or one or two C atons in each case may be
substituted with one or two identical or different
substituents selected from Cl_6-al kyl, Cgs-al kenyl,
C2_s- alWhied ¢ dsmiof tﬁé!ﬁlk?ﬁa’ﬂ%nd_?e may be substituted with R
C3. 7-cycl oal kyl - C1_3- al kyl cycl oal kenyl and C4a-
cycl oaBRefeyloneoriwal Gglomsindependenty ufymn@amtber may be

2 car botgeliE WRTbSs oP Bl REhCol iCortGREL F b Eafo ke,

Y

among white as Y grodps/aa oined Rep tiR%ing a
CR aR7b_CR7cR7d- and@gNRs?BégaRsb denot es a single

bond, @rmcaclm@a@nd\mﬂe. n two adjacent C atoms may
be joined together with an additional Cl4-al kylene .
bridge, -------- - -- WD 2004/ 039764 PCT/ EP2003/ 011933
9 whi | derotsainennfdhe Mwarmdey/givae iirCylge may be
substituted wth Rl and/or one or two C atons

i ndependently of one another may be substituted with

one oryy,
a1 o VT VORY BEGREASEYS (ARG Ptk PN
a car b@@yrmlattachedwty Raand X cfermingsa bemr@cfydmgrmtqnfnjsage‘.o
gi ven g (%6 while R may be attached to.Y including
the gr ui Emd the N atomattached to Rl and X,
formng a heterocyclic group fused to Y, and/or X may
be attached to Y form rl;g a carbo- or heterocyclic
group X me¥de attachegrta YAfarming a2 cadie astheterecyieiargrags

gi ven ﬁgéd%’y aﬁddenot es one of the neanings given for

O,

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

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 Rodgipkes the value 0 or 1, Cy denotes a car boT,Cq;;E,;,2003/011933
eterocycl i c group select ed fromone of the follo

meani ngs - a saturated 3- tl® 7-menbered carbocycl i c

group, - an unsaturated 4- to 7-nenbered carbocyclic
group, - a phenyl Egroup, a saturated 4- to 7-nenbered
or unsat lﬁ”a@r@ﬂ‘aém hejerpciglitoer @ B-meskerge gEpuR-Whk 608 or

W th-an '}h%r% Gén&ﬁb?’ﬁlr@? S—{qiée@gocy g?le%?e‘d%&%?\ij oF

unsaturate I'C group 'with
two or nane/dt 3tons or with one or two N atons and an
O or S atom as heteroatons, WO 2004/ 039764

PCT/ EP2003/ 011933 10 - an aromatic heterocyclic 5- or

6- Menbeiaed BECHBoVE- Hénﬂﬂﬁe@ﬂ- 8105 Eof ﬂ%msaled@mups may
di fferent heteroatons selected from N,

whi | e thecattanhed-vie twd camgnan, adipcens C @tpmfusa@éo acphenyl
gr oups ed via two common, adjacent C
at ons ﬁ%&dﬁ‘g 'ﬁ{g{‘)%g'ﬁ or pyridine ring, and in the

above- nentloned 5-, 6- or 7-menbered groups one or two
- non-adj acent_ - grou ps may be repl aced
i ndepereie 1390‘65}"”1%1 oneghd-hr ohi-memiesed 9"@1('&%:92? oF two

-(SO) - n%@ 864}§9@t CW O gg'ﬁqa)} PE r898¥%&3 P:E]%&Jbﬁ ly of one |

saturate rroups nmay a esen

as_bri dgetheribyea @@t STE=GHE, 4BOTBNISOR. (i, k) -
| m no, mnethyl ene, Cl4-al kyl - net hyl ene or
-(Cl-4-al kyl)-nmethylene bridge, and the

Shove. ARILbOVIHrNiehbd sEIAMER 6T Reeffiied Sfouos may also

pol ysubstitute one or nore atons wt

t he cabe wesent mmqgedgn@wstterm withyamalisxina dMH € | .palidyl)y

‘ .be mn?ngnlﬁ%Strr'iettH},tflgrqe 14-alkyl methylene or di-(Ci4-alkyl)-methylene

bridge, and
' the above-mentioned cyclic groups may be méno- or
polysubstituted at one or more C atoms with R?, in the case of a
| pheny! 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', Ca.¢-alkenyl or Cz6-
altkynyl,

R® R® denotes H, Cq4-alkyl or CF3,

.R'Ia RTb
R, R™ denotes H, F, Ci4-alkyl or CFs,

R® denotes H, Cy4-alkyl, Cs.7-cycloalkyl or Ca.r-cycloalkyl-Cq.3-alkyl,




WO 20b4/63w768nd/ or one or nore NH groups may be subgtrkpb@d/ol1o33
wth R21, R4 has one of thﬁgmeanl ngs given for R17,

C2-s-al kenyl or C3-6- al ky Rsa Rsb denotes H, Ci
4-al kyl or CF3, R7a R7b R7c, R7d denotes H, F,

14- al ky| H_Cla-al kyl
RGeSy égﬂ¥d@§<§?%1aq~@(l§]1 65 ey p-(Cpgratkoxy)

SRR e s

C1- 3- al{feyk all%)ramm, cyda-(éiskaikyleae:bvm,l gminoiGoz-alkyl, C14-

C1- 0- al
cycl oaé@g’é a%%g'l r?e‘?i'"fl}fI é}%amaﬁ%i‘%f"@%}g@ﬁ'ky&fyglo Ca.e-
aI kyl - @]R diniro-al Kalkyl, 3mmf3kC1| 3-alkoxy, C1.4 alkyl-am:no~C1 3

-(C1-4 alk I&Bam no- , cycC
aI kyl o ARy G- &%lky«igrammrﬁmedhcacymrmgo C3 5~

S ITE AT "

aI kyl erammbc@bﬁﬁ ;Sdladdﬁgxadkyma‘rmmrbmwbr cfBlg-Cky! -
am nocar bonyl , (Cl. 4-al kyl ) --am nocar bonyl or

cycl o- @‘Y@”WFHW%W@”H ei mi no-carbonyl , R
- denot es C2-6-al kenyl, C2-6-al kynyl, R15-0O R15-0O CQ,
R 5-CO O RI16RL7N, R18R19N-CO or QI, R12 has one of
R'f he nedenotes Qixalkenylr CRealkyRYB R3O, RIE®TO,IR'-CO-O,

nmeani n e ; kb th the exception of

car boxgzi F%lﬁ' rfg, @Rééaq’r\g@%n, Cl- 6-al kyl ,

C2. 6-al kenyl, C2-6-al kynyl, R15-O R 5-O0 CO, R15-0Q0,

R15- CO O, R16R17N R18R 9N-CO R 5-O C1- 3-al kyl,
R'&t 5- O 0@s Op8-Gilthy MeaRIHSQIGN fRE  S02- NH,

R15- CO- C1- 3- al kyl, R15-CO O C13-al kyl,
RI6R17N- C13-al kyl , RL6R19N- CO- C1-3- al kyl or

R‘Q’ C1- Baglonelof ti@&ééﬁﬂ@sﬁvé’h f&hﬁ \@itHf}He exception of
' -7- cyclboal kyl, C3 oal kyl - 3- a kyl,
carboxy,

R“  denotes halogen, Cre-alkyl, Cag-alkenyl, Cae-alkynyl, R"-0, R5-0-
CO, R'8-CO, R"™.CO-0, R'*R'N, R"*R'*N-CO, R'5-0-Cys-alkyl,
R*.0-CO-C1.s-alkyl, R'"5-0-CO-NH, R"*-S0,-NH, R'%-CO-C5-
alkyl, R"-CO-0-C1s-alkyl, R*R'"N-Cy.s-alkyl, R®R"N-CO-C.5-
alkyl or Cy-Cy.z-alkyl,

R denotes H, Ciu-alkyl, Ca.7-cycloalkyl, Csr-cycloalkyl-C1.a-alkyl,
~ phenyl, pheny!—C1-3-alky!, pyridinyl or pyridinyl-C1.s-alkyl,

R'® denotes H, Cye-alkyl, Ca7-cycloalkyl, Ca-cycloalkyl-Cq.s-atkyl, Caz-
o cycloalkenyl, C4.7-cycloalkenyl-C.z-alkyl, co-hydroxy-Cz.s-alkyl,
| ®~-(C14-alkoxy)-Czs-alkyl, amino-Co.g-alkyl, Ci4-alkyl-amino-Cp.e-
alkyl, di-(C14-alkyl)-amino-Ca.e-alky! or cyclo-Ca.s-alkyleneimino-
C.s-alkyl, | |




woﬂi@@mémwhenyl C -3-al kyl, pyridinyl or PCT/EP2003/011933
pyridinyl-d 3-al kyl, R16 denotes H, Cl-6-alkyl, C3

7-cycl oal kyl, C3-7- cycl oal k@ - 3-alkyl, C4.7-
cycl oal kenyl CA4. 7-cycl oal kenyl - d 3-al kyl,

~R" S}nhﬁgr 25% o of e oprinds @en 16h 'ﬁ“x%ﬁeaot% il

C1 K | -
cy cl(o @eay' Fhén%f%?’%aﬁ%- b ycz ”KM d@man 2y.éo%'z-f/o 039764

PCT/ EPﬂi@i&fmg@E@nyl;LQthDXy,HwFW&OFch&MkM’ngs

oyt i B o RASR o R oy

car bOXY31.4ralldjlcm‘b@ﬁj7lém’nd Cel-ahyal NA(CM-alkylcarbonyl) N-
Cl14- al koxycar bonyl , Cl1. 4-al koxycar bonyl -C1. 3-al kyl

Cl. 4- a|(¢2y4-éHfNB@Wﬂarﬁacﬁoak~:2| @mﬁllwlsuiphonyi
N (CLacalofhanbasdmio-ECLing) BICITAGAS RN

Cl. 4- a

Cl4- al MC&hﬂaﬂWFafhmmmpg-ém B- al kyl or

N- (Cl1. 4- al kyl sul phonyl) N(C14-al kyl ) -am no- C2- 3- al kyl
Ri b, R19 |ndependently of one anot her denote H or

Cl. 6-al kyl ,- R20 denot es hal ogen, hydroxy, cyano,

Cl. 6-al kyl, C2.6-al kenyl, C2_6- al kynyl,

R7- c'y‘nde@&hdymtly orie ayathentddydie €l oBCakiayl,
hydr oxy-Cl 4-al kyl, R22 Cl-3-al kyl or one of the
nmeani ngs given for R22, R21 denotes Cl. 4-al kyl,

- R®- hydreéb{o@& r%k?déﬁ/hydr%x?l?sﬁarﬁ kQated, €. éibikéhyl Cos-

co-Cl. . 4-al kyl - am no-
o-di - (aik&nﬂl @y l-cyeloatiyl, Ca763yalda}ky -Oaa-alkyl hydroxy-Ci4-alkyl,

‘ CClzl &Oi_l % 61 Egh%bﬂvpr’le gﬁ]_edpﬁaavgé \{%%r %ﬁ Cl - aI kyl ,

Cl4- al kyl sul phonyl, R22 denotes phenyl -d - 3-al koxy
, HO- N=HC, Cl1-4-al koxy-N=HC, C14-al koxy
R%C14- al dqmmthséimeak}ﬂoamydm -@b. k—glk(ybrabﬁ‘nwalkoxy-Cz s-alkyl,

3446‘!{)0 Vas ng%ﬁmoﬁw-aﬁ(cFlrcotlgtqelcu—alkyl)»ammo -Cog-alkyl, o-
Cyéf?@c?%—%{&al@%ﬁn@ﬁ@{tggn alkyl, phenyl-Crs-alkyl, Cru-alkyl-
‘cycl o-&8b6nyl| @1L4eaihoxy-oarboayltmr®4 -alkylsulphonyl, '
cycl 0-C3. 6- al kyl enei m no- C24-

R# denotes phenyl-Cq.s-alkoxy, OHC, HO-N=HC, C,4-alkoxy-N=HC,
Ci4-alkoxy, CM-a!kyithio carboxy, Cq.4-alkylcarbonyl,
C14-alkoxycarbonyl, aminocarbonyl, C14-alkytaminocarbonyl,
di-(C14-alkyl)-aminocarbonyl, cyclo-Cs.g-alkyl-amino-carbonyi,
cyclo-Ca.s-aIkyi'eneimino-carbonyl, cyclo-Cas-alkylenaimino-Caq-
alkyl-aminocarbonyi, phenyl-amino-carbonyl, Ci4-alkyl-sulphonyl,
Ci4-alkyl-sulphinyl, C1s-alkyl-sulphonylamino, amino,
CM-aIkylami'no, di-(C14-alkyl)-amino, Ci4-alkyl-carbonyl-amino,
cyclo-Cs.e-alkyleneimino, phenyl-Cs-alkylamino or N-(Cy4-alkyl)-
phenyi-Cy.s-alkylamino, acetylamino, propionylamino,
phenylcarbonylamino, phenylcarbonylmethylamino, hydroxy-
alkylaminocarbonyl, (4-morpholinyl)carbonyl, (1-pyrrolidinyi)-




wo 28bkyide7edni nocar bonyl , phenyl - am no-carbonyl,  pcT/EP2008/011933
Cl4- al kyl - sul phonyl, Cl14-al kyl - sul phi nyl
Cl4- al kyl - sul phonyl am no, dRi no, Cl4-al kyl am no,
i -(Cl-4-al kyl)-am no, Cl4-alkyl -carbonyl -am no,
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N (crasamepi -peroPyBRasayi herawafe-Lazpreaony!

pr opi ok P ﬁa%m&h)ééfﬂlfm |rﬁé‘fh9|‘énedioxy, aminocarbonyl-
phenyl car bonyl e hylam no, hydrox

al kyl aﬂmmalraibw?mmqwhmxbammmyl ) car bonyl '
(1-pyrrolidinyl) W 2004/ 039764 PCT/ EP2003/011933 13

carbonyl, (1-piperidinyl)carbonyl,
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anfidd; @ddt}ﬂammo @n’ﬁ:h@@r@ﬂﬁyihwand il flmér%ﬁdiw bnﬂbwﬂfn%(thoxy,
am no, Ct- -aﬁrlamno i-(Cy yl)- amn

amjpe-ptzatikrloCiar ‘Wl@@ﬁﬂ@&m'ai&}ﬂyéﬁd diwﬁ@fi atkwammgacyu s-alkyl
ariorI4PRE TRy R A
di -

(Ct _3-al kyl)-am no-Ct _3-al kyl and/or rmy be
nitro, and the H at

nqsubstituted b an
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thessdii therdcgd with - CN,
~with the following provisos (M1), (M2) and (M3)

(M1) in the event that Y denotes phenylene substituted with -CN,
X denotes -CHz-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,




X denotes -CH2-CH(OH)-CH2- O, Z denotes a single bond,
R1 denotes a straight-chain or branched al kyl group
WO 2Wb4didsedsd 0 10 C atons and R2 and R3 represent IgcTE003/011933
W does not represent -CRsaRsb O (M) in the event"
that Wdenotes -CH=CH and denotes a phenyl ene group
and Z is a single bond, then the bridges X and Z at

podp£¥ Bre1Ee Srlkelfand re afuPiA W alleB bhuiitEiet" ®
fol(tl;w\hggt@oghbi@ns is.met: (a) the group Y neaning

phenyl ene is at | east nonosubstituted, WO 2004/ 039764
PCT/ EP2003/ 011933 14 (b) b has the value 0 and the

' L ' .t : b has th
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i ndihyiatiaio)}-prapuiybpbesyibethyeacalamide.in the form of

the tautoners and in the formof the free bases or the

corresponding acid addition salts with

phar macol ogi cal |y safe acids. Also disclosed are

conpounds, including the salts thereof, wherein one or

DFREIGsEY REPSR Bre RbRPOURGS if Bt ASftRfohedReyRIUaY Bptical
isomers, mixtures of the individual enantiomers or racemates, in the form
of the tautomers and in the form of the free bases or the corresponding
acid addition salts with pharmacologically safe acids. Also disclosed are
compounds, including the salts théreof, wherein one or more hydrogen

atoms are replaced by deuterium.

In a first aspect, there is provided Amide compounds of general formula |




In a first aspect, there is provided Am de conpounds
of general formulal R Ilii R~-NXy- Z --NCWA4B
b R3],4a wherein R, H#independently of one
anot her denote H, Cl.64kyl, C3_,-cycl oal kyl,
C3-7-cycl oal kyl -C1_3-al kyl m&hydroxy-CQ-S-aIkyI,
cu- (Cl. 4- al koxy) - C23-al kyl, :
Cl. 4- al koxy-carbonyl -d . 4-al kyl, carboxyl-d . 4-al kyl,
am no- C2- 4- al kyl , C1. 4-al kyl - am no- C2. 4- al kyl

i -(Cl-4-al kyl)-am no- C2-4-alkyl,
cycl o- C3. 6- al kyl enei m no- C2-4-al kyl, pyrrolidin-3-yl,
N-(CL_  4-al kyl)-pyrrolidinyl,
pyr r edhegeimy| - G - 3- al kyl, N (Cl4-al kyl)-pyrrolidinyl -
Cl- 3-al kyl, piperidinyl, N (Cl-1-alkyl)-piperidinyl,
‘pi peridinyl-CL. 3- al kyl,

RIMWECL %@éd@ﬂdbﬁﬂ}(%@bhé'dﬁ%khéﬁhéﬁo@é leuIcmaeirlleyimc3 rcycloalkyl
phenyl - C1. 3- al pyridyl or pyridyl -

I k
whi | e Gy ﬁmlmw&mkvlomehwb‘p&m%-sﬂhﬂ wé&‘nm%@’%e

C t F
and! o CoreAbi L kS EORRYCrrBR L R o ekt
anot her, nﬁﬁo@ﬁ@émpﬁUMLaueﬁéWn@LCpJ-aﬂBm da(tdwalke!) -amino-
phenyl yrid group nmay be 3] NAC
pol ys ut&walhyle dyfd9 @malkgleaawnm- angb R¥RYIdigrsylp (Cr.

o R B S b totan
other 'dy Palkyl, pipchtl F@mw&1j@lm)apuﬁaﬁduaykplmnrm-cdge

R2N- dengtes a grou | e
from az’&}ﬂdNﬁ@M@kY'bDl’@ﬂﬂ'é‘yl*Qn-p‘@q"W& rPI apj'@'}',‘é{f]&ts -alkyl,
2 2 O DR sRiGhEH §RUps
2.3, 4, nglr I'@/‘mdéﬁ ?’ﬁa'@ég‘.’"ﬁ’éé ntzﬁl% M@t r ahydrg- P
H- azepidig) resRiuge ¢ remond € atomst inay eemonos ok
function is substituted by R13
....... polysupstituted by F andlor one or two C atoms may
independently of one another be monosubstituted by Cl or Br, and
the phenyl or pyridyl group may be mono- or polysubstituted by the
group R?° and a phenyl group may be monosubstituted by nitro,

with the proviso that at least one of the groups R', R? has a

meaning other than H, or

R! and R form a C,.s-alkylene bridge in such a way that R'R*N-
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, 2,3,8,7-tetrahydro-1H-azepine,

piperazine, wherein the free imine function is substituted by R™,




pi peri di n-4-one, piperidin-4-one-oxine,

pi peri di n-4-one- 0O Cl. 4- al kyl - oxi ne, norpholine and

t hi onor phol i ne, while oneldb nore H atons of said .
C2%- al kyl ene bridge may be replaced by R14 while the
above-defined al kyl ene bridge may be substituted by

one obigeMdin-dedrid, piveriin-d-driebrithe, qFpEMdinA-one-0-Ci4-
het er oc in such a way that the bond
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4-al kyl -aza-C4_7-cyc enot es
Cl4- al ayay thad dmot bsnadbetwdurathehalkylehe brialgie\drerthe group

N atonms formng a fused
E e or npore C.a

“with on

bri dge_.and e group Y is
it mayC¥® otjﬁ'gﬁ te

C2.4-al kaeé‘Qh%léJbr §autite Dok
bridge X may be attached to
at t acheavia@ eamaah & aftolrnrforrg
one or t

linked to X via a C atom

CH2- CH-CH, -CH2-C=C,

| ene- NR4, whil e the
R including the N atom
ing a]spafoomhclrin@ systam, and

M o gl R Sl o e Bkt sfieed

Wis selected from anong

Se' ect eOb“f: ¢li® firdts: tbbﬁ ¢r and
C¥|2 W% -CH2- or -CH=CH 14c Z denotes

a si ng'l ewaéh@e orangre GranchkmN@mms farming abgdeed fing C

at ons H%&Q%dently of one another may be nono- or
di subst i F, or CF3 and/or nonosubstituted

by d, and Y is sel ect ed from anong the bival ent
cycllc groups
wherein Cy denotes Cs.7-cycloalkyl, aza-C4.7~ cycloalkyi or 1-Cy.

_ 4-al-kyl-aza-C4-7-cycIoaIkyI;
R? denotes H or Cys-alkyl,

denotes an unbranched Cq.4-alkylene bridge and

if the group Y is linked to X via a C atom, it may also denote
~CHz-CH=CH-, -CH,-C=C-, Co.s-alkylenoxy or C.s-alkylene-NR?,

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

one or two C atoms in each case may be substituted with one or
two identical or different substituents selected from C1.4-alkyl; and

is selected from among -CH-0, -CH,-NR?-, -CH»-CH>- or -CH=CH-




N N while the above-nentioned cyclic groups may be
nmono- or pol ysubstituted at one or nore C atons by
substituents selected frgaeanong fluorine, chlorine,
brom ne, cyano, Cl..4-alkyl, C2_6- al kenyl, hydroxy,

w hydr oxy- Cl_3-al kyl, C1.4-al koxy, trifluoronethyl,
trifluoronethoxy, C2-4-alkynyl, Cl4-al koxycarbonyl,
W-(Cl a al 1 I kyl, - .

2 & & RieBelR A il bandhis s o iGHeciHar whilg pngeirdo ©
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Cl. 4- al kyl - am no- car bonyl ,
4- al kyby-FRaroor&Feangfor manesuhstiuted by Cl, and
-CH=N-O-Cl4-al kyl, and in the case of a phenyl group
may al so additionally be nonosubstituted by nitro,

Y and/ or iscieected ohtaMdngr thesivdlent BRlic grdgid t ut ed by
R21, 14d A denotes phenyl, pyridinyl or naphthyl,
whi ch nmay be nono- or polysubstituted at one or nore C
atons by
chl orimne,

hstituents selected fgom anmong fluorine,

i ne, cyano, Cy4.al \CZ 6- al kenyl,
| y WLhydroxy C1 3@‘@@- al koxy,
yl, trifluoromethoxyy _4-al kynyl ,

. 1
trifl uoroNe

car boxy, G .4- al koxy- carbonyl,

w- ( Cl4- al - C7_3-al kyI Cl aI koxXy rbonyl am no,
© am no; iani no, ﬁ 2 i NO,

cycl o- C3- | kyl enei n? no am nocar X : '

Cl4- al kyl - am no- car bonyl, di-(C~4
.al kyl ) -am no- car bonyl , CH:N-C]—| and

-CH=N-Q~ Cl - 4- al kyl , in the case of a phenyl ring may
al so additib y be nmonosubst i\t ut nitro, B
denot esNpié pyT i di Ayl , thie y pur-anyl , . whi ch
' sub®tituents
sel ected fr/om anong fluorine, \chlgdrine, brom ne,
cyano, CI. 4-alkyl, hydroxy, w hyaixyd 3-al kyl,
C _4-al koxy, tri f1 uor omet hyl, trifluoronethoxy,

C24- alkyny!

‘while the above-mentloned cyclic groups may be mono- or

polysubstituted at one or more C atoms by substituents selected
from among fluorine, chlorine, bromine, cyano, Cq.4-alkyl, Co.6-
alkenyt, 'hydroxy, w-hydroxy-Ci.s-alkyl, Ci.4-alkoxy, trifluoromethyl,

~ trifluoromethoxy, Co4-atkynyl, Cis-alkoxycarbonyl, o-(Ci-alkoxy)-
Cqz-alkyl, C1.4-alkoxy¥carb0-nylamino, amino, C4.4-alkyl-amino, di-
(Cy.4-alkyl)}-amino, aminocarbonyl, C44-alkyl-amino-carbonyl, di-(Ci.
s-alkyl}-amino-carbonyit, -CH=N—OH and -CH=N-0-C,4-alkyl, 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?',




A

Cl4- al koxycar bonyl, w (G . 4-al koxy)-GC _3-al kyl ,
Cl4- al koxy carbonyl am no, am no, Cl -al kyl -am no,

i-(G -4-alkyl)-anmino, cy4do-C3.6-alkyl eneim no,
anmi nocar bonyl, C7. 4- aI kyl - am no- car bonyl - and

di-(Q d@n@ié@’bﬁe | SRR osu@’ék’ r@ggﬂﬁ%m%%ea{

addi ti onal | al s ni‘tro

denot epolysabstiiuted ot ane or more Glatomeby bhbstnt@é’n&@l&qtéd
| 5?40'3%?@9%53’@{%&”5%393 RS eito, Gt G
v hydr gapénfy] dro>€y1 - h@d@xﬁ%&amm( 6] ,-aMkgxy) - Cl

3a|ky| amnoCI al Kyl ,

“am no- DifILB)ramlemyl tclﬂummyrmtbaxmﬂlg@alkpwlmarﬁeay k§_4-alkoxy-

SII- E:?le’ﬂ itlo“)%lfé %B‘OX 3s-§1 |é145%|@02)?-ca]bony?am%o

ﬁ)a/ﬂc'ogen hygir;lgxé, Pé%ﬁ%@ oﬁc?’g% @”l T@% oaﬁ kyl
and Clalkyterairkinoy anmaca]‘bonyieﬁ Q]aksdt-lahyho—carbonyl di-(C1.4-

L) SRR Sha A OH SRR3R I n o

cycl o- sés@ofalphéhﬂnmgnﬁw 18t BHGRshailybh Irﬁodd%ubgﬁtuted by

above-nmenti oned groups and resi dues, “especl al I'n

B, W nitro,Y, Z R to R4, R8, R13, R14, R20, R21 in
particular, in each case one or nore C atons may

addi ti onal I y be nono- or polysubstituted by F and/or

i n eaclenctes pheng, Q%mHWI fhléhﬂ%d‘@‘arﬂﬂ%ﬁlbﬁﬁﬁé& Beltfiono-

nmonosubsti t ut ed Br independently of one

“anot he®r, p@h@lhﬁt@tedlm/cﬁ@sytumsaieatﬁdefr@'@meng fluorine,

a pheny

 heenoBHLRE e aPathy % . SRk fha 3Kl o,
(M) i Orje Eg(ogrygﬂggubftﬁﬁetﬂw BIcTSnetiody! 1, AtkyhyH &b ERy,
Ci4-alkoxycarbonyl, o-(C4-alkoxy)-C.3-alkyl, C14-alkoxy-
Carbonylamino, amino, Cy4-alkyl-amino, di-{C4-alkyl)-amino,
cyclo-Cs.g-alkyleneimino, aminocarbonyl, Cq.4-alkyl-amino-carbonyl-
-and di—(C1;-alkyl)-amino-carbonyl, and a pheny! group may

additionally also be monosubstituted by nitro,

denotes the value 0 or 1,

denotes H or Cy_g-alkyl;
denotes H or methyl;
- denotes H or Cy.3-alkyl,

denotes halogen, Ci.4-alkyl, hydroxy, e-hydroxy-Ci.s-alkyl, C.
- g-alkoxy, o-(Cy4-alkoxy)-Cy.s-alkyl, amino-Css-alkyl, C14-alkyl-




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 addeat |east one of the
following conditions is net: (a) the group Y neaning
- phenyl ene is at |east nonosubstituted, (b) b has the

val ue Oaranﬂ:-clilg-aﬂ{w@gﬁc*%oﬁkﬂlaﬁﬁﬁb-@.;Htkﬁ}},iN—k{t:;?ﬁ'
(c) b has the value 1; (M3) the follow ng”individual
- conpour¥éslaatiey/ i Gicallid-@mino-Cy_s-alkyl, di-(Cy.4-alkyl)}-amino-

N-[4- (2ol ghic '8 Qe Ryl o3 RiigRy! - propi ona
N-[ 4- (2- mor phol i n- 4-yl et hoxy) - phenyl ] - 3- phenyl - pr opi on

de, _
RY' 4 cHepptostiiagen. hydroxy, vano.G oralkyh Gamoeysioniog pndiCr.
enyl ] - ?—tagédx R 14f
acrylamde, "N-{2-[3-(4-{2-[2-(4-chlo
ro- phenoxy) - acetyl am no] - et hyl } - phenoxy) - 2- hyd
R DURRHBE o) o cahie o 8 Siyrphon, -sor
2-[ 3- l - N - s
gc eE yl g’ﬁzﬁg‘?@%#@gpﬁkﬁ’o%?@ﬁ{fd?lgwg parnéjpC Cz!n?ﬁ 1;?‘8] - et
hyl } - a@lkgleneimino-sulphonyl,
2- (4-chl or o- phenoxy) - N- (2-{4-[ 2- hydr oxy- 3- ( 2- phenyl ace
tyl am no-

wPﬁkahM'tm‘aB@\)e-ﬁﬁéiﬂ@@éh'g?BﬁEé’hh %Qupés,asrg{&m@%nxﬁs W, X,
secqnd gspect  proyi dgs the physiological I'y ccept abl e
Y,ZalR'do 8", EﬁweRamee, R0 RY in particslatesreadiedasdhone oanbre C

' A t.hird aspect, prpvides copposjtions
s PP rd oA 68 riogibe BE RonBUBHER 6 PR Frkagh case
onalriRo D elcPhs m@aé&diﬁén@lﬁffb@ﬁ‘ﬁmé@ﬁb’ﬁitef@d el by Br
. together with one or noré physiol ogically ‘acceptable
indspengeatly ef one ppather, arthect provi des phar maceuti cal
conpositions containing at | east one am de conpound
as defined above and/ or a salt as defined above

theotitamers, the dietdrebmrs,theRMaftioBre tha Phikturas th&Esf and
and/or diluents. 15 A fifth aspect provides the use

thepaligitheeapft one ani de conpound as defi ned

with the following provisos (M2) and (M3)

(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 phenylehe 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 rneéning phenylene is at least monosubstituted,
(b} b has the value 0 and the group A is at least disubstituted,
() b has the value 1; B ‘

- (M3) the following individual compounds are not included:
N-[4-(2-diethylamino-ethoxy)-phenyl]-3-phenyl-propionamide,
'N-[4-(2-morpholin-4—ylethoxy)-phenyl]-3—phenyl-propionamide,
3-(4—'chloro-phenyl)~N-{2—-[4-(2—diethyiamino-ethoxy)-phenyI]—ethyi}-




above and/or a saltas defined above, including the
conpounds excl uded by provisos (M) and (M3) as
defi ned above, for preparitdy a pharnmaceutica

~ .conposition for influencing the eating behaviour of a

mammal . A sixth aspect provides the use of at |east
one am de conpound as defined above and/or a salt
aq&ggg' et O t he second aspect, including the
compounds ‘excl uded by provisos (M) and (M) as
defl{248-(442V2-(4iahororstamaxy pacetyRiminopetyi} sirinoxy)-2-

c osition, for reducing the body wei ght and/ or for

priREER-REPRYlaMinel-eHvd-ispbylyearsidgy wei ght of a mamal .

A tAESrat USE D _ ne

R RS L BRI OB PR Blo-bREp o
deefde_t;dam&rhﬂ*mhyl}-phbudi)(y)gz—hg@'fogxywomkr)ldmincﬂ;eihwamidg,.

o opr S0S an i.ne ve, fo reparing

R SRt R R T B S BReRacely T’

r 1SS ht Aeticularly with an

Ngfﬁéﬁ%@gé%rg-egﬂf@g% | g%tlhwjg%?lta\,ﬁ ItaE/3 An ei ght h aspect

provi des the use of at |east one am de conmpound as '

defined above and/or a salt as defined above,

Aebosl BepédterewaRe tirlshysiotebicaty ab¥eEBI SIS df ke afiide

(MB) as_ defined above, for ﬁreparlng a pharnmaceutica

CRpRsids andeperited abavg anrghhergigafiehe prevention

and/or treatnment of synptons and/or di seases caused

by MCH or causally connected with MCH in sone other
Alyird aspeaipiovides composiliode sontainingeat déasttonesamideone

- GEnR R IR aYReT ReoEpATr AR B aRuRine Py

- ipgethies adth(di oamsbre bBysiekgitedlly medeplabve exdipients.epar i ng
a pharmaceutical conposition which is suitable for
the prevention and/or treatnent of netabolic
Nf&ﬁ&ﬂ&éﬁec@'ﬁé\ﬂﬂe§Ehhﬂﬁaé&&i@:%ﬂ&érﬁpo@ﬁibhé eBh@fihiMg at least
obesity, bulima, bulima nervosa, cachexia, anorexia,
angorreidescarapowyhas gatlined pbeyhantlbor 4 ealt Astdsfined above

BBl odete it he Br hd@ihe f SR SRHIORRS. =

i ncl udi ng the conpounds excl uded




by provisos (M) and (M3) as defined above, for
preparing a pharmaceutical conposition which is
suitable for the prevention and/or treatnent of

il nesses and/ or di sorders which acconpany obesity,
particul arly di abetes, especially type Il diabetes,
conpl i cations of diabetes ﬂ@cluding di abetic
retinopathy, diabetic neuropathy, diabetic
nephropat hy, insulin resistance, pathol ogical glucose
A tiitte papral previdep i use obafi least ane anite corspeind ae diefined

; 7 4 ) .
DR AT SRR Ro W G W OB S ey
pednﬂsv@m(l\gzpam gm?pawéﬁha@db abevegffer prfepaﬁr? eqmaén}meagwe
conpo s. .defi.ned aboyve and/qr a salt as define
CORRPASTION BT [iHRBCH & Bl AERaVRUEd! dDEMBYRlor ovi sos
(M2) and (M3) as defined above, for preparing a
phar maceuti cal conposition which is suitable for the
Apvisthertnesh peavidesy theuseafiad leasd ongyaseideigemnpamdas defined
L _ . . : tosis.
aB8Le anitldris SQPc R BHT O Bie Bleo oy A Mo BREREY  ve
campounds excladpd dyqirovisoa e and (M3 ap defived aboye, for

PlFRLTS bh s ARES Fpa it e BT R p ol eknLne
odfargirdeestingan wedréade imsthe dodyrweaigtibsf 4 heanwsal. of  at
| east one am de conpound as defined above and/or a

salt as defined above, including the conpounds

ACS) e Qs?é!ct r&‘/iHéﬁ?hé & o?ﬁfjlﬁ%@@)né‘%nﬁgé icBﬁ%gﬁREVa%
for preparin a parrraceutlca corrp05|t|on |1 C I S
defingchbbevée andioha salteascdefined abalepincludiegtheecompbunds

BB EHBESC vy 450 OB R AR Ry el ) Prdpring pa
e ol onpoe L on e aar i ad
- pgg@@&riyc\%g? ﬁgﬂ‘iéﬁs‘b@qeﬁtqfr@itaggniﬁ@%?ﬁ\’é‘ﬂe

am de- conpound as defined above and/ or a salt as

defi ned above may be incorporated in one or nore inert
Aogightbraspectipuvidas therise gyatdeagionshamidssgompowadias17

dérindy ébﬁ\?@éﬁdlﬁf'F%%ﬁt.a%@é‘fir&%sat?ov@ﬁ'fc'l.[ﬁﬁr‘?é‘mec@&mpounds
conposrtion containing a tirs
excluded by provisos (M2) and (M3) as defined above, 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.

A ninth aspect provides the use of at least one amide compound as defined
above and/or a salt as defined above, including the compounds excluded
by provisos (M2) and (M3) as defined above, 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.




active substance which is selected fromthe am de
conpounds as defined above and/or a salt as defined
above, including the conpounds excluded by provisos
(M2) and (M3) as defined above, and a second active
substance which is selected fromthe group consisting
of active substances for the eat nent of di abetes,
active substances for the treatnent of diabetic
conplications, active substances for the treatnent of

oAesithprovides eHealdey oPatIBAst dritpamide tANbAURNES Hafined
active substances for the treatnent of high bl ood

priie andlorg saly as dgfined abeve.fingluding the samperndsexcluded
MBI e 19 S0 OE, WG,

stances e treatnent o ive
spharmacesticd complositioneshick ig suitabde fardhe petvasntion amd/or

' he .t t t of d | on,
B O Tt N
gratticulady Hiabetes, eBpediallg typlds alabetds) BofiplitAfondwRdihbetes
Unl ess ot.herw se specified the groups, residues and
Jneding Apetic @&PPBaﬁyama}veﬂs&\,neB,onﬂfh»(,diapet@, ngphrepathy,
Rasulifssi32andd)] patidibgicR GlucEdditol ncB,lgn% HAGThadd,
index b, have the neanings given herel nbefore.
Recdingiingfiicentye cardiontisesiar diseasgs quasticutarly Mteriogcletpsis

T bl s e o380 offls  dont |y of one

anot her denote H, a Cl-s-alkyl or C3_7- cycl oal kyl

oup o tﬁ1i onall% s%stituted b% the group R11, or a
%ﬂeﬁ Neg ARPCEhPIVIIAS the SRl 8 leasd phs @pytle camppuny as
D A e S PEAR b, Mg Thé CBmplnds
exeludedby groyises (M) anshiddd) 4 defineshabave tfaeprepayinglze

| ; . - , : . 1

SRBTSSE AL PSR Y il e Pl

te@itmentiobyypediipidasmia, ceflulitis; Et=cddinuationNRidignaat t hat
tans are not rectly co necf&id t o one anot her,

\?@ejgsjéo ?%jgg%ﬁerp@-[mggfég@@s ggwiional disorders, affective

disorders, depression, anxiety, sleep disorders, reproductive disorders,
sexual disorders, memory disorders, epilepsy, forms of dementia and
hormonal disorders.

- A twelfth aspect provides the use of at least one amide compound as
defined above and/or a salt as defined above, including the compounds
excluded by provisos (M2) and (M3) as defined above, for preparing a
pharmaceutic_al 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.

- Disclosed herein are processes for preparing a pharmaceutical composition
as defined above, characterised in that at least one amide compound as defined
above and/ or a salt as defined above may be incorporated in one or more inert
carriers and/or diluents by a non-chemical method.




18 while in the al kyl ene bridge defined above one or
nore H atons may be replaced by R14, and while the
al kyl ene bridge defined herei nbefore may be
substituted with one or t@p identical or different
carbo- or heterocyclic groups Cy so that the bond
bet ween the al kyl ene bridge and the group Cy is nmade

A thme?ntﬁ aBpétppoides 8 WhbmBSAical cothBosMidiPEOMAInAga Arst
a spirocyclic ring system Vvia two conmon

acagé g]k"é%?n‘@ wh@hdis splegtesifom dherpmipecanpeeundsasgefined
abrolva %tn?ﬂb?ta Jme‘a é%@elnﬁfud@ﬁg goﬁ[b%/uﬂﬁs D atLSE

form ng Fin
by(FmVlaOkWéhend)(Mages d/bﬁmeﬂ abave, @Grid-a spoond adiye be

SOHLASSHbhss S P G oo e i 3508 s

foﬁﬂﬂi ﬁ‘éétn’?é’nt c9 diabe?es a&z@@kubstaﬁ@é?}csr the @Qatr%nt ORdiabbtic

such way t In eac case 0, or atons or
ccmnpla:aands,aactive satbcstarmee faoﬂdedre&mehyof @b@mt:y pnsg‘etabéy other

wWhi, | th bri.d dto Rl dj
R MGH iadpieRaahif o SOk ol ey of high bi33d
pr@%tﬁ’éoébﬂﬁ}é %tﬁt%s f@l“ the frétnfentoP ﬁ?pé’r‘hpﬁia@nﬁﬁ OTn@lﬂldhhg

atom of the al kyl ene bri dge nay Lome together b

aramoaul@r@%rmtweﬂtbatmérﬁ@r tbeuttﬁgémea of artiwitis mtv@y be

subdce othedtatitnf BEaPls el A Bt Ebtaricts B the

tregitinbat @ﬂdi bsbion| Eptiorallg pgethanditd onersrtrsredineHngirgers

bond, C1.4-al kyl ene, wherein two adjacent C atons nay

_3nl§|é3fdﬂuﬁ8§5toget her by an additional Cl.4-alkylene WO

2004/ 039764 PCT/ EP2003/ 011933

Detailed Description of the invention
Unless otherwise specified the groups, residues and substituents, particularly
A, B, W, XY, Z R to R, R® R®, R, R R R™ R® R to R%, and index

b, have the meanings given hereinbefore.

‘According to one embodiment the groups R', R?, X, Z, b, R"®, R™, R, R",

R, R¥, R® have the following meanings:

R R? . independently of one another denote H, a Ci.s-alkyl or C3.7-
cycloalkyl group optionally substituted by the group R", ora
| phenyl group optionally mono- or polysubstituted by the group
R'2 and/or monosubstituted by nitro, or

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

- one or two -CHg- groups indépendentiy 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(=CHz)-or -NR™- so that
heteroatoms are not directly connected to one another, |




wo 2885 03régdge, while a C atom of the al kyl ene bripgpepms/011933
be substituted by RIO and/or one or two C atons

i ndependently of one anoth $ may be substituted by
one or two identical or different Cl-6-al kyl groups,

g?ﬁyg r giivl'ﬁ{g?@}/h% algylgh%%%gg%hg, a%%% %)r%’or more H atoms
0- (CL. 4- ghdcopy g gngm no, CL. a-al kyl -am no,

di - (Cl. 4- al'kyl ;eﬁéacﬂ%} c;’/glno- C3_6-al kyl enei m no,

am no- Cl. 3-al kyl, C1. 4-al kyl - am no- Cl1- 3-al kyl ,

di - (Cl-a-al.kyl)-agm,no-Cl..3-al kvl ., cyclo-C3 s-

2l kyl enoPRiRdNe AR SR ook fted néTniidzayRay be

Cl- 4- al kylibatmiifea-wiloge 8t X Ibentical or different carbo- or

di - (Cl4-al kyl ) -am no-Cl1. 3-al koxy or cycl o-C3_6-

al kyl enehgieiec\aiic greupsdiy so that thebonddatureq &g alkylene
Cls- al kyl.,. (R15- - . ;CO, Rt5-CO ORI6R17 N
msmgmﬁ/h@%@%”gﬁ?‘% @?l"? ﬁ,%}q%s- 0-CO G -3- al kyl ,
R15- CO- G _diad Kble dtldouble bbRd,- 3- al kyl,

R16Rt 7N- C1. 3-al kyl , RI8RI9N- CO- Cl- 3-al kyl or
Cy- Cl1- 3- al ¥ig1a cenmofdn ety fpming a1 shireeyclic dgg system,

7-cycl oal kgi%"gl"’@io?ﬁ'%@%ﬁ?cw{ | %@ﬁ?@h@&ms.f&]ﬁ‘ﬁﬁé!a\/g#ed

phenyl - Cl1.. ] S oneé he "meani hgs
for R 16 obicgelivairessygidraryl , phenyl - CL. 3- al kyl ,

C a-al kyl carbonyl, hydroxycarbonyl - Cl1 3-al kyl, )

Cla- al kyT CHPHBFER %rrﬁmf(ve-é:@.néfogmfﬁﬁms forming a Bridged ring

"N-(CL1. 4-al t@gr bonyl ) - N- (C1. 4-al kyl ) - am no- C2. 3- al kyl
y

, Cl..4-a sul phonyl ,
Cl. 4- al kyl sul phonyl am no- C2. 3-al kyl or N -(C

1.1-al kylsul.phony!l )z N (C.1. 4-3alkyl )-am no-C
X 2 3-al ky?’e’}Otgba%bﬂ‘)r"bé'S'?é3”%@?/"%&2’%6%/ 011933 20
- a-CHa- 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}-, (S02)-, -CO- or -NR*- in such
a way that in each case two O, S or N atoms oran 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 oré C and an N atom of the alkylene bridge may
be joined together by an additional Ci4-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 Cy-alkyl groups, and

Z ~ denotes a single bond, Ci4-alkylene, wherein two adjacent C
atoms may be joined together by an additional C4.4-alkylene




wozBé’Qo@?éwt es hal ogen, hydroxy, cyano, Cl-6-al kypcT/EP2003/011933
7-cycl oal kyl, C3.7- cycloal kyl - C1. 3-al kyl,

hydroxy Cl 4-al kyI R22- Cli@- al kyl or one of the
meani ngs given for R22, R21, denotes Cl4-al kyl,

0- hydr ox -.823 al kyl, o-C1-4-al koxy-C2. 6-al kyl,

0- Cl4- alﬁ‘{/" 98ni no- C2- s- al kyl |

o-di - (CL. 4-al kyl) - amnoC2eaIkyI

ocycIoC38aIkIenelmnoC25aIkyI phenyl , 10
phenyl - owhies antpm aithe allylesie bridasomay b ecfar)é@bwed by R
Cl4- al ko r r,
denot es. éﬁg@ 0%@%\%@0%‘”@3 bag@ﬂ&%? Qmer may be
Cl. 4- al kglib$titated paoheBYy twéidbntithlydraifférenyC,. e-@lkyl groups,
4- al koxycar bonyl , am nocar bonyl
G s{-al kf’ﬂﬁm nocar bonyl , (Cl4 al kyl ) - am nocar bonyl ,
cycl o- C3_5-al kyl enei m no- car bonyl ,
Cl4- al kyl - sul phonyl, C1.4- al kyl -sul phinyl,

b CL. 4- al kpbs $he palasyd,ami no, amino, G 4-al kyl am no,

-(Cl1l4- al kyl ) -am no, cycl o-C3-6-al kyl enei m no,
phenyl - C1_3-al kyl am no or

R (CL_4- Eh e)sl-WaWyr qu,{f(ﬁ ;% 33257?(3"0(’314@%5(9/' am no,

pr opi onyI am no

pheny| capb@yytanesxpHCyg-alkyl, Byrta>C a-dkyiarinos diF@nyalkyl)-
(4- nmor phol 1 nyl') carbonyl , (1 - pyrrolidinyl)carbonyl,
(1- pi per amlmgugy@@-@gﬂalkyfenermmo amino-Cq3-alkyl, C1.4-alkyl-

hexahyd - |
(- ot y PTG ESSRUR, S 22 eming-Charplloh vgipiCos
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t he groups and resr dues Reb R7a, R7n R7c
R7a R, Riz-alexy, 'F{fs-‘&'@ﬂ‘lé‘)'aﬁ![@o C\Na <OXX OrsyclaGast he
nmeani Ngs g € tg Preferably the group R3
denot es f’—ﬁ‘@éﬁ%ﬂ'ﬁ@(’gﬁﬁmg@ru cularly preferably H or
met hyl, parti cul arly H 1f RL and R2 are not j oi ned

oget her via an I
anependgﬁ’f‘g@ 613?99%' Z;R@taﬁ d‘% 991tR15 CO-
cubet LR KL RV @C‘?%’@"” 'F@"ﬁ@ 20w
2004/ 039k, R’:‘*'raepm@ammm?a:o 0-01 3-aikyl R16R17N c1 a-alkyl,

R"®R'N-CO-C1.s-alkyl or Cy-C1.s-alkyl,

R _denotes H, Cr-alkyl, Ca.r-cycloalkyl, Caz-cycloalkyl-Cq.s-alkyl,
phenyl or phenyl-Cy.3-alkyl, -

R" has one of the meanings given for R™® or denotes
phenyl, phenyI-C1.3-aIkyl, Ci.4-alkylcarbonyl,
hydroxycarbonyl-C.-afkyl, C14-.alkylcarbonyiamino'-C_o_.3~aIkyl,
N-(C14-alkylcarbonyl)-N-(C44-alkyl)-amino-Ca.z-alkyl, '
Cq4-alkylsulphonyt, Cs4-alkylsuliphonylamino-Ca.;-alkyl or
N-(C14-alkylsulphonyl)-N(C14-alkyi)-amino-Czs-alkyl,
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cycl oal kyl group may be r Eﬁaced by -0-, -S or -NH
-N(Cl4-al kyl)- or -N(CO O444-al kyl)-, or a phenyl or
pyri di nyl group optionally nmono- or polysubstituted by

bhe grou nosubstlt ted, b itro

Rne of Ctferies BREaRn. VAR Rpon s el eekiodfl cor

Prefer ab&ycléahwgcq 5’-@11%4? hgdPé’xy ofﬁa@ﬂ RFEID,. 3Oé[k$ftﬁf one of

anot her r'epresent 2 7-cycl oal

C3a- cycl gl eaniags giveyior Rw—.hydroxy C23-al kyl ,

w- ( Cl1. 4- al koxy) - C2. 3-al kyl,

Cl. 4- al koxy- car bonyl -d . 4- aIkyI car boxyl -C1. 4-al kyl, .
R“’bm no- CZdéncﬁégﬂm-éﬂlmeaiylﬂbﬁxy&(D} PatkE2 el K dlkoxy-Co.e-alkyl,

-(Cl. 4-al kyl ) -am no-C2 kyl
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N- (Cl4-al k r di n pyr

N ( Cla- ey -@@ﬂy|e&ef{i§an9c%a-a 2y PhepYlp By g1 kit
N- ( C14- . i : cal kyl
N Sy BBl aom PRSIy Br &
phenyl - CaJBylalIleybnylpyrl dyl or pyridyl-d3-alkyl, while
in the above- nentioned groups and residues one or
nore C atons may be nono- or polysubstituted by F

R#nd/ or aféhcés pren, pﬁamm%yaikd)@enﬁ%@mw 0%.4-eﬁmthfo
by and

anot her be nnnosubstltuted henyl

or pyri oqarngso@myylcw@onﬁh&m%kwﬁw |amm@aarbpnyl

monosubst el HSrTPRah B GrigrPen BT henl of

t he abOchfclmea&JammmwtarbbnwchQ-)allkmalm@ngr €14-

sel ected fromthe gro cyano,

Cl- a- al I@/Kyl-seiphiny) leky&w!pbemmwammo
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preferred deflnltlons roups

‘sel ect ed4fmomhoamﬂ}t@rbmy$ (él-mgrrqlidwl)caghﬂrwhl kyl,

G T Y n ety hexa VS Q25 Fe b
Cl. 4-al K‘P’fﬁei@!?ﬁb@’kyéraﬁhylgclérglswrl, meﬂﬂﬂ@tﬁédﬂbx;@m al kyl |

whil e one of the groups al so represent
H . ammocarbony!amlno oraikylammocarbony!amino

are

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

Preferably the group R® denotes H or Ci4-alkyl, particulaﬂy 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-alky! or Ca.7-
cycloaiky! group optionally substituted by the group R"*, while a -CH,- group
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R2, and nost preferably both groups, has a
rreanl ng other than H WO 2804/ 039764 PCT/ EP2003/ 011933

22 If R and R2 forman al kylene bridge, it is
7-al kyl ene bri dge

| wh in - - -
fn%%%&i;%%&vr‘/a?pf 16 0rd TRBETES SHFlopk e HBFRY B daplaced
b - A/ G 5 o @ GH2-
group V\?‘I ‘Fﬂjilagﬁ r1é¥ee|$a l'y h’ toégtggelﬁtkp @‘;}aépf&lég}{lgt"z
pyoidiryh gravp @Etionatly ongno- mapobreubﬁpjuadew the grﬁup R'&and/or
mB&é?‘&SgB{tﬁgby nitg; 3”d§”eo?f%%ﬁi§“ps agaé% 5“%@)9? hat

repRis@hPAL ons are not directly connected to one anot her,
while in the- al kyl ene bridge defined above one or nore
H at ons nay be replaced by R14, and the al kyl ene
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made” vi a single or e bond] - Via a commo
@ é(ﬁmmlkoxm-ﬁgs-a[hybIO1Q61!lkd>xyccarbngyle®a¢-alkM carboxyt- @m-alky!

arg eV E;Zﬂfay&@ﬁ%ﬁw-a%ﬁ%éér%?j\lhawa:&wm

oy HloRC PRI I ROTC AL ARDP ByrbiRiin (ot REC iRk oyrrolicingt,
pyerommgltﬁa&-aRyRNCdeamWyero@dlrdwlsowbw er:ﬂbérrdmsﬂ N-(C14-
e das BlRerdon s esb N e Pl B R by sl
ph%ngb ghznwftt:raaam i ?rldeﬂl*o mﬁgﬁ@w ahgik?! Qhlie if AR 1

pi ne, pl pera fee I mne
méntmedcmomps au@sesudmmemr RbBe Cpatpars thag-bé-moro- or

pofysBBREleR B ShandbeaRa oxrg £ IR RS FE kone
anbeéP'BS‘érrﬁbﬁbéLft%titdw@ b? C[%@‘Bi”é’fhd‘%é Shéﬁ&ﬁ ogggﬁﬂg group- may
definition of R one or pore H
be mono- or polysubshtuted by the group R'? as herembefore de ned and/or
may be monosubstituted by nitro. Preferred substituents of the above-
mentioned phenyl or pyridyl groups are selected from the group F, CI, Br, |,
'cyano, Ci4-alkyl, C14-alkoxy, difluoromethyl, triflucromethyl, hydroxy, amino,
Cis-alkylamino, di-(Cq.s-alkyl)-amino, acetylamino, aminocarbonyl,
diftuoromethoxy, triflucromethoxy, amino-C4.3-alkyl, C1.z-atkylamino-Cqs-alkyl-
and di-(C1.3-alkyl)-amino-C1.s-alkyl, while a pheny! group may also be
monosubstituted by nitro.

Particularly preferred definitions of the groups R' and/or R? are selected from -
among Cr.s-alkyl, Ca.7-cycloalkyl, Ca7-cycloalkyl-C1.s-alkyl,
o-hydroxy-Cas-alkyl, o-(C14-alkoxy)-Cas-alkyl, Ci4-alkoxy-carbonyl-Cs4-alkyl,
carboxyl-C14-alkyl, while one of the groups R' and R? may also represent H.

Particularly preferably, at ieast one of the groups R', R?, and most preferably
both groups, has a meaning other than H.




WO%&%%?&P by Rl4, and/ or the above-mentioned 9pEHPS,003/011933
may be substituted by one or two identical or

di fferent carbo- or hetero@gclic groups Cy in a manner
speci fied according to the general definition of R

and R2. Particularly preferred groups Cy are
C3a-cycl oal kyl , aza-C4a- cycl oal kyl, particularly

- - al kylenei-ming, - .
It B e R P SN LAUDL, i Rk Gonaliylene pridge
wiRE€EINEP2003/ 011933 23 The C2_5-al kyl ene bridge forned
b d R2 ein - - I d
- R GO ORISTR 16 thi BEAIGT GHBeRR N LR A
e [
B R | < Pl ke t5 . or oup
- Op G- graimyhichds paefe@bly sot adjatentabltye dedtont etherRIRN
C3.7:cycl oal kyl 0-3, - al i i H
B ey b enSRed by -OR CRN-Bri e ki GHReor

i SNR'KRfbst prefe@biUy ©)-, V6 208-NRYIGA slcirb @y §ali ng a
spirocyclic ring system Cy is preferably sé€l ected

f heterapiongs @z rotdiectycrynected i 008 2Bodyet! oal ky, _
oxa- C4-s-cycl oal kyl, 2, 3-di hydro-1 H qui nazol i n-4-one.
If the alkylene bridge is linked to a group Cy via two

wiilermie alkyreeriridge duiledrabdvatorssorf abre Atitémé be
bicyclic ring system Cy is preferably selected from

replaeed beR 7@t oal kyl, phenyl, thienyi. If the

al kyl ene bridge is linked to.a group Cy via three or
nore C and/or N atonms formng a bridged ring system

théCplkyletiecrinigeyd efieedtheseitl Sfory ehapab & glibstituted by a carbo- or

neRGOCyQic et Gd BEUEh d ey N5t G baRd PREvGRS Ihealkgens

BB A HBUb Ay & MadBN_X- + ON_X= ONXH

- via asingle or double 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
systemor |

- 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'R*N-
denotes a group selected from azetidine, pyrrolidine, piperidine, azepan, 2,5-
dihydro-1H-pyrrole, 1,2,3,6-tetrahydro-pyridine, 2,3,4,/-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-0-C,.4-alkyl-oxime, morpholine and thiomorpholiné, 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' RZ. Particularly
preferred groups Cy are Cs.7-cycloalkyl, aza-Ca.7- cycloalkyl, particularly cyclo-
Cas-alkyleneimino, as well as 1-C14-alkyl-aza-Cy.7-cycloalkyl.
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C-X*CNX-RNNX- NC-CNx NNX RI8 ON

N-X-- 7N-X-j ON-xI CN-X= BB S NX-t NX~ RZ No
N-X- 1 / NX Rz, iNI CNN-X4 R2i N~N NX- tNX ON
N-XCN- X fIN-X NNJ WO 2004/ 039764 PCT/ EP2003/ 011933 25
R21 N X_~ N-XH

The C.s-alkylene bridge formed by R and R? wherein -CH.- groups may be
replaced as specified may be substituted by one or two identical or different
carbo- or heterocyclic groups Cy as described.

If the alkylene bridge is linked to a group Cy via a single bond, Cy is
preferably selected from among Ca.7-cycloalkyl, cyclo-Css-alkyleneimino, 1H-
imidazol, thienyl and phenyl. |

If the alkylene bridge is linked to a group Cy via a common C atom forming a
spirocyclic ring system, Cy is.preferably selected from among Ca.7-cycloalkyl,
aza-Cs.s-cycloalky, oxa-Cs.s-cycloalkyl, 2,3-dihydro-1 H-quinazolin~4-one.

If the alkylene bridge is linked to a group Cy via two common adjacent C
~ and/or N atoms forming a fused bicyclic ring system, Cy is preferably
selected from among Cs.7-cycloaikyl, phenyl, thienyl.

If the alkylene bridge is linked to a group Cy via three or more C and/or N
atoms forming a bridged r:ng system Cy preferably denotes Cys-cycloalkyl or
aza- C4.a-cyc!oalkyl

e x’\(
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Preferably, the group

is defined according to one of the following partial formulae

<>N—X—§
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WD 2004/ 039764 PCT/ EP2003/ 011933 26 wherein one or
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N- may be replacethby R14 and the ri/ng attached
o thi heterocycle _ky the gRoupNR Rz —ay- be
no-; or"pol ysubst by R20 at one or e C
a , and in the case~of a phenyl ring it may al so
additionally be nonosubstituted by nitro and X, X'
jynde of one anot heot (le\]/a si\gglf bond or
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Woéop4/5§b96‘group Yis linked to Xor X' via a C at OR'H@E?OOQJOHQ%

denote -Ci s-alkylene-O, -G _3-al kyl ene-
-d . 3-alkylene-N(G .3- alkgh)-, and X' nmay
additionally al so denote _O-Cl. 3-al kyl ene-,
-NH C1. 3-al kyl ene- or -N(C1. 3-al kyl)-Cl. 3- aI kyl ene-
RiAd i f the group Yis linked to X' via a C atom nay
al st -NH, N(Cs-alkyl)- or -0-, while in the
defi nit ns[\gj_xem hereinBefore for X, X' in each case
a C , y be substituted by R10, preferably by a
¥droxy o- hydroxy- Cl - 3-al kyl, w(Cl
_ al koxy) - G s-al kyl and/or Cl 4-akkoXy \group,, and/ or
on Ncl__tvvo C atonms in each R%sﬂ\j%%ﬂbs}(%ut ed by
one‘for two identical or differentVsulsti/tuents
sel. d/Nom G s- alkyl, C2.6-al kenyl, C2.6-al kynyl,
C3- 7-cylcl oaNkyX+—C3-rcycl oal kyl - C1. 3- al kyl,
4. 7- cysj\gél kenyl' and C4_7-cycl oal kenyl -G _3-al kyl ,
while two . al kyl and/or al kenyl substituents may be

I.\ja;:oi ned oget her form ng a carbocycl ing system
rﬁj\N X" i ndependent|y of Jg gach case
one C atonms nmay:be nmpNes poI@ stituted

in each case @f¢é or t tons.

i ndependént | Bk Ghe anot her may be WO 2004/ 039764
PCT/ EP200 11933 27 nonosubstituted by d or Br and -
vvhereln R2, R10, R18, R14, R18, R20, R21 and X have

ani Rgs gi ven herelnbefore nafter. In
ef er yeexadd parti cul al:(zl'—y-mrefe red ixpit i ons
N Vi sted ‘above the follo efifitions of

t he substituent R14 are preferred: C14 al kyl, C2-4-

al kepy C24- al kynyl - ‘
teyseoky, &) x|

4-al koxy)- Cl-3-alkyl? CL.4-al kyl S¢ca |
carboxy, Cl1.4-al koxycarbonyl, '
hydr oxy- car bonyl - C1. 3- al kyl ,

1 1

N—X— : - N~—X-~=
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Cl. 4-al koxy- car bonyl am no, Cl4-al koxy-

~ carbonyl am no-d . 3-al kyl, &Ri no, Cl.4-al kyl -ani no,
C3. 7-cycl oal kyl - am no, N-
(C3.7-cycl oal kyl )-N-(Q -4-al kyl )-arri no,
i -(Cl4-al kyl)-am no, am no-Cl. 3-al kyl,

2
HERTPLAISR S, e
. may bereplaae&jayﬁ 4and dhring aittaghed to the heterocycle formed by
am no- Cl. 3-al

th§|9< %ﬁi’Rﬁ}l r%a?tfegngncky@r p%yﬁl%g%i%%ﬁ% &%t %ne or more C
atéhsdand Wiheaéﬁs@%f%a;ﬁi%}ﬁ)! hing ®mdy also additionally be

cycl oal kyl -am no- carb
qumsﬂﬁﬁ%bbatt@md N-(Cl4 al kyl ) - am no- car bonyl ,
-(C1. 4- al kyl ) - am no- car bonyl , pyri di nyl - oxy,
pyri di nyl -am no, pyridinyl-C1. 3- al kyl -am no. Mbst
X'pAT ti cifdupeyideny @Mr@ad@ﬂwbﬂdéh@t@% &h Feftﬁarﬁ:U@i’S@k 5~'aﬂ@rtene
R14 are Cl4-al kyl, hydroxy, o- hydroxy d -
Cl4- al RBdy, co- (Cl 4- aI koxy) - C1. 3-al kyl , am no-
Cl_3-al kyl, Ci14-alkyl-am no-Cl 3- al kyl ,
C3. 7-cycl oal kyl -am no-Cl. 3-al kyl, N (C3.7-
cycl oalfkiyd );rchp( Cls Bnkadktpl X'-ari'nda €1C atarh kmby also denote
-(Cl4-al k Z%amnoCI 3-al kyl - and _ cycl 0-C3.8-a |
vl on ec1-s-ﬁﬁ4y £ -G pllylencPNE BF afng- BRI UG
Cl. 6-al, pq4bridge wherein - a -CHZ- group not
-adj acent t) Iqe N atom of the RLR2N group nay be
repl aced by -CH=CH or -C=C- and/or - a -CHZ- group

X o | Sk Apditghall §18d déste gb-Craa ﬁ‘fyeﬁg” K2R orictene-
~opr eferﬂp_l'\y(chta&@m -Cj %a[l&%e—'ﬁﬁ , in such a way that

i n each case atons or an 0 and an S
atom are not di rect l'y joined toget her, WD 2004/ 039764

PCT/ EP2Q03/ 011933 Y ed
P R AT R R k50 o, FBY bl bR
the brintgs. }éufgnyolpeoconnect ed to Rl including the N

atom attached to RL and X, form ng a heterocyclic
group, while the brldge X may additionally also be

ConmSShfs S AREHY e ForehsBaoR BLAEST8 hBafang o

or a él:m@hnaﬁawb@ts@m@fhtéd]sy /'K \grefesatly bgeehydpxpe

or ng o-hydroxy-C1.3-alkyl, o-(C14-alkoxy)-C1s-alkyl and/or C14-alkoxy
group, and/or one or two C atoms in each case may be substituted
by one or two identical or different substituents selected from C.e-
élkyi, Cg.s~alkehyi, Cae-alkynyl, Ca.r-cycloalkyl, Cs7-cycloalkyt-C1.3-
alkyl, C4.7-cycloalkeny! and Csr-cycloalkenyl-C4.s-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




wo Zo0geddhes by an additional
C 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 substituents selected from
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C4 7-cycl oal kenyl and C4_7- cycl oaI kenyl -t _3-al kyl,
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(O e LI AL O A T sy
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L SRy e TR etk Tt TN o
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atom attached to et erocy clic
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alkylshsfnd.uents sel ected from Cl. 6- aI kyI C2- 6- al kenyl,
C2. -al kynyl, C3_7-cycloal kyl, C3.7-
cycl oal kyl - CI 3-al kyl, C4.g- cycl oal kenyl and

Mdst partieuErgrkemdd Srrtcidofithe stbititGent R™ are C14-afkyl
hydroxy, e-hydroxy-Cis-alkyl, Ci4-alkoxy, o-(C4.4-alkoxy)-Ci.z-alkyl, amino-
Cia-alkyl, Ci4-alkyl-amino-C4. s-alkyl, Ca.7-cycloalkyl-amino-Cqs-alkyl, N-(Ca.7-
cycloalkyl)-N-(C1.4-alkyl)-amino-Ci.3-alkyl, di-(C1.4- alkyl) amino-C4 3-alkyl and
cyclo-Cs s-alkylene|mmo-C1 a-alkyl. ‘

Preferably X denotes a Cy.g-alkylene bridge wherein

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

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

an S atom are not directly joined together, |

Cl.{-al kyl ene bri dgepcpre2d3/011933
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together, formng a car bOCéC| ic ring systemand in

t he above-nenti oned groups nd resi dues one or nore C
atons may be nono- or pol ysubstituted by F and/or one

or two C atons independently of one another may be
nmonosubstituted by d or Br and wherein R, R4 and R10
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alsgyke @mne@md te R%I@Cbldmwseerﬁwnmttam&ﬁé@ canXRrforming
atom attached to Rl and X, form ng
a@&ﬁ&%gt;lgcg?fgq% gﬁjoup, and in X a C atom may be
substituted by R10, pref erabl y a hydroxy, ---
----:- ---:- WD 2004/ 039764

o Ateme 68 208 PRYAN N@tor- afyie allsylane lyidgecynay be joined
_ | Cl4- al k :
oG by AP o Il B B bf e o e

may each be substltut ed by one or two identical or
di fferent Cl4-al kyl ? while two al kyl groups
ﬁ;a'—ifoﬁ'bmjabilb@e%iqsﬁ%@% V éﬂﬁ"oﬁ@nﬁ qéw&&ﬁtqm%wea@ case

e S R g EG0 ERER RO RS SR et
froor C§. gvag@! aitjzoimlkenw (éFLQLebwnsille sl7scyafoatioy; (ﬁﬁﬁd:)liwmatbﬂ -Ci.a-
e or ar :
a“ﬁ?ff 4er°£=f<§a uerrfy ﬁﬁé Cgrroqyﬁloal@“ﬁmﬁ@%ﬁ 7 %ﬁwepv glkyl and/or

%E,%? Y f'%ﬁ ut ed

alk%@?l;@pue%tl Lgﬁggﬁﬁ’el nbe oreggﬁe{ V@Z{ﬁ n]sgn? CEESD oéhhb

‘systermypagicalart 2 cpdygpiapyl, ciycgbsiysorayciopentgfgroapl y has
the neaning phenyl and R4 preferably has the neaning

C2. 6-al kyl or C2.6-al kenyl .
Preferably in the group X a -CHz- group immediately adjacent to the group

R'R?N- is not replaced by -0, -8, ~(SO), (SOy), -CO or -NR*-.

If in the _grouja X a -CHgz- group of the alkylene bridge is replaced according to
~ the invention, this -CHa- group is preferably not directly connected to a

- heteroatom, a double or triple bond.

Preferab!y 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 arhino
group NR'R? or another adjace'nt amino group or two N atoms are not

adjacent to one another.
- Preferably X denotes an unbranched C44-alkylene bridge and

if the group Y is linked to X viaa C atom, it may also denote




wo 2BogbdsIree£d heterocyclic ring systens are indol epcT/EP2003/011933
di hydr oi ndol e, di hydroqui nal i ne and
t et rahydroqui nol i ne. The grodup R4 preferably only
represents vinyl if R4 is attached to Y, formng a

ter,oeyel i, rjng system . The aroup r ef bly has
R EHPE Ry ICRFEaR- avaRviehanuer Oe bRl vi o
- the nmeani ng C2. 4-al kyl eneoxy, particularly
- CH2; GH2- CH2- O, has no hydroxy substituents. If a C
whileo 28d umeyibeueiseditagethexforainga@ | heteeoqycks Bng system,
substituents are selected from anong the Cl-4-alkyl,
C24- al kenyl , C24-al kynyl, C3-7-cycloal kyl, C3.r
wmwcmeabﬁd%:e RKimay dklkhnetiedrtor’ incladingdnhedy atch attathed to
©-(G . 4-al kox&) - Cl. 3-al kyl - and Cl4-al koxy groups.
R\ v Earmingya Retegocylicgroup,.and at om may be
di substituted and/or one or two C atonms nmay be nono-
or disubstituted, while preferred substituents are

ins)lé Ee@iadauﬂnfmambesulbgitlﬁfﬁl-w 'R%ﬂ andZ@dend betwo C &3mé-in each
- cas aLbe |S§§%ﬁ®fetvd<°ﬁ3§ %U%)F/’RS}’?Q gplcalas diersal Rstients:
| . 3 '

S R Lok e, SR dR S yopat T3,

cyelatliybted-atityl, Conoynicaikendbad Cardyoinatkeny-Girealkwh sthile
arthcul,arl referred substituents for one or.two C
ety By alkgiyFsdbstilents dayeRs B togeths omming By
cafbddyelyting Bf/ﬁéﬁpéfrhd cyclopropyl, cyclopropyl nethyl,
while two al kyl substituents on a C atom nay al so be
j oined together, formng a carbocyclic ring. If Y

s . e

indfiE 2R 7e e diRA BN G e B IS gy be

mor@-2r QdRsObtitutauitsy iFcamdibt gne SHEvo Or atoftddnEEBendertlyiath
may be substituted as specified. If in the group X

ong@nosherdnay be nh%muas@m@%ﬁtbwl 8F Bapedsubstituted by a
hydroxy and/ or Cl_4-al koxy group, the substituted C

- atomis preferably not directly adjacent to another

whizegin RaRSmndiR Bfaze dbliyed as hercinbeigre ahd nareingite:  or
-CH2-CH2-, while one or two C atons

- Particularly preferably, X denotes -CH,-, -CHg-CH;o_-; -CHz-CHz-CHz- or
~-CH2-CH2-NR*-CO- and

if the group Yis linkedto Xviaa C atom, it also denotes
-CHz—CH=CH-, -CH;_-CEC-, -CHz*CHz*O-, -CHz-CHz-CHz-O- or
-CH2-CHo-NR*- or -CHz-CH2-CH2-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,




- wo Jdaglepeagdent |y of one another may be nono- or  pcT/EP2003/011933
. disubstituted by F, CH3 or CF3 and/or nonosubstituted

by . Particularly preferls@d definitions of the group
Z are a single bond, -CH2- or -CH2-CH2-, particularly

o BoRRIHG s> AT ar P BORRES okl SToF Rare P B W
L Sng Br q oo s FOThe el U Doe AT ey e,
sifxstituted by ane orawaeidentitat ob diffienenttC thelkglagrpops)dehile two
oGk P B VRN r St B o
-CH2-NR8-, -CH2-CH2- or -CH=CH, while in the | ast

two neanings in each case one or two C atons may be
insadrbtdasetors: of mdepEralems|nyaybe onenrostpiodysubgtitBieddy F

o5y Bl B A P Gy o

mBnbsuPsivaBEageOUs B, at tached to the bridge Wvia a C
atom Preferred definitions of the substituent Re are

H and nethyl. Particularly preferred definitions of

- Mg ptiEBr PR e o G S inked fRXGIREE AISX e
détye-OR20HWO0Q fwiith ARty sanslibsiiteel s dpdciied-Kdrelpbefore.

‘bridge, the group Z is preferably a single bond.
Preferred enbodi nents of this invention therefore

I RO FPIlRG, BrY R o He o R i S0s G e BETEREY, (s bR°
m&anriNg phefyPard RAprefBrdbly hid theRmdaning C,. Rl o Ga.&alkenyl.

C-CH2-CHZ A+B | b . . . ‘
Preferred heterocyclic ring systems are indole, dihydroindole,

dihydroquinoline and tetrahydroguinoline.

The group R* preferably only represents vinyl if R* is attached to Y, forming a
heterocyclic ring system. '

The group X preferably has no carbonyi group.

'_ AdVantageous!y, the group X with the meaning Cz4-alkyleneoxy, particularly
~CHz-CH>-CHz-O-, has no hydroxy substituents.

If a C atom is substituted in X, X' or X", the preferred substituents are selected
from among the Ci4-alkyl, Co4-alkenyl, Coy-alkynyl, Cs.y-cycloalkyl, Ca.z-
cyc!oaikyleC1.3-aEkyi, hydroxy, e-hydroxy-Cq.s-alkyl, @-(C14-alkoxy)-Ci.s~alkyi-
and Cq4-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-alkenvl, C2_4-
alkynyl, Cs.7-cycioalkyl and Ca.7-cycloalkyl-Cq.s-alkyl, and two Cy4-alkyl and/or




WOZU@:;/O@'/BM Olc RZNXY- Z-N3 CCHCHAT -B HrRp2Ms/011933
R2ZIN-X-Y- Z -N3 CGCH2-NRe A--B }b Id R wherein
Rl R2, X, Y, Z, R3, R8, AS®B and b are defined as
her ei nbef.ore and hereinafter, particularly have the

B B o 80 B 5058 ol big e rptrated o
BB FEAQRIL LR e 0roup Y preferably has a

meani ngs sel ect ed fron1anDng the bivalent «cyclic
groups phenyl, pyridinyl, naphthyl,

it AR TR ol s o B S ot or

arlesseledted fiony methyl] élh?" ﬂ‘mv\ﬂl “9*°”W'°y@'8p2°pr¥ént oned
e v '

%ﬁz&r&‘@ S{quﬁzﬁ% n\%@%h@ibsﬁww 98 &s@teniaay o
jofeddBGefler, Blfin 22fBho,BRtih, the case of a pheny!

grou ‘al’'so nonosubstituted by
nitro, and/or by R21 at one or nore N atons. Rl may be
‘ ched to Y, an be at to Y as
I Ff%a%?%a esepRpdicing Ssﬁ%ﬂ B ﬁrrﬁgﬂ%@ﬂﬁmm%he gFRIP X
- = -
s SCHERLEHITAL JEOHAUNC Ciks SALERRIT-CHRTBLT Che,
wl'malnmazubasuyshfutmsa&mmﬁed he foI | owi ng definitions:

Ifin the group X, X' or X" one or more C atoms is or are substituted by a
hydroxy and/or Cy4-alkoxy group, the substituted C atom is preferably not
directly adjacent to another heteroatom.

Preferably Z-is a single bond, -CH;- or -CHa-CH.-, while one or two C atoms
independently of one another may be mono- or disubstituted by F, CHa or CF;
and/or monosubstituted by Cl.

Particutarly preferred definitions of the group Z are a single bond, “CHaz- or
-CH2-CH3-, 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-, -CRE2R®-
NR®-, -CR™"RP-CR™R"- and -NR®-CRE'R®..,

According to a second embodiment the compounds according to the invention
have a bridge W, which denotes -CR™=CR°-,

W preferably denotes ~CHz-0, -CH2-NR®-, -CH,-CHy- 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, CH; or CF3. In the above definitions
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the cyclic groups listed above may be nono- or
pol ysubstituted by R20 at 38ne or nore C atons, and in
the case of a phenyl group may also additionally be

nQsubstijtu nitro, and/ or one or nore NH groups

GlRes0- Bad s@%gﬁu?@gwppé is adyantageniis wafiachaddodia Brigae
Wmé?k@taitd ted or nono- or disubstituted. Particularly
preferred substituents R20 of the group Y are sel ected

fromanong fluorine, chlorine, bromne, cyano, nitro,

Cl 4-al kyl.. C2-8:al kenyl , hygroxy,

Prgtarai ue s ting st B ¥vanCRCAE M and metyborret hy!
trifluoronmethoxy, C2-4- alkynyl, Cl4-al koxycarbonyl,
0- (C7. 4- al koxy)-Cl1 3-al k%/I , Cl4-al koxy- carbonyl am no,

Pagiisulaily orefarrad Kefinlianmef thel aroup Wi-ase ko Hy-CrariGiz-NH-,

R AR Ol G A OGOl ane

"CH=EN-O-C4 4-alkyl. Most particularly preferred
nts R20 of the group Y are selected fraom

ubstit z fIO [ , -
If (BRaHgUP W,Gp5 ae abRYemaseinaeian pelionajiy sebstes JiMsEH-

Gh o 3nal 7 ot I rifluoromethoxy, and,
b”iggetfﬁg égggé ZOIF' %é%hengﬁrgﬁﬂg,mﬂpt roas well. If Yis
a phenyl or pyridinyl group, the phenyl or pyridinyl

oup, i s, at |east  nmonosubstjtuted, particularly if =
Prelelet STROYmAD PLEIPY S oHRN 1nealats eo BRI CoBpoERES which
ma}ﬁ‘é&r%edeseﬂﬂ%d {He HORINgYoRrh@hE IZPY | [@roup Y
enot es substitutt%‘d phenylngng of the %Cz%ﬁ(;ﬁ/ 39764
PCT/ EP2003/ 011933 35 partial formula wherein L' has
one of the neanings given hereinbefore for R20

rpreferably F, O, OBr, |, O, CF3, OOHB, OCF3, ON or
TN orydenotes HL cn o —aB |, la
RY 3 |
3 R
AN
N—X—Y—7 —l?:-c—~CH2-CH2—A+B Is Ib
R B
1 0
R\ I e
N—X—Y—z —N-C—CH=CH—A}B ],
R
R1\ N :
XY 7 —N—C—CH.-NRE=ALB ] Id
L NXY—2 zs C—CH,NR&-AB |,

wherein R, R2, 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 2dtozereaup Y preferably denotes nonosubstit ut edpct/EP2003/011933
phenyl ene according to the_ _above partial formula, if
the bridge Wdenotes -CH=CPB. A preferred nmeani ng of
the group Ais aryl or heteroaryl. Preferably the

L L e

cybmd Q@@F‘étdhbhyleﬁ MnWHagﬁthgn@et gdfmfa%h%ﬁt:ﬁﬁélyl in the

case O rorng nmay asoadltlona
- dihysiieisdelyt, |qumoéaylbguhydfoqwnqlmyb tets@mdmwmlwi dsoquirolinyt,

atffitBoqindy L E AR BRB by hpli I 2Bl Hhéfoned

cydRsgrosibs mtyesk ﬁTori@@ﬁPo%ub&itﬁteﬂsdy R gtdond/beinare C atoms
particul arly preferab A is one of the follown

angria ihscase a Bhgrbyl gﬂptap rrnﬁy algpapditipRalybe crpfmqsues ted

oir by 1
by ifo Ry RO R RES fsk o BN B pBBERd P
andxlm%may&fﬂtt&heﬂheﬁ’ bs sbaafédﬂ hemhtum‘oﬁe V\D

2004/ 039764 PCT/ EP2003/011933 36 Particularly
preferred substituents R20 for the group A are

| paf R Alteld K1y, SHPBL TSP} B grblb S (s etecte R HohFine

followriy Hivabey @cl&-g‘blws Cl. 4- al koxy, trifluoronethyl,
trifluoromethoxy, C24-al kynyl , carboxy, .
Cl4- al koxycar bonyl, o-(G . 4-al koxy)-G _3-al kyl,

Cl. a-a| koxy-car bonyl am no, 1 no, C _4-al kyl-am no,

;di - al kyl )-am no, «cyclo-G&g3-6-al kyl enei m no,

‘a af bonyl , Cl_4-al KyT-\am ng-<Car bonyl ,, di-(Cl-4-

: y am no- car bonyl , - and

-CH=N,O- C1_4-al kyl . Most particularly preferred

substTtiuents R20 for thg groyp—=A ar e sel ected from
g f tine, chlorine;yb , eyano, Cl.4-al kyl,

C14 oxy. trifluoronethyl, f | uor onet hoxy,

car boxy, Cl _4-al koxycarbonyl/ Cl4-al kyl - :




wo D01 87s4li - (CL. 4-al kyl)-am no, If b has the val gerRpro@sn11933
particularly preferred neaning of the group Ais

substituted phenyl of the @&rtl al formula (L2)qg L3
wherein L2 has one of the neanings given for R20 or
denotes H, preferably F, d, Br, |, CH3, CF3, OCH3,

N NOZ L3 has Qne 0 e neani ngs given for
pt-e5 ef era v Br, |, CF3, OCF3,
al kﬁ C3. 7- |,' C3_7-
cyshodl kyl -d _3-al kyl, C{. kKoxy, C3.7-cycloal kyl -0,

C3a-cycl oal kyl - G _3- aI ko¥y- COO C1_4-al kyl or -COOH,

WD 2004/ 039764 PCT/ EP2003/ 011933 37 g has the val ue

0O, 1 or 2, with the proviso that the phenyl and

napht hyl group may -be at nost only nonosubstituted by

nitro. Particularly preferably, A is substituted
witilecthelcyalic gratipsdistes abeveatay @epaﬁm-amr pdiysubstitutesiby R

1 d/ { b Lit t
ot e et e, art B s B SR e,  “The
a@it%@llﬁb@ﬁﬁé@éﬁkﬂsﬁm@@ By @tres Wpdldrionesst BRNNH groups may

accordlag J,he above partl al forrmula, while. g has

be $ibsiity Y%r 2 if the bridge Wrepresents CH:CH
the group Y denotes phenyl and b has the val ue-0.

- Another preferred partial fornmula for A particularly

‘Thef group &SistgreferablyairBubstituteddorandnovrarrdisubstingetiond t o
the group Wis nade via the C atomw th position
nunber 2-or 3. If b has the value 1, a preferred

PAVBAMAMPpicPErre M SuBEIRYENE RS ofIhd grolphehRS 88E¥ ed from among

- fluorine, chlorine, bromine, cyano, nitro, Cq.4-alkyl, Cos-alkenyl, hydrbxy,

cp-hydroxy~C{.3-alkyf, Ci4-aikoxy, trifluoromethyl, triﬂuoromethoky, Cou-
. alkynyl, C4-alkoxycarbonyl, o-(Ci4-alkoxy)-C4a-alkyl, Ci4-alkoxy-
' carbonylamino, amino, C1.+-alkyl-amino, di~(C1-alkyl)-amino, aminocarbonyl,
' Cyu-alkyl-amino-carbonyl, di-(C14-alkyl)-amino-carbonyl, -CH=N-OH and
' -CH=N-O-C14-alkyl. |

- Most particularly preferred substituents R® of the group Y are selected from
among fluorine, chiorine, bromine, cyano, Ci.s-alkyl, C13-alkoxy,

: triflucromethyl, trifluoromethoxy, and, in the case of a phenyi ring, nitro as
well,

If Y is a phenyl or pyridiny! group, the pheny! or pyridinyl group is at [east
monosubstituted, particularly if the group W denotes optionaily substituted

-CH=CH- or -CHz—CHz-.

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




WO anbé/cdo7emy be substituted as specified. PreferredmEr2003/011933
definitions of the group B_are selected from anong
phenyl, pyridyl, thienyl gﬁd furanyl. Particularly
preferably, the group B denotes phenyl. The group B
wi th the nmeapi ngs gi ven above may be nono- or
pol ysubstith ed by R20, and a phenyl group nmay
padiditi onal | y JaLso be m)nosubstitut ed by nitro.

Preferably t oup B is nono- or
ad, part| cuwmqr?mr#erhﬁs ene offihe peanings siven

farmwaibst it
In the event ‘ef~a mno%é?é’hb%fé‘ré? éioe substituent is

preferably in the para position o t He group A
Particularly preferred substltuents R20 for the group

B, ar I e (o] a rin hl ori ne,
OTRIEGIHE . i, CHart e Rl Yo, Cpa Rl or denotes H.

2004/ 039764 PCT/ EP2003/ 011933 38

o- hydroxy-C _3-al kyl, ClA-al koxy, trifluoronethyl,

Ther grbUpdff praiem*wdemeﬂmoniolsyhstituterdqﬂtms&ene@ccording to the

cu- (g .-4-al koxy al kyl ,
abepgag@jgg mu FB@}W&Q% Wode &HC%:H;) al kyI ani no,
- (C14- al kyl ) am no, cycl o-C3. 6 al kyl enei m no,
am nocar bonyl, G .. -alkyl-ami no-carbonyl - and
A mef@mmmamg of theignou Aribamyl lor hiebaroapdr ti cul arl y
preferred substituents R20 for the group B are
selected from anong fluorine, chlorine, brom ne,

Prefepatsly tr@érOLﬁélA% §é!lé?z‘ﬂed fleiiapidryihedidlic groups phengl

trifl uoronethox roup B preferably denotes

pyridiayt Ol'rﬁﬁrﬂﬁmds‘w%tcbtféﬂy gaérmo -drmglysubstitwted by i et W1e or

AL b, HE gasd e %hé“@fﬂﬁgﬂﬁ”"t%ﬂ%@@{’éﬁ}@ﬂod or R,

manostibsitated byaitef, the meanings given for
Particularly pref erred meani ngs of the subst [ t uent R4

are H, Cl 6-alkyl and C3.6-alkenyl. If R4 is attached
jf 4 Rag'the )'i/*Jgtrﬂe HOUBTRRtdrably oS HFGY tisybstituted,

particu a prefe ni g
and C2. 6-al kenyl. The groups R6a Reb represent H,
f h
If b% a6 the? valfge 1?{he%:r?6l1p%§ perrew%ralyly unsubstlttute%q or mono- or

disubstituted.

Most particularly preferably, A is one of the following groups

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




wo 2p@ddogad arly H The groups R a, R7b, R, R7d pcT/EP2003/011933

represent H, F, Cl4-alkyl gr CF3, preferably H or
nmet hyl, particularly H Th§6gr oup R8 preferably
denotes H or nethyl. If Rl1 is a C2.6-al kenyl or
C2. 6-al kynyl group, the definitions -CH=CH2,
-CH=CH(CH3), -CH=C(CH3)2 and -C=CH, -C=C-CH3 are

Paptigfigny F@feﬁ@@sﬁwﬁﬁeﬁtyﬂ@ i Afe Rir@ie padib Beltrtedpo® Of
the foll ow nlg structural elenments: W 2004/ 039764

ama fymrings coloriogabrogune,)cyago. fnyialk, Cacalkendr siQ) |

i ¥ i N | _and
RS, R SRR RO S SRR HhograPatiofhe
Colf SRR, FONE Gl kO bRorgh i {0 SkoxME LRI,
Crdeflkonyrcarhengaming gming ORaealkylearhiabodiei4Faflidy pamino,

oyfifereafUiens TRt aringPartenyl serior by #nercargoiy S Coxr
-au@waa"rﬁinofe%trbdrhyl, @miwn%ahﬁmmb-thy@ng)gt hyl, ethyl,

n-propyl, iso-propyl, nethoxy, difluor t hoxy,
trifluoronmethoxy, ethoxy, n-propoxy or iSo-propoxy.

: AT f p.i | ne. Cl4; al -
ma] SR BN ARSI SR Ruet RS R Ry A g5 SI o
amoRgZtudin€lcloah Wromirfe) 2ybk6:1C 32-alkyy, 1044 -ikekyc y ¢l o-
C3-6-al kyl enei m n _o-su | phony] . preferablé denot es
triflyorggnethy -éﬂifwrw\eth%rG@arggmar%ra?ﬁesyqerb%:rlo 1-4clkyl-
amH@W«G-a nzaﬁmsloalkenyl group, pyrrolidinyl, _
piﬁeriglny ;. 'pl perazi nyl, norpholinyl,

t hi onor pholinyl, aryl or heteroaryl, while aryl or
.heteroaryl preferab denpotes, a npnocyclic or, fused
a5 iR elve ol opuiblan ieTanes! mBa0RORE e SRup Ay% | ¢
SuBHHRMBE pJRRY YRS tHB DAt hxﬁgh%subst|tuted by R20 at one

or nore C atons, an In the case of a phenyl group

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

R21.(LPhef erred compounds according to the invention

are tfhose wherein one or nore of the groups,

res S, gybstituents and/ or indices have one of the
1 L ' '
wherein
L2 has one of the meanings given for R% or denotes H, preferably F,
C!, Br, 'f, CH3, CFs, -OCHa, OCF3, CNor NOz,
L*> - has one of the meanings given for R% or denotes H, preferably F,

Cl, Br, I, CFs, OCFs, CN, NO2, Cy-alkyl, Ca-cycloalkyl, Car-
cycloalkyl-Cq3-alkyl, C14-alkoxy, Cs-cycloalkyl-O, Cs.z-cycloaltkyl-
Ci-s-alkoxy, -'COO-C1_4-aIkyI or -COOH,




wo 20BaRdgagls gi ven as being preferred. Particul arl ¥e1/Ep2003/011933
preferred conpounds according to the invention are

those wherein Y denotes pﬁé’nyl | Hindolyl,

2, 3-di hydro 1 Hindolyl or 1,2, 3 4-

tetrah ogqui nol i ne according to the definition

9 descri %@at%é’@l@e@% 1¥efng preferred, particularly with

phenyl substituted by L1 according to the partial

fornmul a given herei nbefore and/ or WO 2004/ 039764
wittClveEH20i88/{Balitha Pheddl andieapiitbyl grbep yhayshbdat most exlyby

L2 a cording to the partial fornula given
m%?%ﬂ’ﬁﬂé&%‘?é KBSt particularly preferred conpounds

accord| ng to the invention are those wherein A X Y,
R2, R3 and Windependently of one another have
Pajh@ulady praferablif, A |a@uasbwéedmhengd aedongirgf terthedibove partial

rofite ? Abusita SRR 8 24BRcP B BRI GHE KR BAR i g e

mét@f it tolthd BubStident 1.1 R 2/NC 2 Z -NCCHZO B ~b
QL JP[ RO 1a2 R\ O2/NCHC 2 Z -NC CHZO

t/>+B|b RR3 Qf Li R20] 1a.3 R L J O
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partial formuila, while g has the value 1 or 2 if the bridge W represents
-CH=CH, the group Y denotes phenyl and b has the vaiue 0.

Another preferred partial formula for A, particularly if b has the valué 0,is

Sl
A
3 N\F N

atom with position number 2 or 3.

» wherein the bond to the group W is made via the C

i 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, pyridyl,
thienyl and furanyl. Particuiarly preferably, the group B denotes phenyl. The
‘gfoup B with the meanings given above may be mono- or polysubstituted by
R, and a pheny! group may additionally also be monosubstituted by nitro.
Preferably the group B is mono-, di- or trisubstituted, particutarly 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, Cy4-alkyl, hydroxy,
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all&ﬂ%& 14 ,g]mlﬁoce{?b%yl, Ci4-alkyt-amino-carbonyl- and di-(C14-alkyl)-

amino-carbonyl.

Most particularly preferred substituents R% for the group B are selected from
amondg fluorine, chlorine, bromine, cyano, CFa, Cis-alkyl, Ci4-alkoxy and
trifluoromethoxy.

The group B preferably denotes an at least monosubstituted phényl 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, C1.¢-alky! and
" Cas-alkenyl. If R* is attached to Y, forming a heterocyclic ring system,

particularly preferfed meanings for R* are Cz-¢-alkyl and Cze-atkenyl.

The groups R%, R® represent H, C1.4-alkyl or CFs, preferably H or methyl,
particularly H.

" The groups R'?, R™, R, R’ represent H, F, C4-alkyl or CF3, preferably H or
methyl, particularly H.

The group R® preferably denotes H or methyl.

1R is a Cao.e-alkenyl or Ca.e-alkynyl group, the definitions -CH=CHb,
-CH=CH(CHs), -CH=C(CHz3), and -C=CH, -C=C-CH; are preferred.

The substituent R* preferably has none of the following structural elements: -
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t et rahydroqui nol i ne group, Q denotes CH or N, while CH
ubstit ted B preferably denotes aryl
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nitro,
 Preferred definitions of the group R¥ are Cy_4-alkyl, C1.4-alkyicarbonyl, Ci.4-.
alkylsulphonyl, —S‘Oz—NHz, ~S02-NH-C1.5-alkyl, -SOz-N(C1s-alkyl), and cyclo-
Cs.s-alkyleneimino-sulphonyi.

Cy preferably denotes a Cs.7-cycloalkyl, particularly a C5.7fcycioalkyl group, a
Cs.7-cycloaikenyl group, pyrrolidinyl, piperidinyl, piperazinyl, morpholinyl.,
thiomorphelinyt, aryl or heteroaryl, while aryl or heteroaryl preferably denotes
a monocyclic or fused bicyclic ring system, and the above-mentioned cycilc |
groups may be mono- or polysubstituted by R?®at one or more C atoms and
in the case of a phenyl group may aiso 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 dne 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-ditydro-1H-indolyl or 1,2,3,4-
| tetrahydroqui_noiine according to the definition described above as
being preferred, particutarly with phenyl substituted by L according
to the partial formula given hereinbefore and/or
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N' H 42
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% F F
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wherein R', R?, Z, R%, R%, R®, R%, B and b have the meanings given

hereinbefore and.

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

R® preferably denotes H or methyl,

R* preferably denoctes H, Cy.s-alkyl or Ca.e-alkenyl, while R* may be
attached to Y forming a heterocyclic ring system, particularly
preferably forming an indole, dihydroindole, dihydroquinoline or
tetrahydroguinoline group,

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

phehyl, pyridyl, furanyl or thienyl, while B may be mono- or
polysubstituted by R,
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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} b&hzoate cl (12) H CN'x- 0O
Br J O1\\ Br

"N-[3-chl oro-4-(2-di et hyl am no- et hoxy) - phenyl ] -2-(2, 4-d
i brono- phenoxy)-acetamde a (13) HC Nomi \ C HC

L1_ Br  preferably denotes ﬂuonne chlonne bromme cyano nitro, Cq.s- a!kyl,
2- (4 br onp- 2- chl or o- phenox oro- 4- (2- di et hyl
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. ON, /alkemyl/ - G:HO hydroxy, a-hydroxy-Cs.z-alkyl, Cs.4-alkoxy, '
trifluoromethyl, trifluoromethoxy, Ca4-alkynyl, carboxy, Ci4-alkoxy-
carbonyl, o-(Cy.4-alkoxy)-Cs.s-alkyl, Cs4-alkoxy-carbonylamino,
amino, Cq4-alkyl-amino, di-(C1.4-alkyI)-amino, cyclo-Ca.g-
alkyleneimino, aminocérbonyi, C14-alkyl-amino—carbonyl, di-(C4.4-
alkyl)-amino-carbonyl, -CH=N-OH and -CH=N-O-Ci4-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:
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N-[3-chloro-4-(2-piperidin-1- yl-ethoxy)-phenyl]-2- (2-ch!oro -4~
trifluoromethyl-phenoxy)- acetamlde
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N-{3-chloro-4-(3-diethylamino-prop-1-ynyl)-phenyl}-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide
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2-(2-chloro—4-trifluoromethyl-phenoxy)-N~[‘l-(2-diethylamino~ethyl)-2,3~
dimethyl-1H-indol-5-yl}-acetamide
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2-(2—chIoro-4-trifluororﬁethyi—phenoxy)-N-[1 -(2-diethylamino-ethyl)-1H-
indol-5-yl}-acetamide




- WO 2089/0397¢48- chl or o- 4- ( 2- di et hyl am no- et hoxy) - phengtT/EB2¢02/011933
-chloro-4- trifluoronethyl -4ghenyl )-acrylamde F (21) /

FF HBC-N O O H a

N-[ 3- chl or o- 4- (2- di et hyl am no- et hoxy) - phenyl ] - 2- ( 2- chl
oro-4- trifluoronethyl-phenyl am no)-acetam de (22)
"oMIN\~ %o ci G C )a,NI _\ H

N-(ﬂ%- chl or o- 4- (2- di et hyl & fo- et hoxy) - phenyl ] - 2- ( 2- chl
oro-4-furan-2-wae’\ﬁﬁ‘eﬁ acet amae (23) 11 HyC aN~
N[3-ch . Ao

| oro-4-(2-di et hyl am no- et ho%y) -p | ]=2-(2-chl oro-4-t

hi ophen- 2- yi -phenoxy)-acetamde H ) N-\~C O Cl (24)
HCC / HO (\ / ONI1 / WD 2004/ 039764 '
PCT/ EP2003/ 011933 49

- N[ 3- chlB(2eshiero-2-tdiletrtry eyt pheneky)did)- pdiethylbinird-€tBexgds-

or o- 4- pyrﬁétﬂ{ng&-ﬁfen%-é@&ﬁﬁ%w) - acet arﬁ de CH, cl (25) L

Il go/
2-(2-brono-4-t(fluoromnethyl -phenoxy)-N-[3-chloro-4-(2-
di et hyl am no- o ' ,

H C/\N/\/O

o g @k

2-(3-chioro-biphenyl-4-yloxy)-N-[3-chloro-4-(2-diethylamino-ethoxy)-
phenyl}-acetamide
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N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-
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N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl}-2-(2,4-dibromo-
phenoxy)-acetamide

| o
(13) Hsc’“N’\/oﬁ L
| . o Nj\,o@
Br

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

(14) or o K Ji;r
HSC\}\I\/\O:@/ 11)/\0 CH,

N-[3-chioro-4-(2-diethylamino-ethoxy)-phenyl]-2-(4-iodo-2-methyi-

phenoxy)-acetamide

GH, cl

(15) Oj]/\ﬁ/\/o\@. o a




WO 2004{039762- ( 2- am nonet hyl - pyrrol i di n-1-yi) - et hox\AcTERDOT011933
r o- phenyl } - 2- ( 2-
chl oro-4-trifluoronethyl - p‘ﬁenoxy) -acetamide Ng (30) N
CH cf NI\ Od / F FF [/ pro
N-{ 3- chI oro 4-[2-(2-di net hyl am nonet hyl -pyrrolidin-1-y
) - et
phenyl } Hﬂeﬂcm%fa digos Iﬁr(?ﬁt%ﬁ@fﬁﬂhﬁwxyﬁrﬁ@mbawno&@b@m}
de  (31ktHyfami Z)Qc\atalteo Cd Il B~F FF
N-[ 3- br onp- 4- di et hyl am no- et hoxy) - phenyl ] - 2- (2-chl o
ro-4- trifl uoromet hyl - phenoxy) -acetam de q c\ (32)
t5CC~-Nmo | / 0o F | / FF
_N-{3 chl oro-4-[2-(4- msthoxy pl(perldln 1-yi)-ethoxy]-ph

)}-2-(2-chl oro- - EF

4 trifl uoromnet hytsphe aﬂe’eb e WO 2004/ 039764
PCT/ EP2003/ 011933~.54., -

N—[3~chioro-4-(2?pyrrolidin-1-yl—ethoxy)-phenyf]—2-(2—chloro-4-
trif!uoromethyl—phenoxy)-acetamide

F

e
)iﬁF
18]

(17) o i
SUeee
IN\"/\O o
-{3 chloro-4-[2- (ethy[-propyl amino)-ethoxy]-phenyl}-2- (2-ch!oro-4~
tnﬂuoromethyl-phenoxy) -acetamide
F
Cl .
(18) jO/'?F
O

H Ci n
o STy
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N—[3-chioro-—4—(3-diethy_Iamino-prbpoxy}-phenyf]—Z-(Z-chloro-.4-
triffuoromethyl-phenoxy)-acetamide




- WO 204/089764 PCT/EP2003/011933
(B)-N-{3-chl oro-4-[2-(4-metdyl - pi peridin-1-yi)-ethylam
i noJ - phenyl }- 3-( 2-
chloro-4-trifl uoromst hyI -phenyl ) -acrylam de ci (44) o
c\ F FF

(E)-N-[3-chloro-4 hI-plperldlnlyImsthyI) phen
y(49)3- (2- chl or o- I cphenyl ) -acryl am de
ct +, (45)HCI\I‘ H/ F FF
2-(2-ch|oro4tr|fluororreth -phe £N-[4-(2-di et hyl
am no- et hoxy) - 3- net hyl - phenyl ] - acetr’gm de WO

2004/ 039764 PCT/ EP2003/ 011933 54 CN3 (46) H3IC IN"' O
0d ) /1

(E)-3- (Rr{qt[tqzxanmdnﬁetfﬁylwrr@lmwl ROV S-LhIdrd .ﬂw&.ﬁegr}e-m(gi
?Z;)a m,_E%NS%o %—tr@.larome%ﬁ:p%eno&y}eggetgmiacr ylamd

@) 8 iﬁ
. JK/O\@/

N-{3-chloro-4-[2-(2-dimethylaminomethyl-pyrrolidin-1-yh)-ethoxy]-
phenyl}-z-(2-ch!9ro—4-triﬂuoromethy!-phenoxy)—acetamide

Hac/\ ~0

(31) - e ,U\/o\@/

F

N-[3-bromo-4-(2-d‘iet'hyl_amino-ethoxy)-phenyl]—2-(2—ch!oro—4-
triflucromethyl-phenoxy)-acetamide |

| _ |
(32) e R ,.@H Lo{ir
_ s

N-{3-chloro-4-[2-(4-methoxy-piperidin-1-yi)-ethoxy}-phenyl}-2-(2-chloro-
4-trifluoromethyl-phenoxy)-acetamide |




WO%JEQIOQJQQ chl oro-4-trifluoronethyl-phenyl)- N[ 4P¢PEH2EE/011933
hyl am i no- et hoxy) - 3- net hoz_.% phenyl ] -acryl am de H3C
(48) HNCa 0 g HI / F F
(E)-N-[3-chl oro-4-(2-di et hyl am no- et hyl) - phenyl ] - 3- ( 2-
chloro-4- trifluoromethyl-phenyl)-acrylamde H C (49)
HC/WN OO HF F

N-B8y chl or 0- 4- ( 2- di t“h/Wa -efhyl) §phenyl ] -2-(2-chlo
ro-4- trifluoromed - phen N ide WO 2004/ 039764

PCT/ EP2003/ 011933 55 NC (50) N o pro F

N-{ 3- chl or 0- 4- [ 2- (4- et hyl - pi peri di n- 1yl ) - et hyl ] - phen
yl }-2-(2-chloro-4- trifluoronethyl-phenoxy)-acet am de
including the salts thereof.

N-{3-chloro-4-{2-(4-hydroxy-piperidin-1-yl)-ethoxy}-phenyl}-2-(2-chloro-
4-trifluoromethyl-phenoxy)-acetamide

NP
o
HC TN \@ o) ci
i Joo
: - .

F -

(34)

2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[4-(2-diethylamino-ethoxy)-3-
“nitro-phenyl}-acetamide

HSCAN/\/OD e cl

@) w H’U‘@

o o
N—[3-chforo-4-(2-diethyiamino-ethoxy)-phenyl]—2~(2~¢hloro-4-

trifluoromethoxy-phenylamino)-acetamide

CH, c
k N/\/O F

(36) G @Nﬁ\,ﬂ@T
' F

N-[S-phloro-4-(2-diethyiamino—ethoxy)-phenyl.]-2-(2—fluoro—4-
trifluoromethyl-phenylamino)-acetamide




WO 2@810898dpr essi ons used herei nbef ore and bel ow trCT/EP2003/011933
descri be the conpounds acgording to the invention
will now be defined nore fUrly. The term hal ogen
denotes an atom sel ected fromanong F, C, Br and I
particularly F, C and Br. The tern1C1 _"-al kyl, where
n has a value of 3 to cenotes a saturated,

b(@)ched or unbﬁ‘&ncﬂﬁ/ﬁ/% @o ntroup with 1tonC
atons. Exanples ofe” such de nmet hyl , ethyl,
n-propyl, iso-propyl, butyl, |so- sec- butyl,
tert- butyl n-pentyl, iso- pentyl ne pentyl

tert pentyl n- hexyl, iso-hexyl, etc. The term

- d -alkylene where n nmay have a value of 1 to 8,

denot es 242 bg%rfl%etﬂfé@mfb?tawmﬁ@aylamlr\sparlblr[arc@wéw-(z
hydr oca tonB Exanpl es of
such gr g%lﬁgﬁg\gﬂéﬁﬁﬁylggcé{ i - et hyl ene
(-CH2-CH2-), 1- nethyl-ethyl ene
(-CH(CH3) - CH2-), 1, 1-di net hyl - et hyl ene (- C(CH3) 2- CH2-),
n- prop-1, 3-yl ene - CH2-),
3@t hyl prop-1, 3>yl en CH2- CH2- ),
2-net hyl prop- 1, 3-yl ene (-CH2- -CH2-), etc., as
well as the correspondlng mrror trical forns.
- The term C2-n-al kenyl, where n has a value of 3 to 6,
denotes a branched or unbranched hydrocarbon group

with 2 C t st._one '

p00a/ oatE b BB A e B v etiinaneny)-
Exanpl escrpfamidech gr oups i ncl ude vinyl, 1-propenyl,
2-propenyl, iso-propenyl, 1-butenyl, 2-butenyl,
3-butenyl ,; 2-nethyl-1 -propenyl, 1- pentenyl,
2-pentenyl,  3- pentenyl 4- pent enyl ,

3-net hyl - 2- but en I Chexenyl c2- hexenyl 3- hexenyl ,

43Rkxenyl, 5-hex e» The al kynyl , where
n has a value ofN3 o de note ranched or
unbr anched hydroc bon gro pwith 2%o n C atons and a

" CEC triple bond. Exanples of .such groups incl ude
et hynyl, 1-propynyl, 2-propynyl, iso- propynyl,
1 but %/mum -cRlotl- wybmy@m&nyltbmn%lwsﬁimtz -cﬂﬂ(lﬂﬂwyl
1-pentyn entyny pent yny
3- et hﬁ‘@fﬂﬂ?&hﬁwme}qa Wregsta 51' de 2_hexynyl, 3-

o O ‘@Hfué*
' F

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

(41) | | O




wo 28ugaes, 4- hexynyl, 5-hexynyl etc. The term  pct/EP2003/011933
G _"-al koxy denotes a d_"-alkyl-O group, wherein

Cl ,;-alkyl is defined as®3ibove. Exanpl es of such
groups include nethoxy, ethoxy, n- propoxy,

I SO- propoxy, n-butoxy, iso-butoxy, sec-butoxy,
tert-butoxy,. n- pentoxy, iso-pentoxy, neo-pentoxy,

t er t - peflok(A-chioreekipkgnyl-#yb-NMékdnpthotaminometbykphenylisi
aIkyIthlenﬂﬁm@ges a G., alkyl-S group, wherein

C1 "-aIkyI def i ned '‘as above. Exanples of such

gr oups |nclude nmet hyl thi o, ethylthio, n- propylthio,

i so-propylthio, n-butylthio, iso-butylthio,

sec-butylthio,.tert-butylthio, n- It hio,
i gapjpentyl thio, neo-pentylthio, pentyl thio,
n hexylth|o i so- hexyl tho, The term

G _"-al kyl carbo de e 'N)-al kyl - C(=0) - group,
wherein G _"- al P def? ned as above. Exanpl es of
such groups include methyl carbonyl, 'ethylcarbonyl

Insgf Opykl’@ go (ggc!r%qré) %R% rl)gtg)l}%lﬁn?%ggﬂy -Iplperlgl {/l(r:naerﬂ*lb?nyl
t er t - buplgryraoomgrhiden- pent yl car bonyl , i so-
pentyl carbonyl, neo-pentyl carbonyl,

tert-pentyl carbonyl, n- hexylcarbonyl i SO- :
~ hexyl car bonyl , etc The t ergm C3-n- cycloalkyl-denotes a
sat urat ed nono- /{,H Qr _spiraqcarbocyclic group
#Bh 3 ton C ato Exa f sudh groups include.
cyclopropyl cyéFobutyI, c clbp At cycl ohexyl ,
cycloheptyl, cycl ooctyl, WD 2004/0 F

PCT/ EP2003/ 011933 57 cycl ononyl, cycloaodecyl,
bicyclo[3.2.1.]octyl, spiro[4.5]decyl, norpinyl,

nor bonyl , norcaryl, adamantyl, etc. The term

C5- cy ¢l ENerstllordeli@t(d snathyipipeaidmed-yi)-athela mino] pheny)-2-(2-

nl or I 4 5ton C atons.

e%h!o 43@@52&9'?’%% 'bﬁer?g{ %glgﬂa% §:€C| opent enyl,

cyclohexenyl cycloheptenylj cycl ooct enyl

cyclononenyl, etc.. The tern1CS.n-cycIoaIkylcarbonyl
denotes a C3 cycloal kyl -C(=0) group, wherein

?4 cycl oal kyl is fdefi @ ag abowe. The term aryl
enotes a car bog FC, & P xNg system such as

for

(E)—N—[3—¢hIoro-4-(4-rhethyl-piperidin-‘!-y!methyl)-phenyl,]'-S—(Q—chIoro~4-
trifluoromethyl-phenyl)-acrylamide |

. . o
o~ o] '
45 HC N~ ©\ 0 cl
@5) U NJ\/O@
_ F
F

F

2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[4-(2-diethylamino-ethoxy)-3-
methyl-phenyl]-acetamide




WOZ(@)U@B&YIGQ phenyl , bi phenyl, naphthyl, anthracenyCI/EP2003/011933
phenant hrenyl, fluorenyl, 4 ndenyl, pental enyl,
azul enyl , blphenylenyl, etc. A particularly preferred
meani ng of "aryl" is phenyl. The term
cycl o- G3. 7-al kyl enei m no dﬁnotes a 4- to 7-nmenbered
ring which has 3 to 7 @Et erne units as well as an
i Mgyo group, thécho J‘l 1 §f the nolecule
bei ng nmade vi a thazlnlno
cycl o- C3. 7- al kyl enei m no- carbonyl leRpFes a
cyclo-C3.7- alkyleneimno ring as defgned herei nbefore
which is linked to a carbonyl group via the imno
group. The term heteroaryl used in this application

denot es [
conpr i sg§ :Pﬁzt &g@%y‘& nht?c%rgﬁéﬁmﬂae@y ) g(eisd\@m o‘ﬁ@—egﬁrbxy)
nore h8inestbyipbesylsairdemizié from N, O and/ or S.
Exanpl es of such groups are furanyl, thiophenyl,
pyrrolyl, oxazolyl, thiazolyl, imdazolyl,

isoxazolyl i sothiazol yl ;.cd, 2, 3-triazolyl,

3 5- trlazolyl pyranyl, T pyridyl, pyrlda2|nyl
dJ Vi di nyl, ymazu’\r' ,Sltrla i nyl,
1,2, 4- tr|a2|nyl 3,5-t ' y 2, 3- oxadi azol yl,
‘ 4- oxadlazolyl 1, 2, 5-oxadi az '
, 3, -oxadiazolyi, 1,2, 3- thiadiazolf

1, 2,

1,3, 4

1,2, 4-thiadiazolyl, 1,2,5- thladlazolyl
1,3, 4-

i nd

F

, thladlazolyl, tetrazolyl, thlad|a2|nyl
ol yI (E)i3s@rahntrsp-yittriflunsermethyireny!)-NHér2-ciethdgmisagthoxy)-

(thi anagp QN%P¥I e, benzim dazol yl,
‘benzthlazo l%gﬁgrgﬂﬁﬁlazol benzoxazolyl,
benZ|soxazonI purinyl, qU|nazoIinyI, qui nozi |l i nyl,
qui nol i nyl ; VO 2004/ 039764 PCT/ EP2003/ 011933 58

i soqui nol i nyl, qﬂfqoxalinyl, napht hyri di nyl,
qgey i di nyl, carbézéhyl o, azepinyl, diazepinyl,
acridinyl, etc. The te het eroaryl al so conprises the
partially hydr ogene erocyclic, aromatic ring
systens, particularly ofe™Ti d above. Exanples of

such partially hydrogenated he cles are 2, 3-
di hydr obenzofuranyl, pyrolinyl, pyfrazolinyl,
i ndol i nyl, oxazolidinyl, oxazolinyl, oxazepinyl, etc.

Sk g s S e B

triftuoromethyl-phenyl)-acrylamide

!
(49) N g
0 o]
LF

N-[3-chloro-4-(2-diethylamino-ethyl)-phenyi]-2-(2-chloro-4-
triﬂuorometh_yl-pher_loxy)—acetamide




WO 2qu#Q3876luch as aryl -d _"-al kyl, heteroaryl - C . rRCAVERACD3/011933
‘ etc. refer to Cy"-al kyl, asgs defi ned above, which is
substituted with an aryl or heteroaryl group. Many of

the ternms given above may be used repeatedly in the
definition of ajfdornula or group and in each case

have one of the ne niNngs gi ven above, independently

o(5@)ne anot her. The meci' unsat urated", e.g. in
"unsaturated carbocycl rogp" ory, "unsaturated

het er ocycl i c group”, Z@d)@gﬁti cularly in the
definition of the group c,yl,i co es, in addition to
t he nono- or pol yunsaturated groups, The

corresponding totally unsaturated grd&ups, but
particularly the nmono- and diunsaturated groups. The

term " oRf a0 Yopubstiduted:. used, in thi 0l Lon
el cat SECRRRo YR PRI ER ISR bR A o
unsubst itiflwpeminedhylpbermoxypacgiahigsubst i t ut ed by the
substituents specified. If the group in question is

pol ysubstituted, the substituents may be identical or
different. The H atom of ‘any carboxy group present or

. . to igrino.or amno group) bonded to an N atom
'”4y§f@fﬁﬁéﬁﬂét %%ibe repl aced by a group which can be
cleaved in vivo. By a group which can be cleaved in
vivo froman N atomis neant for exanple a hydroxy

SogeRRpressiont ysegheiginbsiens and belew taalessiibe die compounds
Ldi ; d =3l |l group such as the
acc?%él'n It,8 W%ggftew?n 8&1%@9%@6@3?3{%@% f,Uﬂ)ﬁ'e nt anoyl or _
. hexanoyl group, an allyl oxycarbonyl group, a
Cl. 16- al koxycar bonyl group such as the :
The RLBGIREPBRPPIES 40t HORYRAIPBBRYIOM Amad Gl Bs e |
i QBHO RO nyl, butoxycarbonyl, WO 2004/039764
pa FI’CT Egzog%l%@?%% 59 tert.butoxycarbonyl,
pent oxycar bonyl , hexyl oxycarbonyl, - octyl oxycar bonyl ,

T R s b s e St . heegates a saturate,

brahEMedi BF MhISPEY,eREd | s,
Cf _6-al koxycar boﬁg?"bé’?%%rﬁgﬁgﬂgpﬂ%” C atoms. Examples of

suchegigyipoingbidebmathy), ethyiemyprepyioigpaaepynbutybiso-butyl, sec-
' butﬁh?ﬂ-w{yﬂ %96&%?{ Ps%r-]ﬁ{elnt%f Re —'pe‘?‘nty(l\’,f te?t'-génwil, ﬁ-LHee(rs}f,)ri]ég-ﬁexyl,

etc. -

The term Cyn-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,
Examplesof such groups include methylene (-CHz-), ethylene (-CH2-CHz-), 1-
methyl-ethylene (~CH(CHa)-CHy-), 1,1-dimethyl-ethylene (-C(CHa)2-CHz-), n-
prdp-1 ,3-ylene (~CH2-CH2-CHz-), 1-methylprop-1,3-ylene (-CH(CHs)-CH2-CH,-
), 2-methyfprop-1,3-ylene (-CH,-CH(CH3)-CH,-), efc., as well as the |
corresponding mirror-symmetrical forms. |

The term Con-alkenyl, where n has a value of 3t0 6, denotes a branched or
unbranched hydrocarbon group with 2 to n C atoms and at least one C=C-




WO 2002/03g78k koxycar bonyl , PCT/EP2003/011933
G - 3-al koxy- C24- al koxy Czrpaq?al koxycar bonyl or R6CO O
(Rf CR9) - O CO group wher ei denotes a Cl1. 8-al kyI C5
rcycl oal kyl, phenyl or phenyl- Cl1_3-al kyl group,

o0, S P o s

nso%gﬁe@lkmbménﬂem@r(mmﬁeng Qf-rﬂé gl “WgopemyviRe- to RO
are as herei nbefore defined ditionally the
PefHﬁFYIaPTnﬁn&DYbr%Bﬁnﬁe@yIa 4@@3%}(“ $metmdr2 Rrtes, rIoh@‘fQS\Yb
h e oups may al so be used
2I%%gaﬁbgggQghﬁbﬂﬁﬁ%gﬁﬂbgIE%%&Q#%%U into a carboxy group
in vivo. The reS|dues and substituents described above

The BT ComalvprionbeRen ey AHECES (P ASTaren s Granced or
unﬁg?lé@i%%&ﬁarb@hyg?%mtfw n 8tohls eIrIo“ %rénéttﬁéﬂb bond.

uor i kox groups

Exdrhples afstiblogyoupdiiftiude @WFIETQWPWEQHW Qf;jrupyrwtatboxy
sui phi n

Pr ef I t | k
Proav'ﬁx)f & II%&W%I% pgd%ﬁ@%@-mqf%ﬂoﬂr@pupvls&rqﬁﬂtwl 2-
I f I
P e YR T SR B GG TRMRS, ZhaioRet &
hewnyluﬂshex]ynﬁldlimaxanyil@tccar boxyl groups, and/or basic

~groups. such as e.g. amno functions. Conpounds of
general formula | may therefore be present as

Thd Rh@rOa)-akaky éencﬁés%adJI Salityl-0- @F@I&W‘%ﬂénh@I | mkyﬁsabl e

i norgani ¢ aci ds such as hydrochloric acid, huri c
defiged @s qzhwgpﬁasamme&c@f@ucbwrpummm memoxyoe@anv,m-

A e A e e

pent@oyt, wd-peraoxyd r@ho- mﬁbx* tertipbhtady, Ashex@ky SiswiHexoxy etc,
pharmaceutically useabl e bases such as alkali or
al kaline earth metal hydroxides or carbonates, zinc or

u r L i
Thea@ﬁﬁrm %unﬂﬂﬁ@atbﬁls%ts% pgm%ﬂg): -8 L{tﬁgﬁ@ﬁ% it is
defi aed as above Examples of such groups Include methylthio, ethylthio, n-
propylthio, iso-propylthio, n-butyfth:,o, iso-butyithio, sec-butyithio, tert-butylthio,
n-pentylthio, iso-pentyithio, neo-pentylthio, tert-pentylth'ib, n-hexylthio, iso-

hexylthio, etc.

The term Cy.p-alkylcarbonyl denotes a Cy.-alkyl-C(=0)- group, wherein Cq.,-
alkyl is defined as‘above. Examples of such groups include methylcarbonyl,
“ethylcarbonyl, n-propylcarbonyl, iso-propylcarbonyl, n-buty!-cafbonyl, iso-

- butylcarbonyl, sec-butylcarbonyi, tert-butylcarbonyl, n-pentyicarbonyl, iso-
pentylcarbonyl, neo-pentylcarbonyl, tert-pentyicarbonyl, n-hexylcarbonyl, iso-
hexylcarbonyl, etc.

The term Ca.p-cycloalkyl denotes a saturated mono-, bi-, tri- or
spirocarbocyclic group with 3 to n C atoms. Examples of such groups include
cyclopropyl, cyciobutyl, cyclopentyl, cyclohexyl, cycloheptyl, cyclooctyt,




WO 20pWE3%6hpounds according to the invention may BET/EP2003/011933

obt ai ned usi ng net hods of ynt hesi s which are known

in principle. Preferably tqwe conmpounds are obtained

anal ogously to the nmethods of preparation described

I S of

R R bR o PP Rl S B M
nodenyinedroanylt aéannamyhcatmu on to the experinental

section or are famliar to those skilled in the art.

The term al kyl used in reaction plans A, B and C

Thélestat €3 ,-Svdoalkienyl deHthess nilrnvhRLaetidh6sb-, bi-, fDer

starting materials or internedi ate products [isted
SpimSReReCYeiin arqyPgvitupso nri atarps. lRemMpes vf sech graspsenoiuda

e Rspfer kiR enl) BRI ERdrbneny, st

protective group, and |iberated at the end of the
reactjons st andard net hods. Accordin ener al

The Eeaa%ncw salkycarbamigenaies afzor aeoaliv 1@(, 1&PeR-abl y
| Wh%{éﬂ@gﬁhgﬁog}@ﬁfslc}éﬁh@g ag é{i)ﬁlv%br onpacetate, is reacted -

comnmpoun for exanple a phenol,

in a nmolar ratio of 11t02 in a suitable sol vent
in the esence of |tabl e base Sui t abl bases are
Th%&(’i”l%‘ nges érqqr%wc Frighegatic Ao sysiam, 138he or

exeE B R Biphentf nophBy, 2hifatarfh dlertrlinand; forchdl
inderag, rpemjaleuyl Baukengl bipnehgleayl, etnia paﬁtchler[@MFeﬁesred

%1] gabl Ed The reaction takes place in a period
MeRING Oh A Yours in a tenperature . range from RT

to 120 C, preferably from60 Cto 100 C. The al kyl
aryl oxy-acetates (A-3) thus obtained, after being
Thmﬁ@rqu‘yel@ Car-alkyigreiningséenotes & dr o 7eemberasspogsihich has

3 te; HelaRs Gbits R SuetEast &5 o o, T8 Ao P rest efihe
mo[b&ge;yeﬁﬁgeﬁ@geqﬁa% mﬂﬁ@%ﬁ@p{,}f al kal i et al hydr oxi d_es,

for exanple 2-5 equiv. sodium-hydroxide. The reaction
is carried out over a period of froml to 4 hours in a

Thes B ELBhHST v2 KR8 Rl 8ot 2B erae (a4
alkytdrieiminouing &s defined ABRINIBISIARNIoh i) liftedid) & ARt 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. E-xamp!es of such groups are
_furahyl, thiophenyl, pyrroiyl, oxazolyl, thiazolyl, imidazolyl, isoxazolyl,
isothiazolyl; 1,2,3-triazolyl, 1,3,5-triazoiyl, pyranyl, pyridyl, pyridazinyl,
pyrimidinyl, pyrazinyl, 1,2,3-triazinyl, 1,2,4-triazinyl, 1,3,5-triazinyl, 1,2,3-
oxadiazolyt, 1,2,4-oxadiazolyl, 1,2,5-oxadiazolyl, 1,3,4-oxadiazolyl, 1,2,3-
thiadiazolyi, 1,2,4-thiadiazolyl, 1,2,5-thiadiazolyl, 1,3,4-thiadiazolyl, tetrazolyl,
thiadiazinyl, indolyl, isoindolyi, benzofuranyl, benzothiophenyl
{thianaphthenyl), indazolyl, benzimidazolyl, benzthiazolyl, benzisothiazolyl,
benzoxazolyl, benzisoxazolyl, purinyl, quinazolinyi, quinozilinyl, quinolinyt,




wO 2004/0397d40r m t he am de (A-6). The necessary act ipeatEmp03/011933
of the acetic acid is prg%ﬁe}rably carried out using a '
m xed anhydride or using pling reagents. The m xed
anhydri de of the relevant aryl oxy- acet| c acid (A-4) is

sl FiebE StippRa it S P taihlis Bl pebinth, "
duaz%pm;o radndmt etef mhérvérm het@r@@!% cbmpln@e@fhelpémtaw

bases used are terti ary aim nes,
hy@mgeaﬁtﬁédv@emmmw%a%m ﬁéSteU'@eﬁaﬁWUbéhfdhﬁ%ﬁP bgted

=Bl EPinbRe e Sy Bl ualiy PR eRE B FRE 2.0

reaction 1s carri

d:h?uﬁmanzbmmwiapymmwl MMWI 1ddblﬁyalmﬁtaz<5|[cﬁhﬁ,n@b(aza)kﬂ§d
| age ,over d of B mEHt es. The m xed .
OX 1ivl; 8le- ¢ eERrapy, B?Eeff%@ré( $Notes @ heletheremahic
) for exanple an aniline, wthout

m@&%?ﬁ?@gﬁ?.wg %tlégﬁ The aniline is used in excess

relative to the partlcul ar acetic acid (A-4),
eac

o At ol e S o520, o
deﬂ‘ﬁéﬂ Aesved Wi Fs%i’:b%ﬁ@@éd @rﬂh)éineb%ﬁ of ReterBaegfodpb) by

coupling the aniline (A-5) to the correspondi ng
aryl oxy acetic acid (A-4) with the aid of peptide

eGP 98T Bl 1 SR RpREllf i 3 PRaflgn g

forrmald mm@ro(lﬁeﬁu)d tﬁfe@cﬁ rcak€ habk Yones dthé meanmisgiverabovef
from 1. to 1:1.5. The peptide coupling reagent

'”d@B@@IdEP@[YFﬁ'F{De aﬂﬂth@xarrpl e, used in an equinol ar
amount or in excess, preferably fromequinolar to a 50
nmol % excess. Al ternativel y, the reaction may al so be
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The term "optionally substituted” used in this application indicates that the
- group thus designated is either unsubstituted or mone- or polysubstituted by -
the substituents specified. If the group in question is poiysubstituted, 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 from an N
atom is meant for example a hydroxy group, an acyl group such as the
benzoyl or pyridinoyl group or a C1.1a-alkaﬁoyl group stuch as the formyl,
acetyl, propionyl, butanoyl, pentanoyl or hexanoyl group, an allyloxycarbonyi
group, a C.1¢-alkoxycarbonyl group such as the methoxycarbonyl,
ethoxycarbonyl, propoxycarbonyl, isopropoxycarbonyl, butoxycarbonyl,
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Al kyl~0)O-A4dB ~b (A-3) 04, 0-A*B]b (A4 OR H
N-X-Y- Z-N3 (A5 Rz/ R Rz/IN-X-Y-Z -NO-A-B ]b
(A-6) R R3 According to general reaction plan B an

e -
o RO P Gy NP RERR thon Belyioxyearanyl
nonyoxyoaabgyd, decylaxycaiboayl, undecylexmassonyhr ef erably in a
lar ratio of 1:1 10 1.2:1 1in a suitable solvent in
doffeMnkatint ot hexadslybisiiaband dadp dBhe aces ar e,

[ | ; ' ' Huni g base.
B o B e R DV or 1 he
phemyiethosgcarbeny of phay|pOOXgearbenyIRITUERR 03 3/ayisdshorgd-

T reacti S carri out ov a.period of 4
ConiTRbERY e Rl PR BB ety RECOHR-
(RCRI-0eCO gaepivHersih the ethyl arylam no- acetate (B-3)
-~ was carried out anal ogously to the general reaction

plan A by hydrolysis to formthe aryl am no-acetic
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TBJidupnd a suitable base in a suitable sol vent. The
aryl oxy-acetic acid (B-4) and the aniline (B-5) are
preferably used in a nolar ratio of 1.5:1 to 1:1.5.

Th—?f denotes a hydrogen atom, a Ci.3-alkyl, Cs.7-cycloalkyl or phenyl group
and :

Rg denotes a hydrogen atom, a Cys-alkyl or R.CO-O~(R{CR,)-O group
wherein R to Ry are as hereinbefore defined, -

while additionaily the phthalimido grdup 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
poiysubstituted by fluorine as described. Preferred fluorinated alkyi groups are
flucromethyl, difluoromethyl and trifluoromethyl. Preferred fluorinated alkoxy

~ groups are fluoromethoxy, difluoromethoxy and trifluoromethoxy. Preferred
fluorinated alkylsulphinyl and alkylsulphonyl Qroups are
triﬂuoromethylsulphinyl and trifluoromethylsulphonyi.

The compounds of general formula | according to the invention may'have acid
groups, predominantly carboxyl groups, and/or basic groups. such as e.qg.
amino functions. Compounds. of general formula | 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,
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which is used in an equinplar anpunt or in excess,
preferably from equinol ar % a 50 nol % excess. The
preferred solvent is DMF in a tenperature range from
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]b (B-6) R R3 According to reaction plan C an acrylic
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acetonitrile at pal | adi um "cat st use
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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 Cbz protective group, and
liberated at the end of the reactions by standard methods.

According to‘general reaction plan A an alky! haloacetate (A-1), _preferably '
optionally substituted .ethyi bromoacetate, is reacted with a hydroxy |
compound (A-2), for example a phenol, in a molar ratio of 1:1to 2:1ina
 sitable solvent in the presence of a suitable base. Suitable bases are
particularly tertiary amines such as tn‘ethyla-mine 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 aryioxy—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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purification, the acryllcgfld ester (C3) is :
hydrol ysed to formthe espondi ng acrylic acid
(CG4). The reaction is preferably carried out in
et hanol -water m xtures in the presence of alkali netal
hydr oxi des such as sodi um hydr oxi de (200-300 nol % .

ThE@ylbﬁ%bé@@aélab eA-4)lahee pgﬂﬁéat@nrwélc@dp@fd vitH 8n 4nfkeer(a-
nt tenperature. After ur|f| cation, the
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reaction plan A preferably via a mxed a i de or

Prepared bafcsgwtmggthera@ag@ Acid \sﬁ(kﬁn £xceserof @lky ofggmate,

* prétEfERl Rbb R Dot I YRR Bldrebi o Tre prsss

uséd arepieferabhl teytlary Ginires, Fad exdirBolpN- M%ngdéﬁ?%m?cmésgd in
G 2A kyl,,0,\% A4 3 ' - A* ;
eqwnipr %Pwtﬁ-t?tﬂ?a&b(} ‘?ﬁ‘s O')Fl‘até”hﬁl“e%t'Q”MB | b
ThEFEAEYs carridY bt M a suitable solvent such as THF at temperatures
between -10 °C and -5 °C and takes place over a period of 10 to 30 minutes.

The mixed anhydride thus obtained is preferably reacted with an amine |
compound (A-5), for example an éniline, without further purification. The
aniline is used in excess relative to the particular acetic acid (A-4), preferably
5-10 mol%,. '

The reaction is carried out for example at RT over a period of 1 to 4 hours.
Another preferred reaction yields the amide (A-6) by coupling the aniline (A-5)
to the correspohding aryloxy-acetic acid (A-4) with the aid of peptide coupling |
reagents in a suitable solvent using a suitable base. The aryloxy-acetic acid
(A-4) and an aniline (A-5) are preferably used in a molar ratio of from 1.5:1 to
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 mal%
excess. Altematively, the reaction may aiso be carried out in.‘the presence of
an amount of H‘OBt equimolar to the TBTU. Preferréd 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 Hinig

base.




WO 2®4R397Bde conpounds accor di ng to the inventi on REAYEP2003/011933
advant ageously al so be %Xned usi ng net hods
descri bed in the foll ow ng anpl es, which may al so -
be conbi ned wi th met hods knovvn to the skilled man from

rat St er eoi-soneri ¢ conpounds
RebEfion bldf(A: E ﬁi\éyegt[ﬁ epa ed in principle byn.p

conventl oDal rret hods The di astereoners may be

rated on th r different
g %Mﬁ mrtl%_F%] . by fractional
crystal i sati on WD 2004/ 039764 PCT/ EP2003/ 011933 67
fron1sgAqule sol vent s(aAby high pressure liquid or
col um chromat ogrpphy, using chiral or preferably
non-chiral statiopary phases. Racemates covered by
general formula (J]) may be separated for exanple by
HPLC on suitable chiral stationary phases (e..g. Chira
AGP, Chiralpak AD). Racemates which contain a basic
or acidic functi@n can al so be separated via the

dlastereonerlc /ﬂﬁ;&sally act i salts mh'c?_are
produced ‘ﬁ% Bo ticall'y a¢t be aci d,
for exanple (+ (-)-tartaric acid, (+) or
(-)-diacetyl tartarlc acid, (+) or (-)-nDnonethyI
tartrate or (+)-canphorsu|phonic acid, or an
optically active |base, for exanple with

(R -(+)-1-phenyl gt hylamne, (S)-(-)-

1- phenyl et hyl am or (S)-brucine. According to a
conventional nethod of separating isoners, the
racemate of a ¢ ound of general forrmula (I) is
reacted with onejjof - the a nti oned cally
active acids 6 'g—t{’e@rgfar armunt(?p?)n a

sol vent and the resultlng crystalline,

di astereoneric, pt|caIIy active salts thereof are
separ at ed usi ng tlhely different solpbilities. This
reaction may be qarri gd-gutyinzany type @q Folvents
provi ded that thqy HOM/suff|C|entIQ|fferences in
ternms of the soljubility of the saR's.- Preferably,
met hanol, ethanol” or mi xtures thereof, for exanple in
aratio by volune of 50:50, are used Then each of the
optlcally

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 ina 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 Hiinig base.

The solvent used is preferably Hiinig base, DMF or the mixtures thereof.
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neutralised with a base s as sodi um car bonate or
pot assi um carbonate, or w a suitable acid, e.g.
with dilute hydrochloric acid or aqueous
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salts thereo ese salts may present on the one

peptiteocauplippysagentgised|is ¥ BIkk fotaxamplel whichds Lged in an

codERTBHOGIRT I s¥brer ProB b s Pl 5 M

- exdd3el Tha breferred spRentiscDMFSH a tempehetupd Reigdedie, RT to Bhe
case of aC|d|caI;%%bound hydr ogen, the congound of
(2

*C.irsetenpbly fiom RdytoA & b@%mﬁﬁ@rw&ﬁﬁ ¢ nretarablyrietiann

r [ to physiologically and
amgﬁgr&nggcﬁ%o*gﬁgsqdygaccept able salts with alkali
--alkaline earth netal cations as counter-ion. The aci'd
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phosphoric acid, nethanesulphonlc aci d,
ethanesulphonic-acid, toluenesulphonic aci d,
benzenesul phoni ¢ acid, acetic acid, fumaric acid,
succinic acid, lactic acid, citric acid, tartaric acid
or maleic acid. Mreover, mxtures of the above

menti oned acids may be used. To prepare the alkal

and al kaline earth netal salts of the conpound of
formula (1) with acidically bound hydrogen the al kal i
and al kali ne earth nmetal hydroxides and hydrides are
preferably used, while the hydroxides and hydrides of
the alkali netals, particularly sodium and potassium
are preferred and sodlun1and potaSS|un1 hydr oxi de are
nost preferred.
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_ i ncl udi ng the physiol ogi |y acceptable salts, are

ef fective as antagonists of the MCH receptor,

particularly the MCH 1 receptor, and exhibit good

affinity gn MCH receptor binding studies.

Phar macol jpgi cal test Sys MCH- ant agoni sti c

1&? dﬁ;}"b“d'ﬂf%ﬁgb fol | owi ng experi nent al

sectl om. As ant agoni sts of the MCH receptor the

g@:ﬁﬁunds accordi ng to'tél? i nvention are

a t ageousl y suit abl eVa: )phar maceuti cal active
~substances for the prevention and/or treatnent of
synptons and/ or di seases caused by MCH or causally

connected wth L in some other way. Cenerally the
conpounds accordijng to the invention have | ow
toxicity, they ar'e well absorbed by oral route and

have an intracerépral transitivity, particularly brain
accessi bi | There nt agoni sts whi ch
contain a‘f\lhyg‘a JEWS npﬁ%bgecor ding t(B-Bhe
i nvention, are part|cularly suitable in mammal s, such
as for exanple rlats, mce, guinea pigs, hares, dogs,
cats, sheep, horses, pigs, cattle, nonkeys and al so
humans, for the tireatnment and/or prevention of
synpt ons WO 2004/|039764 PCT/ EP2003/ 011933 69 and/ or
di seases which arne caused by MCH or are.otherw se

- causally connected with MCH. D seases caused by MCH
or ot herw se caugally connected Wth MCH are
particularly neiitgllﬁ i s q% , such as B4) exanpl e
obesity, and TSot f%% bsuch as for exanple
bulim a, |ncI ing bul i mi a nervosa. The indication
obesity includes |n particul ar exogeni c obesity,
hyperi nsul i naem R! beS|ty, hyperqiasn1c obesity,
hyper physeal adi gosi-iN--xbypoplasmpg obesi 14B-5) .
hypot hyroi d obesi|tp2” hypothalan1c bbesity, synptonmatic
obesity, infantile obesity, uppeﬁabody obesity,
al i mentary obesity, hypogonadal obesity and centra

- obesity. This range of -indications also includes
cachexi a, anorexVa %nd hyper phagi a.

R\ N—A—8 ]
N—X—Y~—Z —N b (B-6)

Rz/ ‘ |IQ3 _

According to reaction plan C an acrylic acid ester (C-3), e.g. an optionally
substituted ethy! 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(ll)acetateeee {1 mol%) combined with
tri-o-tolylphosphine (3 to 4 mol%). Suitable béses are tertiary amines such as
triethylamine. |
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particul ar, be suitable for_ reducing hunger, curbing

appetite, controlling eatﬁﬁb behavi our and/ or

pronmoting a feeling of satiety. In addition, the

di seases caused by MCH or otherw se causally connected

wth MCH al so include hyperlipidaema, cellulitis, fat
AftEEQUMHaBbA Othe dﬁﬁ}lic@tﬂ!‘éste@@kﬂ%’h?&bﬁweaﬁ F@F the

mast ocytosis, enbtional disorders, affectivity
corgespendingacniigacid {Coh, Thaxeetionds areferably exrped out in

d
et REr G T L M Hrodes SR S BRI SRR °
sodiompyeirbxide $2001808 mdP¥ypounds according to the
invention are al so suitable as active substances for
_ The rrachipe akRs BACARMEL? Pefied Ofdip 4diowss gépmbigridempgrature.
: and/or disorders, particularly those which acconpany
obesity, such as, for - -exanple, diabetes, diabetes
Afterpurification ebpecnyiclacid gzqmpbhndi(@*ﬂeusesoumequ ghyamee a,
_ ti I h t f
corfpainf i) fér eXamB BB Te ofarT Rsmaehpmite 4Getr dhe
neddRYE/PAMtioN 'oﬁf?\%t é&yll@@élﬂ Qeﬂﬁékeé‘v‘fﬂéce anafdyouBly to

resi stance, pat hol ogi cal ['ucose tol erance,
geraﬁale'paatm pl@agq« aqremwyama ainized anbydsidsyor using coupling

car uIarI erloscler05|s
reafASisueh ¥ 18Ty Y Ba T LoSBb kvt PettfBlon: oo
2004/ 039764 PCT/ EP2003/ 011933 70 MCH ant agoni st s and
formul ati ons according to the invention may
Reagligamnlag &6 udYWrepeesesdagi-eHedthiinati on with a dietary
t herapy, such as for exanple a dietary diabetes
treatnment, and exercise. Another range of indications
for which the conpounds according to the invention
are advant ageously suitable is the prevention and/ or
treatnment of urinary disorders, such as for exanple
urinary incontinence, overactive bladder, urgency,
nycturia and enuresis, while the Harninkontinenz,
uber aktiver Harnbl ase, Harndrang, Nykturie, Enuresis,
while the overactive bladder and urgency may or may
not be connected w th benign prostatic:
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effect is conveniently, by_jntravenous or
subcut aneous route, 0.001 % 30 ng/ kg of body wei ght,
preferably 0.01 to 5 ng/kg of body wei ght, and by

oral or nasal route or by inhalation, 0.01 to 50

nmy/ kg of Mody weight, pref bly 0.1 to 30 ng/ kg of
E@d&yM@l eﬁthHaaeeA—ﬂE ;Tto three tines a day.
or thi@ pur ose, the conpo P5f formula | pr epar ed

acc ng to the inven may be fornmul at ed,
opt@%ﬂblly t oget her mﬁt&igyher active substances as

descri bed hereinafiter, together with one or nore inert
conventional carrijers and/or diluents, e.g. with corn
starch, |actose, ¢@lucose, mcrocrystalline cellulose,
magnesi um st ear at ¢, pol yvinyl pyrrolidone, citric acid,
tartaric acid, vater, wat er / et hanol , water/ gl ycerol,

wat er/ sorbi tol, ter/ pol yethyl ene glycol propyl ene
- glycol C, Qé‘tIIWIs\t eMB ar boxymet hyI d&-Bul ose
or fatty ubst@nces such a8 hatd fat or suitable

m xt-ures thereof, to produce conventional galenic
preparations such|{as plain or coated tablets,

capsul es, powder$, granul es, solutions, emulsions,
syrups, aerosols for inhalation, ointnents or
suppositories. Infaddition to pharnaceuti cal 7
conpositions the I nvention also covers conpositions
contai ning at |eagst one am de conpound according to
the invention anfg/ or a salt according to the

i nvention optionally B With one or ngCe})
physi ol ogi cal'HQ accept abl e 'exci®pi ents. Such
conpositions may al so WO 2004/ 039764 PCT/ EP2003/ 011933
71 be foods, for gx mple whi ch may be solid or

l'iquid, in whi ch he @QEQ gd cco ding to bQ@ :
invention is incofpgsa or bove nmedtTdned
conmbi nations it i ssible to use RS additiona

active substances' particularly those which for exanple
potentiate the therapeutic effect of an MCH

ant agoni st accor@gyng to the invention in terns of one

rlof the |nd|cat|eﬂE\EEDLL ove and/or which nake
\l\N_g@esiLb.L A _t_oN S‘APBET (C-6)

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 to 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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the invention. Preferably.one or nore additional
active substances are sel eg?ed from anong active
substances for the treatnent of diabetes, active

fro?HQﬁﬁélﬂé%ﬁivfeﬂfs BE}%QH bR Su{;ét cgfid gt E‘QEHnC hromatography,

I catlons, nces e tre

usm‘g mmmotprefpnabiyemmbbylraitﬂhmromphw ant agoni sts, -
active substances for the treatnent of high bl ood
pressure, active substances for the treatnent of

RAREARIES ew@rg rfé%éltfarrﬂ@aa (F)rrﬁé%f b@%@bgfa@éd for exa?db‘lé ¥

subst ance or t e treat nent s, - act
HRLb shsuitablef ahiral h@tmn@artpfmes (6@ gaﬁi‘anret &Gﬁ. &IW@Jpak AD)

RS BT LFRie0.4 Byt PEebBRALBERR San SERIRE Shitprelf Ve
the@iesteedmrlia] istitally Bl Saltelhich dpy ﬁmdqfn Rsaing asth
Exanpl es of acti ve substances for the treatnent of

andqipligaliyeactivecagiasfior examplendi or Edtartanacidi () o6 énstiacsiy!

(eI TTEP ( ANBREAS ot W (earR b AN Seid, or
ansmusally sctivie bhasd, fisresxanageé wmtaz@)-s(wme:bherglanyiamne (8)-(-)-
drochlorlde) troglitazone,

eferably h
1- ﬁ‘r&i ypthlaglieoaml-arieingal t s (preferably rmal eate),
JTT-501, 4 -262570, MCC-555, YM 440, DRF-2593, BM 13-
1258, KRP-297, R-119702, GWM1929. WD 2004/ 039764
AcBartigPR0D 860NaridBal m2tHodsof éapawmgasbmrsadbelrmemaiewf a

CoRRPUIS 2k OHRETAL YA bR Hed Wik Sheohiie BbSve-mentioned
opﬁ@aﬁ%@%‘ﬁ?ﬁé@cﬁ% or tfﬁséﬁln‘i’ egﬁmﬂei%rﬁsgnﬂst.ﬁ PIBIPENt ERASAbL S,

gl i benci am de ['iclazi glimepiride. Further
reseitingnirgstatine; dmteraomem:,empt@ﬁllxaectwaas@ltaamrmf@re

sebabuthd TreftBirelil SefibrRh: 1 redion Melis e Rt
anyp bl srrgdivents provided that they show sufficient dn‘ferences in terms of
the solubility of the salts. Preferably, methanol, ethanol or n"iixtuf'eé thereof, for
example in a ratio by vblurn_e of 50:50, are used. Then each of the optically

| active salts is dissolved in wéter, cérefu[ly neutralised with a base such as
sodium carbonate or potassium carbonate, or with a suitable acid, e.g. with
dilute hydrochloric acid or aqueous methanesuiphonic 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 éonverted 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




wo 2002fdbteds i ncl ude those obtained from aninals, pc/EP2003/011933
particularly cattle or pigs, semsynthetic hurmn
~insulins which are synt hef&ed enzymatically from
insulin obtained fromani mals, human insulin obtained

adgliadsans o r@og%pBgfnd@”c?fgpw&mbw RaraReNG SpEane acids.
Or thg thé‘r ﬁaﬁlém erkbf%cﬂcéi@ & Srq r%;d@&?% BYm ound of

wei ght zi'nc) protamn uli'n obt ai
forfriudar( 1} i may alsd belcoayertegn‘ by waomenwtmhargamuase&mto n

PhyaRERlIE 28R Fefraceipaieany seeriablirLs B akdlipralyaine
eafth PhsthNcatins AsSuntsilifl eTi E&Gra%ﬁﬁt:dﬁ SHiE, m§¥ e piépdred,

regard to the onset ti-me and duration of fect
for@example, usingebiydroehlate aoid, hygrebromicraaidli sl ehutictacih

phéskiys st PR R e acld BFARERLR RN BT, oo e

toleersninvgicacit NterprhBelipbbaiglacid rdietit @8ido furbéée acid,

patient. a-d ucosidase I nhibitors incl ude acar bose,

SU%{QF eeish actigiagid. «cHric agigh tartarigracid oomalgie epls- m@@t’ﬁf F
i35 ciofe RRP rfipned busTHEy bPRERR, ToPgRe e aleal
andlakaénhegadh himetat Mts difhlloe eommugi g(uﬁ é@maggm withcdaigtieally :
bodic BufoneR ik gl g ik Rrisargnsial Cyaipise and Fydhides
are%@@é@l Q&%@lewhllé‘ﬂk inyBFokiddy é’ﬁc?h?dﬁd@soéf'tﬁé alkali r{}%als ‘

‘ ospha ase I brtors, dipepti pr ot ease
pamouiarlgsgdﬁm Pt pERBSOBAG pEfatedand 30d|umm abd petassium

|2| Active substances for the
| hy‘ﬂ?’é’ %W‘gsft%%gggl c conplications include for

exanpl e al dose reductase inhibitors,. glycation
i'nhi bitors and protein kinase C inhibitors. Al dose
The eeePHBEs PRENTHINGIPShe Peesent inveatipn.dnelgdinasthat |

T : _ ) ‘
orBRAEah coor e S5 la e BB AL o RAER o o
recgbtpc,qiarbculiaﬂjnﬂ"tﬂ MQH-11 sepeptag etidnexhibit good affinity in MCH
receptor binding studies. Phérmacological 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 phammaceutical active substances
for the prevention and/or treatment of symptoms and/or diseases caused by
MCH or causaily 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, cattle,
 monkeys and also humans, for the treatment and/or prevention of symptoms




WO 2(098%16A Ki nase C inhibitors are for exanpl e NEET/EP2003/011933
LY-333531. Active substan ot her than those
mentioned above for the treatnment of diabetic

conplications include al prostadil, thiapride
an@/ﬁéﬁ'ﬁ%ﬁb@é Witfoh ar@'da%éé 'MCWé@tdtﬁ@%@é%E g“ de,
el cosapent at e, ntine, pinmagedi ne (AL

COllr)eCt%wl’tdeG bst ances for the treatnment of obesity,
preferably other than MCH antagonists, include |ipase
i nhibitors and anorectics. A preferred exanple of a

DidelaBas alifed by MTH iop oﬂ{émﬁeaéausﬁwlﬂghﬁéct@a witheeH Q@

anorectics are phentem ine, mazindol
paidiekiedy metebalindisofdens eeich s, fos emmplﬁrﬁheéltybwféﬁaim

dlséi%ar? ér?#b a%r?f) Egxa'ﬁﬁfgnwﬁébmﬁ%%ﬁ%imgbo&\é(y%orT htehe

indioatiah mbesltpfnclmesm pyrtiontdretegehipsbasity. hyideriesviarachaic
t he B oses of this ap gllcatlon the active supstance

obgsiyuRYPRIPlasmic obewl, hyPamhysealadingsiiicRypepiagmicriastys
B A e S R e S

obexiy AU P37t yRIDBIS P 241 g ita 6 ostResity4h yiogdnadakobesity and

h The scope of .t he es t or anorectic
cerlEh PRESG yBYE gk ShAFCAtARE BPdndiResicadia. Snorexa
and ﬁ%é}?hg aby the follow ng additional list, by way of

exanpl e: - phenyl propanol am ne, ephedri ne,
pseudoephedrine, phenternine, -a chol ecystokinin-A

| f
ComBRuHs Bt Fhingriathé MventiPe Bay; 2hoANicoRrhe Suisshie for
redﬁbshgtrﬁm@bf‘Qijrblﬁ?%w@ﬁﬁe'"'%hl‘i‘@mh%eéﬁﬂig ¥ehSWbSt aneer a

serotonérgic active substance {such as for exanpl e
proowiing e feefimgrohsatmty. f enfl urani ne), a dopani.ne

ant agoni st (such as for exanple bronocriptine), a-:

mel anocyt e-stinul ati ng hornone receptor agonist or

In JHARIN, ¢he diRead:y ééll»é%dcﬁy ml-@ﬁpétﬁe@w%b'd@dlbéﬂy Bennected
horrmne a cannabi noid " receptor antagoni st, an

witha it slsiosincluda dyperlipidaesnia, Q&i@htﬁ fa acgumulation, mg/i[:@l;anf

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 fo the invention are also suitable as active substances
for the prevention and/or treatment of other illnesses and/for disorders,
“particularly those which accompany obesity, such as, for example, diabetes,
diabetes mellitus, especially type Il 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.




wo2nefiered to as leptin), a leptin anal ogue, a |®eEt/EPR003/011933
receptor agonist, a gal anirQe antagonist, a G |ipase
i nhibitor or reducer (such‘as for exanple orlistat).
O her anorectics include bonbesi n agoni sts,

e AR BR G b8 B R envan s

advanaidgeotsly del Weedaint @weIhatch with achstainntHerasy, Rach as for
)Joro ei n_ant a%onl sts, agonists of the G ucagon-Ilike

€ ﬁEIF{“i’ géliatapediapetss trealient. adieerds@npl e exendi n and
ciliary neurotrophic factors, such as for exanple
axoki ne. Active substances for the treatnent of high

Aruitioerd raorges oéiriedicatibasl for ivhith tthescompoands adogosdimg to the

._converting,enzyme al ci ant agoni-sts, potassiu

invanliaR e iantResously stiatle & prevenliongndler yredtment of

urihBR) RiidPEErsOf sitoidal 965 idkafPIY Arirdhy RRENEReridaC! sRactive
captopril, enalapril, alacepril, delapril

blgdaedr oggedEY.de)yCtiiai aogr ignuresis,daphiid | theenHaepmnkdntinenz,

] i il. tyandolapril, . mani.dipine. . .
bBlaro8 Heees Aatane, MRS EBhiasi i, Pl Covgractive
blatideeding 0ryenay! ediypbinenayehenbei eoriifscted iviit BeRigheprostatic

Pot assi um channel openers include |evcromakal im -
hyperplasia  AL0671, N P-121. WO 2004/ 039764 -

PCT/ EP2003/ 011933 75 Angiotensin |l antagonists
include telm sartan, |osartan, candesartan cilexetil,

Thea:lgsage aequil';etbtem’m_ 7 5V sﬁ-aﬂﬁéﬁe&ﬂd Ec‘a’n\lla‘km_briéﬂw by infravenous
substances for t eat ment o er|ipi daem ga,

or SRS ratted Gat 130 Balko Shesdbeeiait wafers g Ao bins
mg/RIbEbOAY Feicht, Uit By 6RITEP HAER roulEr EPANGIRALA! 699 to 50

- mg/ky abbedy weight,rretesally iOn] td BQmagkaof body imeaght ih,each case
on{::%é:)ir%ast?ti n, i,tavastatin, ZD 4522 and the salts

i 'rﬁeﬁraa‘ij%y'conpounds' i ncl ude bezafi brate,

clinofibrate, clofibrate and sinfibrate.

For this purpose, the compounds of formula | prepared accdrding to the
invention may be formulated, optionally together with other active subétances
as described hereinafter, together with one or more inert conventional carriers
and/or diluents, e.g. with corn starch, lactose, glucose, micfocrystalline
cellulose, magnesium stearate, polyvinylpyrrolidone, citric acid, tartaric acid,
water, water/ethanol, water/glycerol, water/éorbitol, water/polyethylené glycot,
propylene glycol, cetylstearyl alcohol, carboxymethylceliulose 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 inhafation,

ointments or suppositories.

In addition to pharmaceutical compositions the invention also covers
compositions containing at least one amide compound éccording {o the
invention and/ or a salt according to the invention optionally together with one
or more physiologically acceptable excipients. Such compositions may aiso




WO 208aiosozB4subst ances for the treatnment of arthri tRCI/EP2003/011933
i ncl ude i buprofen. Acti vemsubst ances for the
treatment of anxiety states' include chlordi azepoxi de,
di azepam oxazolam mnedazepam cl oxazol am

be Jo R0 15 Bl FRERT Ty BRERRER) il nLUER e e

acédrdimetoi the invdntion dx mcorpmraiedi pr am ne, par oxeti ne,
sertraline. The dosage for these active substances is
conveniently 1/5 of the |owest normal recomended

FonP%e?]l&m/etﬂeﬁ é&néﬂ‘ @rﬁﬁnﬁﬁéﬁ@it id 68 rﬂ&'%@ 3RSKiditldha
anot her "'enbodi ment the I nvention also re ates to the

actu&ae&dfstamdsawtncmdaey thensedehiclo fqrc&namme potemiaga the t he

ey S 7 a6 Gl "Bk Bhathad o bRl s o
“ond %f«‘tHeSmEﬁ:‘e%@ns ﬁ‘rb’ritzbﬁé&l ebee eﬁdida@«ﬁaaphqakamt pGHBIe whds

according to the invention may sui tabl e for
reduce e nig:sage géen MG kam@oimiaocoejm@ tnthedhivémtipreat i ng

PrlSeBh S e BodilaalR Do Bre B pobfletivn e

@cﬂ@é’ s@ﬁsﬂaﬁcé@ﬁbr“iﬁe fr@Qﬁnérﬁtcﬁ‘ﬁ‘i’abeT@@r efore, the
onmpounds according to the i nvention are

@@ttwsagetauee@fqnéie@treaimerdmidua@t[cm@mplmet:@m A

:'eﬁﬁw%%?%*%ﬁsé‘Sfﬁb 0Bty onBSimBiom By s thap MCH

iBRedRRR4ts, i n body weight, for exanple i n peopl e who
‘have preV|ousI taken steps to reduce their weight
- aptiveipebstaeees tor dherealnent okhight bioad pgesswser  reduced

N L e

apearibbeeaiditi c use may be a cosnetic use, for
exanpl e for aIterln% t he outer appearance, or an

- QE%YEP gabstanceslorthpiredtmantiofarthgéser al feel i ng of
. ﬁ’éﬂ:v@@u o?Wﬁ’@Qtﬂ?erﬁ‘%?%gleggst‘éfést he invention
T oare era y used non-t her apeuti c capacity for

' aammi;sbstaaces fou khee rgatnfentoh seprmdssidmave no di agnosed
di sorders of- eating behaviour, no diagnosed obesity,
bulim a, diabetes and/ or no diagnosed urinary

ThePaORERTentiBAEd CEIEIGBRiLY of HEHVRREIhSHARRRIWIN $MEDe explained

Preferably the compounds according to the i nvent
in nagre 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,




wo 28bd/65bbe for non-therapeutic use in humans whosgr/Beshos/o11933
mass i ndex (BM = body nass index), which is defined

as the body wei ght neasur ed<i n kil ograns divided by
the height (in netres) squared, is |less than 30
| ess | es tha I ow

i I |
DM Earion S kel dr iR RSy R AR, S 4
2004046 o G G294 3Ale, 10 eh dBetekarmice

remarks: As a rule, IR NVR and/ or masssectra

ha Gy aRRyRaBiseAnbEs amqmwn S?Bﬁp@'thﬁﬂ@’%ﬂldga@!ﬁﬁﬂ%l ess

O LBk f1e® EBNAE:, S08ns ¥ |rtoin 3p6retBh Htb sl Bl
Darepagitide, hatsglinide, miti@BidedKAD1220) and dTPe308.

saturation. The Rf val ues obtained under the nane
Al ox are determ ned u3| ng ready-nmade al um ni um oxi de

o0 5@.%‘I'Szc'fés,‘%ncl%)d@trﬁ in Hmn%{d;a{&% mih! €M no.

13) w thout c er sa urati e ratios given
for the eluants relate to units by volune of the

7 efatihs bR sk OBlaiRas 1M aniarels aREGarK callcer pigs
Si béﬁ'@swﬁeﬂé&ﬁﬁnéw in¥ulikd RAICH ér%?ﬁ@éEMed%%d%ily from

used for chromatographic purification
Merrtsvahn phtaisechtrom aanmmiaq uhumammnaeiurgobtameam«agm@tmd

ceBeBhe 5 SO FstneteiAsal otieosie Meted Br fredem, o
rremuneaélsmnd@mdé@msmhizm @6ntand Tgm&t@roso 9/:9@4:%'@@'
col ums: Zorbax colum (Agilent Technol ogi es)

( SWgighé obging) and en@ammesirﬁhim-zm @bta@amﬁ fr@ﬁ|anmchlor!de

BT SoRE ) M, Pl A B it o
- Syimselin frag@@n(s/ét derplivés Bopexample INSES, eter). col um

tenperature: 30C, flow 0.8 nL / mn; inj ection
volune: 5 pL; detection at 254 nm (nethod C) nethod

A: ln‘é@ﬁﬁha}%&@mc‘iddé &ﬁ&%n&'k&d@cég: %ntia r% r’d {o%hé: o?rs%t firhe
over B: wat er:acet oni formc acid
- 9:anddoratips of effeo!, (OultrevmneﬁlahemctlonHme"ﬁ"lmnnedlate action
type", "two phase type", "intermediate type”, "prolonged action type",
etc.), which are selected depending on the pathological condition of the

patient.
a~Glucosidase inhibiters include acarbose, voglibos'é, miglitol, emiglitate.

Bs Adreno re'ce.ptor agonists include AJ-9677, BMS-196085, SB-226552,
- AZ40140.

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




WO 20Bd3erb4C. wat er: acetonitrile:formc acid 9: 1: Op®AEp2w03/011933
1:9:0.01 over 4 mn, then g mn 1:9:0.01 Preparative
col um: Zorbax col um (AgiT' nt Technol ogi es), SB
(St able Bond) - C18; 3.5 pm 30 x 100. mm col um

TR e B e e 0

purlflcatlons as a rule, the same gradients are used
were used to raise the anal ytical HPLC data. The

Aqm?@ gubstanegefardhne beatsaentol siahatic commiications inglude for

explrs, 2085e KR Gagt, DO BES AlFuBh TuB AR Bein igape ©

" inHilieore. is no specific information as to the
configuration, ‘it is not clear whether there are pure
enantiomers or whether partial or even total

" 28RS L00RE Tnib R R DI A S e A AL Brestat,

I‘eVI atl ons are use erel na

abmi‘eﬁt@t Berarestdt - SNKB6(; avpohydtat, BRA-50i, AS-3201.
‘benzyl oxycarbonyl CDI N, N -carbonyl diimdazole CDT
1,1 -carbonyldi(1,2,4-triazole) DW

N, Nn@xﬂﬁﬁﬂf@bfé‘g{ﬁﬁ.‘aéh ntﬁﬁltt?rgsﬁl in&t her Et OAc et hyl

acetate "EtOH Fnoc uor enyl met hoxycar bony|
-sat. saturated semniconc. sem concentrated HCI

hygro(f& rﬁége IﬂHlbltOl’S areafgr examp e IQGF , 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,
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 preferréd anorectics are phentermine, mazindol,
dexfenfluramine, fluoxetine, sibutramine, baiamine, (8)-sibutramine, SR~
141716, NGD-95-1.

Active substances other than those mentioned above for the freatment of
obesity include lipstatin. '

Moreover for the purposes of this application the active substance group
~of anti-obesity active substances also includes the ahorectics, of which
the Bs agonists, thyromimetic active substances and NPY antagonists
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N- et hyl di i sopropylam ne |I._vac. in vacuo (in vacuo)
KCOH pot assi um hydr oxi de clthc. concentrated MeOH
nmet hanol MIBE net hyl -tert-butyl ether NaC sodium

| ;%ﬁé‘”?%@e%&l%ﬁg‘%g h %E:gxcjf%e aﬁ{i-%beg{tg,ggp iaﬁorggt.ic active
2- §lbStaseEPvhicAZRk plefditkd hete & iﬁdic@téolﬁlﬂﬂﬂé/ﬂo%\ﬂmgum

tetrafl uoroborate TEBAC tri et hyl benzyl anmoni um

c heeditigral\ist, tyouz soeempleTriemipopensiessne @pherrpe,

T ARaREs e AR (AR R S lHRPT S
PCY #PCQUR3AP 2¢0ai8t, 280 ondamineaslptake inhibfonitchlse for

products I nternediate product 1; CI N\ Br 0 HBr
Zl-_@;ample sibutramine), a sympathomimetic active substance, a

T o RO g Lo RaRRE i T S TR e <Y
wefentdeecine]) sadasnuing @ntagoris).(8ctyas for example
bromocriptine), a melanocyte-stimulating hormone réceptor agonist or
mimetic, an analogue of melanocyte-stimulating hormone, a cannabinoid
- receptor antagonist, an MCH antagonist, the OB protein (hereinafter
referred to aé leptin), a leptin analogue, a leptin receptor agonist, a
galanine antagonist, a Gl lipase inhibitor or reducer (such as for example
. orlistat), Other anorectics include bombesin agohists,
dehydroepiandrosterone or its analogues, glucecorticoid receptor
agonists and antagonists, orexin receptor antagonists, urocortin binding
protein antagonists, agonists of the Glucagon-like Peptide-1 receptor,
such as for example exendin and Ci!lary neurotrophic féctors, 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 Il antagonists. '

Inhibitors of angiotensin converting enzyme include captopril; enalapril,
alacepril, delapril (hydrochloride), lisinopril, imidapril, benazepril,
cilazapril, temocapril, trandolapril, manidipine (hydrochloride).

Examples of calcium antagonists are nifedipine, amlodipine, efonidipine,

nicardipine.

Potassium channel openers include levcromakalim, L-27152, AL0671,
"NIP-121. |




W026&/@§%4rm|) of 2-chloro-4-nitro- phen0| and 60. %‘/@2003/011933
. 350 nol) of (2-chloro- et hyl ) -di ethyl-am ne i n 700

rrL DVF and the mixture was’&tirred forl 6 hours at

80C The reaction m xture was evaporated down i. vac.
relduewa i N with water and the a eous

o hBCBRTETE Hh A aa IRl e sttt losadaeyeancmgan
Coaié%é%ﬂ ValsairtafX i n\eieasaSEpfyM th water, dried
over nagnesi um su ate and evaporat ed down i. vac.

The crude product vvas recryst allised fromEt CAc and
.he not.her ]Lg or, evapo
0
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artéﬁ@édl@:@s&elnclLﬁfeadM@lcoA%abb@rsewubﬁ@@' fit¥afdtdfpBurdds.
9:1) vyiel ded the desired product. Yield: 29. OO (37 %

of theory) Cl21-117CIN203 (Mt 272.734) Cai c.
27%@-@4{%&%&5&3@%@58%&5 iﬁ&HBQ brﬁ%&zﬁﬁ'}( sWe@téﬁn

3- Iohé@letin4atbaraétaﬁmtlﬂbmtm diphatly reiNatatira Xaogstatin, ZD-
100 nlL of conc. aqueous HCl in 100 mL Et CH

on 0
vva%gﬁéda@@th%?@ﬁﬁ/&h@@qfo a suspension of 20.00 g (358
mmol ) of iron powder and 20 g (73.33 mml) of
[2-(2-chl oro-4-nitro-phenoxy)-ethyl]-diethyl-amne in
206ibrate cBh@dundkiincudehkezafinpateathinaibvats, lefbrabebods 20
Ch cillng withice. The reaction m xture was
st?'%fé@ for 30 ninutes, neutralised with 10% aqueous
sodi um bi car bonat e sol u_ti on and was exhaustively .-
extracted with Et QAc. The conbined org. extracts were

Actiye sithstangesifaginedreaiment pharthritisnocledepouziotan. down i .
~vac. The product was stored under a nitrogen 7
at nosphere. WD 2004/ 039764 PCT/ EP2003/ 011933 81

Act\aeeatubstaiﬁceéqogth(e&:‘?ea‘fm@ht ohaotsly stéledhAGd&20 (M=
242.751) Cal c. peak( MtH) +: 243/ 245 Found: nol peak

QAR PONBSAIBFPAD! 904 tedagerams Floxazolae
brofe2BhaHP BhDE, alpeDbldm RIMfazdisigous ammoni a

Active substances for the treatment of depression include fluoxetine,
fluvoxarmine, 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 accofding to the invention and/or a salt according to the
invention for influencing the eating behaviour of a mammal. This use is based
particularly on the fact that compounds according to the invention may be
suitable for reducin.g hunger, curbing appetite, controlling eating behaviour
and/or promoting a feeling of satiéty. The eating behaviour is advantageously
influenced in such a way as to 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
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A solution of 1.86 nL (21. nmol ) of
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dividleass e h it IP0HERB9srtiared / IERHIARAR BDY éérﬂc&%rh@ﬂéﬁd

W th water, dried over nagnesi um sul phate and
thag\sor at ed down 1.

The Examples that follow are intended to illustrate the invention:




el d: 23. 79 g (83% of theory) C11H COCi r’i‘% /011933
wo 262%%3%7 s Cal c.: nol peak( MtNa) " : 305/ 307 Foun robfs

nol peak (M:Na) " : 305/307 (&) Rf value: 0.58 (silica

gel, petrol eum ether / EtOAC 4: 1) Z2b)

2- chloro 4-trifluoronethyl - phenoxy)-acetic acid 84 niL
Pr s NaOH was added to a solution of 23.97 ¢

AS%%U@ P NNIR AP s sRestirdiave Sesn abtained fr 6o
corﬁb@hh@@ﬁrédaeed NMEss ethengiskatatey ee RYVallieBAte deldridihed

was. concentrated by _blﬁgoratl on i. vac., the residue
usipggeadly-mase sliagelEd We elates Hone (i Mesek, \marmspdtq ftem

itate formed was filtered off

nou g R L iR ihah Bt ashrian. Jhe Byakies oainecinda the
e 88 581t 0905 3o RER LR AR R OEL TLC
pla?éﬁ(EQ fhﬁer(:@ D)aﬁiﬁstééi lﬂém Ro Of0671 3)'vﬁﬂ1cﬁﬂ'chaﬁﬁief @éﬁff‘éﬂon

et her /Et OAc %u I nt er medi at e product 3:
Thepatios giveman tl;:e efugngnpetate to units by volume of the so!vent in

quési. Sl s by SLREIBE KA RTORIY (o {rBhbe bR SHTuRR
NH 0 daternBliicaefel radergnbhiipcke Mﬁm%tasammw% asistbfdr

. to a suspensign of 22.80 (O 165 nol ). of potassium
chreRIalRaAPRIC RurBisalion. AbE( (BeerckeD ﬁrmsﬁdé HInieatexde 80

stal]l&&'d%ed, 63-200 um, ltem no. 1.01097.9050) is used for chromatographic
pu’riﬁcatioh. The HPLC data given are measured uhder the following |
parameters: .
Analytical columns: Zorbax column (Agilent Technologies), SB (Stable Bond) -
C18; 3.5 um; 4.6 x 75 mm; column tenﬁperature 30°C; flow: 0.8 mL / min;
injection volume: 5 pL; detection at 254 nm (methods A and B)
Symmetry 300 (Waters), 3.5 ym; 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 8 min
methe'd 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 {m; 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 control, the fractions containing

product are combined and freeze-dried. | |




wo dood/odddedhour s.

L water and exhaustively V‘? 2004/ 039764
PCT/ EP2003/ 011933 83 extrdfted with MIBE. The
conbi ned org. extracts were washed with water, dried -

1t G1EEh RSB Rt o BB e afign o ot g whether
théfParélfire Bhantbmers & whétkit péﬁiag@i evéh BKIGEESRIsRAOE has
cycl ohexane / EtOAc 1:4:1) 3b)
tabe%ﬁlaé?ﬁo 4- (2, 2- di et hoxy- et hoxy) phenyl ani ne 30 g
(0.104 nol) of 2-chloro-|
- (2, 2-di et hoxy- et hoxy) - 4-ni trobenzene was added to a
Theufolewkigaabnévidticds greRebed 498/%and RelZiMafigk: Et CAc and
the mxture was hydrogenated for 2 hours at 20 psi.
The catalyst was filtered off and the filtrate

vapor at i..vac. Yield: 27.00 g (quantitative .
At ol ) e L (Me 259.735) Calc.:
Bowl peak ( ¥iHbutad§0aRoayFound: nol peak (MtH)': 260/ 262

cl) . value: 0.75 (silica gel, dichloronethane /
Cq(ngQ)_| 9 1§fe2§glpxycarbony! ( , J '

[ 3- chI - et hoxy) - phenyl ] - 2- (2- chl or
C%t - tri ﬁ (Aéter"g’r%rgglﬁyl enoxy) acetam de 4.495 g

CQD. 028 ndl?'- fbdﬂ?ldl(ﬂa’;s,dratddmle)o a sol ution of 6.365 g

. 025
. '\% - chl omﬁfmﬁhﬂemff\@fd@w - phenoxy) - aceti ¢ acid
etdrnt er nedicihf eigduct 2b), in 100 nL abs.. THE and the
m xture was stirred for 30 mnutes at 50 C. 6. 494 g
EtQAc025 nethyl etetate
chl or o- 2, 2-di et hoxy- et hoxy) - phenyl am ne was added
E@H t he® ﬁﬁ%@bre was stirred for 16 hours at RT. The
Frigeact i ongm%}éﬂmg@@xﬁmgﬁ yl into ice water and '
stirred for 1 Hour. The precipitate fornmed was
sakj | t er edS@tfatedwashed with water and dried at 50 C.

3645% gu)lg'er%%oglcét%até?jo‘c theory) C21H22C 2F3NO6 (M-
E

HC hydrochtoric acid

HOAc acetic acid

HOBt 1-hydroxybenzotriazole-hydrate

Hunig base N-ethyidiisopfopylamine

i. vac. in vacuo (in vacuo}

KOH potassium hydrbxide

conc. concentrated

MeOH methanol

MTBE methy[-téd—butylether

NaCl sodium chloride

NaOH sodium hydroxide

org. organic

RT ambient temperature _

TBTU 2-(1H-benzotriazol~1-yi)-1,1,3,3-tetramethyluronium-
tetrafluoroborate

TEBAC triethylbenzylammonium chloride

The reaction m xture was di | ut edp@t/Eh2cb3/011933




WO 2@ad/@397640l peak( M H) - : 494/ 496/ 498 Found: nol peakT/EP2003/011933
(MH)-: 494/ 496/ 498 (d 2) value: 0.73 (silica gel,
petrol eum et her /Et QAc 3:2)¥Z3d)

N-[ 3- chl or o- 4- ( 2- oxo- et hoxy) - phenyl ] - 2-(2-chl oro-4-tri
uor one - : -acetam de WD 2004/ 039764
TR Eppo T8RRI 0 it or and 230wt TEA was
THfelded tote’traqldmfumm of 11.40 g (0.023 nol) of
N-[ 3-chl oro-4- (2, 2-di et hoxy- et hoxy) - phenyl ] - 2- (2- chl or
Y-4-tri prBPWhﬁPF“‘j’wéﬁ%@?%@& am de in 130 nL
chloroformat0 C and the m xture was stirred for 3.5
hours at 0 C and for 48 hours at RT. The reaction
m xture was neutralised with sat. aqueous sodi um
carbonate solution and exhaustively extracted wth
di chl oronmet hane. The conbi ned org. extracts were
washed wth water, dried over magnesi um sul phate and
evaporated down i. vac. Yield: 8 409 (86 % of theory)
C17H12CI 2F3NO4(M: 422.191) Calc.
peak( M H)' : 421/ 423/ 425 Found ol peak (MH'
4211423/ 425 (CI 2) Rf value: 0.14 (silica gel, -
petrol eumether /EtQAc 3:2) Internediate product 4. 0
CCHv Od 10 Fi C Zz4da)
N-[ 3-chl or 0- 4- (2, 2-di et hoxy- et hoxy) - phenyl ] - 2- (2 4-di ¢
hl-or o- phenoxy) - acetamde At 0 C a solution of 0.57 ¢
(2.38 mol) of (2, 4-dichloro-phenoxy)- acetyl chloride
in 4 nL dichl oronet hane was added dropwi se to.a
solution of 0.50 g (2.16 Mol ) of -
3-chl oro-4- (2, 2-di et hoxy- et hoxy) - phenyl ani ne




wo 2¢o4ereaedi at e product ZSb) and 0.74 nmL (4.32 moigp2003/011933
et hyl - di i sopropyl am ne O nmL di chl oronet hane and
the m xture was stirred fo$ 1 hour at 0 C. MeOH was
added and the precipitated product was filtered off.
The product was washed with McOH and dried i. vac.
Yield: 0.74 g (79% of theory) ClsHI8CL3NO5 (M=
434.70) Calc.: nol peak(MH)-:432/ 434/ 436 Found:
nDI peal} (I\/H—I) : 432/ 43?/ 436 (Cl3) HPLC-Ms: 5.00 Mn.

hesi5<9fiNt] VST L 00% water/ acetonitrile 70: 30 N
0: 100 in for 5 mn. ) WO 2004/ 039764 PCT/ EP2003/ 011933
85 Z4h)

Intéknhettistel podudt-1:2- oxo- et hoxy) - phenyl ] - 2- (2, 4-di chl oro-p
henoxy)- acetamide At 0 C 2 nL TFA and 0.15 nL water
was added to a solution of 50 ng (0.011 nmmol) of

N[ 3- chl or 0- 4- (2, 2>li et® Wy) phenyl]-2-(2,4-dic
hl oro- phenoxy) - acet.amd 2onmL di chl or onet hane and
the mxture was stirred for 3.5 hours. 200 nl of 2 M
aqueous sodi um carbonate sol uti on was added and
exhaustively extracted wi th dichl oronet hane. The

Z1@pnja-@echiomed-nitrd-phetexy ) wtingl-dietrgtianins-hpaghesnide
o B DS Bt Vo ol fh & ol
(. iﬁﬁ%@ ngfg\%y o&‘?gtg% pggsﬁarfdgéb %5 f (0l 35PMB)) of (2-chloro-

 ethyipdpatbyi¢avniFg' in 786/rBB &IN8B @ndFbe nuixturmwaeeﬂtlrr@wbm 6 hours at
80; GAE 1828100 beliashes SEPRPIEY dou boc ApAGRUIBHE Mas. |
corﬁbnhea%nwazrerénaqnsé QLEbUS Bk W théQQcNe‘ly ERfadted with
EtOAc T)he combined org. extracts were washed with water, dried over
magnesium sulphate and evaporated down i. vac. The crude product was
recrystallised from EiOAc and the mother liquor evaporated down i. vac.
Purification of the residue by column chromatography (silica gel, gradient
dichioromethane / MeOH 10:0 — 9:1) yielded the desired product.

Yield: 29.00 g (37 % of theory)

C12H17CIN2O3 (M= 272.734)

- Calc.: molpeak (M+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 HCl in 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.




WO 2004/639784li at e product 5: / v NH, Z5a) PCT/EP2003/011933
Di et hyl -[ 2- (4-ni tro-phenoxy)-ethyl]-amne 2.07 g (15.0
nmol ) of potassi um carbonat’™e was added to a sol ution
of 1.04 g (7.5 nmmol) of 4-nitrophenol in 20 nL DWF

VS %) here and the mxture was stirred
VIEREAT RG99 o ieBRRNCT T 27 g (10.0 mol) of (2-

Cthgﬁ!bb@t(Mr-t 242178t hyl - am ne- hydrochl ori de was added
nd t irred for 8 hours at 90 C. 100
cg W@%@u?@%&%m carbonate solution was added

_ Fm ﬂ;@gé@g M*?H extpast with ether. The conbi ned
z\te @rl e(ggover magnesi um sul phat e and

or extrac
Rexaggﬁ;r(hﬁ é@lh@ogﬁ dlch{cacmethaeedrMel@H jcarduatueeiss arsatnian
QW SEXt reaction step without further purification.
3004/ 039764 PCT/ EP2003/ 011933 86 Vi el d: 1. 59 ¢
(89% of theory) C12H18N203 (M- 238.28) Cale.
peak( MrH) +: 239  Found: nol peak (M+H) +: 239 Rf
Z1\y:a| @ebrcmncz -(3-chlgep- Héd- d!@hm@n@ﬂ)oxy) phenyl]-acetamide-

hyl am no- et hoxy) - phenylanmne 2.6 g (10.9
hy@ir&ﬁ?m éd| et hyl -[ 2- (4-ni tro-phenoxy)-ethyl]-am ne was

A soldtidn tH 186 muRE09i ramobdfof bB@nOEcétg}i’bfomﬂdé P10 mLZﬁ mL
nd the m xture was enated_for 4

di%@omtamwaﬁ@sddﬁmqrep\@@eapa e 50Dt @100 mmol) of
> RIBRR Ak 8o abf b Ehdlal L oo

dldFﬂrmnmethaxh@aaﬁ °CMrid) the rﬁlﬁﬁjraﬁ:vaaﬂétw&;d for 20(mmhtesaat®e‘fc

The precsplta(a){ne ftorr]r%gg was'\f"nltered9 ofgf was cf wnﬁoclillc?htlgro%e%qgrfe anc:i

MTBE and dried i. vac. at 40 °C.

Yield: 8.20 g (89 % of theory)

C14H21BrCiN2O2 * 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 pym; water:acetonitrile:formic

acid 9:1:0.01 — 1:9:0.01 over 9 min) |

Intermediate product 2:

o} cl

HOJ\/ °\©\r

F

Z2a) ethyl (2-chloro-4-trifiuoromethyl-phenoxy)-acetate
28.19 g (0.204 mol} of potassium carbonate was added to a solution of 20.00
g (d.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 80 °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




WO 2904%’?48761746 a) | PCT/EP2003/011933
Di et hyl - [ 2- (2- met hoxy- 4- ni t r o- phenoxy) - et hyl ] - am n

The product was obtai ned aBdl ogously to internedi ate
product Z5a starting from1l.27 g (7.5 muol) of

2- met hoxy-4-nitro-phenol and 1.72 10. 0 mmol ) of
.WB(SQEE W*ﬁb\xﬁte& riad) o‘éﬁréﬂmesaam@ylwgﬁ ée% ﬁ&@p@@tecw@wa i
vad: 01 g (50 %of theory) CL3H20N204 (M= 268.31)

Cal e.: nol peak( MtH) +: 269 Found: nol peak (M+H) +: 269
Ys@ﬁa A78@ (83%of hiebhnda gel, Et OAc) WD 2004/ 039764

0 87 Z6b '
C‘ é?égﬁ%-l %ﬁﬁ‘gg)et hoxy) ) 3- met hoxy- phenyl ami ne 0.77 ¢
Cadc;2 &%om@kIM@Na) 305/307

di et hyl-(2-(2- rret oxy-4-ni tro-phenoxy)-ethyl]-am ne

Fouad: raalm@kt( w%u%f@?oﬂlfbf 1.00 g (17.9 nmol) of

RelR, B8R ipa gel pRhepi et U OB L ous Ha vas

added dropwi se within 15 mnutes and the mxture was
100 of 2 M sodi um car bonat e

225)) {?{F'gﬁ; %§%@%gé‘emphﬁﬁex¥ar%%0@%s exhaustively
84 ¥l A2 WPGqUbALL FhORwad %aﬁeg @%t%gof 2397 B30 10BAIRLS

dried over magnesi um sul evapor at ed
of ethyl (2-chletodd- trﬁflt@?orgetf@ﬂ-pbrembxy)kmtgtaa 1@]23}62@&21112)!-( 8 the

mv%ss 3 @‘g% &ffog,gﬁeﬁr a%bggw?gq%gg%ntg%gg %y evapgra%on i.
vacg Ll‘h'é'l r@{-:i@[!’ét\ﬁh?é‘&!dted}/ﬁ@‘l i€ Water dHPacIBbAWNE RPAGIeols O
HCI. The precipitate formed was filtered off, washed with water and dried at
- 70°Ci. vac. .
Yield: 12.33 g (58 % of theory)
CoHsCIF:03 (M= 254.595)
Calc.: molpeak(M-HY: 253/255
Found: molpeak (M-H)': 253/255 (C)
Rr value: 0.04 (silica gel, pet'roleum ether /EtOAc 3:2)

Intermediate product 3:

M@g@o@

F

'Z3a) 2-chicro-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 exhauétively




WO 20dkid3g/6a) net hyl PCT/EP2003/011933
2-(2-di et hyl am no- et hoxy)-5: nitro-benzoate The product

was obt ai ned anal ogously t0’i nternedi ate product Zba
starting from1.48 g (7.5 nmmol) of nethyl

o NERITBR, e e BHAGR G APt ditrte T it

driéd aﬂcelgnééﬂe%@fsut;bmexshd dvbpbrabl downM-va6rigid) 32.10 g
&I nol| peak(M-H) +: 297  Found: ol peak (MtH)': 297
(T4 ofdheey) 0. 1 (SI lica gel, EtQAc / MeCH 9:1) Z7b)

2-di et hyI am no- et hoxy) - benzoat e The
C%f?)%u @\Jgﬂhggt al §1ed anal ogously to internedi ate
Ry palodu@.? (gihita gehdidhigronfetitametO6/dahekand? Biowlc)1:4f1)

met hyl 2-(2-di et hyl.am no-ethoxy)-5-nitro- benzoate. WO
2004/ 039764 PCT/ EP2003/011933 88 VYield: 0.35 g (97 %

238f | SRR CAGRANER ey ORrimintR 1 o

30 gs(DdéM rgolz to(fe Ridhiare- €2, 2-dittdky-ethd 4 hittdbenzene was
add Rl Bl ATEEIERI S b APk G 508 MLEIGAT 2Bshe The
mt%@ur‘éclh@é nséma gﬁ%@urfsﬁz %arsomgy Trj%bgfaﬁimﬁgaﬁ@red off

roduct rting froml
an ﬂfafutﬁat@evaporatedmwml vanid 1.72 g (10.0 mmol) of

el BO T Y 5 L
C12PREGIRO; (M= 259.735) -

Calc.: molpeak(M+H)": 260/262

Found: molpeak (M+H)": 260/262 (Cl)

Ry value: 0.75 (silica gel, dichloromethane / MeQH 9:1)

Z3c) N-[3-chioro-4-(2,2- dlethoxy-ethoxy) phenyl]-2- (2 ~chioro-4-
trlﬂuoromethy! phenoxy)-acetamide _

4.485 g (0.028 mol) of CDI was added to a solution of 8.365 g (0.025 mol) of
(2-chloro-4-trifluoromethyl-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-chioro-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)

C21H2:CIoFsNOs (M= 496.314)

Calc.: molpeak(M-H)": 494/496/498

'Found: molpeak (M-H)'; 494/496/498 (Cl) |

Ry value: 0.73 (silica gel, petroleum ether /EtOAc 3:2)

- Z3d) N-[3-chloro-4-(2-oxo-ethoxy)-phenyl]-2- (2-chloro-4 trifftuoromethyl-
phenoxy)-acetamide




Wo 266d/g976470] peak(MrH) ' © 257  Found: nol peak (MrH) peT/252003/011933

Rf value: 0.1 (silica gel, E QAc) Z8b)
4- (2-di et hyl am no- et hoxy) - 84f 1 uor o- phenyl anmi ne The
product was obt ai ned anal ogousl y to internedi ate

e 58 (SO SR wad, Bbes Ka Saliphar 40 a3 mol

ofN - ch[oﬁb—@QZQE tﬂ:émyléﬂﬁ\cbxwfph)éhgll ) 2CEHRGIEENF U dRethyl-

7 _Found: nol peak

226. 2) g ch : ?
Phepmxy)-ac m\ﬂéi%i- ! orot%rm stdy Gand toe enxtaf%W@ﬁhane

S“‘{Sgi‘?%é%@%é%ESE%%E%Q?S‘LO%&“%%RM% 29 piure wes

ne{Balisext With aat. rmgpeboy Bedwhychrbmmaﬂaimwti orr &ad bﬁmaumﬂs/elyAt

oxfTctSy it ol Rgroelnaize g SO o 1db kX BRCtS W oQraSHery
wﬂ'ﬁ‘Wét)ar Q'frle‘b‘ &Fﬂrﬁﬁa&ié@nﬁﬁ '%Yx'pﬁ‘ﬁté‘ anE tebé%ora’?él:g E@Lvn %}%CO 52

nmol ) of"triethylamne In and
Ylelﬁe84ﬁg>(8©r°/e0\7\lﬁ'§0n&)fl uxed for 24 hours. 100 M of 2 M

nate solution was added and t he
C’%‘ﬁ&&ﬁ“’@é@"e%gaﬁﬁvel y extracted with ether. The
Catombmbipéar(i- H)eﬁmaq:ggg‘;g@re dried over nmagnesium
sul phat e, evagorate down i. vac. and the residue was

Foa%mpmawl\/&: VU1 /4RBERRH 6 aphy (silica gel,
% C16H26N203 M=
Re %%@94\(@% geﬂﬁgﬁggﬁm%%gg%und nol peak *
(MtH) ' : 295 Rf val ue: 3 (silica gel, EtQAc) :

Intermediate product 4:
ct
’U\/ © 0 o
Mo
N
Cl

- Z4a) N-[3-chloro-4-(2,2-diethoxy-ethoxy)- phenyl]-2 ~(2,4-dichloro-phenoxy)-
acetamide
At 0 °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-ch!oro-4-(2,2-diethoxy-ethoxy)-phenylamine

_{intermediate product Z3b) and 0.74 m‘L (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)
C1sH1sClNOs (M= 434.70)
Calc.: molpeak(M-H)" 432/434/436
Found: molpeak (M-H)": 432/434/436 (Cl3)
HPLC-MS: 5.00 Min. (Devosil RPAqueous; 30-100% water / acetonitrile 70:30

—» 0:100 in for 5 min.)




WO 260jopetsar t . but yl PCT/EP2003/011933
[ 4-(2-di et hyl am no- et hoxy)_-.3- di et hyl am nonet hyl - phenyl
]- carbanmi nate The product8 s obtai ned anal ogously to
i nternedi ate product Z5a starting from2.21 g (7.5

mol ) of tert. butyl
( 3-di et hyl am nonet hyl - 4- hydr oxy- phenyl ) - carbam nate

Z4BNdNY 376hIgrot4-02-0xovsthdxyMphenyi]-2-(2 4-dichloro-phenoxy)-
(2- Q%[| or o- et h-;(/?) - di et h)yl(P{pam' %c]e Sﬁydrochl orpi de. BQi el d:
acgfagudgy (30 % of theory) C22H39N303 (M= 393. 56)

At C Mt B P 88 R A TR SR B bR ot
mnSoiLpf ﬁqe)chIoro—4~(2,2-diethoxg—_e%hogy)-phenyl]-2-(2,4-dich!oro-

4- (2-di et hyl am no- et hoxy -di et hyl am nonet hyl - phenyl a
Phepy I acRianter inednkdisbipemethans and Bie mixtoergagstited br

SIS sMalletd (v rmonaiesoion s angedar
exmqsﬁaelg eifntraﬁtleur_]witrm Ulohfalgtbmetlhc%m?n Thlag:oghb&hetg eLge/.vgn&tracts
tLr or ur a .
wol i Peei AR RU AR5 SRPORISE ORI MRS, Tl y
'. resgﬂliﬁéé ?Qriﬁ@ ﬁg%hﬂ%ﬁﬁ%%@ggﬁg%ﬁ&l&@@EtOﬂ@ / Wekéne

he conbi ned org. ext were~dried over
1:1vagnesi um sul phate and evaporated down i. vac. Yield:

.0, % theory) Cf 7H31 N30 (M= 293. 45)
Y'%@%ﬁ%%&%ﬁp@ﬁ 294 Found: nol peak (MrH)+: 294
CieH01aN0g (Me- I8 &) | i ca gel, dichloromethane /- MeOH

4:1) Internpediate product 10: NHz Z10) -
Calg.r( melppak(MiH): $8G/388{389xy) - phenyl ami ne 15.4 g (111.00
Fodﬁmlﬁ%ﬁéalp%%ﬁ'ég@/&%/m%lg) yvas added to a solution
Ry value: 0.25 (silica gel, hexane / EtOAC 3:2) |
HPLC-MS: 4.56 Min. (Devosit RPAqueous: 5-100% water / acetonitrile 70:30

- 0:100 i_n for 5 min.)

Intermediate product 5:

/\N_/\/OO\
/ -

Z53) Diethyl-[2-(4-nitro-phenox.y)-efhyl]-amihe

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 stired for 20 minutes at 80 °C. 1.72 g (10.0 mmol) of (2-
chIoro-ethyi)-dieth)}i-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

2

product was used in the next reaction step without further pu-riﬁcatioh.




wo 40840866410l ) of 4-am no-2-chl orophenol and 5. 1pgT/EP2003/011933
(27.86 mmol ) of 1-(2- chlorg-ethyl)-piperidine in 50
mL acetonitrile and the m xtture was stirred for 48
hours at RT. The solvent was evaporated off i. vac.,

' r ined with water and the aqueous
YI{ELBZ1 §§ gg@o aus?@&goy extracted with EtQAc. The
Cﬁbnmmwgasesyracts were washed with water, dried

over ne |umsul hate, evaporated down i. vac. and
Célre %Jﬂ fied by columm chromat ography

[ h onet hane / MeOH / conc. aqueous

F%‘fﬂ%rﬁp% %QH;} b%éel d: 77 ny (61 % of theory)

R/EBiL I KEcy O&l, BEIATH2) Cal c.: nol peak( M+H) +: 255/ 257
Found: nol peak (MtH)+: 255/ 257 (CI) I nternedi ate
product 11: N / NHZ WD 2004/ 039764 PCT/ EP2003/ 011933

Z5hY Zﬂé@bse‘%hﬂﬁﬁfr%éth’éx? %ﬁaqﬁgwltrl le At 45-50 C a

. solutrion of 5% aqueous nitric acid in 50
2.81g (g Qrﬂ:mmcz{):eftdlethab[zsl(tkna&roapitmnbxy}-ew smnine wasatided tma

 sutbeignf o Ja8ie PRIG 6T 1600 A Her B ilherminien ey 1
hydesdenatéd W@ouTbWﬁ@@ﬁﬂah%ﬂw@Mﬂtéfeﬁj BRENE A Alrate RT,
diluted with 400 wat er and t epreC|p|tateforrred

evapgrated dewad. WG (m xture of o- and p-substituted

0 b l'iquor was diluted with I L ice
Y'&B g%ﬁﬁﬁ%fgﬂg‘@@pu tate fornmed was filtered off
C&lﬁfowm(t\/]-. 20880pr oduct m xture was dissolved in

ai(hchl or onet hane, / MeOH and purified by col um
roWé’! éM l]')(@iopl ca gel, gradient dichloromethane

FO@?I—M@@.&FW }94 %@292) Yield: 25.22 g (37 % of theory)

Ry value 0.2 (silica gel, dtch[oromethane/ MeOH 9:1)

Intermediate product 6:

0/

L
) .

Z6a) Diethyl-[2-(2-methoxy-4-nitro-phenoxy)—ethy!]-amine

The product was obtained analogously to -intermédiate 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)-diethyl-amine-hydrochloride. |

Yield: 1.01 g (50 % of theory)

C13H20N204 (M= 268.31)

Calc.: molpeak(M+H)": 269

Found: molpeak (M+H)": 269

Rrvalue: 0.2 (silica gel, EtOAc)

2




Wozé‘@id/ozs?'aml peak(MH)-:163 Found: nol peak (M Wpcﬂéﬁzoﬁiémﬂgas
value: 0.35 (silica gel di ¢chl oronet hane / MeOH 9

Z11Db) 5 am no- 2- hydr oxy- beBZonitrile 4.50 g (27. OO
mol ) of 2-hydroxy-5-nitro-benzonitrile was added to a

f 04 45 nl Et OA d
ZG?’ES ar@i‘?k?ﬂy?%@"'?%gﬁegi H?ﬁ(téﬂxk/%?érg’ I#PGr s un 8 e?n 3
0. 1Ry (2187&11mgr&f@eﬁhyﬁ[hqzcmémoxyizt-m% fﬁén'okg)" smyqfa‘m[aad
the residue dried 1. vac
wasdsieg)to agypippeiopn 1102 g1(38)8 maal)cof: :rqrow@e@ar( IM7HF}'1L133

P L RRRS vt Hlia 433 0Tl AL RP: o AL bt 68n8

aqbeous HE Wa@%dﬂie@dﬁﬁb@lﬁerwmﬂh h@mihutwwmd inbx@urklwdé ¢

? of ‘potassi um carbonate was added to a
st;r&gﬂ Help ‘IOHD w% 100 gg) pf 2V (spdii caponatg solution was added and
. 3 nol )
e B e o d 0 THE Bt 8, ™
extriactalvere airiet aviet mdgmeanath stipbate ammeeawmates:t dowred viaor

t The sol vent was evaporated off i. WD

Y'E’j‘gdﬂgg g% 995¥003/ 011933 92 vac. and the residue o

NSO ﬁq@gvg h water. The aqueous phase was

austively extracted with Et OAc, the conbined org.
Ca&(t raelpsak@diBiiad®R@d with water, dried over magnesium

a ated down i. vac. The residue was
FO%HLJ# R‘F&égag&ﬂ*’gﬁ %%bchromat ography (silica gel,
Ry vaias] @06 Tsilieag6€! dichidefddinarondeOMIgE9US anmoni a
90:10:1). Yield: O. 80 g (17 % of theory) CL13HL9N30

(M= 233.316) Caic.: nol peak(I\/H—I)+ 234 Found: nol peak

lntérM"e'E?iéle praduct 7:

O3 O
/“N”‘V°75
) 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 (1'0.0
~mmol) of (2-chioro-ethyl)-diethyl-amine-hydrochioride.

Yield: 0.81 g (40 % of theory) '

C14H20N205 (M= 296.32)

Calc.: molpeak(M+H)": 297

Found: molpeak (M+H)*: 267

R¢ value: 0.1 (silica gel, EtOAc / MeOH 9:1)

2

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 methy! 2-(2-diethylamino-ethoxy)-5-nitro-
benzoate. - |




WO 20p4/Q¥7éfe: 0. 15 (silica gel, dichloronmethane / RETHAPZ003/011933
conc. aqueous ammonia 90:j@:1) Internediate product
12: NHz N Z12a)
diethyl-[2-(5-nitro-2, 3-di hydro-indol -1-yi)-ethyl]-am

Y,@Qj b. 31;)9@7(% gﬁg]e@;ﬁgl ) of potassium carbonate was
ded solution’'of 0.477 g (2.905 mol) of
CaHmNzQa (M?Zﬁﬁﬁﬂhro 1 Hindole and 0.500 g (2.905
| am no- et hyl chori de- hydrochl ori de
|n Shrﬁ?ﬁﬁwt m xture was stirred for 16 hours
F@n@%dbeaﬁ(%ﬂﬂﬁ@ﬁﬁbn m xture was diluted with water
and exhausti vel y extracted with Et OAc. The conbi ned

Riorgle: D blicasgeleEpAe {MeSid B Hagnesi um sul phate and
evaporated down i. vac. The residue was purified by
columm chromat ography (silica gel, EtOAc). Yield: 0.14
g (18 % of theory) Cl4H21N302 (M= 263.342) Calc.:
k(MtH) +: 264 Found: nol peak (M-H) +: 264 Rf-

'“\?Hﬂég'ai%P UekPlica gel, EtOAC / MeOH 9:1) Z12b)

1- (2-diethyl am no- ethyl) 2,3-di hydro-1

H i ndol - 5-yl am ne 140 rrg (G 532 nmol ) of

diethyl-[2-(5-nitra- .o- dr o-i ndol - 1y|) et hyl'] - am
ne was added to a spen n of 50 of Raney-Ni in
5 m. MeOH and the 200439104 PCT/ EP2003/ 011933 93
mxture was hydrogenat ed for 1 hour at RT under 20 psi
at nosphere. The catalyst was filtered off and

ZS@DIE dfatfrlle[at( -ﬂw&érmtr@wmw)rethvﬁramlWe crude

TR A5 S AR S 25
frot‘rhdﬁdB)@ (7.5 riraoryRA Q%ﬂ@r@f@ﬁﬂétphﬁﬁol and 1.72 g (10.0 mmol) of
“{2-chloro-ethyl)-diethyl-amine-hydrochioride obtained.

Yield: 1.65 g (86 % of theory)

C12Hy7FN2Os (M= 256.27)

Calc.: molpeak(M+H)": 257

Found: molpeak (M+H)*; 257

Rf value: 0.1 (silica gel, EtOAc)

Z8b} 4-(2-diethylamino-ethoxy)-3-flucro-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) ethylj~amine.
Yield: 0.60 g (quantitative yield)

C12H1sFN20 (M= 226,29)

Calc.: moipeak(M+H): 227

Found: molpeak (M+H)": 227

Ry value: 0.1 (silica gel, dichloromethane / MeOH 9:1)

Intermediate product 9:




WO 28B4/03B13A) PCT/EP2003/011933
[3-(2-ch|oro-4-nitro-pheny§$ prop-2-ynyl]-diethyl-amn

e Under a nitrogen atnosphere 12.5 nL (0.090 nol) of

3-N, N-di et hyl am no- propyne was added to 25.00 g

(0.106 nol) of 4-brono-3-chloro-nitrobenzene, 43.7 nL

(0.315 nol) of triethylamne, 10.40 g (0.009 nol) of

Z9a9t rtakibsityt K3-@i§hyapﬁmpﬁhyb4mdfd)@’€bhﬂr(yl)I-c)arbandinhie? 19

AL o B on e 08 B it anmed Srtoc AR n g0 ey THI was

ad¥edts a érdl@tlorf am:bo 3L hriieS) -aﬂvﬁ@-@taé@f}ieﬁmweniethy[-

vac., conbined with Et OAc and the organic

phiashaad K52 mbdBd¥. mmod ert@ethplaawee wago enlapbs afid addthe

i 3s Bihod o 2fHoulE. AP L2 M B8 st Sl caroppate

sohfioh was éddéd s0d tyeiktine wes BrRaEeB:AceWith ether,
(SI i ca gg@ di chl oronet hane). Yield: 15.0 g (62 % of

o 1entrg5@1wg@2dr(q¢omgnag@siuw&phate evaporated
| do@u 9@&{%‘1& 85418 %as FiRd by RIRSRchr M ogragtR/ (A3

geR-HtBlAm).0- 4- (3- di et hyl ami no- prop- 1-ynyl ) - phenyl am ne A
conc. aqueous HCl in 15 nL EtOH

.59l uti.on of 0
Y"%ﬁﬁbé&@ﬁé qt%%i)ensi on of 4.189 g (75.00 nmmol) of

i er 2.00 g (7.50 Mol ) of )
Cigé-g%@%ﬂorzoga?br}l tro-phenyl)-prop-2-ynyl]-diethyl-amn
Caic.t nmeipeak(M#+HEtZ# wWith vigorous stirring and the -

' 1 xtur [WEr for 30 mnutes. The reaction

FOHFﬁt'BP@’e\V?ﬁNﬁ%h |sed with 200 nmL of 10 % aqueous

R sQidiebnc@Nba R, gmcgoom 039764 PCT/ EP2003/ 011933 94
sol ution and exhaustively extracted with Et OAc. The

conmbi ned org. phases were dried over magnesi um

R e e

carpaatnastet d| chI oronet hane / 10 % conc. aqueous ammoni a

o in .0 -* 5:95 Yield: 0.45 25 % of
- The pg?;ff% was obtamed analo)gousfy to mtermedlatg pgoduct Z5a starting

from 2.21 g (7.5 mmol) of tert.butyl (3-diethylaminomethyl-4-hydroxy -phenyi)-
carbaminate and 1.72 g (10.0 mmol) of (2-chloro-ethyi)-diethyl-amine-

- hydrochloride.

Yield: 0.88 g (30 % of theory)

C22H3sN303 (M= 393.56)

Calc.: molpeak(M+H)": 394

Found: molpeak (M+H)": 394

R value: 0.05 {silica gel, dichloromethane / MeOH 9:1) -

Z9¢) 4-(2~diethylamino~ethoxy)-3-diethylamihomethy[-phenyiamine

5 mL TFA was added to a solution of 0.18 g (0.457 mmol) of tert.butyl [4-(2-
diethylamino-ethoxy)-3-diethylaminomethyl-phenyl}-carbaminate in 5 mL
chioroform and the mixture was stirred for 1 hour at RT. 100 ml of 2 M
aqueous sodium carbonate solution was added and exhaustively extracted




WO 20081878 N2 (M= 236. 747) Calc.: nol peak( M+-H) +: 2BCT/28803/011933
Found: nol peak (MtH) +: 237@839 (Cl) Internediate
product 14: J NHz Zl4a)
[2-(2,3-dinmethyl-5-nitro-indol-1-yl)-ethyl]-diethyl-am

witt&thér OfhelednibifBd M xraRs W F@&?é’ iGm\stiphat
added to a solution of O. 5353@ g 2@3“6%@% phate
ang eagiorated gows-invag.o- 1 H i ndol e and 0.500 g (2.905
. )4 20f N-di.ef hyl am no- et hyl chori de- hydrochl ori de
Y'E’ﬁpéjrﬂg %‘oa%fghgﬁlﬁm xture was stirred for 16 hours
CaH,; BR0Qv=Thg3 ggpction m xture was diluted with water
and exhaustively extracted with EtOAc. The conbi ned

Cale.g. molppakiMubd'e 284i ed over magnesi um sul phate and

p +imgiac. The residue was purified by

F@?épuﬁﬁ&%%&éﬂﬁﬁﬂbv%%ﬁy (silica gel, EtOAc / MeCH 9:1).

- RrVakied 0.05 (tficg del &idhiofontdiRany ) MeCli§ H2BN302
(M=.289.3812) Calc.: nol peak( MtH) +: 290 Found:
mol peak (MrH)+: 290 Rt value: 0.54 (silica gel, EtOAc
/ MeOH 9:1) Z14b) ;
1- (2-di et hyl am no-et hyl) -2, 3-di net hyl -

Inte¥mediate progletrire 150 ng (0.518 ol ) of
[2-(2,3-dinmethyl-5-nitro-indol-1-yl)-ethyl]-diethyl-
am ne was added to a. suspension of 100 ng of Raney-N
in 5 nm MeOH and ~thée~a’ e was hydrogenated for 1

hour at RT under psi H nosphere. WO 2004/ 039764
PCT/ EP2003/ 011933 95 The cat eﬂ’yst was filtered off
and the filtrate evaporated down |. vac. The crude

218 B BHEI AR RGN LT o
154n@ 6Y)1) 00 mreehrefipatessipnocarbonats: wad added to a solution of 4.0 g
(27.86 mmol) of 4-amino-2-chiorophenct and 5.1 g (27.86 mmol) of 1-(2- '
chloro-ethyl)-pipe’ridine 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. agueous
-ammonia 90:10:1). - |
Yield: 77 mg (61 % of theory)
Ci3H1sCIN,O (M= 254.762)
- Calc.: molpeak(M+H)": 255/257
Found: molpeak (M+H)*: 255/257 (Cl)

intermediate product 11:




WO 2P0NPER764 5) PCT/EP2003/011933
3-chl oro-4-(3-di et hyl ani nogqropyl) phenyl am ne 2.00 g

(7.498 mol ) of

3-chl oro-4- (3-di et hyl am no- prop-1-ynyl) - phenyl am ne
(intermedi ate product Z13b) was added to a suspensi on
of 0.50 g Raney-N in 50 nL abs. MeCH and the m xture

Z{ka Hywdenmbanive-henzopitdenours at RT and 50 psi H2

AGETROFCEE Soular of 3h0 Hblr P sundSlatieiacy ko sane

aqeticisticewab nddet Wnopwise toratseUitRPNf 464 (0.986 ndsl) of 2-hydroxy-
radj ent 8 Bhl oronet hane / 10 % conc. aqueous ammoni a
beTzONsA In d§0anL cpne;.apsjic agidangd the: mixtere(was stirsed for 1 hour

S e RO IR gy A e

oo tue et o ekt s s

prififctl iietso B*%Z}QU%W%HM eIl hish A N S
| foﬁﬁ@?ﬂa&@nlt@réd’!f)ﬂﬁmr%u&? elgroﬂuc r%?zj@r%&ﬁ@ﬁ%ﬁ&ﬁfed ez,

4-nitro trifl uorone

dighroromegisane 68EOH and mnﬁed bwléoamin cheomatographywWaiica gel

BN ERotReapeeng 4 Ve 2 4000 00l 3 of
: Ylé!dr\bgggtdqédﬁ? ﬂaqhgéllgzl chori de- hydrochloride in 10 nL
7 . |

a ropwi'se and the m xture was stirred.for
CrHsNx04 (MdF 1840t)s at 80 C. The reaction mixture was

i ut e sat. aqueous NaCd solution and
Cq xhall qu\% "9 %&1 ted with Et OAc. The conbi ned org.
Foantif melpeakWh-pynagped with 10 % aqueous sodi um '

car bonate solution, dried over nagnesium sul phate ‘and
R¢ galggoeéiSe(élllggm! |dich}gr@methane/ MeOH 8:1)

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 (ﬂO %} in 45 mL EtOAc and the mixture was
hydrogenated for 1.5 hours under 3 bar Hz atmosphere. The catalyst was
filtered off and the residue dried i. vac.

Yield: 3.40 g (94 % of theory)

C7HeN20 (M= 134.139)

Calc.: molpeak(M-H): 133

Found: molpeak (M-H)": 133 _

Rs value: 0.3 (silica gel, dichloromethane / MeOH 9:1)

Z11c) 5-amino-2-(2-diethylamino-ethoxy)-benzonitrile

~ 11.08 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-hydrochloride in 100 mL. abs. acetonitrile and
the mixture was stirred for 48 hours at RT. The solvent was evaporated off i.




WO 20D4D3R764. 5 g (80 % of theory) C13HL7F3N203 ( MEBCT/EP2003/011933
306.287) Calc.: nol peak( Mbld) +: 307 Found: nol peak
(M+H) +: 307 Z16b)
4- (2-di et hyl am no- et hoxy)-3-trifluoronethyl - phenyl am n
v PA D rqgiuc RS TOIIng) i wa'ey e ispyp phase wes
explaentivelyientraciad vethlEtDA© the combémed ony. ekiracts Gveye RedsBed

wift gl e BiecraResup IPRES SPie praied Upna I vac. The

reSiiue!wad pmcfl\/ﬂ')"}BEE&Dﬁﬁ &Tr&w@%réﬁl%( Léiﬁctar |EdigNRRhEh8fe /

down i, vac. was added Tand the org. phase was
Me@éheebrseagreadus amewonih Bf:Matder, dried over nagnesium

Sl wad bl t d _t.hrough activated charcoal and
Yié@agi@as&; lrJ/I‘?él8a£tl1%|°,ry)vac. Yield: 4.40 g (70 % of
CHAgMND) (ME23BIABIN20 (M= 276.304) Calc.:

nol peak(MkHy: 27 Found: nol peak. (MH) +: 277
Calat ematepatt®Mphodad 17: c1 Cc1 ' ~N/ NH, Z17)

' el s4- 1 | or o- 3-di et hyl am .no- propenyl ) - phen
F%nﬁ.i‘rﬂl eaﬁ( @‘éﬁﬂf 284 aqueous HCl in 15

amn ion of 15 nmL conc.
Ryivialuzt: OH Svesdlicadgke dditiloromethane i daDHI fcoRc 28q@eduétarfi®ionia
nq;gqli of iron powder and 2.20 g (8.25 mmol) of
90[- a -chl oro-4-nitro-phenyl)-prop-2-ynyl]-diethyl-amn
e (internmediate product Z1 3a) in 20 nL EtOH with
vigorous stirring and the mxture was stirred for 2 WD

Inte0eediaBoptueCT2.EP2003/ 011933 97 hours at 80 C. The
reaction mxture was neutralised with 200 nL 10 %

aqueous sodi um car bonate sol ution and exhaustively

extracted with Et OAc.
/\N/\-\/N

Z12a) diethyi-[2-(5-nitro-2,3-dihydro-indol-1-yi)-ethyil-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 an‘d 0.500 g (2.905 mmol) of
N,N-diethylamino-ethyichoride-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)
C14H21NsO; (M= 263.342)

~ Calc.: molpeak(M+H)": 264

- Found: molpeak (M+H)": 264
Ry 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-indoi-1-yl)-ethyl}-amine
was added to a suspension of 50 mg of Raney-Ni in 5 mL MeOH and the




WO 2090398%bi ned org. phases were dried over rragneBﬁ:UE?zoommmas

sul phate and evaporated dgﬁg i. vac. Yield: 1.70 g
(75 % of theory) C13H18C (M= 273.208) Calc.:
nol peak( MrH) +: 273/ 275/ 277 Found: nol peak (MtH)':

m%ﬁ%é' 2\/73'%/ Hydfogéiaded Rr VRblEat @Téﬁgéls%) bSPofa atnﬁsgtﬁ‘gré.

conc, aqueous ammonia 9 I nt er me
Ther catalyst was filenedabarrl 8w) filtrate evaporated down i. vac. The crude

PG s ieareie M Talel R dadan B4, Autialn telg Exdmple
4230l ution of 0.47 g (2.905 mml) of 5-nitro-1Hindole

.and 0.50 2.905 mol) of N, N

Yi@ldéﬁﬂwg\fﬁg% eftthgoryhor i de- hydrochl oride in 5 nL DWF
and the m xture was stirred for 3 hours at 80 C. The
reaction mxture was diluted wth water and

- exhaustively extracted with Et OAc. The conbi ned org.

. phases were dried over magnesi um sul phate and

Intenpdinta RPAYsWST . vac. Yield: 0.65g (86 % of theory)
Cl14H19N302 (M= 261.326) Calc.: nol peak(MtH)' : 262

Found: nol peak (MtH) ' 264.Z18b)

1- (2- di et hyl ani no{g‘hy - 1[H i ndol - 5-yl ami ne 650 ny

(2.487 mol) of

di et hyl -[2-(5-ni tro-indol ~¥ ¥, - et hyl ) ~am ne was added

to a suspension of 200 ng Raney-Ni in 10 nL MeOH and
m xture was hydrogenated for 2 hours at RT under

Z1t§g)e Ps{2-ehioea-AuiperenenylFpeorsatyayljstiethylaaminid t er ed of f
UnpBR e e AR S0 0 b B0 BB
propyne was added to 25.00 g (0.106 mol) of 4-bromo-3-chloro-nitrobenzene,
43.7 mL (0.315 mol) of triethylamine, 10.40 g (0.009 mol) of '
tetrakis[triphenylphosphine]-pailadium(il) and 1.71 g (0.009 mol) of copper(})-
iodide in 250 mL acetonitrile and the mixture was refluxed for 18 hours. The
reaction mixture was evaporated down i. vac., combined with EtQAc 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)

CisH15CIN202 (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. aqueous HCI in 15 mL EtOH was added to a
suspension of 4,188 g (75.00 mmot) of iron powder and 2.00 g (7.50 mmol) of
{3-(2-chioro-4-nitro-phenyl)-prop-2-ynyi]-diethyt-amine in 20 mL of EtOH with
vigorous stirring and the mixture was stired for 30 minutes. The reaction
mixture was neutralised with 200 mL of 10 % aqueous sodium carbonate




:
{

WO 2004839/¢ M= 231.344) t zi ( Calc.: nol peak( MtH) ¢ RBR2003/011933

Found: nol peak (MtH) +: 23294I nt er nedi at e product 19: J

H NH3 Z19a)
N - (2-chl oro-4-nitro-phenyl)-N Ndiethyl -ethane-1, 2-di

so"mo'i‘\ear@eiﬂal.{[%ﬁ{é 8 8)@9&%@%@’5 é%h? Oh‘lﬁf LSAbiNRE dﬁ’i’aste%

a solution
werecdniedrcweanmgnemmmennoham mapﬁr&%dgwm?va%énm) of

SR R R A A
dlérﬁéﬂo\ﬁb@ﬁajé’f 18 % e¥sc. a u%oh@%%hﬁﬁxaﬂbﬁ%{)&%ﬁ.—?@%&ﬁd

exhaustively' extracte
YielonBidSegl (25 % ofthbawas were dried over magnesi um
I t ted down |I. vac. and the residue was
013'3?7&{%%@‘5;%590% chromat ography (silica gel,
Cmch}ng[pngWang ap@d 4:1). Yield: 1.2-g (76 % of
t heor Cl2H18CI'N302 (M= 271.749) Calc.
Fomsﬁp@g ERKHME 7231239 (Giind: ol peak (MkH) + 272/ 274
(Cl) Z19b)
N (2-di et hyl ami no-et hyl) - benzene-1, 4-di ani ne 1. 20 rrg
(4 416 mol ) of
(2-chl oro-4-nitro-phenyl)-N, Ndiethyl -ethane-1, 2-
|ntﬁfrﬁ?ﬁ|'ﬁf§ Rigdualdtitd to a suspension of 200 ng Raney- Ni
in 20 mL MeOH and the mi xture was hydrogenated for 2
hours at RT under 20 psi at nosphere. The catal yst
was filtered off andt iltrate evaporated down i.
vac. Yield: 800 ,8\12 theory) Cl12H21 N3 (M=
207.321) Calc.: nol'peak( 07 Found: nol peak
(MH) +: 207 V\D 2004/ 039764 PCT/ EP2003/ 011933

Z14a) [2~(2,3-<_1ir'nethyl—S—nitro—indol-1 -y!)-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-dimethyl-5-nitro-1H-indole and 0.500 g (2.905 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 residué was
purified by column chromatography (silica gel, EtOAc / MeOH 9:1).

Yield: 0.15 g (18 % of theory)

CisH23N30;2 (M= 289.3812)

Calc.: molpeak(M+H)™: 290

Found: molpeak (M+H)": 290

R; value: 0.54 (silica gel, EtOAc / MeOH 9:1)

£14b) 1-(2-diethylamino-ethyl}-2,3-dimethyl-1H-indol-5-ylamine

150 mg (0.518 mmol) of [2-(2,3-dimethy!-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 H, atmosphere.




WO 260#/030i%er medi at e product 20: | Cl NHz Z20a)  PCT/EP2003/011933
N- (2-chl oro-4-nitro-phenyl 4sN , N -di et hyl - N-net hyl -eth
ane-1,2-diamne 1.00 nL (6.181 rrinol) of
N, N-di et hyl - N - et hyl - et hane-1, 2-di am ne was added to

Th@ Snhlysi was Afterdd et {He ﬁlﬁéte@‘@pbré—t&d down i. vac. The crude
-chl oro-1-fl uoro-4- nitrobenzene and

pr%*ﬁﬁt)waﬁ repetediimynediately withoa fwﬂhamrﬁ"ﬁaﬁom (@G‘néb’@ﬂ]ﬁ@ 5).
s 4 urs at RT. The reaction m xture
Yi% “%H W /odft % '& aqueous sodi um bi car bonat e
soI ut| on and exhaust | veI y extracted with EtOQAc. The

conmbi ned org. extracts were dried over nagnhesium
sul phate and evaporated down I. vac. Yield.: 1.60 ny

. C131-120CIN302 (M= 285.776) Calc.:
'"‘%@ﬁ%@%ﬁ%?ﬁﬁﬁ?&fﬁ%a/ 288 Found: nol peak (MtH)': 286/ 288
(Cl) Z20b)

2-chloro-N - (2-diet hyI am' ni— et hyl ) - N - et hyl - benzene- |
,4-di am ne 1.60.A9, anol ) of '
N-(2 chl or o- 4- nltr/4 phenyN N -di et hyl - N- et hyl -

et hane- 1, 2-di am ne” was addeéd ¥e a suspensi on of 200 ny
Raney-Ni in 20 mL MeOH and the m xture was

25 SR By R SRl R DB of P e t ne
2.00i ¢ (7.408 nevalpof 3ichibrg ;etr%y@ﬁmoYpr@pm -yRyiPheBylafing®

of theory) C13H22ClI N3
(intepnpdigte Maduct 2580)288s added ip arﬂ;sp@mor@ nf-B)50. g Reeegad in

50 Mt SbEBHLAHERY ALURKtdE wid P droghhbted for 2.5 hours at RT and
50 psi Hz atmosphere. The catalyst was filtered off, the filtrate evaporated
down i. vac. and the residue was purified by column chromatography (silica
gel, gradient dichloromethane / 10 % conc. aqueous ammonia in MeOH 100:0
5 5:95). | |

Yield: 0.90 g (50 % of theory)

C13H21CIN (M= 240.779)

Calc.: molpeak(M+H)*: 241/243

Found: molpeak (M+H)": 241/243 (Cl)

~ Intermediate product 16:

_ FoF
TN 0&
/I ' NH,

Z16a) diethyl-[2-(4-nitro-2-trifluoromethyl-phenoxy)-ethyf}-amine |

5.60 g (40.00 mmol) of potassium carbonate was added to a solution of 4,10 g
(20.00 mmaf) of 4-nitro-2-trifluoromethyl-phenol (J. Org. Chem. 1962, 27,
4860-4662.) in 40 mL DMF and the mixture was heated to 80 °C. A solution of




WO 2804280484 039764 PCT/ EP2003/ 011933 100 Z21a) PCT/EP2003/011933
N-[I|-(2-di et hyl am no- et hyl )961’ 2,3,4-tetrahydro-quinoli
n-6-yl]-2,2,2- trifluoro-acetam de 50 nL of 50 %
aqueous KOH sol ution was added to a solution of 3.00 g

| @%(2)8@0 mmda%opn r@-ﬁ‘éthylgnﬂn@eﬁwyfchbﬁﬁéﬂwé&ﬂ&%ﬂé‘fh' 100&L
- DMF was adde@ﬂr@nwisewﬂﬁpe rranﬁur@waﬁ@tsnredgoga furttssr @ hows Bt

oy Tieashon st fetaeRes 8B 1PBFel 3l Sofiebfi NeGlas
seladrednd extidusnelyesshaietdd wih EtOXE! TR eBmbindd &iglktracts

The conbi ned org. phases were dried over magnesi um

weig wasied wih é@oﬁa&%@oua SeRAium carbenatensplutien, dsiedyver was

RE BB TR BB BN * heory) 0 T O
Yi@hZHZBLECWiB% ecMhedfd). 396) Cal Cb nmol peak ( I\/HrH)' 1 344
F N MeH) +: 344 721
_ C@?ﬁ%da}ﬂ@p@?%éﬂ%agﬂhyl) 1,2, 3, )4 t et rahydro-qui nolin-6
Calg!: amdpﬁea‘k m.qug 635# aqueous NaOH sol ution was added to

a sol ution of (2.184 mol) of

qummcm@eale(d\ﬂrwma% ethyl)-1, 2,3, 4- tetrahydro qui nol i
n-6-yl]-2,2,2- trifluoro- acetamde in5nm MOHat 0 C

and t he mxture was stirred for 15 mnutes at 0 C and

- zfsw) ﬂ(zh@iémy?émﬁB-etﬁbﬁy)tmo%m&hﬂ BR&nWaMirRY apor at ed

I . vac sat. aqueous sodi um bi carbonate sol ution

7. Q@s@a&ﬁédnmﬁkbb affe(2- diekmsda!@ir\msthexw&rmﬂumwew-r act ed

e Y Lo

the neixtureewas bgdrgsenated for@cthdurs @@ BONT & S0REPHS atthysphere.

(silica gel, dichl oronethane / MOH / conc. aqueous

Thersaialyst was fiterey ofiarg the fitratengyaporates siowmie yag)MTBE
wislatdebhd e 7 pRELE weRl\WasheTURER G witd $iter, dried

over magnesium sulphate, filtered through activated charcoal and evaporated
down 1. vac. "

Yield: 4.40 g (70 % of theory)

Ci3H1oF3N20 (M= 276.304)

Calc.: molpeak(M+H)": 277

Found: molpeak (M+H)": 277

Intermediate product 17:

. a  ci
/\N ==

)V\@

- Z17) 3-chioro-4-((Z)-1-chloro-3-diethylamino-propenyl)-phenylamine
A solution of 15 mL conc. aqueous HCl in 15 mL EtOH was addedtoa
suspension of 2.20 g (75.00 rhmol) of iron powder and 2.20 g (8.25 mmol) of
[3-(2-chloro-4-nitro-phenyl)-prop-2-ynyl]-diethyl-amine (intermediate product
'Z13a)in 20 mL EtOH with vigo_fous stiring and the mixture was stirred for 2




WO 2003038764l peak (M+H) +: 248 | nternmedi ate pr odRET/EZ2003/011933
o=s=o0 WO 2004/ 039764 PCT/ Eg003/011933 101 Z22a)
N- (4-ni tro-phenyl) - nmet haneSul phoni c acid am de 27.60 g
(0.20 nmol) of 4-nitroaniline was dissolved in 100 nL

holhd ABOEC. e Réactidh: nj Fh? We: ngedff'ahéed) ith 209,mL 10.%

nmet hanesul phoni ¢ aci were a opw se
aquaais staiumecarbonatet sofytonaand wrmmttmeiy eenreeied vﬁth EE@’AC
n.the m ur e rred for 2. Ltl‘S at . The

g SRR fid eliPendEre et over mognaomoe Ph@eedy «h

' ev§[§¢ré[éd’1&)\@ﬁqi vidd rred for 30 mnutes. The precipitated
solid was filtered off, washed with 500 nL water and

Yiddo! /0 78 Y%nfdhesrybd. Yiel d: 41.00 g (95 % of theory)

_ 3-184C Rf val ue: O. 50 (silica gel,
C"ﬁ&?‘zﬁgé’@e a9 L one = o0 10) z22b)
Calt:{ Andeak(M+AYT: ppseriA7r- \- (4-ni L ro- phenyl ) - et hanesu
phoni c acid ‘api de 36.00 8@ (0.166 nol) of
b

FOW’\PQ oeipegls (Mribhyi 273AHAAEEkphoni ¢ aci d ani de was

ngél Ddg] Zﬁ‘{sﬂrﬁ%%f}%éﬁhc?@ﬁ%@@e 995?) ach?éOL}s' Amata 90:10:1)

1 chI or o- 2- di net hyl am noet hane * HCl, 68. 8 g (0.498
nol ) of potassium carbonate, 5.0 g (0.033.nol) of
sodium i odide and 50 nL water. It was refluxed for 16

et}mg iqg.ing. After the addition of another

Int 8@3’(@"6{@%618”%” of 1-chl oro-2-di net hyl am noet hane

o HCI 45.9 g (0.332 nol) of - potassium carbonate and
5.0 g (0.033 nol) of sog=um odi de, the mixture was
refluxed for 5 hww%iﬁrring. At RT the
inorganic salts vve)efllt Nigf The filtrate was

evaporated down |.” vac. and the residue dissolved in
Et OAc. The org. phase was washed 2x with sem sat.

zmm@myz [2og- H:%QHH@IH-?F} et§f]-Hiirn, dried over
gnesi um sul phat e, I'tered and evaporated down i.
1 OQ gd?’ 26¢ rapol) gfcpcﬁassgumezarbermteﬂm@ded 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-hydrochloride 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)
C1sH1sNsO> (M= 261.326)
~ Cale.: molpeak(M+H)": 262
Found: molpeak (M+H)": 264

Z18b) 1-(2-diethylamino-ethyi)-1 H-indol-5-ylamine

650 mg (2.487 mmoi) of diethyI-[2-(5-nitro~indoI-1-y!)-ethyl]—amine wés 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 (80 % of theory) '




WO 2604/¢4978604S (M= 287.340) Calc.: nol peak(M+H) * P@BEP2003/011933
Found: nol peak (MrH) . 288gRf value: 0.60 (silica gel,
di chl oromet hane / MeOH / conc. aqueous anmphia =
90:10:1) Z22c)

ngmsqmmgspnanyl ) - N- (2-di net hyl am no- et hyl ) - net hanesu
phoni ¢ aci d m de WD 2004/ 039764 PCT/ EP2003/ 011933

quz gaieak(MaEt)s bl ) of
Fa\ng2 e %h_ﬁqj"rl pgyethyl)-N (4-nitro-phenyl)-

met hanesu oni ¢ &cid anmide were dissolved in 120 L
Me CH. After the addition of 1.0 g of 10%
pal | adi um charcoal the mixture was hydrogenated for- 1
‘hour at RT and 50 psi H2 atnosphere. The reaction

|nt@}mbgi@g3¢%ljclthgered and the filtrate evaporated down
vac he residue was stirred with ether/petroleum

eiher = 1:1. The solid was filtered off, washed with

et her/ petrol eum eyler/\:/ul: and dried. Yield: 7.65 g
(95 % of theory) [ti'ng int: 151-152C Rf val ue:

-0.40 (silica gel, dfchlorowethgne / MeOH / conc.
aqueous ammoni a - 90:10:1) Internedi ate product 23: VN
I \ Z23a) ethyl 4-cyanonethyl-benzoate A solution of

Z18ep Ny(2-2i @50—4nmtrp piTeneft)fNN dietinbethenchiR-demneat e in

2579580 BoayBa0ERBH 551880 Has {0 sQufoR 8490 o
(5. o5 mvabRof ZT&ﬁoﬁoe@ﬂtttdlﬁhéﬁyiémrn% 299953@ KJ?( 894 fn%ol? 12 (]2-
hour and stirred for 12 hours at further

chiop-stybrJiety!-gaing and Mas,aiR.8e88 msl)@aa&wéﬁm YN
tolfti HAF e nfitls i a s ixetilEr S A T et B i e 65
cobletitto /eand ekhaustively dxiraetghwith Bt®Aer Fhefcombined org.
phases were dried over magnesium sulphate, evaporated down i. vac. and
the residue was purified by column chromatography (silica gel,
dichioromethane / MeOH 4:1).

Yield: 1.2 9 (76 % of theory)

C12H18CIN3O2 (M= 271.749)

Calc.: molpeak(M+H)": 272/274

Found: molpeak (M+H)": 272/274 (C)

Z19b) N-(2-diethylamino-ethyl)-benzene-1,4-diamine
120 mg (4.416 mmol) of N'—(2-chloro-4-nitro-phenyl)—N,N-di'ethyl-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 H, atmosphere.
The catalyst was filtered off and the filtrate evaporated dowrt i. vac.
Yield: 800 mg (87 % of theory) |
Ci12H24Ns (M= 207.321)
Calc.: molpeak(M+H)": 207
Found: molpeak (M+H)*: 207




WO 204088784 gel and activated charcoal . The filtratRET/EP2003/011933
obt ai ned is evaporated dowy and the residue is poured
onto 1000 nL of water. The aqueous solution is
extracted wth MIBE and. the organic phase is
extracted. three tinmes with water. Then the organic

phase is dried over magnesi um sul phate and the
mt@%ﬂ%ﬁﬁe Rreduets?Qil | ed of f using the rotary evaporator.

The product is purified by columm chromatography on

silica gel (petroleum e&iheg,/ ethyl acetate 8:2).

Yield: 164.46 ¢ (#g;\/ of Litheory) Cl11 H11 NO2 (M=
189. 216) WD 2004/ 03p764 fli} EP2003/ 011933 103 Calc.:
nol peak (MrH)': 1 Founa: npeak (MtH) +: 190 Rf
vaI ue 0.3 (silica gel, petroleumether/EtQAc 8: 2)

4- cyanonet hyl - ben20| c acid A solution of 10

'ZZQ?)gNrfgrghl@p &g plmew)aNdHedlﬁmw-lbe@ﬁad-@tm EZExﬂaanne
108w aitel DTN SRR R et eMngheron

ad@eid iot & eolution @V 3 [0B53] @womm@lmdf D I dresi-Ausrol 4
Concentrated hydrochloric

n“fgg?'azefnfed%ﬁ é@%ﬂ@ﬁﬁ?% regohiet rigthylaming ised giki SHF@nd |
theGﬁuxﬂ‘Ré %vde&f ﬁﬂ;é%i foﬁ‘hg Hg%ré o8 ﬁ‘?dTh% 'Fé‘a&iroﬁ%ﬁ d}rgtv\?‘aé S

[tere twce er an
Con‘f’tDleEd with satgaq@Eous sadiurh diraybonaie Hbl\l(ﬂbn(dﬂd é)ﬂibu‘sﬁﬁel

e"t'?f‘gsé% tﬁ%@?&l{?ﬁ@%m%ﬂe@%E%g&ét%wetq?ﬁ%eo f17_ 9 (122
magﬁés)luﬂfsmatéra‘hdaﬂﬁ%ré@d I O'U&éé’” of 4.7 g (29 nol)

- cyanonet hyl -benzoic.acid in 250 nL of

Yleldeﬂr%m(@ﬂdﬁeﬂﬂw)stl rred until no nore gas is
action mxture is added dropwi se to

C1392°QPE@?E)M“2§657@29 g (87 mol) of sodium borohydride

Calen aftﬂpeék(M+Hyat;m6/2gB such a way that

Found: moipeak (M+H)": 286/288 (Cl)

Z20b) 2-chloro-N'-(2-diethylamino-ethyl)-N'-methyl-benzene-1,4-diamine
- 1.60 mg (5.599 mmol) of N-(2-chloro-4-nitro-phenyl)<N',N'- d:ethyl -N-methyl-
ethane-1 ,2- dlamme was added to a suspension of 200 mg Raney—Nl in 20 mL
MeOH and the mlxture was hydrogenated for 2 hours at RT under 20 psi Ha |
~atmosphere. The catalyst was filtered off and the filtrate evaporated down i. .
vac. ' '
“Yield: 1.30 mg (91 % of theory)
- Cy3H22CIN; (M= 255.793)
Calc.: molpeak(M+H)": 256/258
Found: molpeak (M+H)": 256/258

Intermediate product 21:

/\N/\/N%\
) NH,




WO 300¢/03%Rber at ure does not exceed 30C. The mi xt uPETES2003/011933
stirred for two hours andqgfe reaction mxture 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 magnesium sul phate and t he
vent IS separated off using the rotary eva orator

ZRA ) -1 426ligfhylemiro-e4tn)- 1. RSt Jetralaoiroroinolir-6ev -2
k M 146 F d I k (M 146

tn@é’.@-a%élyllnrormgretml ‘phenyl )O:\Qetomjt Plelae \(/\D -
SR OMABICERP Yo RGUSERRBGEM@bhOR3s adi@dd & 8GolutiohDf B %; .

fb phor s tribrom.de are added dropwi se to a sol ution
(12 %ﬁ (qf-ﬁ g@ron{?g@,ét-@etrahydro qumollne 6.342 g (36.852 mmol)

t
Of((é Cg%%Aft hl]éy’r eac%gl orqaﬁgéé %g'?d’f 7? 'ﬁm&ré‘g@%}\m}?qoo
mbntcduene ang the nbxtnanjmm?BhrrSMﬁm hatir &180 tQeThe gaetion
and these are extracte

mi{E s e ig R @%@%u%lm%gﬁaetgﬂmﬂaﬁ@owma on
copilfind@bey, phEQS?]We@é‘Bhéd oRBA ghé&ﬂrﬁeﬁﬂg V%%"rﬁ@ndjm

sul phate and the solvent I's |st|
dome i Ialv@c dArablbeaesidue Wasl mnf@d%}gcc(!ﬁ&nlc%mhtdgnmwosd|ca

075) Caic.: nol peak(M+H) +: 209/ 211
CI\}rF@fg@&ﬁéq M+I—|)+ 209/ 211 323,e§ "

YIéJQ gylsrg) 1|gjuyJ10f]¢héb,:%at hyl - phenyl ) -acetonitrile 0.446 nL
olidine and 1.366 g (9.882 mmvl) of

C1|ddz453|§3QJ %g%/ﬁ)te are added to 20 nl of

1.038 g (4.941 mmol ) of
08?64 b%%?ﬁ'ﬂ&m ﬁéﬁyl )-acetonitrile are added with
Foahdrmb@aar(mmﬂe- mxture is stirred for 12 hours at
‘ RT. The reaction mixture is evaporated down in the

rotary evaporator and the residue is extracted with

225 A28 RS ho-el{f-1,2,3,4-tetrahydro-quinolin-6-ylamine
1.1 mL & 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 5 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. aqueous sodium bicarbonate solution wés added and the
mixtur'e 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) N

- CysHasN3 (M= 247.387)
Calc.: molpeak{M+H)": 248
Found: molpeak (M+H)": 248

Intermediate product 22:




WO giga@n®®4phase is dried over nagnesi um sul phat e PATEER2063/011933

sol vent is renoved using HB? rotary evaporator.
Yi el d 0.732 g (74 %of theory) C13HL6N2 (M= 200, 286)

Cal c.: nol peak(MtH) +: 201 Found: nol peak (M+H) +: 201
Rf value: 0.5 (silica gel, dichloronethane / MeOH /

conc. aqueous ammonia 90:10:1) Z23f)

Z223 ) Nefgheritsp indienyl)-ngéthenesuipiporén pcid-amidgl ani ne A
- 2589 P8 Rl i gRinalipR aedoporvSREL ot pvising pig e

18. 3%030 2Nikakebf tﬂétl?éiwé@uIﬁﬁon@é@é@ﬁldr@e%@@cﬁe&‘ﬁr@b%@é
rogenated for 9 hours at 50C under

S%Mé@% ﬁea cfipaltgmperatgredid ot aX%st 20R60k yTherttt@mmre

SRS 19 10 R00KPSBIO e POTTERAGE BN M
watdrwath §tird8g éadlstirad g@1 30 rh:mhé@ r'ﬁ’i?prl’mitﬁtat?d\&Qd \lélast
amoni a nermslaepro uc
FIGA1 9 Sy aphe § WD L WSereniny PO e RO R 11 e
YR lo to EXx |l e Z23e from pi peridine
Id&mqa&ggongr@t%ﬁuﬁonghgnyl ;itrgcgt onitrile. Yield: 1.6 g
meBingopanit: 1 83di8#fC C14H18N2( M= 214.31) Calc.:

RS o R A 1,

- Z£22b) N-(2-dimethylamino-ethyl)-N-(4-nitro- pheny!) methanesuiphonic acid
amide
36.00 g (0.166 mol} of N-(4-nitro-phenyl)-methanesulphonic acid amide was
dissolved in 2000 mL acetone. The solution was combined wifh 47.8 g (0.332
mol) of 1-chloro-2-dimethylaminoethane * HCI, 68.8 g (0.498 mol) of
potassium carbonate, 5.0 g (0.033 mol) of sodium iodide and 50 mL water. It
was refluxed for 16 hours with stirring. After the addition of another 23.9 g |
| (0.166 mol) of 1-chlord-Z-dimeth.yiaminoethane * HCI, 45.8 g (0.332 mol) of
potassium carbonate and 5.0 g (0.033 mol) of sodiumiodide, the mixture was
refluxed for & hours with stirring. At RT the inorganic salts 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)
- C11H7N3O4S (M= 287.340)
Calc.; molpeak(M+H)": 288
~ Found: molpeak (M+H)": 288
. Revalue: 0.60 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
= 00:10:1)

Z22¢) N-(4-amino-phenyl)-N-(2-dimethylamino- ethyl) methanesulphonic acid
amide




WO 2204839794 ( 4- pi peri di n- 1-yl met hyl - phenyl ) - et hyl aREHEP2003/011933
Prepar ed anal ogously to Ex l e Z23f from
(4-pi peridin-1-yl methyl -phenyl)- acetonitrile Yield:
1.4 g (85.9 %of theory) Cl4H22N2 (M= 218.34) Calc.:

'9.\(/12 :gagaka( Mh'r&l)*em-‘iz d:r%rrqﬂarﬁmbr@ﬁiﬂ) fMEDhitro-Hehy it

métftamleﬁulah@mﬁzaw @m&waraﬂm@ivm roi1aoe mL:LMemi After the

cﬁcﬁt@ﬁ‘ﬁ%{?‘? é iy ofp @/Nﬁgﬁggg%éo@tﬁg |m|xt|upé Wash da genated for

1 ﬁonmy@lrmmnaaml pdi mwmgagﬁepé SMel#*e'a@!’briJFnl)'éuF@w@s (ﬂ&ére%M

5- hydr oxy- 2-ni t robenzoi ¢ aci d | uxed
ambtblerﬂtr@tﬂﬁyﬁapraéeMWﬂdrV@ G5 h@ﬂ@Sldu@nV@t$tW@hwﬂbr 48 h

oo Shrolg i sh6iaa o ThesE s RSP WAL YRAE
ethagpetcblgirnfethat2n:1 ghid @deg@ver nmagnesi um sul phate and
~evaporated down i. vac.. The crude product was used in

Yieke 7 35@ (92%@f haordt ep wi t hout any furt her

deld: 5.00 g (87%of theory) COHONGCS
m‘?k@i’?@gp %‘gldg nol peak (MH)-: 210 Found:
Revalyze 84 (dlida-gel, Hmlaﬂﬁbéthﬁhéy MeOH / conc. agueous ammonia
éQ]gltro 5- (2-di et hyl am'no- et hoxy) - benzoat e Pr epar ed
pa@ousl y to internmedi ate product Z5a from et hyI

'5- hydroxy-2- nitrobenzoate and
(2 chl oroet hyl ) - di et hyl - am ne- hydr ochl ori de Yiel d:

.30 g (85% of theory)
Intermediate product 23:

Q/\@/\w”f

Z23a) ethyl 4-cyanomethyl-benzoate ‘
A solution of 500 g (2.057 mol) of ethyl 4-bromomethyl-benzoate in 1000 mi 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 mfxture is filtered off and the filtrate 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 ether/ ethyl acetate 8:2).
Yield: 164.46 g (42.2 % of theory)
C11H11NO2 (M= 189.216)




WO 200503970921\ 1205 (M= 310, 353) Calc.: nol peak (MPEJAEP2003/011933
311 Found: nol peak (I\/H-|—|)+ 11 Z25c) et hyl
2- am no- 5-( 2-di et hyl am no- e? oxy) - benzoat e Prepared
anal ogously to intermedi ate product Z5b from et hyl

Cgrcnlrﬁ6|?e§>k M:,.H ngyl am no- et hoxy) - benzoate. Col um
chronma (silica gel, EtOAc/MeOH ammoni a

‘F@Lmdlmeeaw @MHH 8@ product. Yield: 4.00 g (71 % of

2004/ 039764
RT3 e Ge5E8Rablh SR RCAC 0D (MeH) + 281
Found: nol peak (I\/H-|—|)+ 281 Internedi ate product 26:
et hyl (4-brono-2-chl oro-phenoxy)-acetate 0 ci Br Z26)

Za%)sfl ﬁlaf(CS'BetMEbﬁﬂﬁﬂlq a¢lni g base was added to a

f
A §B1tbh 89 18/q (BN sirif 2 5andRRi-benzaate and 2.02 i of
1 b sodiandtyatexida sdRBoniin DM nandf éthanol is refixedidr an?e hoer
for 4 hat 100 C. The reactlon m Xt ure was. conbi ned

‘Than ﬁh\ev(ﬁ@etrorhwut@(h a%\tap@éa §d dewinandthe Rﬁﬁtdh'eﬁﬁ CRIDINASE
witPERIAREr, Ob &g h l’éﬁi%*b%‘i"d 4 (F‘cﬁﬁ r at o the

agueous I car ona wat er an

reaqﬂmusxsiuﬂi@rmmtldm mdr@pmc:mtahb igrformed phas prwp:itate is filtered
vac e crude product was used in

Of\é%%%ﬁgiﬁ%%'WW@Frﬁ%d W({lhout any further

vieuF 47 g 885 11.36 g (quant. yield)
[Clo %%5 %‘oftﬁ'e%bgs 546) Rf value: 0.65 (silica gel,

.Cgiﬂﬁﬁ@Qr(MFEi@l‘aéﬁi) | nt er nedi at e product 27: NH,

Calc.: molpeak (M-H)™: 160
Found: moipeak (M-H)‘: 160

Z23c) (4-hydroxymethyl-phenyl)-acetonitrile .

5.17 g (32 mol) of CDI are added to a solution of 4.7 g (29 mol) of 4-

cyanomethyi-benzoic acid in 250 mL of tetrahydrofuran and stirred until 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 solution. 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

‘-Z23d)_ {(4-bromomethyl-phenyi)-acetonitrile




WO 229483°7P%- (3- ch | oro-4-n itro-phenoxy)-et hyl ] - dPCT/EP2003/011933
iethyl -a mne Prepared anajggously to internediate
product Z5a starting from 3- chI oro-4- nitro-phenol and
(2-chloro-ethyl)-diethyl-amne. Yield: 1.25 g (79% of

| 0.86eal Y9 mridl? bl gka s(t'ivﬂﬁrcﬁﬁ%e@"né)add@a'd?o wizelteeadolution

MtH) +. 273/ 275 ound: nol peak 3/275 (C
Of\(@ MGZ/@W) w@rrapmmﬁmmnmwnw ine25 mL4 TBE

o 58U R SR RE Bt P v

wates aeR§'l, the @lfgaﬂnc%ﬂe(lé séée?rambﬁf and these are extracted
‘ ani ne

- I
L{fzggég &glr\f@trhgwo i l%tf&g,&genoxégmatgs%t@%ae&géater The organic
PR PRRA SFEr RlagenlRtoylphabant e R T giifed off ysing
the rofiaey eva[:!orafmrg (quant. yield) C&H 9CI N2O (M=

42,7 eak (MtH) +: 243/ 245 Found:
Yﬁgzaqu ﬁm@“@m 45 (C) Rf value: 0.41 (silica
' Brid mhlgq[)q:m;)hane / MeCH 9:1). Internediate

%ﬁ%duc{ 28: CI air 0 G F F Z28a)

¢ phenyl)-2-(2-chloro-4-trifluorom
Cegb jp&gbgk - g@g@% de 17.31 nmL (98.510 mmol ) HUni g

Fd@lﬁ&en‘lb?f?ea'kd(;ﬂﬂim)a{ 26929 a solution of 7.600 g (29.850

nmmol ) (‘2-chloro-4-trifluoronethyl-phenoxy)-acetic acid
(Z2b), 4.370 ¢

Z23e) (4-pyrrolidin-1-ylmethyl-phenyi)-acetonitrile |
0.446 mL (5.44 mmol) of pyrrolidine and 1.366 g (9.882 mmol) of potassium
carbonate are added to 20 mL of dimethyiformamide. 1.038 g (4.941 mmol) of
(4-bromomethyi-phenyl)-acetonitrile are added with stirring and the mixture is
stirred for 12 hours at RT. Thereaction 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 solvenf is removed
using the rotary evaporator. '

Yield: 0.732 g (74 % of theory)

-C13H46N2 (M= 200,286)

Calc.: molpeak(M+H)™: 201
Found: molpeak (M+H)*: 201 |

" Ryvalue: 0.5 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
90:10:1)

Z23f) 2-(4-pyrro|idih~1 -ylimethyl-phenyl)-ethylamine

A reaction mixture of 0.73 g (3.66 mmol) of (4-pyrrolidin-1-yimethyl-phenyl)-
| acetonitrile and 0.1 g Raney nickel in 25 mL of methanolic ammonia solution

is hydrogenated for 9 hours at 50°C under 3 bar hydrogen

Yield: 0.72 g (96.4 % of theory)

Cq3H20N2 (M= 204.31)




WO Z®R9/08%504 ol ) 4- am no- 2- chl or o- phenol and 10. 5€@CH/EP2003/011933
(32.840 mml) TBTU in 550 ng as. THE and the m xture
was stirred for 48 h. The i] ction mxture was
‘evaporated down i. vac. and diluted with Et OAc. The

. bhase v ] ed wth water, saturated aqueous
C%[S%i Uﬁ'%?%&%glﬁzr@%;nd saturated aqueous Nad, dried

. j and evaporated down i. vac.
F ﬁnﬁ&ghm%ﬁgl%ﬁy (silica gel, gradient
Revalbe:dr 28¢sibeengel/ divhiorbid@thbne-/,Me®8i /Adortl ahaesus &@monia

@rgaf ct. Yield: 4.200 g (37% of theory)
9¢1 oCl 2F3NG3 (M= 380. 153) WD 2004/ 039764

PCT/ EP2003/ 011933 109 Caic.: nol peak (MH) +:
380/ 382/ 384 Found: nol peak (MtH)+: 380/ 382/384 (Cl 2)
Rf value: 0.58 (silica gel, dichloronethane / MeOH

: 9:1). .Z28b).

Inkr[ng?d(ai@ QF‘UJHFI &thoxy) - 3- chl or o- phenyl ] - 2- ( 2- chl or o- 4- t
rifluoromethyl- phenoxy)-acetam de A solution of 3.66
m. (41.56 mmol ) 1, 2-di bronoet hane in 5 nL DVMF was
S dded at RT.to a suspension of 1.580 g (4.156

[;:‘ol) ¢ oro- 4-
hydr oxy- phenyl ) - 2- (2-chl oro- 4-tri fl uoronet hyl - phenoxy)
-acetamde and 2.880 g (8.310 nmol) potassium
carbonate in 20 nL DM and the m xture was stirred

or 2.5 h,, The reaction nixture was evaporated down i.
Z 455"&.(2%”"8?1 g "Pﬁe'EmﬁE‘?to'PH@eor g. phase was

 PrepanRarail Q) & ERIApRLAH G ISR 3ot brofiohiny-
pheoyiHacetimitdieat ogr aphy (silica gel, petrol eumether -*
di.chlorc h i el ded the product. Yield: 1.120 g
Y'%éS el %xé"oﬁ?{}séo‘ﬁ?w 3Br Cl 2F3NO3 ( ME 487. 103) Cal c. :
C i) 31y 486/ 488/ 490/ 492 Found: nol peak (M+H) +:
14@6@%@490/ 703 (Brd 2) |

Calc.: molpeak(M+H)*: 215
Found: molpeak (M+H)*: 215
Rs value: 0.4 (silica gel, cydohexan‘e/EtOAc 1:1)

Z24b) 2-(4-piperidin-1-yimethyl-phenyl)-ethylamine .
~ Prepared analogously to Example Z23f from (4-piperidin-1-ylmethyl-phenyi)-
acetonitrile S
Yield: 1.4 g (85.9 % of theory)

C14HooNz (M= 218.34)

Calc.: molpeak(M+H)*: 219

Found: molpeak (M+H)*:219
R¢ value: 0.2 (silica gel, dichforomethane/ethanol/ammonia 20:1:0.1)




WO 2Rp4/e88FGde: 0. 72 (silica gel, dichloromethane / ReTEP2003/011933
49:1). Internedi ate prod 29: a ~Nwo~ NH2 Z29a)
[ 2-(2-chl oro-4-nitro-pheno -propyl]-diethyl-amne At
0 C1.60 g (33.000 mml) NaH (50%in oil) was added to

Int%rﬁz@{diéié aga_ogfct 25. 30 g (30.000 mol )

-chl oro- l"uoro- ni t robenzene and 4.30 g (33.000
nmoi ) 3-di et hyl am no-propanol in 50 nL abs. DMF and
the mxture,was stirred for 2 h at 0 Cand for 1 h at

Thﬁ reaattg\ m xture was evaporated down i. vac.
wg Wth Et OAc. The org. phase was washed with
ter % ‘w %004/ 039764 PCT/ EP2003/011933 110 dried

over sodiun1su|phate and evaporated down I. vac..
Col um chromat ography (silica gel, dichloronethane /

ia 90:10:0.1) yielded th
2285 FEty Yo o BB, ¢ rheoryy . 0o o0 1T
A ﬁlsﬂrﬂma HAABE 7. zsas n?rﬁa,@ 5Rﬁydt@kyxe niPoRéhAcw é'mafw&el

Ioronethane aqueous anmon
re e PymlL gtramplic HCI for 5 h and then stirred for 48 h at RT. The

rea?{tj?@ gﬁgﬁj 5% vx(a% %}a%ﬁ/tle?%dp (/Qr?%ﬁ@ diRRER Wltﬂrﬁtﬁﬁ\éA‘The

orgd. :phese wasawashemmth ovaiere gy over maghesiud smlbhbteaainme
d 0.80 Rane ni c in 170 nL MeOH wa

ev; P JoWn Veg “BneC gHﬁf was Heed inTife m@%m

filtrate evaporated down |I.
steﬁﬂﬁc%dt*aﬁ??ﬁﬁérfp@ﬁi@a?&g% of theory) ILC):13H21CI N2O ( M=
Yiehbad. (70'&)(87%0ﬁ:theom)| peak (M+H) +: 257/ 259

CoHgNOs (M= 211,176)

Calc.: molpeak (M-H): 210
Found: molpeak (M-H)": 210

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)

‘C15H22N205 (M= 310,353)

Calc.: molpeak (M+H)*: 311

Found: molpeak (M+H)*: 311

.2250) ethyi 2-amino-5-(2—diethylamino-ethoxy)—benzoafe

Prepared analogously to intermediate product Z5b from ethyl 2-nitro-5-(2-
diethylamino-ethoxy)-benzoate, Colurmn chromatography (s;llca gel,
EtOAc/MeOH/ammonia 90:10:1) yielded the product.

Yield: 4.00 g {71% of theory)

C15H24N203 (M= 280,370)




WO 20847640l peak (MrH) +: 257/259 (Cl) Rf val ue: OCIEP2003/011933
(silica gel, dichloromethapg,/ MOH/ conc. aqueous
ammnia 50:10:0.1). Intermnediate product 30: Br NH2

Z30
C I%"Z%élggé’l?ﬁ\'/ﬁH '.ti - phenoxy) - et hyl ] - di et hyl - am ne
e ahal

repar ogously to Internedi ate product Z29a
- Hr -1- fluoro-4-nitro-benzene and
F@ﬁ'@?ﬂ@?@%@%@%t'm| . Yield: 0.790 g (83% of theory)
C12H17Br N2C3 (M= 317.185) Calc.: nol peak (MtH) +:
17/ 31 Found:. .nD k, (MrH) +: 317/319 (Br
InE 0 PESH SRR RS0 b DY Chicr - erouy Ladetgiess
(silica gel, dichloronethane / MeOH 9:1). Z30b)
3- brono-4- ( 2- di et hyl am no- et hoxy) - phenyl am ne Prepared
anaf ogousty to Internedi ate product Z29b starting from
T2 @- 4-ni tro- phenoxy) - et hyl ] - di et hyl - am ne
(Z30a) . el d: 0.670 g (96% of theory) Cf2Hf 9Br N2O

(M=287.202) T Calc.: nol peak (M+H)+: 287/289 Found:
nol peak (M+H) +: 287/289 (Br) Rf value: 0.30 (silica

225 4 L83 T B alni§ bape wad added o & Solution of 7.800
(Sh2pAyiref shpphen e ik 47ty ERH oo
brompatetateinat00 Ml IMFe@nal the mixture was stirred for 4 h at 100 °C.
The reaction mixture was combined 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. . The crude product was used in the

next reaction step without any further purification.
Yield: 11.36 g (quant. yield)

C1oH10BrCiO; (M= 293.546) |

R value: 0.65 (silica gel, dichloromethane)

Intermediate product 27:

A /\/o@[m
/! NH

Z27a) [2-(3-chloro-4-nitro-phenoxy)-ethyl}-diethyl-amine
Prepared analogously to interme.diate product Z5a starting from 3-chloro-4-

2

nitro-phenol and (2-chloro-ethyi)-diethyl-amine.
Yield: 1.25 g (79% of theory)
- C12H7CIN2O3 (M= 272.734)

Calc.: molpeak (M+H)*: 273/275
Found: molpeak (M+H)*: 273/275 (Cl)




WO SBI4RBPEH of 1.520 g (6.072 mmol) PCT/EP2003/011933
N-[ 4- (2-di et hyl am no- et hoxy)o- henyl]- acetam de in 25
nmL conc. sul phuric acid an&t e mxture was stirred
for 1 h at -10 C. The reaction mxture was poured

Ronaluen0masifes ol didfordfeiRaNe / metsiygotys amonia and
e

t he aqueous phase was exhaustively extracted with

Et OAc. The combi ned org. phases were dried over sodium
Yield: 1.8 ¢

i O S SN
Armispeatiof Idf )24 g 20647 hawol {2!(9@%45-4(%%&@@%%@- Rf a1

di chl or onet hane /

{55 hiBintaming (4275 apcalcome Ransy niekslph &9 Ramass W0

nAOSLTRAN TAFSLO0SH 080 o Al PR B

eyanongted-dovet avade (Z31a) in semconc. aqueous HCl was
100 C, cooled to RT, nmade basic

i, f h
Y@dﬁrﬁgg (‘g‘:‘ﬁf’%clﬁ'%[f’) aqueous ammoni a and the aqueous

. CphRCINVOINVEXUSE{vel y extracted with Et OAc. The
combi ned?org. pha)ses were washed with water and dried

- CaleemdpedkiMsH)nizaBeqsYi el d: 1.38 g (87% of theory)
C12H19N303 (M= 253.304) Calc.: nol peak (MtH) +: 254

Faumgn tnolpes ko@akH ) VREB24526H) R val ue: 0.68 (Al ox,.
I nt er medi at e product

i.ehl ar thane / M,OH 39:1).
Rf%_ﬁjé‘é%-%z?%cag% dlq:hl.orometha?we / MeOH 9:1).

Intermediate product 28:

cl
. o]
Br \@ 0 o]
. N F

(]
F

- Z28a) 'N-(3-chIoro~4-hydroxy-phenyl)-2-(2-ch!oro-4-triﬂuoromethyl-phenoxy)~
acetamide _ ' |
~ 17.31 mL (98.510 mmol) Hiinig base was added at RT to a solution of 7.600 g
(29.850 mmol) (2-ch!oro-4-triﬂuoromethy!-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 mixture 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)
C1sH10CloF3NO3 (M= 380.153)




WO 4004/78784 PCT/EP2003/011933
N- ( 3- chl or o- 4- hydr oxynet hyL(?TEf{)henyl )-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

cFb. wipiBea o P orhtony 91lﬁh2néi'y§’ :gf:??? lc)halg}c d

N ! .
A e A e BT e hhas ot rred Tor anot her
Rbvatien 0.58 (difca gel( dicRRfomatiehe / MeOH 19:1).

(4-am no- 2- chl or o- phenyl ) - met hanol was added at -5 C,
the mxture was stirred for 2 h at RT and then the

228 DI RE AS PR DNNGE Rt B et
phdann&yl) N { M- 304, 360 gRg 8\3/)(:; 8;' t geggy) silica

A 5@PU0Ta LA Dk haammoNotrafsompelingsi 5 ml DMF ias
s34 g R SR D380 el il -

hyamwya»m@amamnmm-maﬂaommemw@@m&sa) mlaamddwamsztaso
110

g @%ﬁ mmol) pg’taggg%dcar oﬁatséoulw %I OE DciVIF and the %lxt%Ar'e was
- - chl -ofhs
stifed Forchb o1 ahé rEé&f&?‘NﬁRu@Wa@B@é‘%%’b %g%\yﬁihn\%rgo ihd

trifl uoromethyl - phenoxy)-acetam
dilyled yéeEKMC t bemrgtmrme was washed aithfwatef ahd aetL&Qteﬁ

t ed ?
- aappgug RAEY, AR tidon Rk SRR SR Eshetand Bhiai e h‘@c .
Colilren phesthatohiphyvehica igel, tp@tr@sélmﬁ tethéwasftﬁ&wiwnﬁb than
etrol eum ether "and dried in a HV. Yield: 11009(65%
y'e@# & thedqrgguctcr 6HL1C13F3NOR (M= 412.626) Cal'c.: nol peak

b4 418 Found: nol peak ( MtH) +
Ylﬂ%m%4pi§§/4%{hééﬁé) Rf value: 0.69 (silica gel,
CpteBrdighuN @i (Mer 48ENQBE 3:1). . Internediate product 33:
Calc.: molpeak (M+H)*: 486/488/490/492
Found: molpeak (M+H)*: 486/488/490/492 (BrCly)

- Ryvalue: 0.72 (silica gel, dichloromethane / MeOH 49:1).

Intermediate product 29:

N .
\/N\/\/O\@
NH

Z29a) [2-(2-chloro-4-nitro-phenoxy)-propyl]—diethy!-a_mine
‘At 0 °C 1.60 g (33.000 mmol) NaH (50% in oil) was added to a solution of
5.30 g (30.000 mmoi) 3-chloro-4-flucro-nitrobenzene and 4.30 g (33.000
mmoi) 3-diethylamino-propanol in 50 mL abs. DMF and the mixture was

~ stirred for 2 hat 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,

2




WO 2004/038F§4 Z33a) tert-butyl PCT/EP2003/011933
nmet hyl - (4-ni tro-benzyl)-c rl@amnate 17. 68 g (81.00
nmol ) Boc- anhydri de was sI OV\Ay added at O C to a
solution of 13.40 ¢ (81 00 mol )

drigBIdVEl sbdiuf émenétggm ét@d'd@m%ﬁ Ohe ElHGrand the

m xture was stirre RT. The org. phase was
chigieaiegraphyr(siiea gel, deiﬂﬁJr@m@lvme 5Bt rhcent paguenusnd

. d 21.36 g (99% of theory)
anﬁ@!ﬁ%%ﬁgod@ge&%d %%99 aI ue: 0.60 (silica gel,
Y|@QI8@D%J((93@B|@9{H90@]E)OAC 3: 7) Z33b) tert-butyl

-am no- benz -net hyl - car bani nate A suspensi on of

'01331966\1@3((% )) tert-butyl

Re 0§fh uciab%@'c% fg%hgﬁcgﬁ%%etggﬁ]ég@mﬁ@ﬁ?F&hé‘.taj{%@%%%ﬁnoma

'QOEW-ME OAc (1:1) was hydrogenated at RT and 3 bar. The
catalyst was filtered off, the filtrate evaporated
down i. vac. and the residue purified by colum

S ML, .50

A susmeﬁséaom/scnme:w 900 Mot FREDARIRR0-UM D TheBLXY ) pmpgl]

el B dodand Lo e Renew Bl L PO Wae. 1. 1).

hydrﬁ)!;@lﬁé‘ttéd'f?ﬁ & h4t At Ghd 36: pé? Tﬂﬁa@ﬁs%ﬁ:ﬁﬂ@}ecﬁf]ﬂ%hd the

chl or o- phenyl ) - pyri d ]-acrylate
filtrateogaRpra e dsBOVMWAS. .

Yleﬁthé‘?d‘X;‘(@ék}°8%h28Fy5‘y' ene) -tri phenyl phosphorane was
C13H21CIN2O (M= 256.778)

Calc.: molpeak (M+H)*: 257/259

Found: molpeak (M+H)*: 257/259 (CI)
Ry value: 0.40 (silica gel, d:chloromethane / MeOH / conc. aqueous ammonia
50:10:0.1).

Intermediate product 30: |
Br

L
) ' NH

Z£30a) [2-(2-bromo-4-nitro-phenoxy)-ethyl]-diethyl-amine
Prepared analogously to intermediate product Z29a starting from 2-bromo-1-

]

fluoro-4-nitro-benzene and 2-diethylamino-ethanol.
Yield: 0.790 g (83% of theory)
Ci2H17BrN203 (M= 317.185)

Calc.: molpeak (M+H)*: 317/319
Found: molpeak (M+H)*: 317/319 (Br)




WO 2aotlesd7ed RT to a solution of 1.100 g (5.050 mmpti/EP2003/011933
5- (4-chl or o- phenyl ) - pyrlsldags 2- car bal dehyde in 50 nL
abs. THE and the m xture stirred for 4 h at RT.
The reaction m xture was evaporated down i. vac. and

Rivais TP (Rica iR, Jerolte R BTN EDHETT. 8 Gac s 1)

Recrystal |l i sation from petrol eum et her vyiel ded the
: t. 2 83% of th C16H14Cl NO2 -
ngﬁ?mf’&% %M’a Ef@éﬁ% wgg"ﬁf{%w 290 Found:
PR iy 5 e o B ety G o 12 £8romo-
4~ I(HEp mqr@xy)éeml]ﬂilethplmwe)(may.dl n-2-yl]-acrylic acid
1.2 Na 1 dded at RT t
Vil DGR ST Bl (4 200 mmol) ethyl -
C1Q}E)QB§6N£(5([(442®7I20 -phenyl ) -pyridin-2-yl]-acryl ate
(Z34a) in 50 nmL EtCH and the m xture was stirred for

Cadic.hmolgeakqMiHdaep@89HCl (1 M was added at 0 C. The
precipitate forned was filtered off, washed wth water

Fognd: molpsaki(M+H)E; 287/286@BY. Yi el d: 1. 000 g (92% of

R WBEREES045 65 B Hatpit g’%‘??%%@éﬁf?f/{ﬁ’f%w/ 262

Found: nol peak (M+H) +: 260/ 262 (Cl) Rf value: 0.40
(silica gel, dichloromethane / MeOH 9:1).

Intempedigtedraducidbduct 35: C] /SN NH2 Z35a)
(2-chloro-4-nitro-benzyl)-diethyl-am ne 0.80 g (3.883
mol ) 2-chl oro-I1-chl oronet hyl -4-nitro-benzene. was

added toQN@‘
B
) 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. sulphuric acid and the mixture was stirred for 1 h at

2

-10 °C. The reaction mixture was poured onto a mixture of ice and conc.
équeou-_s ammonia and the aqueous phase was exhaustively extracted with
EtOAc. The combined org. phases were dried over sodium sulphate and
evaporated down i. vac. . '
Yield: 1.8 g (quant. yield)
C13H21N304 (M= 295.341)

" Cale.: molpeak (M+H)t: 296
Found: molpeak (M+H)*: 296
Rf value: 0.51 (Alox, dichloromethane / MeOH 39:1).

Z31b) 4-(2-diethylamino-ethoxy)-3-nitro-phenylamine




WO 28e#/@7®%n of 2.60 nlL (25.000 nmol ) di et hyl am nePCTESDO3/011933
M. THE and the m xture Vas; efl uxed for 8 h. The
reaction m xture was evaporated down i. vac. and the
resi due was taken up in EtOQAc. The org. phase was

A YEEHET opi1t §5 g@s 64 mmm{m‘«a demgé@agq@seﬂhgﬁgi S 5@&9‘

evagﬁr ated down i. vac.
pheRgl wtarmﬂq &K&‘@)me@nﬁmczaque@n) HCbabs stirmedIfpreak at 100

"Rk 1o K15 % b W e R e drtlepius Bappria dnd the

anfeOL(h)ﬂs %%seflw(ds%ggﬁham | ERFABEd ARBBOAT, MReRoPHHRENSIRN
0 g nmo
PhasesWEE? washed! wWith-waler ang dipd oiver sediumesuipizgsa) and

| in 20 nL THE was hydrogenated for

Y"%c.j'S %8%@?%}55@{8‘6@ psi. The catalyst was filtered off
C1athgNsOe(M+ 268:804) was evaporated down i. vac.. The
crude product was purlfled by col umm chronatography

Ca(c;oa mﬂlpeﬂkdw)'* . I1-111, petroleumether / EtOAc -
Yi el d; O zg(SS%of theory) Cl11 H'CAN2 (M=

- FOQ&Q WQ'PPa'@éMc“H) eak (M+H)+: 213/215 Found:

R i K -

~ether/ EtOAc 3:1). Internediate product 36: ci JN |

| z Z36a) : .-
IntarmesiatgIBPeUd-32 t r o- benzyl ) - 4- met hyl - pi peri di ne. 1. 00

g (4.854 mmol ) 2-chl oro-1-chloronethyl-4-nitro-benzene

was slowy added at RT to 2.00 nL (16.223 mmol)

4- rfet hyl pi peri dine and the m xture

o Cl
H_o
N
H
F
\G‘*F

F

Z32a) N-(3-chloro-4- hydroxymethyl-phenyi)-Z -(2-chloro-4-trifluoromethyl-
phenoxy)-acetamide
0.55 mL (4.200 mmol) of isopropyi 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 mk (4.200 mmol) N-methyimorpholine 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)

- C16H12Cl2F3NO3 (M= 394.180)
Ry vailue: 0.50 (silica gel, dichloromethane / MeOH 19:1).

Z32Db) N-(3-chioro-4-chloromethyl-phenyl)-2-(2-chioro-4-triflucromethyi-
phenoxy)-acetamide




WO 20840364 red for a further 15 min.. EtOAc was afd®EP2003/011933
the org. phase was washed,yth water, dried over
sodi um sul phat e and evaporg d dovvn i. vac. .
C13H17CI N202 (M= 268.746) Calc.: nol peak (M+H)+:

1.28%2 (16, 45@%%%6%%[ MERD & ds %%:%9& %Z% gé@ubn of%.620 g

val ue: petrol eum

(431‘d}ﬂnmtﬂ>}M—(@-élchimbh@-hyqiﬂowmemyh-pmewiyvﬁt(ﬂycth)lemh@-nyI ani ne
tr@ggﬁﬁeﬁ@yﬁ Al O%OUS| o I&S%fa% é@ rluoednuecéndZ ﬁ'nsebmixture

wés BlifféPrdp ez ¥t Bo 4C”‘Fh@¥éacﬂioﬂ%ixﬂ]r@% orat;éﬁ%d%\fdjﬁ Qac.

product was purifi by col umm chromaf ogra
andethwerramduaéecrymaﬂlsad Jfragm ame@imetrplaunm et:ham Bm predpitate was

RSP e b ol et 30 bl Mk - Shor 201
Y:El@lumdoor@(aﬁ%lof(tm@dﬂ%q 239/241 (Cl) Rf value: 0.58 '
(Alox etroleumether / EtQAc 3:1). Internediate

CrorlglnFiaNS2: (Mact 50646039764 PCT/EP2 003/0 1 1 93 3 117
et hyl ‘

CE('C?%) "?‘R%‘%W‘E#Hﬁﬁ?(ﬁ‘r‘ﬁ %@%ﬁ% hyl - phenyl ) -acryl at e
plShh BRI A R ectal o0

Re(vali: 03 N@lich dal)| mdthylb@mstieerwasioadaed)to 21.48 ¢
- (68.69 mmol ) 2-chl.oro-1-iodo-4-trifluoromethyl-benzene

- and 10.45 nL (96.17 mmol) ethyl acrylate in 100 ni
IntBRALQAL ﬁjoldﬁcf"ﬁét, the mixture was :

T,

Z33a) tert-butyl methyl-(4-nitro-benzyl)-carbaminate

1768 g ‘(81 .00 mmol) Boc-anhyd_ride was slowly added at 0 °C to a solution of
- 13.40 g (81.00 mmol) methyi-(4—nitro-benzy!)-aminé in 25 ml. EtOAc and the -
*mixture was stirred for 3 h at RT. The org. phase was washed with water,

2 .

dried over sodium sulphate and evaporated down i. vac. .
Yield: 21.36 g (99% of theory) .
Ci3H1sN204 (M= 266.299)

Rr 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) tért—butyl methyi-(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 filtrate 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)




WO 26@fQ38%@d for 6 h. The reaction mxture was evapRiVERZ903/011933
down I. vac. and the resi dllge triturated with Et CAc.
The precipitate was filtered off and dried in a HV.
The crude product was used in the next reaction step

C¥HiNQaL (Ao dausiAer  purification. Yield: 19.1 g
%wquant yi el d) 12H10Cl F3Q2 (M= 278.661) Rf val ue:

Cellc.6molsadid a9t 23petrol eum ether / Et OAc 6:1). Z37b)
(E)-3-(2-chloro-4-trifluoronethyl - phenyl)-acrylic acid

Foandomotpgeak (M+HF8237 (145.00 mol) NaOH in 30 nL water
g (68.61 mmol)

S a solution of 19.1
: Rf\A%;‘-eéb("%{%H‘P@rg?ﬂ@q?rroiiefqr%@”@ﬁétﬁwmphéhyI )- acrylate
ethyl (zZ37a) in 100 nL EtOH and the m xture was
- stirred for I h at RT. EtOH was concentrated by

Intesnagdiatet product 34zac. , the aqueous phase was washed
with EtOAc and acidified to pH 1with senitone. aqueous
HCl. The precipitate was filtered off, washed with

pat er and dried in a HV. Yield: 15.80 g (92% of

r CloH6Cl F302 (M= 250.606) Calc.: nol peak

249/ 250 Found: nol peak (M-H) +: 249/250 (d)

: 50 (silica gel, petroleumether / EtOAc

vgdi ate product 38: WO 2004/039764

PCT/ EP2003/ 011933 118 C / ON O -Z38a)
(E) - 3-[5-(4=chl oro- phenyl ) -pyridin-2-yl]- N-(4 hydroxym

 zosliWhaRb el e AR A g B el oY
2.0801gu(5.580 ofmél @Iﬁb céﬁbcﬁﬂ'ﬁn@mvlehe) tri he Iphosphorane was
adu(e@ ath{'?o a so?utxo%rc% 1h C%I )é|()5 mmol) 5- ( Ioro pﬁenyl)—
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. II-lll, petroleum ether /
EtOAc 5:1). Recrystallisation from petroleum ether ylelded the product.
Yield: 1.200 g (83% of theory)
C16H14CINO; (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)—S-[5-(4-chIoro-ph-enyl)-pyridin—2-yi]-acryiic 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-yl]-acrylate (Z34a) in
50 mbL EtOH and the mixture was stirred for 1 h . 12.6 mL aqueous HC! (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)
“C14H1oCINO, (M= 259.694)




WO 26@4/@B9(8834b) and 80 pL (0.720 nmol ). N- net hyl norptmEr20e3/011933
in5 n abs. DMF and theﬂlsxture was stirred for 5

mn.. 90 ng (0.720 mmol ) 4-am no- benzyl al cohol was

added and the m xture was stirred for 2 h. The

oo 2fto s AL PePRBRCG 07T “The prec pitat o was
ok (Mt 280 R0RRC R hor “and oot 1. vac. at 80

Ry @alueYDelli(silida 2B0 dicHl8@ihathatdeeOH 9CR1HL7Cl N202 (M=
364.835) Calc.: nol peak (M+H) +: 365/ 367 Found:
nol peak (M+H) +: 365/367 (O) Rr value: 0.30 (silica
gel, dichloromethane / MeOH / HOAC 90:10:0.1). Z38b)
(E)-N-(4-chl oronet hyl - phenyl ) -3-[5-(4-chl oro-phenyl)-p
Intgrmediateprpdliet 3wr yl ani de 50 pL (0. 680 mmmol ) t hionyl
chloride was added to a suspension of 0.190 g (0.520

nmol )
(E)-3<[5-(4-chloro-phenyl)-pyridin-2-yl]-N (4-hydroxym

,feg phenyl)-acrylam de (Z38a) in 20 nL
chlsgonethane and the mxture was stirred for 2 h
AMtt her 50 pL thionyl chloride were added and
the n1xture was again stirred for 3 h. The sol vent
was concentrated by evaporation i. vac., the residue

- Z35ak@rchigrotdinfeo- béhiw))l-diéﬂ@l-éﬁ%éoncem rated by
evaForatlon [ The "crude product was obtained as

- 0.80r (3853 gumel) Bminlqr@ehch!pfpmﬁtéﬂyhéﬂtrta-éaazemwgs @glded to a

SOl GES A 2P 4 4 s S AR

wa 0@ ad368 hPThHE FR2E3Y rﬂikllﬁ?ré?waslé&hpcﬁaﬂe@l dowrpl. peak and
383/ 385/ 387. Fqund: nol p (MtH) +: 383/ 385/ 387
fhe(réﬁ@e Rfas,12kgR Upgn ¢g0 2\9 The &r@;ewhaseuw weshed withavater,

- dridPE¥br sdHRiR suRMAROHRd 8UEPSafed dWA P icl) -
Yield: 0.750 g (80% of theory) |
C11H4sCIN2O; (M= 242.707)

© Calc.: molpeak (M+H)*: 243/245

Found: molpeak (M+H)*: 243/245 (Cl)

- Ryvalue: 0.50 (Alox, petroleurﬁ ether).

Z305b) 3-chloro-4-diethylaminomethyl-phenylamine _
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. II-ll, petroleum ether / EtOAc 4:1).
Yield: 0,510 g (83% of theory)
- Cy4H17CINz (M= 212.725)

Calc.: molpeak (M+H)*: 213/215
Found: moipeak (M+H)*: 213/215 (CI)




WO 2to0#teseTaEdi at e product. 39: CH NH2 Z39a) PCT/EP2003/011933
diethyl-[2-(2-nmethyl-4-nit r1§- phenoxy) - et hyl ] -am ne At
0 C0.92 g.(19.2 mml) soo?i m hydri de (50%in oil) was
added to a solution of 2.70 g (17.4 nmol)

ng?glleg?%ﬁ@anﬁée?@g‘%(gﬁ%ﬂﬁerzghﬁc \ 'unt(jérg. gn gTrrgloZ]

at nrosphere and the m xture was stirred for 2 hours at
0 C and for, 1 hour at anbient tenperature. The
Int@m@%ﬁteﬁﬁg“?@%ved, the residue was taken up in ethyl
acetate and extracted with water. The organi c phase
was dried over sodium sul phate and evaporated down i s
vac. . en it was purified by silica gel colum
raphy with dichl oronet hane/ met hanol 9:1 as
| yant ield: 3.1 g (71 %of theory) Cl3H20N203 (M=
252.31)  CHic.: npolpeak (MrH) ' : 253 Found: nol peak
(MrH) +: 253 Rf value: 0.60 (silica gel,
di chl oronmet hane / MeOH 9:1) Z39b)
Z34a) MZchlonydamiroeb artdytydyinethyipipeyidineneny| ami ne 3. 10 g

1.08 € 14657 Fishoby 2-ehvrpr 1-ghlorometvhAriug Penzags was siauly
added at RTit6 200/ Al {16. 2 mMolp4-myéthApRiefidthe Shdhadmbaney

ni ckel was added and the 'm xture was hydrogenated for
- waggtiffed fer afurier g&i mimn d EXOBL evas adsiedetha args phasaavas

i |t f he filtrat Y
e AEE el B Loy B i RH P e
C LR MEMeR246)33) Calc.: nol peak (MrH)': 223 WO
2004/ 039764 PCT/ EP2003/ 011933 120 Found: nol peak
Calchiniplpeak P +R) V2694271 0. 35 (silica gel,-
di chl or omet hane/ net hanol _9: 1)
Found: molpeak (M+H)™: 269/271 (Cl)

Ry value: 0.40 (Alox, petroleum ether).

Z36b) 3-ch]oro-4-(4-methyl-pipe‘ridin-1.—y!methyl)—phehy!amine

Prepared analogously to Intermed'iate 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. II-lll, gradient petroleum ether /
EtOAC 61 — 3:1). | '

Yield: 0.930 g (80% of theory)

C13H19CIN2 (M= 238.763)

Calc.: molpeak (M+H)*: 239/241.

Found: mdlpeak (M+H)*; 239/241 (C1)

Ry value: 0.58 (Alox, petroleum ether / EtOAc 3:1 ).

* Intermediate product 37:




WO 209/Q39f%4di at e product 40: 0 C1 40 N / NH2 Z40B§T/EP2003/011933
N-tert.butoxycarbonyl - N negyyl - [ 2- (2- chl or o- 4- nltro ph
enoxy)-ethyl]- am ne The product was obtai ned
anal ogously to Internedi ate product 29a starting from
00 g% 11.4 mml) 3-chloro-4-fluoro-nitrobenzene,

t gxycar bonyl - N- net hyl - am noet hanol and 820 ngy

(17.1 rmmollyr sodi um hydride (50%in oil). Yield: 3.77
g (100 % 6f theory) Cl4Hf9CI N205 (M= 330.77) Rf

vaI ue: 0.35 (silica gel, petroleum ether/ethyl acetate

4:1
£3a) )&MWME; -BuR-shiasendbisfyoromatylishenyl Jrasrdateoxy) - 3- chl or

e e e P

tol;ﬂpﬁbb&phlne and 23.94 mL ﬁ‘l?‘l .73 mmol) triethylamine was 2dderil to 21.48
oro-4-nitro-

b b N- hyl -
9 GRERRI: O@ﬁ%—a?ﬂ%@%gmﬁﬁtgwéwanewnm an B85l

B

refxed3036 hEdbedeactmnrakure Migd) evap’iﬁ&ﬂeﬂ&ﬁwﬂf i.wabuendahé0
e SR eIl e 39 fergried n o
H\249&/ 3386 Hoditel W%P?t%ﬁ/ RIHSOR3xt rd3dtion step without any further
purification.

Yield: 19.1 g (quant. yield)

C12H10CIF303 (M= 278.661)

Ry value: 0.85 (silica gel, petroleum ether / EtOAc 6:1_).

ZS?b) (E)—3 (2- chIoro-4-tnﬂuoromethyl-phenyt)-acryhc acid
A solution of 5.80 g (145.00 mmol) NaOH in 30 mL water was siowiy added to
a solution of 18.1 g (68.61 mmol) (E)—3-(2-chIoro-4-tr|ﬂuoromethyl-pheny!)-
acrylate ethyl (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)
C1oHeCIF302 (M= 250.606)
Calc.: molpeak (M+H)*: 249/250
Found: molpeak (M+H)*: 249/250 (CI)
Ry value: 0.50 (silica gel, petroleum ether / EfOAc 3:1).

Intermediate product 38:
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N-tert. but oxycarbonyl -[ 2-( ﬂ%hloro-4-nitro-phenoxy)-et
hyl]-am ne The product wa bt ai ned anal ogously to

I nternedi ate product 29a starting from2.00 g (11.4
3-chl oro-4-fluoro-nitrobenzene, 1.85 nL (12.0

¢ t ert. but oxycar bonyl - ani noet hanol and 820 ngy

: sgochi um hydride (50%in oil). Yield: 2.25
(62 % of tH Cf 3H17CI N205 (M= 316.74) Calc.

rml peak (M H): ' 17 Found: nol peak (MH": 315/317
Rf value: 0.45 (srTi€a gel, petroleum ether/ethyl

acetate 4:1) Z41lb)
4- (N-tert. butoxycarbonyl - 2- am no- et hoxy) - 3- chl or o- phen

Z3Baam ndE)-BHe-(prathroipheay! Hupytidina2-o/] evkéd -bgdrosdysetioyl- phenyi)-
acbﬂ% cFEd' ate product 29b starting from2.25 g (7.

ooNlt eU 1#10) mrﬁeﬂy %@bb@%hlmf&ofrﬁat@h&é& Qdf?ed“ UdeQv@é‘Sf‘@“}Q to
et hyl ] - am ne IS;enatl on W th n‘% Raney ni cke

SO&HIOQ qs&)ﬂsoméq)@%mrgg ¢EX 9ﬂ[5%1tﬂf1!czrnﬁ\eyt -pyrginteeinaagic
8

 ackza8Pal b 0520 SRR D iborpnls 578 mssiL e
andlthh Imxmrmmiaamfraﬁtfcbmmm 1801ng (0.7 el at-gmiriceduct
e YIpiSohfh s ad0e bnd nsnigiire wemstied fgn 2 by Famesactiond
AT ol BN S el o e oREUHRL, Wik RERAY G i
predipitdte Wastslwspeadidamm?m@ed cancerdrdted 64 evepOidiioandvddie

tur s,stirre Qr . at RT. 6.120 ¢
the('ég'r? Wit gfer 2n E’Iﬂq@dd ¥ac. faltég ?4 ni tro- benzene was
Yiaglded1e 8‘3'%30{1%8 ing mxture was stirred for 16 WO
2004/.039764 PCT/ EPZ003/ 011933

C21H17C]N202(M 364.835)

Calc.: molpeak (M+H)*: 365/367

- Found: molpeak (M+H)*: 365/367 (C) |
Ry value: 0.30 (silica gel, dichloromethane / MeOH./ HOAC 90:10:0.1).

238b) (E)-N-(4-chloromethyl-phenyl)-3-[5-(4-chloro-phenyl)~-pyridin-2-yi]-
acrylamide | |
50 pL (0.680 mmol) thiony! chloride was added to a suspension of 0.190 g
(0.520 mmol) (E)-3-[5-(4-chloro-phenyl)-pyridin-2-yl]-N-(4-hydroxymethyl-
phenyl)-acrylamide (Z38a) in 20 mL dichioromethane and the mixture was
stirred for 2 h at RT . Another 50 pL thiony! 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 HC} salt and used
in the next reaction step without any further purification.

Yield: 0.132 g (60% of theory)

C21H1Clz2N20 * HCI (M= 419.741)




WO 2G003876% RT. The reaction mixture was poured OPEGERIHE3/011933
water, the precipitate wasjqofiltered off and purified
by col um chromat ography (Al ox, neutral, act. II-111I,
di chl oronet hane / MeOH 49:1). Yield: 9.20 g (99 % of

Can PioBeakbi 3RRGBanT o (Wely + 0721 274 R
Fo‘(ﬁhuﬁmo!&eei%n/(«ﬁ)@xaggiﬁgg}m@ fhane/ met hanol  49: 1)

szfahjel Q0 (gil{ca giledichlcaomethamehyMepObt hzene -dqueocds ammenia
A 'S ension of 8.850 g (32.570 mmol )
gqaigﬁghloro-4-mtro-phenyl)-NJ¢

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 ‘
Integraedigeprodestsifie. The catal yst was filtered off, the

filtrate evaporated down i. vac. and the residue

purified by gplunn chr omat ogr aphy (Al ox, neutra

act ||-111 gradi ent di chl oronet hane / MeOH 100 0 -
otd. 6. 150 g (78 % of theory) C12H20CI N3
ng? 241. 7 I c.: nol peak (MtH) +: 242/ 244 Found:

peak (M~ Ng42/244 Rf val ue: 0.62 (Al ox,

dlchloronethane/n%thanol 49: 1) Internedi ate product
43: C1 jjrr~nff H NH Z43a) tert-butyl

- b te A
2358 SRATRZI TRBRH Al nglioky RE M artipe B ot ©
- At OZCbO ge rgo(19t21|yirr)ol);md1am malride (6% ihloilj dvasladdsl. toGD

ol i3 b A7 PrBSR oL ARG lgfe S ST LS 2
mnhdl) LeNEHyhRTIRsERambiaX 50 mL DMF under an argon atmosphere and
the mixture was stirred for 2 hours at 0 °C and for 1 hour at ambient
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 wés' purified by silica gel
column chromatography with dichloromethane/methanoi 9:1 és eluant.
Yield: 3.1 g (71% of theory)
CiaHaN2Os (M= 252.31)
Calc.: molpeak (M+H)": 253
Found: molpeak (M+H)": 253
Ry value: 0.60 (silica gel, dichloromethane / MeOH 9:1)

Z39b) 4-(2-diethylamino-ethoxy)-3-methyl-phenylamine

3.10 g {12.3 mmol) diethyl-.[2-(2-methyl-4-nitro-phenoxy)-éthyl]—amine were

dissolved in 250 mL ethyf 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 evaporatéd down i. vac. .
 Yield: 2.70 g (99% of theory)

C13H2N0 (M= 222.33)

Calc.: molpeak (M+H)": 223




wo doogodazred , act. 11-111, dichloronethane / MeOH #81/4&P2003/011933
and the filtrate was evap ted down i. vac. . WO
2004/ 039764 PCT/ EP2003/ 011 123 Yield: 6.150 g (78
% of theory) CL3H26N202 (M= 242.364) Calc.: nol peak
)+ nam0l peak (MtH) +: 243 Rf val ue: 0.65

Fé%d(;%m%%aéﬁ%?@xg?%gne/ nmet hanol 19:1) Z43b)

Riaselde: ie3h{diliqd pelr didhiordmgtnanelrsthanon®-1bi s-tri f | uor oac
etate 11.56 nL (150 mmol) TFA was added at RT to a
solution of 8.500 g (35.070 mmol) tert-butyl

B piaperi din-1-yl)-ethyl]-carbam nate in 100

*”%’Em(ggff{;(ﬁ’?r(%”%fﬁane and the mxture was stirred for 16
h at RT. The reaction mxture was evaporated down I.

/\Q/Ec. nd the resi®ue stirred with ether. The

ecﬁtw |tered off, washed with ether and
dnied IM a . product was obtai ned as the
bi s-trikl uor oace

e salt. Yield: 12.10 g (93 % of

t heory) C8Hf 8N2 2 NERHF302 (M= 370.295) Calc.:

. nol peak (MtH) +: 143 Found: nol peak (MH) +: 143 Z43c)

: (2-chl oro-4-nitro-phenyl)-[2-(4-nethyl-piperidin-1-yl)
Z40g) INHgrt. butompcarbooye-eosthyldR ¢ g exhdorp-4-oittarploe mei)-sthey)-
an%[l duct Z42a starting from12.02 g (32.450 mol)

-%4- met hyl - pi peridin-1-yi)-ethyl am ne-bis-trifl uoroac

THet@b8uct WadéBtkhdBan to Intermediate product 29a starti
2-%h| oro- 1-fl uoro- 4- n???%enge%réneaé%ef{?gﬂc gz'(alszgrngg

from 2,009 {1 béramel) dheldarcséiinorm-nivobeazenss, 8519 9((929% mmol)
NSRS PR B0 P R
sodium hydride (50% in oil).

- Yield: 3.77 g (100 % of theory)
C14H1eCIN2Os (M= 330.77)
..Rf 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 anaiogously to lnfermediate product 29b starting
from 4.18 g (12.7 mmol) N-tert.butoxycarbonyl-N-méthyi-[2—(2~chIc_>ro-4—nitro—‘ |
phenoxy)-ethyl]-amine by hydrogehation with 500 mg Raney nickel at 3 bar.
Yield: 3.68 g (94 % of theory) o

C14H21CIN2O5 (M= 300.78)

Calc.: molpeak (M+H)": 301/303

Found: molpeak (M+H)": 301/303 |

Rs value: 0.60 (siiica'ge!, dichloromet'hanelmethano! 18:1)

. Intermediate product 41;




WO 2pa43eP9764 PCT/EP2003/011933
2-chloro-N -[2-(4-nethyl - ridin-1-yi)-ethyl]-benzen
e-1, 4-di am ne Prepared ana ogously to Internediate
product Z42b starting from8.715 g (29.270 nmol)
(2-chloro-4-nitro-phenyl)-[2-(4-nethyl-piperidin-1-yl)
-ethyl]- amne. Yield: 7.00 g (89 % of theory)
Z4&cka) thp-pett hatoxvearbemyldB 42 - ohtmrze@n'rtmsam-my) gthyll-amine

A o o) i R
frdmeo ?Qﬂ 13ﬁ'r@tﬁa@D@éméﬁeﬁﬂ@bF@ﬁﬂﬁobéﬂzéﬁe 1.85 %L”PI@ @hfimol)

produc
N-(en butoxycarbonyltaroinprthayi) and 820 Img [ o1 inreoi) sedispehydride
0 g (37.571
(SﬁﬁﬁﬁfMQQ chl oro-4-nitro-phenyl)-acetic acid in 40 nm

Yislat Q%ﬂgm%’bﬂﬁew refluxed for 2 h, cooled to RT
orated down |I. vac. . The crude product was

an
C1aﬂ§6@|Nt&fM—ﬁé§t74ﬁeactl on step without any further

Ca?ﬁk@i‘?%@@‘ﬁ?%%”g 80 g (quant. yield) C8H5CI 2NCB

Foﬁner—mlﬁeakc(M-{-i)w B 83phenyl ) N, N-di et hyl -acetani de At 0
ion of 3.2 .
R Valiier Dot iica el ity plhgriatoy scstate At | n 50 nt

Et OAc was sl owly added dropw se to a solution of 5.67
mL  (54.000 mol ) diethylam ne in 50 nL Et OAc, then
Z4tbp 4e(®btdrlrﬂg1tbmydarbﬂwl-2pmwmeelthanyi) 8tohlorosphenglanese

stirre a |on xture

Thg il wes ptaihed anaiianist (T Rredials orogin S3b,atering
frowRp 25 (W16 MrHbRNetrt, &ﬂmﬁb&@s@[zqgldmrem nioL SIS -
- sodi um sul phat e” and evapor at ed .
- ethyl]-amine by hydrogenation with 500 mg Raney nxckel at 3 bar,

Yield: 1.95 g (81 % of theory)

C1aH1sCIN2O3 (M= 286.76)

Calc.: molpeak (M+H)": 287/289

Found: molpeak (M+H)": 287/289

Rr value: 0.55 (silica gel, dichloromethane/methanot 19:1)

- Intermediate product 42:

Ci
H

. /\N/‘\/N

NH,

Z42a) N'-(2-chloro-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




WO 20pEP3P768. 70 g (quant. yield) C12HI5CI N2O3 ( M=PCT/EP2003/011933
270.718) Calc.: nol peak ( +: 271/ 273 Found:
nol peak (M+H)': 271/ 273 ( Rf value: 0.45 (silica
gel, petroleumether/ EtQAc 1:1) Z44c)

h BRRT2THE Feuctio iikiure réd %htwicbwhtéﬁ fﬂb{é E?é’ﬁ O;ﬂf%até/@as
20041039764 PCT/ EP2003/ 011933 125 65 B
fillgpechpl apd pwrifl ﬁd twptplumrs chepeatograny (A&Xa ngutrah; ek lol!,

d'%‘ %%%Poro- - ni trol@henyl) N, N- di et hyl -acetam de in

Yrémgmgmwwmbew xture was stirred for 4 h . The
evaporated down i. vac. , the
C‘P—ééﬁ%ﬁﬂégﬁl\& AR wi th 15 mt MEOH and a5
Céém'rfd]’;ﬁ@ak us74ieksand heated to 100 Cfor 15 mn.
f a g

Wat er was dded, the m xture was nmade basic with
FoundebeipeskdMii)Ca2#B8 e sol ution and the aqueous

3 ted wi.th C e, .conbi ned org.
Rf&ﬁﬁ%e?ﬁ(f@%é@ﬁﬂwwﬁ Q&t{@ %’Ff&@a“urat ed aqueous
NaCl solution, dried over sodi um sul phate and
evapor at ed dovvn i. vac. . The crude product was

Z428) fghiony-( xﬂre.thwamnm@msdbbawe(-mwaammnm act ..

A bbb asl GBI AU RS0t Sidhaniie

due&ﬁﬁdﬁdﬁe sz yiahtives afd 4300 AIRRNheyBERD iER0D P EHF wad OAC
hyétqa@naieétf@f ( 5-31i24 psjihwdregenepessyrep A waialystevas filtered

7..490 |
off Pt ¥y aBorte dofintyf v Do e residug Ry by g9l g
chmnmograaayeé&fam n&etralj actT HElly\gmadierd didéorehethdng / RIeDi

d 25 psi hydrogen pressure. The catal yst was
mﬁbl'f"g%zpoff and the filtrate evaporated down i. vac.

Yield¥6.¢50 (38780 ottt - yield) CL2HI9CIN2 (M=
526, 782) ' | - S

C1‘2H200|N3 (M= 241 .766) ‘

Calc.: molpeak (M+H)": 242/244

Found: molpeak (M+H)": 242/244

Rr value: 0.62 (Alox, dichloromethane/methanol 49:1)

Intermediate product 43;

Jenaol
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 mmol) 4-methyi-piperidine in 100 mL dichloromethane
was stirred for 16 h at RT. The crude product was filtered through Alox
(neutral, act. lI-lil, dichloromethane / MeOH 49:1 )i and the filtrate was
evaporated down i, vac. . | | |




WO 2084/83%7640| peak (MrH) +: 227/ 229 Found: nol peak PCMERR003/011933
227/ 229 (Cl) Internediate oduct 45: Br 01/ F F F
WO 2004/ 039764 PCT/ EP2003/ 933 126 Z45a)
3-(2-chloro-4-nitro-phenyl)-prop-2-yn-1-ol 1.059 nL

al cohol was added under argon
VA %0 T N, 1 gy .

Cﬁ%&NﬂQz—(M%MZ;ﬁﬁﬁ)trobenzene 8.72 mL (63.000 nmol )

1 5 g (1.800 mol ) -
cf s?fﬁ‘w %&Wﬁdho?é i ne)- pal | adi un{!1)dichlori de and
FaUrif fndipdal mmh:} copper(l)iodide in 50 nL
acetonitrile and the m xture was refluxed for 4 h. The
Revadua: 076 thigxudiehipeamethanetneibianelri@ubh Celite and the
filtrate was evaporated down i. vac. . The residue
was dissolved in EtCAc, the org. phase was washed with

Z4m1) er(4-rdeihgtipipeyign- $@<D)l-ethyiani|m>élbtsetnﬂﬂdrda\tém¢é ated down
1156 Blc150,B0) TR Wabpden ot Agk ook Solien K 5008 070
oDl S P PR el SO
dichoonoemkhgne-ehd the rixtadswas stimed foroldle alt( RVifHereaction

m%&%é%%%&ggphg?éd ﬁ%}o@g_'vg%s% ﬂ'ﬂl Cadu% stirred with ether. The
pr&:ufn?até e ﬁ(]te‘?'ed‘ Sliif %Qﬁ‘@d‘W% é?ﬁ@f% dri&d infa £ PR BRuct

wa&qtﬂar@ﬁﬂ@sdhabnﬁ-trm@omme;atpqaﬂop 2-yn-1- ol and 1.00 g
ngy I THE was hydrogenated for 12 h at

Y'%@ gé@%yl&@%@&ten pressure. The catal yst was

caﬂhgnzagazprpgo@(m t370. 295)trate was evapor at ed down i.

Calor: molpeak (M+H)": 143

Found: molpeak (M+H)": 143

 Z43c) (2-chloro-4-nitro-phenyl)-[2-(4-methy-piperidin-1-yl)-ethyl]-amine
| Prepared analogously to Intermediate product Z42a starting from 12.02 g

| (32.450 mmol) 2—(4-methyl-piperidin—1-y!)-ethyla'mine-bis-'triﬂuoroacetate
5.810 g (32,450 mmol) 2-chloro-1-fluoro-4-nitro-benzene and 17.94 ¢ (129 64
mmol) potassium carbonate. |

. Yield: 8.85 g (92% of theory)
C1aH2oCINSO, (M= 297.787)
Calc.: molpeak (M+H)*: 298/300

- Found: molpeak (M+H)": 288/300

Z43d) 2-chloro-N*[2-(4-methyl-piperidin-1-yi}-ethyl]-benzene-1,4-diamine

Prepared anaiogously to Intermediate product Z42b starting from 8.715 g
~ {29.270 mmiol). (2-chloro-4-nitro-phenyl)-[2-(4-methyl-piperidin-1-yl)- ethyl]

amine.

Yield: 7.00 g (89 % of theory)

C14H22CINz (M= 267.805)




WO 20040397641, 26 g (quant. yield) COH12CI NO ( M= 18ECTRER)003/011933
Calc.: nol peak (MHH) ": 18%/ 88 Found: nol peak (M+H) :
186/ 188 (Cl) Rf val ue: (silica gel,
di chl oronmet hane / MeOH 19: 1) Z45c)

‘ Caﬁg) Z—I}ht r II{({R}I'QIIP é?é]é??ydr oxy- propyl ) - phenyl | - 3- (2-chl o

uorone -phenyl )-a crylam de Prepared
chlndt owipesky(MH)Y n2@8/280{GY e pr oduct Z32a starting from

R A R

phenyl ) - pr opan- 1- oI The crude product was purified by

colum chromat ography (silica gel, petroleum ether /
Intecraediate produeiDi4004/ 039764 PCT/ EP2003/ 011933 127

Yield: 1.800 g (63% of ‘theory) C19H16CI 2F3N02 (M=

418.246) Calc.: nol peak (MtH)': 418/ 420/ 422 Found:

FIEI peak, ( M-H) +: 418/ 420/ 422 (Cl 2) Z45d)

(

\V,l/ﬁﬁiﬁﬂéz br ono- propyl ) - 3- chl or o- phenyl ] -3-(2-chl oro

47t u oronet hyl - phenyl )-acrylam de 0.577 g (2.200

nmol ) enyi phosphi ne was added batchwi se to a
suspensi on. of 0.836 g (2.000 nmol)

(E)-N-[3-chl oro-4-(3- hydroxy propyl ) -
2-.chl 4-tr t hyl - ph I I
2R Bl A pBEBubac o STIE T by omormet hane i1 10
A gusp@hgiah%fwmgrcﬁr 3P4l gl @J&ht&r@-4wﬁ§ro-@%dér{¥ry)fa%eine actBin

reaction. m xture was purif col.um

40¢1ml: thm)d @h!mldﬁ was reflosed éor,2 u; eovied toBiantevantatete
dofRILGE . 1RRaude Bl watibaah E&}%@é?ﬁ%&hﬁs@é’fﬁm
anfeilrther pﬁﬁf@gﬂjﬁ (MH) +: 480/ 482/ 484/ 486 -
Yield: 8.80 g (quant. yield)

CeHsClz2NO3 (M= 234.040)

Z44b) 2-(2-chioro-4-nitro-phenyl)-N,N-diethyl-acetamide
At 0 °C a solution of 3.20 g (13.673 mmot) (2-chloro-4-nitro-phenyl)-acetyl-
- chloride in 50 mL EtOAc was slowly added dropwise to a sdlution of 5,67 mL
- (54.000 mmol) diethylamine in 50 mL EtOAc, then the cooling bath was
removed and the mixture was stirred 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)
C12H1sCIN20O3 (M= 270.718)
Calc.: molpeak (M+H)": 271/273
Found: molpeak (M+H)": 271/273 (Cl)
R value: 0.45 (silica gel, petroleum ether / EtOAc 1:1)

Z44c) [2-(2-chloro-4-nitro-phenyl)-ethyl]-diethyl-amine




WO 200aiaare4nol peak (M-H) +: 480/ 482/ 484/ 486 ( Br Cl 2)PCTRIP2003/011933
value: 0.81 (silica gel, '?%hl or onet hane)
I nt ermedi at e product 46: N NHz Z46a)
2-(2-chloro-4-nitro-phenyl)-1-(4-nethyl-piperidin-1-yl

65@%&%?9%%5@68%%(’( ?'16 ﬁm‘ﬁﬂ%% é@dédgtw?&é%ﬁmon of

tartin
3.70i2 g ()13,36%31mrmel;lﬁe(ﬂydm@bl-tbmtttepmﬁm)el)l Mdcéthyl-acetam[de in

18l e BisE R8s wases ad (iAR. “Tos Selenimcrgdes

evmr%@%’ﬁw@%/ tﬂlgtr%i@g% gﬁ%s teh?d with 15 ml Merc))ll-liog?? ]
‘f5|M@SW®@O4$QM6M@CEMEPEB@SHO]JMWHP@rrmn.eid@tedwas
ad@‘gc? ﬁ? grﬂgtluﬁe w%s.I 5&5 B'Séj c%\n% gquoeolﬂa%tso% lt‘b%rnta'te golu{:gn

and e aqdRRYpHask-was BREAoted MPEEICA N They bb)m@trrs%nﬂ@
The crude product was purified by colu

phagfsonaicoyasind withmeter amhsataratea@gueqqs !ﬂ@@l sgluianesried

ovB SR el bha B el e, TR B fRBue ha L™
'pur(ffad h)yceo!gﬂm Cmemem%ﬂmse(ﬂdegr‘?%wt%)l-metgﬁéﬁem henyl a
Peth?'ﬁ'ém %ﬁ@daé@%ﬁge‘ﬁ’g%ﬂiﬁypt o Inter m);dl at e )r;r odgct Y
Y:e@”ﬂdﬂ?biéb%r‘& tﬁéml [2-(2- '

loro-"4-nitro yl)-ethyl]-4-nmethyl - plperldlne.
- Ci2idlibkOp (R2®RES. wz% of theory) Cl4H2i CI N2 (M= 252. 790)

Rr (50,63 8RR oBet e étnéPPEMORC sffjUnd: ! Peak.

Z44d) 3-chloro-4-(2-diethylamino-ethyi)-phenylamine

A suspension of 2.00 g (7.790 mmol) [2-(2-ch!oro-4-nitro-phehyl)—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:

Cl

Br o]
Cl

b~




WO 2088/028(84/ 039764 PCT/ EP2003/ 011933 129 Gener al RAVER2363/011933
met hod | (TBTU coupling): él ethylamne (1.5 eq.) or
N- et hyl di i sopr opyl am ne (1 eq.) and TBTU (1.0-1.5
eq.) are added successively to a solution of

Z4§§I®-Q2-bhlo?o-ﬂ0hi@ro(ﬂhé?1yﬁoprb xT HEgior  DMF. Dependi ng on

carboxylic acid re I's stirred for 10

1.08% 0t 448 OOanmDrra*Ob@gw)@écrom!‘rWBe mdded mpeeaargan @0 4D g
@LEhE Plaby 515 chicdahobandshel B impl8h. dgﬁwt@ﬂ% '
triétl%flﬁmhﬁ urﬁsagy %@@mﬂﬁ@f)@ﬁtrﬁiﬁ@h?lﬂhéé@ﬁrﬁé%e o s

tion is extraction

paiartiga(idichiorderand 34819dBQ0 M)eco@aﬂﬁ)l@@lde\ueﬁo mL

ac RARTS A AE RS waS B e TR G AT, b

fl!témt:l timpugh|Gaiite cHdtivRLiNgAtePYS SVapuiai@taldwrsBivaen. Thelhe
reaction nmay also be carried out in a Chenspeed

resigieowas disselvedrie St9éc, thererg. pBB$QJWﬁgV&ﬁM§dMHUWaWér dried

ovel SRR SyRHRRS Hhg b ol Vet [ Ene g Braducinfs
puiified mchManrba%tégrhbbmlﬁdaeg@J patrslibsmasthedeEIOvRe 3y
formula R -NH and the associ at ed

tial
a”‘iEV@%&!Eﬂ ':Og vith petelgbinsetiPe defined by reference to
Yle‘ich% ggﬁb%@%n&l&ﬂg@anpl e nunber of the internedi ate

oduc Educt Enpirical formula Mass Rf
CgH’d@Nﬂ)s((Wa: 21hh6esspect rum value 1 Ol Z10

Calc.. H%pea%(ﬁﬁﬁ'ﬁ?ffz‘%ei% o3 0.45 44 H
Found: molpeak (M+H)": 211/213 (CI)
Ry value: 0.38 (silica gel, dichloromethane / MeOH 50:1)

Z45b) 3-(2-chloro-4-nitro-phenyl)-propan-1-of

A suspension of 1.25 g (8.808 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)

CoH12CINO (M= 185.655)
Calc.: molpeak (M+H)": 1867188

‘Found: molpeak (M+H)*: 186/188 (Cl)
Ry value: 0.33 (silica gel, dichloromethane / MeOH 19:1)

Z45c¢) (E)-N-[3-chioro-4—(3~hydroxy—propy1)-phenyi]—34(2-¢hlbro-4-
trifluoromethyl-phenyl}-acrylamide

- Prepared analogously to Intermediate product Z32a starting from (E)-3-(2-
chloro-4-triflucromethyi-phenyl)-acrylic acid (Z37b) and 3-(2-chloro-4-nitro-
‘phenyl)-propan-1-ol. The crude product was purified by column
chromatograph'y (silica gel, petroleum ether / EtOAc 1:1),




WO 22044039784 b C22H23Cl F3N3CG3 470/ 472 0.36 64 ~N ROOEP2003/011933
[MtH " (A J \ | N WO 2004 9764 PCT/ EP2003/ 011933
130 3 N Z12b C23H27Cl F3N3 470/ 472 0.22 44 J [MWH +
4 Z13b C22H2I Cl 2F3N202 473/ 475/ 4 0.42 21 77

e h’{s'odﬁﬁ?‘ﬁd“ﬁ%&%fb 14040l F3NR0? 4291 431 033 36

CioHheGipRaMNO, (Mg 41812861GN | Z24b C23H25CI FAN202 455/ 457
ot it P 3, o0 el e 443
F%hfg ﬁcgpséalggﬂﬂl-l)”‘lztmm@f@zﬁo‘F /1)21653 ngﬁH23_Cl FEN2O3
Z45d) (E)-N-[4-(3-bromo-propyt}-3-chloro-phenyl]-3-(2-chioro-4 -

~ trifluoromethyl-phenyi)-acrylamide ,
0.577 g (2.200 mmol) triphenylphosphine was added batchwise to a
suspension of 0.836 g (2.000 mmo}) (E)-N-[3-chloro-4-(3-hydroxy-propyl)-
phenyl]-3-(2-chIoro-4-triﬂuoromethy[-phenyi)—acry!amide and 0.730 g (2.200
mmol) tetrabromomethane in 10 mL dichloromethane and fhe mixture was
stirred for 48 h at RT. The reaction mixture was purified by column
chromatography (silica gel, dichloromethane) and the residue was triturated
with petroleum ether.
Yield: 0.620 g (64% of theory)

- C1gH1sBrClFsNO (M= 481.143)
Calc.: molpeak (M+H)": 480/482/484/486
Found: molpeak (M+H)*": 480/482/484/486 (BrCl,)
Ry value: 0.81 (silica gel, dlchloromethane)

* Intermediate product 46:

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)-acetyi-chloride (Z44a) and 4-methylpiperidine. '
Yield: 1.050 g (77% of theory)

C14H17CIN2O3 (M= 296.756)

Rr value: 0.51 (silica gel, petroleum ether / EtOAc 1:1)

Z46b} 1-[2-(2-chloro-4-nitro-phenyl)-ethyl]-4-methyl-piperidine




WO 2094/089784 a 717 C22H22CI 3F3N202 509/ 11. 113/ 0. 4PCI/EP2063/011933
[MFH + (A) N H 12 N' 2189 gstzscl F3N302 468/470 0. 63
1 J~ N [MH+ (A) H 13 72%8b C21H25C F3N302 444/ 446
0.35 35 H [M-H + (A) WD 2004/ 039764 PCT/ EP2003/ 011933

i}t 30D ARSI ESRE AL n B ot

mt[dwm@nyl)( BY4- nhéthylt-pnperﬁ@mﬂnymﬂeﬁmrtdme The erudeprodecieas :

phed by TR bR R FARRL "

pe@@le@dﬂw éth@?f‘E[@AcW—K'G"_?E”Et hod Il: A solution of 1.0
acid loride in THE is slowy added dropwi se to a

Vieldi w620 G7%000heqr)of
( yl am no- et hoxy) - phenyl am ne and
G @a@"@ (@/L}' g%?lrﬁ)lhet hyl amine in THE at 5C. The
Rr vslae! 090 (8iligh gek pefrokium efér i/ GtOAc hpprs at 25- 30C,
- filtered off and washed with THE The filtrate is

- evaporated down i. vac. and the resi due purified by
2480 SR AR e BR e R LT RN AL T el *
Prepatie laaaiogotlslyed Intetrhedibiteeprodtior Zddd statinid frorat i-[23(2-s
ch!o%—zﬁ»mtro pHens%/ -ethyl]-4-methyl-piperidine.

Yield: 0.820 g (57% of theory)
C14H21C’N2 (M= 252.790)
Calc.: molpeak (M+H)": 253/255

Found: molpeak (M+H)": 253/255 (Cl)




WO 2006139&Hal | i sation. According to general worki riCTER2988/011933
Il the follow ng corrpoundslégere prepared: ci o ,RlL O
ON ID NO (Edukt) o Cla O RL while in the Table
that follows the products are defined by neans of the
group R -. The associated am no educts are
comercially avail abl e and/ or known fromthe

Ganearal wouokisg metirabi{TBOY €ouplmgEP2003/ 011933 132
Exanp R Enpirical fornula Melting Yield (%@) le

RS Eeed(Bten o MegaSoRpRyaTne HeSebhpd GBI 605! 5

- eqh%te RRHSUceSR el BsRMB0R of Rardoxbiic 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 NaHCOj; 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 chrométogra_phy or crystallisation.
The reaction may also be carried out in a Chemspeed automatic synthesiser.

The following compounds were prepared according to general working
method 1: |

Y | o @
H. o .

O, —

. F H ,,'.

: F e o

F  (Edukt . F

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'NB- Educt |Empirical formuia Mass Rr Yield (%)

mple spectrum value
1 o ¢ 210 CaaH2sCloFsNzO3 1491/493 (045 |44
@i @N,. CoeHr ()
H
2 |“| Z11b | CazHa3CIF3N2O3 470/472 {0.36 |64
PPN MH? [(A)
N *
;




wo 26o4/0dové4 o O CI 19)

2-(2-chloro-4-trifluoronet
am no- et hoxy)-3 et hoxy-p
(O 82 mmol) of CDI

n-F

PCT/EFP2003/011933
- phenoxy) - N-[ 4- ( 2- di et hyl
yl]-a cetamd e 171 ng
was added to a solution of 185 ng

72 |
o 1TITol

\u yr—of
3 (2] chl orovadri f1 uor|géPny CoptatilielOscel FE/4L7Fa (72 |44
i nt er nedi atroduct Z2b) | in 5 L tetrahmgfur aipagnd
the reactiofnmivxturel was gtirred for 30 mnutes at
50C. Then 0.1 fL (0.]73 mmol ) of triethyl anine andj 200
4 gy \Qnup:) o4~ [#12pd 03% 2Q; C1 A73/475/4 [0.42 |21
oXxYy) j -phenyll a m ne (see i At er redii at e pr.oduct
Z6b) "'were a )Qnd the sdl ution was stiffeiMtot [1(6)
hours at RT. The e redction| solution was added to ater
and stlrredfor 45 minuteg at RT. After filtration
5 the reS| d e was drigd1db t|BestthiCHaNaOong|496/488yefQ.30 |48
Yi (49 %jof theory) C22H26C 4 (M5
474/d\ .. Molipeak( N#H) " : 475/ 477 :@h\lﬁ%] I(é‘éak
( M+ 47 ¥ (C ) Rf value: 0.30 (sil{ca gel, '
~di ghl oronet hane / MgOH / ¢onc. aqueous aTm)nl a
901 10 1) WO-2004/ 039764 R, BLT9 33
6 Expnplie 20: 0 '"-\N|-"=0 IW@O 189/%% 0‘33, %
2-( 274> r o- pherjoxy) - N-[ 4-( 2- di et hyI B{Mﬂqfet higay) -
3- et hoxy- 311"‘y| ] - dcet aml| de ,
_H _
7 Of\@\/\ 7245 | CxHoeCIFaN,O; | 456/457 |0.46 |50
‘ ' E>\ | [M+H}* (A)
8 O] N Z23f szH24CIF3N202 441/443 0;37' 48
/ﬂ/\ﬁj”\ MH" ()
g PN ,\/\é\ Z15 szHzéCleaNzOz 477/479/4 |10.22 |31
N o ]
P ﬁl;)_ 81 [M+H]" {(A)
10 FOLF Z18b | CpoHxCIFeN20s [513/515  [0.27 39
AP | [M+HE | (A)
J A |
H .
111 R /C' ¢ Z17  |CxHzClsF3N20;  [509/11/13/}0.48 |1
N +
P 'F)\ 15 [M+H]™ |(A)
H
S Z18D |CzMasCIFsNsO; |468/470 (063 |1
N . .
J . IMHHT 1 (A)
I-I‘ .
13 /j/\/N\Q\ Z18b {CaiHasCIFaNsO,  [444/446 |0.35 |35
E/\ [M+H]"  [(A)




WO 2604smbrgd on of 70 ng (0.290 nmmol ) of PCT/EP2003/011933
(2, 4-di chl or o- phenoxy) - a_c%%l chloride in 0.5 nmL

di chl or onet hane was added a solution of 66 ng

(0 278 mmol ). of 4-

b
]
”
r

ethyl -diis pyl amine inj1.5 nL abs. di cdg pi-emEtnane
and (ﬁe mi xtar & was |stirred for 15 hours atmRT Twp

4zrn;;\r:;@;&%;rzauzz@e; CE RN R o [

repaction mixtére was evaporated down i.|vac. and the
15r epl due puritied ZQYbCO]t_IPJH} CHIN t %@1@4%(3'0.86?61 42
: ge] , .dichkoronet hane / Med 9:i . Yie 77 mg (61 %
of | t hdory) 1H26CI[2N204 | ( ME 441. 358) chHH] (B)
Mo] peak ( M-H> 441/ 443/ 445} Found: Mol peak (M+H)':
44(1/ 443/ 445 Rr Hval ue¢: 0.32 (silica gel,
gi-chioromettanme——veOH9—b)—The—fottowng—conpournds

wer e prepared anal ogously to Exanple 20: 0 C1 0 C1
Lit€l" v C kndsnktorRiNg tei@t@le CI while in the Table that

fol | duct defjned b f th
EligPing '+ ne) SeBbEPHeLiPrad IE0HbF ns Hrea Ly YA 516
Lo the cpg E‘F@R@Vﬂﬂét?H /%Bﬁﬂpé(gf DU Eath@ 10:1

i nt er medi te product or are novvn fomthe
literature (Lit.). WD 2004/039764 PCT/ EP2003/011933

134 Exa R Educt Enpirical fornula Mass R Yield npl
spectrumvalu (%9 e e 21 1 Lit. C221-12702N303

7 5 %" [MH + (A) 22 Lit.
Gefigid il men ﬁ397/39£9 OH]38 216)% [M+IH]+(A)

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 tristhylamine 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 prod‘uct is dissolved in acetonitrile, acidified with ethereal HCI
and-precipitated with ether. Further purification is carried out by |

" recrystallisation.

According to general working method II the following compounds were |

- prepared:
> + Cl\n/\D/R1 \-——h>

AN : T
o (Edukt) s Ne=o

Ci - Gl

- 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.




WO 2884/ddoves C211- 12602N203 425/ 427/ 429 0.31 69 0/ 6pcTidados011933
" (A) o\~ lcy 24 F Z8b C20H23C 2FN203 429/ 431/ 433 0. 34

66 % J | [MH' (A) 25 0 0°4 ~ Z7b C22H26C12N205

469/ 471/ 473 0.30 40 % [MH + (A) 26 Z5b

o001 120A02MNIDOND N1 1] A1 29 A1 onN 1 [ A\
L""ULl\lLUQ =L L L "I‘J.-\J J LIV
B IR o150 2NE0PY %%”2%‘7"24‘ M@@g ohY eI iRy
le[ MFH| + (A) WD 2004/ 39764 PCT/ EP20034iad1933| 135 28
223c] C1HP 30 2NAOAS 1460/ 462 _0._40_36 % 0=s=h N [ MeHl +

1A |1 99 ( z9c |CasisdbheNa3 413@-498/5@530 21 84
% N A NJ 30 ~N L't 2d 2N2C2
%ﬁ@g 5 0 HWe (n SR

i

381/ B 48 35 % J Cit.
C20HR3 c1§'|\|302 408/ 410/ 412 0. 35 40%[MH—|]+ (A R

{7var ug: &l 11 ca ggiG.,.19 et ane | VE@d 9t 1) B=
(si| P Et OAC) 20194, EIHIN3O]

HCI 172°C
18 CaoMH24CIEN2Oa x [ 183- _ 63
/Q HCl . 185°C |
5 cl
Example 19:

o . :
. F
W eaaed
: \/N\/\O Q Cl

- 18)  2-(2-chloro-4-irifluoromethyl-phenoxy)-N-[4-(2-diethylamino-ethoxy)-3-

methoxy-phenyl]-acetamide

171 mg' (0.82 mmol) of CDI was added to a solution of 185 m'g (0.73 mmol} of

(2-chloro-4-triflucromethyl-phenoxy)-acetic acid (cf intermediate product Z2b)

in 5 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 intermed'iate 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)

C22H26CIFaN204 (M= 474.912)

Calc.: Molpeak(M+H)": 475/477

Found: Molpeak (M+H)™: 4757477 (Cl)

Ry value: 0.30 (silica gel, dichloromethane / MeOH / conc. agueous ammonia

90:10:1).




WO 2Bs4ioasFes 32: Cl 0 Cl 32) PCT/EP2003/011933
2- (3-chl or o- bi phenyl -4-yl g -N-[ 3-chl oro-4- (2-di et hyl
am no- et hoxy) - phenyl]-acetam de 65 ng (0.47 mmol) of
pot assi um car bonate was added to a solution of 70 ngy
(0: 159 nmol ) of
2-brono- N-[ 3-chl oro-4-(2-di et hyl am no- et hoxy) - phenyl ] -
Erarapla@Ode- hydr obroni de (i nternedi ate product Z1 c¢) and
64 ng (0.314 mmol) of 3-chloro-biphenyl-4-o0l in | nL
of abs. DMF and the m xture was stirred for 1 hour at
40 C and for 15 hours at R®&” The reaction nmixture was

diluted with ‘dicblxgr/&[mi ane, the org. phase was
washed with sat. aqyeous @ i

2§04/ 039764
PCT/ EP2003/ 011933 -136 bi caf byhate gﬂ ution and water
and dried over magnesi um sul phate. Sghu

chromat ography (silica gel, dichloromethane / MeCH
el ded the product. Yield: 51 ng (67 % of

209 he&rél)4 mmmm@ -4 - (2 glreth glami@adethoxy )-3-methoxy-

| +: 487/ 489/ 491 Found: Mol peak (MH) +:
ph%%ﬁ% ‘{F’EBEFP&(Q 2) Rf. val ue: 0.43 (sil ea gél , " |
A HIGIbPEOT® HAEE260 Makd 8 (1,2%4 Hlt‘hlcfr@ldl*@ﬁl'oﬂg -é@éf&l@ﬁlbﬁae in

wer e prepared anal ogousl
0.9mi cﬂamlrafomemamew@r aqkﬂa 04 BBiUthﬂNDf Gaunm; {hRT@ mimol) pé4-

P et sl oAb e PO v bR BlodeR 280
and@‘mﬂr (0.86 |mmal\)@f etiyt-giisdptepylatming i £.8Imf ebgul a Mass
Yi e (%9 npl spectrumyval ue e
dlchioromethane 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)
C21H26ClaN0O4 (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 preparéd analogously to Example 20:
Gl

] o] Cl
J-l\/o R °
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.).




WO 28@/d3b7621H23C1 2F3N203 479/ 481/ 483 0. 34 67 %
(A) F F 34 C24H32C 2N2CB

[Adrirr2003/011933
7/ 469/ 471 0.31 63 %

(MrH) + (A) 35 G C22H2BCI 2R%06 469/ 471/ 473 0.30 80% 0
[MH ' (A) 0 36 Br C20H23Br2CI N2O8 533/ 535/ 537 0. 31
82 % [MrH + (A) Br WD 2004/ 039764 PCT/ EP2003/ 011933
137 37 Cl C20H23Br C 2N20O3 489/ 491/495/4 0.25 74 % ~ \
BE PR [MFH + (A) BT [8Rust TEANAE8[ {54 5077 50R; | Vield
0.86 80 % \ | [MH+ (A] 39 C C21H26Q 2N20 4
mpal/ 443/ 445 0.38 60 % [MH + (A 40 ozEpezgaomeN2gealu | (%)
o 425/ 427/429 0.31 8% % [MH + (A) &cl @p1 Br o
C2PpH23Br Cl 2N2C3 489/ 491/ 493/ 4 0.32 57 % 95 [ MkH] 4 (A
| 21clA §2 C2AR T N0 27T 8% GRNIG, Y |462/A6HHEHI[6.12 |65 %
(A~ - [M+H]* (A)
Oul _N_ . '
PRGN
22 < Ot [CaHmCLNO, 3953977390 1038 |46 %
>N [M+H]* (A)
\t
73 N Ot [CaHoChLN.Os  |425/427/429 |0.31 |69 %
\/Nj\ [M+H]" (A)
R o . .
0N
24 ' F Z8b  |CoHmClLFNOs | 429/431/433 |0.34 |66 %
’ //\N/\/oj@ M+H+ A
) - [M+H]' (A)
25 OGO~  |Z7b  |CaH2ClN:Os  |469/471/473 |0.30 |40 %
) ~,
26 /\NA\/O@ 750 |CooHmChLNOs | 411/413/415 |0.33 |89 %
/ aE [M+H]" (A)
27 N e Ol [CoHnCLN:Os  |438/440/442 |0.28 |52 %
S




wo 864/63026#29C1 N203 405/ 407 0.30 73 % [M:H + (A) rﬂéT/Epzooalo“gss
C20H23Cl 2FN2C8 429/ 431/433 0.26 74 % | [MH + (A a
45 C C21H26CI 2N203 425/ 4218%29 0.19 54 % [ MH + (A)
46 C26H34C12N203 493/ 495/ 497 0,24 62 % [MH + (A a

C22HRECI2N205 469/ 4711 47 Q.25 69 0, A Kl Cl— N R

28(@1 48,0=_C21H260 G5 (GasianaagsSo TBUREE, |\[040 [36%
[MH + (A .V 'a 49 C20HA3C 3N203 445/ A4Tfa40/ 4 | (A
0. 260A)66798) ci 51 [MeH|+ -~ - ---- (HMAP S |
2004/ 039764<PGT/ EPZ003/ 011933 138 50 {271- 13002N203
501/503/505[ 0.36 93 % M{HL+ (A) of 51] C26H28CI12N2C8

[oYaVWAW.NaX: N N 240 . . .09 0L Mo L1l

)_

A0l A
2900 H23CL2FN203 (429/|£5E 43 %25'639%”‘%93% VTSLARRE00 4 4t |84 %
5

3| C24H27CI N2@%~427/ 429 (.32 84 % [M+H]* (A)
/\N/\/o
\I
30 /\N@ Lit. C1gH22Cl2N-0 5 -_381/383 0.48 |35 %
[M+H" A

31 (\q”@ _ Lit. C2oH23Cl2N: 02 4087410/412 0.35 |40 % -
o ~ [M+H]" (A)

Rr value: A= (silica gel, dichloromethane / MeOH 9:1)
 B=(silica gel, EtOAC) |

Example 32:

Ct
AN °\©\ ol
) ﬁJj\/o

32) 2-(3-ch[0ro-bipheny[-4-yioxy)-N-[3-chIoro—4-(2-diethylaminb—ethoxy)—
_phenyi]-acetamide |

65 mg (0.47 mmol) of potassium carbonate was added to a solution of 70 mg
'(0;1_5,9 mmol) of 2-bromo-N-[3-chloro-4-(2-diethylamino-sthoxy)-phenyil-
acetamide-hydrobromide (interf'nediate product Z1¢) 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




wozddhﬂbb&YM(A) 54 O NHz C21H25C12N30 4 454/ 456/ A5{T/€b208k/011933
% MH + (A) 2;Cl 55 a N\ C27H29C12N304
530/ 532/534[ 0.23 48 % 11RFHL+ (A) ci Rf value: A=
(silica gel, dichloronmethane / MeOH 9:1) GCeneral

blcgévqnaa%aolahgﬁggblﬁﬁféggﬁ@ﬂg?ﬁlozfé'r Gaghgsiuli sIRFRR6hLE
chieA68 ?l(mué@ga %@hmrbﬁfétrﬁnetmewkkgﬁ)lyrélw@dime(ﬁr@auct

i nt ermedi ate product C) ,
Yighd x@umg (6 %thrih@Iy)‘ or 48-72 hours at RT under a

CetGRRER: (ATRIRE | ho aquoous  phase with Bt OAC ¢ he

CaMQﬂﬂbl‘beﬁh@«#ﬂ-ﬂ*SrlgTMegltl@ﬂef magnesi um sul phate. The
solvent is reno usi ng the rotary evaporator;

FOﬂU@tM@‘Peﬁbl(Mﬁ'fﬁaﬂsaﬁ‘ragé eht¢led out by col um

RSB E e AREARO S s 10

According to general working nmethod 111 the follow ng
conmpounds were prepared: H \ C N101 6r \ Cl / I N
"NOIRL11r +0.RRO0O \/N\O HBr H(Edukt) while in

thetn@g%vgriﬁg}c%trﬁrép}gnrcfos%ér‘é"ﬁebg'r%dpér%%’gﬁﬁIyafer%b!éeﬁjz:b}’ | '

) Ci |
/\N/\/O\@\ + EBdkt — /\N/\/O\@ o
H--Br )k/sr ) 7 N)J\/O\R

while in the Tabfe 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 o spectrum |value '
1o o

479/481/483 |0.34 67 %

33 g CaiHzCloFsNz05 :
‘\@\ﬁ | e @
F - | ' :

CoFaCLNOs  |467/460/471 |0.31 |63 %

35 CaH2CLN-Os  |4697471/473° [0.30 [80%
[M+H]" (A)

34 @ :
‘q( | [MH A)

36 B CaoH23BraCINGs - 1 533/635/637 | 0.31 82 %
@L | [M+H] (A)
Br

/




wo 2Bb4/@0¢k4 he associ at ed. educts are commerci al |y pey/Ep2003/011933
: aval | abl e. Exanp Rl Enpirical fornmula Mass Rf Yield

le spectrumvalue (% 56 1&711-126C1 1 N203 517/519 0. 32
47 [MrH' (A) 57 Br C24H26Br Cl N2O3 505/ 507/ 509 0. 42

20 fl\/l-l-l—ﬂ + ( A\ ES B C21H27BrCILN20O3._ 469/ 4711473 0 3 5
37219 [ME + (A) 59 AEdzRssehizads 3%%’491‘54/95&47 B23> Hd4 %
=) (A) 60 0 |C231-129CIN204 |4 ?i 37A ;3
[I\/H-H] 61 Cl1 (Q21H26C12N203 425/ 427 29 042 24 |--
[MrHI+ (A) 62 ' 2H27C12N304 468/ 470/ 472 .0 P6 21
3§ MkH " T(A) 63 Br Clf4PdBPcEiN2O3 48802/89T 498 o 03%648 80 %
[ MrHS WO 2004/1039764 PCT/ EPZO@i{:ﬁ]ng ](éy [
N3C8 428/ 430 0.23 12 | (A) uant|
A ldichloronethane t/ MeOH / ammonila = 90:10: 1! Cener
3%of kin Y nethod 1V (fhdisChNe(Mat i phd1/53/445 |0.38 60%
Brp tylbram de {(1.0 eq.) in di e i s ad ,
dr bp J-0 a sol utjion of the ani mﬁg]&(see qu\?
nternmediate produdt Z1 b) (1.0 eqg.) in DVF at -10C.
40Th en Cz1 stCIzNan 425/4271429 0.31 85 %
.
[M+H]" ()
Cl
41 | & C20HzsBrCl2N2Os | 489/491/493/4 10.32 57 %
‘@ 95 [M+H]" | (A)
ci ] ]
42 - 1 C24H27CIN2O3 4271429 0.31 78 %
, [M+H] [ (A)
43 _ C22H29CIN2 O3 405/407 0.30 73 %
~
@ [M+HY' ®)
BT CaFimCLFN,0;  |429/431/433 [026 |74 %
cl 7
145 o C21H26CI2N203 425/427/429 0.19 54 %
“@ [MH] (&)
46 , CasH34Cl2N203 493/495/497 |0.24 62 %
[M+H]' A
-
Cl
47 OO | CazH26Cl2N205s 469/471/473[ (0.25 68 %
“& M+H]" (A)
ar _ :
48 o Co1H2sCloN2Oy4 441/443/445 10.31 80 %
“@\ [M+H]" (A)
. |
149 - a C20H23ClN203 445/447/449/4 1 0.26(A) |66 %
@[m 51[M+H]" '




wo 2bbgodtired ure is heated to RT and phenol (1.0 edpgr/EP2003/011933
DMF and potassiumtent- butoxide (2.0 eq.) in

tert-butanol are added suc sively. The mxture is
heated to 80C for 4 hours. DVF is eliminated in vacuo

and—t-he—resi-dy hvl
50cét at e @l ution i aﬁém@ﬁ% Wi tﬁéﬁgb%%tosﬂ.% 93 %
sofutionmxthen 2x with water. The ﬁ.@j\tls el | gynat ed

injvacko. Further |purification i$ carried ouf Dy
colu ghromat ograghy. According §o general wprking

nmet hod et he foll gw ng corrpounds were prepafed: H
NCH--Cl—ND—Br—-Rt_—R1 8¢

Cl +. Q0 Br OHH

51 Elwdy hi l e in thd CratheC Ao T o ST I TR
are detfned by nearls of the group|yRlyend the (A)
assqci ated educts dre comrerci al |y avail abl e. éxarrp Rl
Enpirffcal fornmula Nass Rf Yield (%9 |e spectfumvaljue

65| F F H23CLF3NJ05 490/492 0.24 6 F [MH! (A
- 0_0 WD .2004/039764 PCT/EP2003/ 011933 141 66 0

'52'0’23'@5 2N305 456/ 468eHABEREN2Ds7 | 4XVBHAEREHO.38 ) |64 %

M+H] (A)
. .
53 ‘ CalziCINZO5 4277328 032 |84 %
\ ' [M+HET - [(A) '
N -7 N > CoiHzsClLNzOs | A54/456/458] |0.08 |72 %
\5& | W@
CI ‘
55 o. N C27H2¢CloN2O4 530/532/534] 10.23 48 %

\5() | | M+H] (A)

Rrvalue: A= (silica gel, dichloromethane / MeOH 9:1)

General working method Kl (phenol alkylation [):

Phenol (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 beihg added to water. After extraction of the aqueous -

- phase with EtOAc the organic phase is dried over magnesium suiphate. The
solvent is removed using the rotary evaporator; further purification is carried

out by column chromatography or crystallisation.




wo 2do4/RBd7ed  C24H25Br 2CI N2CGb 583/ 85/ 87/ 89 0.50 7  dcviiddatos/n11933 .
69

(A) 68 C25H29CI N204 455/ 457 0.24 13 [MH + (A)
C20H22Cl 4N203 479/ 81/ 83/8938.28 10 C1 /87 [ MH + (A
a 70 \ Br C20H228rC| 3N208 521/ 23/25/27 0.28 10 [ MH +

a 71 a Cl AN203, 477/ 79{ 81/ 83 0. 23 |
A%Rm °<9§n9f§12 Sardrg s s Solepand Senipounds were
pré e+ (A 73 \ a C22H27CI 3N2C3 473/ 75/ 77/ 79 0.31 8

[M+H]+ (A a 74 B C21H25Brd 2N2C8 503/ 05/ 07/ 09 0. 28

8 [MH + (A) Eluant: A) dichl oronethane / MeOH /

ammonia = 90:10:1 Exanple 75: a oo ~~ Cl W
004/ 39 64N}]§I EP2003/ 011933 142 75) net hyl H
-{2-¢ f2- (2 4- di chl or o- phenoxy) - acat yl.a \”94\ R
\rf erfow oK' 5@9’*4
_Br ) . i!| ‘ \/N\/\O

H
(Edukt)

while in the Table that foliows 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 (%)
56 | = C21H26CHINzO3 E17/519 0.32 |47
| YQ | IM+H]* &)
(57 Br | CasHBICINZO; |506/607/509 042 |20
. [M+H] (A)
58 B CoHBrCINO; | 46674717473 |0.33 |49
/Q | e (A)
59 . CoiHzCIFsNLOs 4457447 032 (56
<©/k F | H? (&) |
60 3 CzHzsCINOs  |433/435 037 |23
\ <©A M+Hy? *)
&1 G CaHzeCLNOs | 425/427/428 |042 |24
\I; | [M+H]* A) |
52 C:\:@»*YO CaMzCloN:O5 | 468/470/472 096 121
[M-+HJ" (A)
63 B CoHaeBICIN,O; | 483/485/487 (032 |48
:E[j [M+H]" (A)




| wo Bbhydeas] no) -acetate 75 pL (0.54 nmol) of tri et pytA83dd8/011933

and 70 ng (0.18 nmol) of N
oxo- et hoxy) - phenyl ] - 2- (2, 4
was added to a

3-chl oro-4-(2-
chl or o- phenoxy) - acet am de

suspensi on of 45 ny (O 36 nnDI) of

et am . ho-acetate hvdrochloride in

B4y chI ane I THEspizeCGINs01 14 rr62§@3@4 mo|§-28f

sodi b zacet oxybor ohydri de was mR@ and tW@\ _
ni xt Yr'e was stirred for 3 hours at 100 nt 3f 2
aqueous sodium carbonate solution was added and the
aqueous phase was exhausti vel y extracted with

Elgantor of oA digierasasthene dMeyid/ assmeniarsO®dPd dri ed
over nmagnesi um sul phate, evaporated down i. vac.
purified by colum chromatography (silica gel,

Gémdal Woking Methaol V7 (bhemolalig/|dficef lIY heor y)
C19H19d 3N2Gs (M 461.733) Calc.: Ml peak( MH) +:
461/ 463/ 465/ 467 Found: Mol peak (MtH) +

- Béﬁﬁg%@%ﬁf@ﬁ?é?ﬁoém @r'c]q?m d%xa\ﬁ% i¥8dded %?oév?ubla 168 Sltion of

oun S Were
thaaallmgc(aeé mt&m&kaﬂernredmﬂ Z10) (4.0Gq. HmDMF@tGT@fCOThJEn

e fedteater fo i Skubntnl b o2 6 ot arftd fot Yot
bu%xiéé‘fzc éé{‘)qn t@f@u‘f’aﬁ&?%réﬁ@@@d §B€t§és%ﬂ}éw

sl‘h%‘frﬁxxtuna is
conme avail Exa R Enpirical

12

N

and
Et OAc /

fornmul a Mass

hertedrioe8QfC fq5|4 metwm is glioingteyl in vaa® and thessi@rIs3
dl%@ﬁéﬁ%%%@g?tﬁﬂ L83 Nt wakhba R GAPH 93RIES,

| solution, then 2x with water. The EtOAc is eliminated in vacuo. Further

purification is carried out by column chromatography.
According to general working method [V the following compounds were

prepared:
\ cl N“H l-ll
‘ ) e N _R1
\/N\/\Ojg/ Br 5 SRt \I \ﬂ/\o
. o+ \[(\ 3 + . E’) e \//N \/\0 - (e}
(Edukt) :

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 TRe Yield (%)
le ' spectrum |value
65 F CaFlmCIFaNsOs | 4907492 024 |6
\ J@* i M [
,.NLO




WO 2bd03876ON  C20H21C13N203 443/ 445/ 447/ 449 0. 28 FOr/EP2002/011933
MrH * (A) 78 C20H21CL3N204 459/ 461/ 463/ 465 0.18 72 %
N[MH + (B) 79 C25H29C13M%03 547/549/551/553 0. 19 52
% N/ [MH* (B) 80 C21H24C 3N303 472/ 474/ 476/ 478

021 RR 0/ I\I rl\ll.l_l_l] - /I\\ Q1 NALNH-C20E2 A4 C] ')I\I’)n')

661607 162/ 4641 466 0. 19 |+2oldgsCladiss+ ( A 45%’5153’455 028 |7
C25HP3 3 505/ 507/ 509/ 511 0. 61 7z Wﬂi
(B) B3 CE2H25C13N203 |471/ 4731 475/ 477 ’o a4 64 % [RH] +
(B) |84 ¥ | C23H21C13N203 479/ 481/ 488/ 485 0.16 69 %
NFY TVFEREABF 85 e 8oL 17
15756 o WI + (B) %Bﬁgﬂ{oi Y T
548/ 650/ 5527554 0. 10 82 % ) [MH + (B+HB7 - ~N(A)
C22H 901%N203 465/ 467/ 469/ 471 0.51 58 % 1~ [MH* (O
6a§f \(/ _ mgHzgd_:m{tbprormI hsaras7 MeChh.941) |13
= C .
[M+H]* (A)
69 CaoH2ClaN2Os 479/81/83/685|0.28 110 |
| 87 [M+H]"  [(A) |
170 CaoHzBrClN,Os | 521123125127 [0.28 |10
[M+H]" |(A)
7 CoHClaNzOs  |477/79/81/83|0.23 |8
[M+H]" (A)
75 CaH2CINO4 4197421 025 |5
[M+H]" (A)
73 - CoHzClN;0;  |473/75/77/79]0.31 |8
| mHp (A) |
Y .
74 j@,ar | CoH2BrCLNOs | 503/05/07/09[0.28 |8
i MHT A
Eluant: A) dichloromethane / MeOH / ammonia = 90:10:1 -

‘Example 75:

cl

/o;rr\ﬁ NO\@\HLO&




Dafosd7seh ca gel, Et OAc / hexane 1:1) Ceneral IR9003/011933
wo %ep#/éog V (reductive am nation): WO 2004/ 03976\4?1(?-,{:'1!}[5&g !

PCT/ EP2003/ 011933 144 Con#42hydrochloric acid (2.0
eq.) is added to a solution of the al dehyde (see

_/' t er medi at e pr oduct 2324) (1.0 eqg.) and amne_ (2.0

78Y, ymeivH = EhiorReAer (- disblore planes msehaemingphanexy -
bahy. i.c acid. The mxture is stirred for 10

e%%mtgé) %{Céié{ffe and then sodi um cyanoborohydride (2.0

7egL)0i5d Mkl )af (seldyiaminé and 7&t rog\bdB8ahyrdt )i afeN{2 chloest4 }(2-

ol ABVSEFon S e T2 SN uP-bheio) SaBlsohie oo
s@ﬁeﬁ@ionhﬂfti‘yrﬂgi@fé'sﬁﬁmoﬁ?éf-m&?ay%ﬁlo%té’@ HIdPSEHSE P2

solution. After extraction of "the aqueous ‘phase wt

mbtdiehlotoneetbarani tiFpiabe 114 my (Ot oweo!) abgpdigimum

gt B8P oy s s Eeke e B RURE < Mg 665 olis a1
RTO1 00mLcorONBiq@bas kndRim eatvhatd ssiatiorWasArRRbdinuheo
general working nethod V the follow ng conpounds were
aqiedygmbgse was gxhagstigelpexjragtedwitty chlorafermp.eThe ferapined
g K z .
o Briacts, dere offpd el oo P fladlale goh ec.
araf pmﬁf@dgrwchuniﬁfqr:mm?tcagrdp}&wesii?gnt,i Eﬂ(ﬁ@]b Bfﬂ_e;ﬂ}d; chlr)e .

) I abl e or known from e literature.
Y'mr'%a%a hePrbal Mass Rf Vi el d (%W le fornula
CRARTINGDM261.733) )

Calc.: Molpeak(M+H)': 461/463/465/467
Found: Molpeak (M+H)": 461/463/465/467 (Cl3) |

R¢ value: 0.32 (silica gel, EtOAc)
The foliowing bompounds were prepared analdgously {o Example 75;
o o _ a - '
HJ\/ © o) cl R0 © o] ‘
NJJ\/O@ * B Nko\@\
‘ Ci 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 R¢ Yield
mpt spectrum value | (%)
le
76 L C21H25CIsN203 457/459/461/463 |0.30 66 %
O [M+H]" A




- wo 2@3/0687B21Cl 2F3N203 477/ 479/ 481 0. 13 27

[ M+
(

H +orAP2082011933

C22H25C 2F3N203 493/ 495/ 497.0.26 8 [MrH + (B) 90 \/N
| C20H210 2F3N203 465/ 67/6830.25 4 [MH + (B) 91
. C24H28CI 2F3N303 534/536 [M-H 0.10 30 (B) WO
2004039764 PCH-ER2003/-11033 145 02 Y/ -
7T orpaer2Fan03 agspdirralleCy o3 /RARAG7I4404 028 () 70 %
93 E€25H250 2F3N203 541/ 543/ 545 (ABAHLO [ MeH] w( B) |94
6H23CI 2F3N203 539/ 541/ 543 0.35 19\ N, [NEH + (B)
7895 C22H25C12F3N204 CogtnGhlie@43 D43F4G1/4BRIMEE40(®) 9672 %
C23A28C12F3N303 522/ 524/ 526 0. 1;[@ V=N [ Mt (B
97 %S29H36C12F3N3CH 634/ 636/ 638 (49 1e. 11 43 08 1 \
N-lc24H21G12F3N203 AR TR s O 5,
7899 252 ,@Fsmocaésggﬁéggfém ATl VRS (52 %
| - [IM+H]* (B)
80 PE CiH2aChkNsO3 | 472/4747476/478 |0.31 |66 %
N . T
. [M+H] (A
81 \,F/\/NH CaoH24ChENzOs | 460/462/464/466 [0.19 |42 %
[M+H]" (A)
82 PE CasHzClNz0s | 505/507/509/511 [0.61 178 %
. | ! ‘
@Q [M+H] 1(B)
83 e~ CaH2sClsN,O3  [471/473/475/4T7 [041 |64 %
| [M+H]" (B)
84 @\/ |CasHCleN;0s  |479/481/483/485[0.16 |69 %
s [M+H]* | 8)
8 | H | CasHsClN,Os | 583/585/587/580 [0.61 |56 %
\Q/\/N\‘ (M+H]" ®)
86 - |CuHaClN:O; |548/550/552/554 [0.10 |82 %
. N ) .
D [MHI ®
87 NR__ CzH1eChNOs | 465/467/469/471 |0.51 |58 %
[M+H]" ()
R¢ value: A= (silica gel, dichloromethane / MeOH 9:1)

B= (silica gel,

EtOAc)

C= (silica gel, EtOAc / hexane 1:1)

General working method V (reductive amination):




wo 2b88o4a2d4121 G 2F3N204 493/ 495 [ MrH] 0.33 13 (B) C'ﬂ/@ﬂ'2003/011933
C25H24C 2F3N303 542/544/546 0.35 10 -1- [MtH + (B)
102 C22H24C12F3N303 506/ 50814610 0.15 1 [MH + (B) 103
0 n C26H30C12F3N305 592/594/596 0.55 21 + Ni ~

Cip S Bforcyast B8 a8riia seoRI08 STHs0est 53380 g o

infeMnibisté Broduzh zaa}g @\bqg'eﬁﬁ' é?ﬁi%q!zf@ét?) in Nﬁﬂdr/thé E/FE‘IQS

agueous ammoni a = B) dichl oronet hane /

adjugeddo bammé-iiamfhgiaalatageﬁclamd Ve mzweos@‘zle’&d for 10

migﬁgﬁgﬁg %/gg Jt%gﬁg %dtﬁﬁc@r@%ﬁ&“yﬁf’ﬁ%&;@a& yin fﬁﬁ’ér sogﬂuilh

tnécabkwmﬁydr[d%r ﬁm ed 9)1s4aﬂd’ediITeielmb@mmmmkmms}m@heaw’Bo

car bampyl |- net -benzoic acid A solution of
mxpgt% zf’rrhﬂU)'S of R'ﬁé@ @Fcadwwras gn {dp%afﬂ'ﬂeb rb@foﬁ(EEidan

r
saf et BBl bleciignaRo SOUCR" RREDK|echEh SIS s
phask wtitroathen tilongbnivhBidswds drief] Ioualemafgnesmm kujplnateTmae
tion solution was evaporated(r;i ' ¥ dilute
OIM ﬁlqmved using the rotary evaporator; fu her purification is carr:e
out by column.chromatography or crystallisation.
According to general working method V the following compounds were

prepared:

F . F
o F ' F
. ] - v -
ct N el N
(o} Rt._ _H 2 (o]
LTI L T .
\n/.\ _ R? R1/N\/\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 R*N- Empirical Mass Re Yield (%)
le formula spectrum value
88 20 C21H21ClFaN2O5 | 4777470/481  |0.13 |27
[ Ty [M+H]" A
89 S CoaH2sClFaNZOs | 493/495/497  |0.26 |8
| i | [M-+H]" (B)
90 L CoFaiCIFaNO; [465/67/69  [025 |4
! [M+HJ (B)
91 0 CaaH2sCI2F sN305 | 5347536 [M+H]" |0.10 |30
L | ®)




WO 280410382641 fi ed weakly with HCL After 3 days at RIT/ER2003/011933
sol uti on was evapor at ed dg . vac. The residue was
triturated with cold Et OH aid the precipitate was
filtered off. Yield: 230 ng (13 % of theory)

IJ-E‘ ¥)LNLUD th/ Zggzﬁgé{uﬁhﬁga ﬂg?/é—gg{ﬁ.s(gw%ozs 5

454/ 4%61'458 (Cl2) Rf vaI ue: 0.05 (mit+HEa gel, |(B)
dichl oronmet hane / MIQOH conc__agueous anmoni a
930: 10p2). “Eener al mﬁaslﬁg,s%aﬁahle@s Ap41/RA3Ae i of-8P 1.00
eq. ¢ N/ *
3- chl or 0- 4-{[ 3- chl orjo- 4- ( 2- di et hyl L\rﬁrl-r*}]o et hoxy (B)
94phen) oyl |- net|yh3:00mkeDs | 889/84(/B543m Ex@BHl e |19
106) . 037 eq. off TBTU in DVF|is pl.aced at| RT.
Aftef the addltl on of 1. 07 eq. trlﬂ\ﬂﬂi}]_am ne tH&)
xttre—i stt+rred—+ 1 ; 1
95are added{@nd t he nﬁ?@lj?z’gl F|§N§§§ ?5{@?5&%1%6 oUrg 7
RT. [he reaction mixture is conbi hpmj*th wat gB)or 5%
sodi bm carbanate sollution. The precipitated solid is _
S iltered off, washd®zlizshlalaleds 1peR/E2HE36 . i wWo8
2004/ 6g9¥e4/ PCT/ EP2Q03/ 011933 147 AGS rding t
genefal working metHod VI the fol (0 ng con‘poug(gg werje
Pt cpsu ett—O0—OR =G~ =gl g Rz
BT TG R OW, whi | A PRE IS TSP S ows| 178~ |C
produéé ar def i nec by nmeans of t{esgffoup RIRBN and
the ps ed educt|s are commerctally avail abl e or
known feom .
98 > | Ca4H21CloFaN205 [ 513/515/5617 0.47 27
©/\r}l y 2421 0Cl2r3N20O3 >t
' " ' [M+H] (C)
99 O\ o CasH20ClaFaN2O5 |533/5356/637 | 0.37 1
b | [MeHT (©)
100 4\ C21H21ClaF3N204 | 493/495 [M+H]"{0.33 {13
el | o ®)
101 S -T—/\ CaosH24CloFaN3O3 | 542/544/546 0735 10
~ [M+H]' (8)
102 __NQ_} C2oH24CloF sN3Os | 506/508/510 0.15 1
| [M+H]" ®)
103 _>_O — 'ngHsgClgFa,NsOs 592/59.4/59§ 0.55 21
g \__/ﬂ ' [M+HT (B)
104 WA CaoH29CloF3N205 | 581/583/585 0.55 18
b - IM+H]* (B)
105 __( ' CasH27ClFsN2O3 | 507/509/511 065 |6
ﬂ”ﬁ M#H]*  [(B)

Eluant:  A) dichloromethane / MeOH / conc. agueous ammonia = 95:5:0.5
B) dichloromethane / MeOH / conc. aqueous ammonia = 90:10:1




wo Zobgodoréerature. Exanp R R N Enpirical Mass Rf pdrgbghosni1o3s
(%9 le fornmula spectrumvg] ue 107 N C21H25CI ZF3N304
454/ 456/ 458 0.37 59 " [ Mt & (A from (NH4)2CC3 108
N C22H27C 2F3N304 468/ 470/ 472 0.38 57 [MtH + (A) 109

1 ant O AT ORRRAHERE TSt 1 cone. maueous

ammnia = 90:10:1 GCeneral working nmethod VI1 (Suzuki
coupling): Boric acid (2.0 eq.) and

E&ammaw@ = (triphenyl phosphi ne)-pal | adium (0.1 eq.) are
added successively to a solution of the iodide (1.0
eq.; see Exanple 56) in toluene and 2Mgsodi um
carbonate solution (4.0 eq. ) and stir over ni ght at
80C. The reaction solutlon 'S conbl with 10 %
aqueous Na2CO3 soIUﬁlon Bous phase is
extracted w th EtQAm. e ane ¢ phases are conbi ned
and the solvent is elimhated in vacuo. Further
purification is carried out by colum chromat ography.

108D 20€Mo@38-{[BAcHierb-E20th (13 A3 ethb§)-Haesyichrberoy]-

nerﬂﬁwggrkln met hod VI | the fO||0MAng conpounds

_ 1 RL HI HttO\INO+

< RV Gt R il e 1
d@bgﬂawrm-ethoezg&)*phen;dcamamnymmetabky} -lperaddatd [feomrEﬁamme
355 &nd 2 mF of 2 M aqueous NaOH solution in 20 mL MeOH was refluxed for
1 hour. The reaction solution was evaporated down i. vac., diluted with water
and acidified weakly with HCI. After 3 days at RT the solution was evaporated
down i. vac. The' residue was triturated with cold EtOH and the precipitate was
filtered off.

Yield: 230 mg (13 % of theory)

C21H24Cl2N20s (M= 455.342)

Calc.: Molpeak(M+H)": 454/456/458

Found: Molpeak (M%H)": 454/456/458 (Cly)

Rs¢ value: 0.05 (silica gel, dichloromethane / MeOH / cbncl agueous ammonia

90:10:1).

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. triethylaminé 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.




wo dobd/gigbyre. Exanp Rl Enpirical Mass Rl Yield béT/EP2003/011933
formula spectrumvalue (% 110 1 y O1 C27H30C 2N2G3

501/ 503/ 505 0.30 4 [M-H (M7 111 C27H300 2N2C3
501/503/505 0.30 4 Cl [MH' (A) 112 C27H30C12N203

501/ 503/505 0.30 6 [ Mk .\AA 1]13_0~ C25H33C1N204
AFSFIRGSP ggnet! yvorigng follewing gpmpounds were
=33Cl N204 481/ 483 0.6 (B) 21 [ MtH] El uant:. A)
di chl oronet hane / MeOH / conc. aqueous anmmoni a =
90:10:1 B) EtOAc / MeOH / conc. aqueous ammoni a =

90: 10: 1 Exanple 115: 115) °
N-[ 3-chl or o- 4- ( 2- pRper azi n- 1-yi - et hoxy) - phenyl ] - 2- (2- _R
hl oro-4- trifl @et hy|,- phenoxy) - acetam ige F F N\.z

m/plg .3 n WDZ007/ 039764 :@* Y\O

149 ORéoo (0. 338~1Ty

tert. butyl 4-(2-{2-chloro-4- [2 (2-chl oro- 4-
trifluoronethyl-phenoxy)-acetyl am no] - phenoxy} - ethyl)
pi perazin-1- carboxyl ate (fron1Exaane 103) were

hi h f t
will e Fpl B o dhg Besthithy srecetinacinl Seahe o e arou
R'&ENd ahBeh&astetisted educts are commercnaily available or known from
the literature.

Examp { R'R*N- Empirical Mass Ry Yield (%) |
le formula spectrum value
107 H’E . C21H25ClaF3N3Q4 |464/456/458 [0.37 59
7 [MHH]" ~ [(A)

from (NH4).CO3 ‘
108 /E>/ ' szH27Cf2F3N304 468/470/472 10.38 57

| | [M+H]" (A)
108 :«'J ' CzaHngle aN3QO4 |482/484/486 |0.38 55

4 | IMeH ()
Eluant: A) dichioromethane / MeOH /. conc. aqueous ammonia = 90:10:1

Generall 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 iodide (1.0 eq.; see Example 56) in
toluene and 2M sodium carbonate solution (4.0 eq.) and stirred overight at
80°C. The reaction solution is combined with 10 % agueous Na,COj3 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.




WO 20a08éa red for 2 hours at RT. The reacti on sopgi/ERPIN03/011933

was evaporated down i. v % ~and the residue conbined
with sat. aqueous sodi um ﬁ‘ygr ogen carbonate solution.
The aqueous phase was extracted with Et OAc. The org.

phase was dried over magnesi um sul phate, filtered and
evaporated down i. vac. Further purification was
Accarding tb gehetay worlingmetiod i tthe feldwing ¥orpdunds 037e g
é16 % of theory) C21H22C12F3N303 =~ 2 CH202 (M
Preperedsl)  calc.: Mol peak(MrH) : 492/ 494/ 496 (Cl 2)
Found: Mbl peak (MtH)': 492/494/496 (Cl2) Rf val ue:
0.22 (silica gel, dichloromethane / MeOH / conc.
Exanple 116: F OL F F 4CA

aqueous @mmniﬁ@: 10:1). | j@/
anll cl N
orp- £ 2 (et hyl - pit'PerF'di n-4-yi - anmi no -E@? -
N [ Z-(ehy! - pPer M—w\/ﬁv)\o I |
d oro-4-trifluoronethyl-phenoxy)-acetam de 0.180 ¢
(0.284 mmol) of tert. butyl
4-1(2-{2-chloro-4-[2-(2-chloro-4- triflu
, or onet hyl - phenoxy) -acetyl a m no] - phen oxy}- et hyl
' . / i e 1o ¢
W T TRl e b et R R B, B ETbl o
Rt dred toedagsociated eudd and cOmnt8ialtyaiviilatle or known from the
., trifluoroacetic acid the m xture was stirred for 2
liteff4F® at RT. The reaction sol ution was evaporat ed

R1

down i. vac. and the residue conbined with sat.
agueous sodium hydrogen carbonate solution. The
Exagpedls phase was exEmpiicail Wit hiMa&c. TheRyrg. |Yield
phase was dried over_magpesi um sul phate, filjtered 3
& evagorated down i. (Pé'@:%p‘?:urther sﬂfﬁcﬁf‘m:ati qrY ?0%) :
11garrjre Oy COIuTg, HICORLOI™ UW503/505 |0.30 |4
. _ HM+HT (A)
111 \J{:j\ Co7H3cClN2Os | 501/503/505 [0.30 4
| Cl : [M+H]+ (A)
12 /@ CoHxCiNz0s |501/503/505 |0.30 |6
R [M+H] (A)
113 Y@’&\ C2sHsaCIN2O4 [ 497/499/501  [0.27 8
_ | S [M+H]" 7 (A)
114 ﬁ CasHaaCIN2O4  [481/483 0.6 (B) |21
N [M+H]"
Eluant: A) dichloromethane / MeOH / conc. aqueous 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)-acetamid.e

Ci
N TT T

F

; F
F




WO 2q04209784039764 PCT/ EP2003/ 011933 150 Yiel d: @cokbzgo3/011933
(6 % of theory) CZ4H23012F§%§_CB * 2 CH202 (M= 626. 462)
Cal c.: Mol peak( MtH) +: 534/ /538 (C12) Found:
Mol peak (M+H)+: 534/536/538 (Cl2) Rf value: 0.25

O osglmd) QeI R ot - @10 2
trwﬁluomgthy! phenoxy)-acetylamino]-phenoxy}-ethyl)-piperazin- 1-
SpERYER o bgieib B n.%as%iy?%%é@i%ﬁ&ﬁcﬂdq%rﬁéggﬂé

A(té)r theGad@itin) ofd.5 mL (6.760 mmol) of [nfluomacetz ECIP the mixture

2- (4-am no- 2-chl or o- phenoxy) -
was stirigd éﬁﬁ%b%ﬁtﬁt% ngagctjoras@uhm was(dvaporisddpive i

vak5 Phe B Pl s0mbie V1T BB BBty B S sigaen carbonate
scmytajm Hoecydioud phass wilsaagtctal Rith EI@A@C%@ . rpHa%eawas

The pH was adjusted to4-5 with glacial acetic
dr. éﬁq AVeLiMAORasIYR |SH@3halﬁf filtered apdipvaperateshkdewnh vani keriner

| for 10
pufiRafis ek c2ftied bl bhZoolluficrf Sﬁq@&ﬁﬁkal ine with 20
Yiehdp 8:Q3%¢ (16 booltbearyy. sol ution. The aqueous phase

S te 't t OAc., .The org. phase was dried
C%ﬁﬁ%&ﬁ@é ﬁﬂ%@‘l q‘qhﬁtered and evaporated down
Cdle.: Vflp M+PRT: d}g@ M3, ed by colum

chr onat oégEIrkg ﬁsg(;n I |/ca 4@?1(0210% / 10 % conc. aqueous

F oo Motpgak Mﬂﬂ—ld&ﬂj494/49656%) The oily residue was
h ted d i . .
RIEAIRDE A ) e Riomahane SRR T rRBe Adlmaysatpon'a

oof1:med was filtered off and dried i. vac. Yield: 0.035
g (36 %of theory) C22H29C12N303 * HCl (M= 490. 862)

)

Example 116:

g
Do
Seonn
| CrN\/\O o}

N
116) N-{3-ch!oro-4-[2-(ethyl-piperidin-4-yi-ar'nino)-ethoxy]-phenyl}-2-(2~
chloro-4-trifluoromethyl-phenoxy)-acetamide
0.180 g (0.284 mmol) of tert.butyl 4-{(2-{2-chloro-4-[2-(2-chloro-4-
triﬂuoromethyl-phenoxy)-acetylamino]-phenoxy}-ethyl)-ethyl-amino]-
piperidine-1-carboxylate (from Example 97) were dissolved in 5.0 mL
dichtoromethane. After the addition of 0.44 mL (5.680 mmol) of.triﬂuoroacetic
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 26ad/839764V0| peak( MrH) +: 454/ 456/ 458 (Cl 2) FoundprCT/EP2003/011933
Mol peak (M+H) +: 454/ 456/ 45 Cl2) Rf value: 0.40

(silica gel, dichloromethang / MeOH / conc. aqueous
amoni a 90:10:1) - - - --------------- WO 2004/ 039764

YlgﬁTQ Eﬁ@ %%ﬁﬁngﬁpher%ig?l il— [%Schrngo 91 ?2 é.lgz hyl a

CﬂHﬁhﬂﬁsh@%{rz@lj@%{I\g-@?etﬁz )de 0. 3%0 g)(0h679I ]rmgl )(2
chl or o- i e ani no- et hoxy) - pheny -
C%ﬁl oP’{Sj Reak(M+E %% €elani de (from Exanpl e 66)

ﬂwﬁ&lv t OAc. After the addition
F"%ﬁo k@'@n %%/g%%e r8n(2§<: re was hydrogenated at
RiN&luen @5 (&Elcasgel Hﬂclabmm@hane/ Me0H /lrodc saquBveis ammonia

r tion mxture was filtered and the filtrate was
goé‘(efggbrat ed down i. vac. The residue was dissolved
wth alittle Et OH.. The preci pitate formed was
filtered off and dried.i. vac. Yield: 0.050 g (17 %
Exafnplédd7y) C20H2. G 2N303 (M= 426.347). Calc.:
Mol peak( MtH) +: 426/ 428/ 430 (d 2) Found: Mol peak
(MrH) " 426/ 428/ 430 (A 2) Rfvalue:: 0.24 (silica gel,
di chi oronet hane / MeOH / conc. aqueous émmni a
90:10:1). Exanple 119 F O F HF

\/N\/\ :@/ j]/\o

117) N-[3-chI,oro-4-(2-diethy[amino-ethoxy)-phenyl]—2-(2-bh|0ro-4é
dimethylamino-phenoxy)-acetamide |
94.7 mg (0.200 mmol) of 2-(4-amino-2-chloro-phenoxy)-N-{3-chloro-4-(2-
diethylamino-ethoxy)-phenyl]-acetamide (from Example 118), 0.149 mlL (37%,
2.000 mmol) of formaldehyde solution and 62.8 mg (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,
evaporatéd 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)
- Ca2H20ClLN3O3 * HCI (M= 490.862)
Calc.: Molpeak(M+H)": 454/456/458 (Cl,)
Found: Molpeak (M+H)": 454/456/458 (Cl,)
R value: 0.40 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
80:10:1)




wo 20b4/bbe784-0 \ 0 119) PCT/EP2003/011933
(E)-N-[3-chl oro-4-(2-di et h%/%ﬁm no- et hoxy) - phenyl ]-3-(2
-chloro-4- trifluoronethyl **phenyl)-acrylamide 0.29 niL
(2.10 mol ) of triethylam ne was added to a sol ution
of 0.28 g (1.00 muol) of
3-chl oro- 4-(2-di et hyl am no- et hoxy) - phenyl am ne- hydroch
| ori de WD 2004/ 039764 PCT/ EP2003/011933 152
(| nter nedi at e product Z1lb), 0.25 g (1.00 nmol) of
Examplg-11%: chl oro-4- trifl uoromet hyl - phenyl )-acrylic
acid (Z37b) and 0.34 g (1.05 mmol) of TBTU in 10 ni
abs. THE and the mixture was stirred _fom 1 hour at RT.
The reaction mxture was evapNorate pwn |. vac. and
t he residue was cor?ql ned onmet hane and
water. The org. phase_was- arat ed cnﬁf washed with
sat, aqueous sodi um bi carbonate sol ution and water and
evaporat ed down i. vac. The residue was purified by

11@)| - §l|ﬁtirmiﬂldhﬂiraﬂt)mnbﬁy)| LN]3-cidro-B(Rdietiniamino-ethoxy)-

~dichl oronet hane / % conc. aqueous ammonia in MeOH
pheoytl@cetargides) . Yiel d: 150 ng (32 % of theory)

o SRR b omarpiee
ch&if5#44ﬁ7do4ﬁr&ér(o@y}zaacétaw@é (feom Exanfpde 663 wvageadissolved in 10.0
i EIGRTRARIRE anabEriar RGPS e e
g T oS s s B g e
mtsmrewa@rfllmfed)ams‘tegf |(rate3wms mvem)r%ed down i. vac. The residue
was cl? 58Ved V\Ltﬁ atl tqll 'E?Ofﬂl (I'lzwe premp?fate'?ormed was filtered off and
. dried . vac,

Yield: 0.050 g (17 % of theory)

CaoM25CI2Na03 (M= 426.347)

Calc.: Molpeak(M+H)": 426/428/430 (Clo)

Found: Molpeak (M+H)": 426/428/430 (Cl)

Ry value: 0.24 (silica gel, dichloromethane / MeOH / conc. at;ueous ammonia

90:10:1).

Example 119:

Urﬂ

\/N\/\O

119} (E)-N-{3-chloro-4-(2-diethylamino-ethoxy}-phenyl]-3-(2-chloro-4-

trifluolromethy!—phenyl)—acryfamide

0.28 mL (2.10 mmol) of triethylamine‘was added to a solution of 0.28 g (1.00
- mmol) of 3-chioro-4-(2-diethylamino-ethoxy)-phenylamine-hydrochloride




WO 2664105 ¥34- phenyl | - acet am de- hydr obr om de (i nt er neehyea203/011933

product Z1 c) and 0.200 915%11 023 mmol ) of
2-chl oro-4-trifluoronethyl enylanmine in 5 nL DW
was stirred for 16 hours at 90 C and then for 24 hours

(i€ pr a2 B0 o ST ot AR ET SR by
trnﬁic@%ethW@héﬁﬂ?hBSﬂllc @l (Z37b) 864 ©. aaeg €1 OBIrﬁﬁhog\cﬁ rrBTU in

nesi um su ate and evaporated down i._vac.

10rragua@§eTlvlésaﬂd $revmpddre was plired i 1pmuﬁatéﬁT bvwerlw@@tlw&;

migtiEWeS evgRged upro’ ey SSRE SRR Vbiagrinh B &
dn&ﬂ@bﬁdﬂ@f@én&@a@é&@%@&ﬁd%a@@%ﬁ@@ﬁ&éw&vam with

C21H24C12F3N302 (M= 478. 346)
satv@qy@awe Rdim Girbhnseloisalit i Snd waien Hechrvanaraies down |.

vaéI PHEFS o(ﬂn%tz\ﬁégg%}rf %gaq%ﬂﬂfg%nnghr%?‘nétégﬂagﬁg r‘nﬁ#ﬁ‘ gel, gradl.ent

dichlbrofhethane EOTpA eod@hqququnﬁorﬁ’a iNMeOM/1DBh0 196:95)0
(2-chloro-4-trifluoronethyl-phenyl)-propionic

Vildi 1% w%a%g Crr Gasorol ) of |
G G T8 ) o e e on of 0 500 g
CaRaneylolpeak@Vi+H)T; 4B5/477MISH agg the rl_nlz Xt ur e \'Naﬁ ) -
t
FopkdgBeaka iAol T8 158 the 111t rat e evapor ated:
Ry 98108: 02 F%Xgé PME ogggorg?énﬁﬁar% f Rt PEohEeRYEbus ammonia

C10F8C
- 95:5:1)

Example 120:

F

L rer

\/N\/\o

120) N-[3-'ch!oro-4-(2-diethy!amino-ethoxy)-phenyl]-z-(z-ch!or0'-4-
tnﬂuoromethyl phenylamino)-acetamide

A solution of 0.228 g (0.511 mmol} of 2-bromo- N -[3-chloro-4-(2-diethylamino-
ethoxy)-phenyl}-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 dlssolved
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)




wo 26aalee7e4Mol peak(M H): 251 /253 Found: Ml peak HoViEB2603/011933
251/ 253 (d) 121 b)
N-[ 3-chl or o- 4- (2- di et hyl artPRo- et hoxy) - phenyl ] - 3- ( 2- chl
oro-4- triflu oronethyl-phenyl)-propionam d e The

bt | ly to Exanple 119
Ciab R O 78085 (1 955 ol ) of
Cafe. C helpraf (N 2Ht: at’emlsemszo et hoxy) - phenyl am ne-

hydr ochl or | deé_;) rmedi at e product Z1lb) and 0.362 ¢
Fopmdﬂglmﬁ{ﬂ(w 347(82480/482 (Cla)

R GAEL0 i L CAOT MR et 2L 0 oo

904071)358) Calc.: Ml peak(MH):477/479/ 481 Found:
Mol peak (M+H) +: 477/ 479/ 481 (Cl2) WO 2004/ 039764
PCT/ EP2003/ 011933 154 Rf value: 0.30 (silica gel,

di chl oromethane I MeOH | conc. aqueous anmoni a
90:10:1) Exanmple 122: F C FF C q ol 122a) ethyl
Exa@mpis t2ioro-4-tri fl uoronet hyl - phenoxy) - pr opi onat e '

10.00 g (50.87 muol ) of
2-chloro-4-trifluoronethyl-phenol, 7.11 nL (55.00
nmol ) of ethyl 2- bronDproplonate(and 7.60 g (55 mol)
of potassium carbonate in 1qp L § stirred for

16 hours at 50 C a he filtrate was
~ evaporated down i a ed with water and

exhaustively extract ed Wt Et QAc. The conbi ned org.
extracts were washed w th 10% aqueous sodi um

1213@3Ir @-Q@-%hﬁ)r§ﬂi-t#mh@fbn@étﬂyl\lﬁ‘ié{yt) ﬂbp%:@a@aa sodi um

| phat e and evaporated dow i. vac. Yield: 14.10 ¢
2. 0@%@/88)? mrheld of/§E)-3-(2-chloro- 4-trifluoromethyl-phenyl)-acryiic acid
(Z37b) was added at RT to a suspension of 0.500 g Raney nickel in abs.
MeOH and the mixture was hydrogenated for 4 hours at 50 'psi H»
atmosphere. The catalyst was filtered off and the filtrate evaporated down i,
vac, . |
Yield: 1.90 g (94 % of theory)-
C1oHsCIF305 (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|ethyiam;no-ethoxy)_ phenylamine-
hydrochloride (intermediate product Z1b) and 0.362 g (1.433 mmol) of 3-(2-
chloro-4-trifluoromethyl-phenyl)-propionic acid.
Yield: 340 mg (50% of theory)
C2aH25CIaF3N202 (M= 477.358)
Calc.: Molpeak(M-H)": 477/479/481
Found: Molpeak (M+H)": 477/479/481 (Cl,)




wo 26044d503y2C1F303 (M= 296.676) Calc.: PCT/EP2003/011933
Mol peak( MtNa) ~: 319/ 321 Found: Mbl peak (M-Na) +:
319/321 (d) Rf value: 0.69%ilica gel, EtOAC /
petrol eum ether 4:1) 122b)

2-(2- 4-triflyorone - I oni c aci
R O s e TetlohTir g e s e et iehs g fofia
to a solution of 14.00 g (0.047 nol) of ethyl
2-(2-chl oro-4-trifluoronethyl - phenoxy) - propi onate in
100 nL EtOH 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
ExHﬁlp!e'ﬁQQ precipitate formed was filtered off, washed
with water and dried at 70 Ci. vac. Yield: 12.10 ¢
(96 % of theory) CloH5CI F303 (M: 268.622) Calc.:
Mol peak( M H) ' :267/269 -- --------2 ----4- - ----------

WO 2004/ 039764 PCT/ EP2003/011933;° edund: Mol peak
(MH': 267/269 ( 12%

N-[.3- chloro4(2d \)@ - hoxy)-ph'enyl]-2-(2-chl
or o- 4-

trifluoronethyl - phenoxy) - propi onam de- hydr ochl ori de

1223)3%&){% (g%SO(?er |I onl'ué;&ﬁgﬁ%@%heﬁ?ﬂﬁ%@%ﬁéﬁ%m of
1 03303@ (o0.87 fmr('lﬁi-) aif égmryctra?l-trgw tbm?h)yi—phemgﬂ g.gﬂ maL |(55.0f0

. . mmol) o
o) 5f EfivbPR BTBPRA THASE L 9D SHNEERe) F PGB aci d
ca%a@é ﬁﬁﬂ)@m@.@l%ﬁ%é@@ﬂlr}e@forﬁ@hburﬁ at 50 @—aﬁ@menTﬂTEred

the m xture was stirred for 1 hour at RT. The
Theé"étcateovas evapanatedwipyvrel ¥pos; soadirthslinith wa&%roanChnd t he

oA SRR By TP BN G B oot vt
witAoLg2e ugueods sstlibhcearbonaiecsaigtion andwarst, daée bvansbdium
eva orat ed down i. vac. The residue was purified by

sulphR ¢ RYIPRIAISHIDWY ! (V8F1 i ca gel , gradient
Yield: 14.10 g (93 % of theory)

C12H12CIF 303 (M= 296.676)

Calc.: Molpeak(M+Na)*: 319/321

‘Found: Molpeak (M+Na)*: 319/321 (Cl)

Ry value: 0.6 (silica gel, EtOAc / petroleum ether 4:1)

- 122b) 2-(2-chloro-4-trifluoromethyl-phenoxy)-propionic acid
50 mL (0.100 mol) of 2 M aqueous NaOH solution was added to a solution of
14.00 g (0.047 mol) of ethyl 2-(2-chIor0-4-triﬂuoromethyik-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 precipifate formed was filtered off, washed with water
‘and dried at 70 °C i. vac.
Yield: 12.10 g (96 % of theory)
C1oHsCIF303 (M= 268.622)
Calc.: Molpeak(M-H): 267/269




WO 2004089084onet hane / 10 % conc. aqueous anmoni a i PCTVERIZ03/011933

100: 0 -* 5:95). Yield: 451(5)5;;1; (57 % of theory)
C22H25C12F3N2C3 * HC (M- .818) Caic.:
Mol peak( M+H) ~: 493/ 495/ 497 Found: Mol peak (M+H)'

P MR 2 Po2Be e o “aqueous. ammont a
95:5:0.5). Exanple 123: CI / (31 CI H\ 0 123)
R e T e R e o

tnﬂdoraﬁ’a@tﬁnwghbneiy)(&oé%nénﬁdézhg@rro%hl%haey' ) - pr opi oni ¢

acid hi on ride was stirred for 2

0.3BUmd ( atOQQTmrTm})a@‘oetayle@lls@pmwlammeamas addediicss sbkiidn iof

035 811 506 nBeG T Gt vt eflad BudRiipin « n
(inté-’rmedtaﬁe@nﬁdlidﬂlm@? ®403 9. (?rQ’QJO(ri'arr%?)@c:fW -thiefo-4-

3ch|oro4(2- i ef’hyl am no- et hox \élamneV\D )
trifapoametiytrel em)mwermq@aed 01 g.(ht7 P el é TBTU in

10RRPEHS; TS s 8 tpittalé wHs <ttty TTBuk ab o ppaction

miRtuxd wae evaposited tednfiovad @ndiperésigte BImbirer] wiglct i on
m xture was washed with sat. aqueous sodi um

diohiramsiianeandwatsrohhe @rg ma@eéva&@@cmﬁe@rﬁfé yasihgdavith
sa@%ﬁg?%?é@gﬁﬁgggﬁfbggt%séﬁ N ;HS vJ gﬁife\‘f?ﬁorgfeﬁsdﬁvwg

ogra

va€.sThe e3idye waspifted b%ﬁlﬂnﬁn cm@mat@g@phyqsmmgeﬂ gradient
090:10:1). Yield: 60 ng (11 % of theow)
- dichloromethane / 10 % conc. aqueous ammonia in MeOH 100:0 — 5:95).

Yield: 450 mg (57 % of theory)

Ca22H25CloF3N2O3 * HCI (M= 529.818)
- Calc.: Molpeak(M+H)": 493/495/497

Found: Molpeak (M+H)*: 493/495/497 (Cly)

Ry value: 0.30 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
- 95:5:0.9).

Exampie 123:

i

\\/N\/\O

123) N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-3-(2,4-dichloro-phenyl)-
proplonamlde

A solution of 0.271 g (1 .236 mmol) of (3-(2,4-dichloro-phenyl)- proplomc 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 260dbk8EE13N202 (M= 443.) Calc.: Ml peak(M Nay: pCT/EP2003/011933
441/ 443/ 445 Found: Mol peqléS (M Nay: 441/ 443/ 445 (Cl 2)
Rf value: 0.27 (silica gel’) 8di chl or onet hane / MeOH /

conc. aqueous ammonia 90:10:1) Exanple 124: N O | \\

(nErmsdigtp Stoddet Z90)pnd A2 im0 S5ABRD.HERYr 1 - 3- (2, 4-
dusd}'ﬁ D%i@rrwwm mLudieltlorsigethené hnd3dhe miRiule MlasEhiretdiord16

was added to a solution of 345 ng (1.236, mol)

hUB'fs 3 iEhi Giprepction @'é@!ﬁ/W@hWﬁﬁh@ﬂWﬂy%%ﬁ@ﬁW%%Um
oI BE ABgel BT g A R Pl @b -
vati meesud&mwa% drsl';seureﬁdzg E2OAow@ns mirifigd. byéxzcglémn?hé 1.236
ic . m ne was a
chicgirbaioni ik 651 RGAEINIR B PBe BWaH IR hen
go8wapor ated down i. vac. The residue was purified by

col um chromat ography (silica gel, dichloronethane /-
YieNtt@ Mg (ddrfé.ofdogmylus amoni a 80: 20: 1) and the product

S i turate ith diisopropylether. Yield: 300 ny
CZ{'%SC%@# o‘f‘&?}l\f C20H2401 3N302 (ME 444.792) VIO
Caw%@@%zﬁ /- BR2A3 461 933 157 Cal c. |

peak( M+ 44/ 446/ 448 Found: Mbl peak (MH—I)+

-Foumd,/MqJ@ﬁahs 6@8)4%/4WH65(CE) 73 (silica gel,
R 8,059 T8iE8 881 ciddhsBnter S Meewyén@@a%bes ammonia

90:10:1)

Example 124;
| ' . o ‘
H
\ Cl.. NY” -
. \/N\\l/\o - o ¢l

124) 1-[3-chloro-4-(2-diethylamino-ethoxy)- phenyi] -3-(2,4-dichioro-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-chforo-4-(2-d|ethylam|no-ethoxy)—phenylamme—

| hydrochloride (intermediate product Z1b) and 0.56 mL (4.000 mmol) 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)
C20H24ClsN3O2 (M= 444.792)




wo 2bosaogeres 125: CI Cl N OI F loo ~~ 1~ 125a) t erQT/ERA0PS/011933
[3-ch|oro-4-(2:diethylan1nﬁ?sthoxy) phenyl ] - car bam nat
e 0.31 nL (2.266 nmol) of t'riethylam ne was added to
a solution of 0.500 g (2.06 nmol) of
- ch =4 iet } - et hoxy) - phenyl am ne and
C%?'49W§ea?(ﬁ&%5@4'%ﬂ4@?f@oc-anhydri de in 10 nL '
| Faﬂindhwmumt )’ 844 42546Md8YBR) m xture was stirred for
48 hours, ! ?gﬁtion m xt ur iluted with
RraPlG Or el s e D REneIgne pALAH o 6eaisgusapmonia
8055 1) aqueous sodi um bi carbonate solution. The
conb}ned org. extracts were dried over magnesi um
sul phate and evaporated down i. vac. Col umm
chromat ography (silica gel, dichloronethane / MeOH /
conc. aqueous ammoni a 90:10:1) yielded the product.
EyXi 4»500 ng (71 % of theory) CL7H27CI N2G3 (M= .
Egghghgggé. Cal c.: Mol peak( MrH+: 343/ 345 Found: Mbl peak
(MtH) ' 343/ 345 (A) 125b)
[ 3- chloro 4- (2-di et hyl am no- ethoxy) phehyl ] - nethyl
ne Under a nltrogen atnnspher of 500 ng
(1.458 nmol ) of te . bugyl
[ 3-chl oro-4- ( 2- dlet ylan1 tﬁﬁ;y) phenyl] car bam nat
e in 10 nL THE was-"stow Addéd dropwi se to a
suspensi on of 165 nmg (4.374 nmol) of lithium

2 S R A R et X B
?!Ln'\‘P_f(ZlﬁJé l‘% t’.‘ﬁstrl SRk W LAy ot gb![lé&? bf 049 PL

wat er vvasa e precipitate forne
(2.06Inmobdf Gﬁdih!oﬂﬁhé-(z-dlethy!amlne ethoxy)- pmmmmmweﬂgs g

2 E%/ EP280¥./ 0119 ygrlgf E)@I | t ra 9(\/\ﬁsé hdr| 253 FQ@QRB"%‘P]%
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. extracts were dried over magnesidm
sulphate and evaporated down i. vac. Column chromatography (silica gel,

- dichioromethane / 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)

125Db) [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-diethylamino-ethoxy)-phenylj-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 ulL of water, 165 pL of 15% aqueous NaOH solution én‘d a further

- 495 L water was added and the precipitate formed was filtered off. The




WO 20@g03dted was purified by col um chromat ography RGI/ER2083/011933
gel, EtOAc / MeCH / conc. 1gs%ueous ammoni a 90:10:1).
Yield: 180 ny (48 % of the C13H21Cl N2O (M=
256.778) Calc.: Ml peak(I\/H—|)+ 257/ 259 Found: Mol peak

a 7

SIS STl R, gt b k. oo

resmldpe wals| purified by oliran mjnranahmgfanﬁydxw:a gbb BIORc2-N2Ot
ro-4- trifluoro h ph enoxy)-N-nethyl-a cetanm de

cofbdlizol 5 SRR I TRTY and 103 g L0, 015 Mol ) “of

Y[é’ﬂ@BTSGVﬁ{ge((aiaaﬂQﬁQhé&in suspensi on of 231 ngy (0.911

2-chloro trifluoronmethyl- phenoxy)-acetic
Crald118INi(Mr @88 A8 product Z2b) in 5 nl abs. THE and

Caﬁ%%@%@ H?séﬂéﬁ gfrjof Zr 10 minutes at RT. 180 ng

Fooaddmegi@hka(mm{) 1579259 (@enyl ] - net hyl - anmi ne and 0. 18
nmol )" of et g%;ll -di i sopropyl am ne were added

waﬁ@en{bﬁuﬁdcw! EOACMEBH Aensogrdeits Fmmagir 90:10:1)

~ evaporated down is vac. The residue was purified by
colum chromatography (silica gel, silica gel,

~di chl oronmet hane / MeOH / conc. aqueous amoni a

. 12%):2&2@1 ' Yi,@-@d 1501@%1 %)yggh%rl?y "2+ (% chioro-4-
AR P 1 sk (1
- 293ined (b8 dhetrhalihof TBWLIGH 129 mg (Oaamlemmol pon@iBa” were |
i 9 Hsp B 2O0FLIRVTN EETLEFROORLOISA a0
phenoxy)-acetic acid (intermediate product Z2b) in § 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 dowh i. vac. The residue was purified by column
chromatography (silica gel, silica gel, dichloromethane / MeQH / conc.
aqueous ammonia 85:15:1).
Yield: 150 mg (43 % of theory)
CazHzsClaFsN,O5 (M= 493.357)
Calc.: ‘Molpeak(M+H)": 403/485/497
Found: Molpeak (M+H)": 493/495/497 (Cl,)
Ry value: 0.416 (silica gel, dichloromethane / MeQH / conc. aqueous ammonia
90:10:1).




WO 200%10897B%anpl e 126: F 126) PCT/EP2003/011933
N-{3-chl oro-4-[2-(ethyl - pﬂggﬁl - am no) - et hoxy] - phenyl } -
2-(2-chloro-4- triflu oro yl - ph enoxy)-a ceta mide
The product was obtai ned according to general worKking
method V starting from0.422 g (0.616 mmol)

N-[ 3-chl or 0- 4- ( 2- oxo- et hoxy) - phenyl ] - 2- ( 2- chl or o-
4-trifluor t hyl - phenoxy) - acet am de (Z3d) and 0. 094
m. (0.739 @J\/%o thylaniline. Yield: 20 ng (6.2% of
theory) C25H2BC1 FSéég (M= 527.375) Calc.: nol peak
(MH": 525/ / 5289 pd>~rfolgeak (MH) ' :

525/ 527/ 529 (Cl2) Rf val ue: (Bilica gel, EtQAc)

_EExanPI 6}27: Cl OF F F efhyl” 24[2-(2-ch

F@PB-%& i f1 uoromet hyl - ph en oxy)-4d cetyl ani noJ - 5- ( 2-
T oG PR LR 2
triﬁ_u@J'mneiby!fpfmnqu)-emtgn'adb 567 mmol ) _ _

T};%'arc l_ug{)\gégbg)ga'_ifgl %hﬁ%ﬁgn%_ I?]%pa Wgrki%%er%ét%ogc\l/ gta iznng)
frémdd | ' ' o Z: .
T mmg%GZSgh?SQW%fbﬁI@r@ﬂ %%éﬁ%%si?ﬁzhlom

Yield: 1. 700 % of theor
4-gifgomrogtnylephenoxyinsicetaanide ngqmndsqgﬂam (=388 dnmol) N-
: (MH": 515/517 (C) WD 2004/ 039764 PCT/ EP20 0
et@%?’ﬁqg'gs 3 | |
Yield: 20 mg (6.2% of theory)
CasH23ClaF3N-O5 (M= 527.375)
~ Calc.: molpeak (M-H)": 525/527/529
Found: molpeak (M-H)": 525/527/529 (Cly)
Ry value: 0.94 (silica gel, EtOAc)

Example 127:

o]

T
b ﬁ
o0
o F

- ethyl 2-[2-(2-chloro-4-trifluoromethyl-phenoxy)-acetylamino}-5-(2-
diethylamino-ethoxy)-benzoate o | |
The product was obtained according,to generali 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
(Z25¢). :

- Yield: 1.700 g (92% of theory)
C24H2sCIF3N205 (M= 516,949)
Caic.: molpeak (M-H)": 515/517
Found: molpeak (M-H): 515/517 (Cl)




WO 29/0g®76¢al ue: 0.35 (silica gel, EtOQAc / MeCOH / POOYBP2003/011933
aqueous ammoni a 90:10:1). 156arrpl e 128: H OF F F

128)
2-[2-(2-chloro-4-trifluoromnethyl - phenoxy) - acet yl anm no]

TR Sl dinhastips
mmol) ethyl 2-[2-(2-ch loro-4-trifluoronethyl-

' Eg{;@ﬁ -%?_:netyl a mnoj-5-(2-
no- et hoxy) - benzoat e (Exanple 127) in 30 niL
EtC]—Iandthe i xture was stirred for 2 h at RT. The

& was acidified with 10 nL - aqueous HCl
eated with ultrasound for 30 nmin.. The
las filtered off, washed with vvater and
dried at 50 C vac.. Yield: 0.640 g: (75% of theory)

C22H24Cl F3N205 ( 8.895) Calc.: nolpeak (MH)-:
487/ 489 Found: (MH)-: 487/489 (Cl) Exanple

.~ 129: O No ~ of 129)7 &-(bi
| 138)@3?? f%cl’ﬂbﬂ?@l-)tn%dr@m@m%ﬁeﬂoi AR 1B-2-dieth lamino-

oxy) -phenyl]- acet'am de The prioduct "was  prepare
ethexorari#gic acigener al worki ng nethod 1 from

10 PRI NAOBD S ftsBb R tonaichop g (1741 mmo)
ethyiel-[p- (mcraaﬁb-g-tﬁﬁ%mfem ﬂéﬁéxy)%gﬁgﬂmﬁ@(z( M=

ISR lanin-etivoty ) bensoats Bk

¥ benzoate (Example 127) in 30 mL EtOH and the mixture
was stirred for 2 h at RT . The reaction mixture was acidified WIth 10 mL
aqueous HCI (1M) and treated with uitrasound for 30 min.. The prempﬂate
was filtered off, washed with water and dried at 50 °C i, vac..
Yield: 0.640 g (75% of theory)
Ca22H24CIF3N,O5 (M= 488.895)
Calc.: molpeak (M-H): 487/489

Found: molpeak (M-H): 487/489 (Cl)-

H
R¥stas

129) 2-(biphenyl-4-yloxy)-N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl}-
acetamide | '

The product was prepared according to general working method I from
(biphenyl-4-yloxy)-acetic acid and 3-chioro-4-(2-diethylamino-ethoxy)-

Example 129:

phenylamine.

Yield: 0.560 g (58% of theory)
CasH29CIN203 (M= 452.986)
Calc.: molpeak (M+H)": 453/455




WO 2W/@200s% 039764 PCT/ EP2003/ 011933 161 Found: Rol/ER20K3/011933
(‘MtH) +: 453/455(CI) Rf v Lé 0.76 (silica gel,
di chl oronmet hane / MeOH / )? | ohexane / conc. aqueous

amoni a 75:15:15:1). Exanple 130: G~ g | ~ 130a)
y Ly 4 phenoxy)-acetate 3.5 nL
Fo?%ﬁeh}?sr?e mur@ca%%ég%@@gol ution (1 M was added to a

Rfsaluat 006 @flicalgedMichléRradianen Me Gt iiglclohexane / conc.
4- br ono- 0 noxy) - acetate (Z26), 0.784 g
EQEJGOB@@W'?% {iﬂgagori c acid and 0.196 g (0.170
mmol ) tetrakis- triphenyl phosphine-palladiumin 65 nL
di oxane and the mi xture was refluxed for 4 h. The
Exnaeadeﬂaﬁ m xture was cooled to RT, evaporated down'i.
vac. ,, luted with water and exhaustlvel y extracted
/\N(\’E TRe conBi.ned org. phases. were washed
: s sodi um bi carbonat e, .water and
sat urat ed aq’heous d,, dried over sodium sul phate

and evaporated down™l . c. . Columm chromat ogr aphy
(silica gel, petroleumether/ EtOAc 3:1) vyielded the

i Cl4H13C104
139%/2%%(27(\1%)@}%l@&%gﬁ%@&&ﬁ@e&rzxé)ll 283  Found:

3.l pagueoustaddium 28t saujioR(1 MBiwas addesbto(asolutien of

1,850 (357 el B L b sael Pheapiaekiate €228, §.784 0
(6.880 Moﬁ@ﬂu}aﬂﬁ% d difb 1‘% n%go ‘1\’?@ n%ﬁgﬁ‘f'et*rék@- |

sol ution of

tnp(l'@n@flmhosphlmefpiﬂlladum inl 6®h'éndmye)neaaed m@ nmumawas nefwed

' O—|an t he mx s stirre

forgen. TRSreaclin AR (s WRsrooletL® AT veidnrraE ddin Vel
‘dilded difH wstér%nﬂhéxha\afswélyséméaé@ wﬁﬂOE't@'A@ THe combi h@d org.

~ precipitate was filtered off, washed th water and -

phasesewereywashrd wnth saturated aqueous sodium blcarbonate 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)
C14H3ClIOs (M= 280.710)
“Calc.: molpeak (M+H)": 281/283
Found: molpeak (M+H)": 281/283 (Cl)
R: 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-chioro-4-furan-2-yl-phenoxy)-acetate (130a) in 20 mL
abs. EtOH and the mixture was stirred for 16 h at RT. The reaction 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)

C1zHsClO4 (M= 252.656)




WO 20040397640. 630 g (93% of theory) Cl12HICLIOA (M- RBRERDE3I/011933
WD 2004/ 039764 PCT/ EP2003/ 933 162 Calc.: nol peak
(M Hy: 251/253 Found: nol pe (MH 251/253 (d) 130c)
N-[ 3-chl or o- 4- (2 di et hyl am no- et hoxy) - phenyl ] - 2- (2- chl

0 %gnoxy) acetam de The product was
Ceg?engoréeéc?y o d| n general working nethod | from 2-

Fc&]mkionmﬁp@akd%hi—)ﬂﬁﬂ@ﬁﬂe(ﬁ}d))xy) acetic acid (130b) and
3-chl oro-4-(2- diethyl am no-et hoxy) - phenyl am ne (Z1
b). Yield: 0.380 g (79% of theory) C24H260 2N204 (Me

| 13‘63?%{@%!&6‘-4‘«&2 -d1ERA %@@cﬁ%ﬂh@k@-gﬁg@]@g-ﬁﬁ[br%ﬁ%ifkﬁi-zyl-

ph@ADJ&yd aaﬁt@hl}%r omst hane / I\/le()—| 30:1). Exanple 131:

e bRl s pieaferded dw"ér@ﬂssa!)vvog@g%%theﬁéama

chieldcmmis byl pheFrsafit cetit e {1308) 8hdBLchioro-4-(2-
br ono- 2- ciﬁlﬁoro- henom)%) aceF?elte (Z26) (S

dféthylammst@waphmé@mme &)d: 0.730 g. (72% of

M= 296. 775 Caic.: I k
Y"%ﬁ/lﬁl)%éb gZ@#@égﬁ%ggﬁng mol peak %I\/HrH) I+C 29r7T?ZBSa(CI)
CoM:CHNIO;, (M—Gﬂ?(ggz ica gel, petroleumether / EtOAc

Cafcz %ﬁmﬂag (M"t"ﬂl ‘IHHERLY4B1 - phenoxy) - aceti ¢ aci d

e 130b from et hyl
FOFQS%PED% -th| oqﬁlﬂnztégyawﬁenoxy) acetate (131 a).
Rs value: 0.70 (Alox, dichloromethane / MeOH 30:1).

‘Example 131:

PASSS Y
! s/
131a) ethyl (2-chloro-4-thiophen-2-yl-phenoxy)-acetate
Prepared analogously to Example 130a from ethyl (4-bromo-2-chloro-
phenoxy)-acetate {Z26) and thlophene -2-boric acid.
Yield: 0.730 g (72% of theory) -
C14H13CIO3S (M= 296.775) .
Calc.: molpeak (M+H)": 297/289
Found: molpeak (M+H)": 297/299 (CI)
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 ethyt (2-chloro-4-thiophen-2-yi-
phenoxy}-acetate (131a).
Yield: 0.600 g (95% of theory}
C12HoCIO3S (M= 268.721)
Calc.: molpeak (M+H)*: 267/269




WO 200400397640. 600 g (95% of theory) Cl2HOCI 03S ( MPCT/EP2003/011933
268.721) Calc.: nol peak (MeH) +: 267/ 269 WO
2004/ 039764 PCT/ EP2003/ 011 163 Found: nol peak
(MrH) +: 267/269 (Cl) 131 c)

| 3: 102 gl l.afi no- et h - phenyl ] - 2- (2- chl

P TN AT El, " 0sy) o beia m ) U 6 The
product was prepared according to general working
nethod | from2- . .

13dR) Brl3-clerarbsfrdintbyigmingrethexylPhgrstl-2- (Zehiere-fathiappen-2-

- =4 (2- diethylam no-eth - phenyl ami
B ARCRLNEE0%110' 5 (B3%of theory) C2atbel 2N203S
Th(el\{lavogﬁﬁ.w‘i1@&6D>rekp@5tdel\;¢::F accmd?gd?fge@w.}rgﬁg/ méBbdd Srom 2-

- € +: ! v ;
chlg T PG 2 ARG aG PN SRR -chl oy Ariie
d'%ﬁ@i'fﬁ%ﬁg{%‘_&%@?%g@%%ﬁ&%@o -acetate Prepared
Yieldal dd 0ups(88% of thetosy)nedi at e product Z2a from et hyl

- -meth - 4- by h . Yield:
Cod b ORI 188 A8T 1) "t ri 3B OF (Ve 280, 128)
8l molnaah (Wpeky (Ate3/4289/ 291 Found: ol peak (MrH)
1 r). '

289/ 291 ( Q 1%?&
Fopndamploeals-(Bl-4rbt /4 p¥ERB XS} aceti ¢ aci d Prepared

R 380s° BRdatot RO & (1520). Vel
3.250 g (quant. vyield) o _ , '
Example 132:

] .

| N ”\r\o:@/

\/“\/\oj@/ °
132a) ethyl 2-(4~-bromo-2-methoxy-phenoxy)-acetate
Prepared analogously to Intermediate product Z2a from ethyl bromo-acetate
and 2-methoxy-4-bromophenol. B
Yield: 3.600 g (83% of theory)
C11H1BrO4 (M= 289.128)

‘Cale.: molpeak (M+H)*: 289/291
Found: molpeak (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)

CoHeBrO4 (M= 289.128)

Calc.: molpeak (M+H)": 261/263

Found: molpeak (M+H)": 261/263 (Br).




wo 26@tdgBrét (M= 289. 128) Cal c.: ol peak (MH)+ ZF&leH803/011933
Found: nol peak (MtH) +: 63. (Br). WD 2004/ 039764 :
PCT/ EP2003/ 011933 164 13 @%’
2- (4- br ono- 2- net hoxy- phenoxy) - N- [ 3- chl or o- 4- ( 2- di et hyl

132%%2?"?&&%@?6%'&%@@4 ed&%ée! 'E%gﬁ}' T, E‘bﬁ%@?ﬁi@ﬂa%’?or-gmoxy )
phén{ftacsiiBe 2- et hoxy- phenoxy) - aceti ¢ acid (132b) and

3-chl oro-4-(2- diethyl am no- et hoxy) - phenyl am ne
The)prodiied|was prepeedagcrodpgto @ﬁaafthor&m rpeshedi N@W((ﬂn:

bfﬁﬁ?ﬁﬁ%ﬁ%ﬁé&”%@g%5%%%@”*{9%%*‘%% e 55

didtisylamiro-etloxypphéhyaomet apg / MeOH 9:1).  Exanple
Yieid(@ﬂéﬂ]gq@ﬂ%pf?hqoaaronet hyl - phenoxy) - N-[ 3-chl oro-4-(2

ngﬂizsgf-@gda@m(% %%g%g%) phenyl ] -acet am de A sgspen3| on

Cam(moqarﬁaﬁqwmﬂ)ﬁmwmmle@hyl pheﬂoxyg henyl 1- ;

3-chlo am no-'et hoxy) - pheny acet am

0@“%@39'{?&?& (h"a’)l"i)arﬂﬁa‘ﬁfv/ nickel in 10 m.. MeOH
ey glfie catalyst was

Rfy@Pte g,qggga;%ﬁ [{ﬁﬂc"—?'ﬁ%raqegpy\%ap%rat ed down i. vac.

' Col um chromat ography (Al'ox, N, act. =111,

: rafli_igﬁ' di chl oronet hane / MeOH 49:1 --> 19: 1)
EXSmBI&ide’t he product. Yield: 0.180 g (69% of theory)

C21 H25C F3N303 (M= 450. 900)

T

133) 2-(2-amino-4-triﬂuoromethyl~phenoxy)-N~[3—ch|oro-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. II-II!,"gradient dichloromethane / MeOH 48:1 —
19:1) yielded the product. ' |
Yield: 0.180 g (69% of theory)
C21H2sCIFsN303 (M= 459,900)
Calc.: molpeak (M+H)"; 460/462
Found: molpeak (M+H)": 460/462 (Cl}
R value: 0.42 (Alox, dichioromethane / MeOH 19:1).

Example 134;




WO 208d/63g7640l peak (MHH) '@ 460/ 462 Found: nol peakpiviebRoos/o11933
460/ 462 (A) Rf value: 0.4 Al ox, dichl oronet hane /
McCH 19:1). Exanple 134: 2004/ 039764
PCT/ EP2003/ 011933 165 Oo0 1 q q~\H] 134a) ethyl

3, 2! - di chl oro-bi phenyl - 4-yl oxy) - acetate Prepared
Ja\ri“atﬁ Exangl e 130a from et hyl
(4- br ogo>2% >k > noxy) - acet ate (Z26) and
2-chl or ophenyl bori [ Yield: 1.070 g (97% of

t heory) Cl16H14C 20 25.194) Rf value: 0.58
(silica gel, petrole er /| EtOAc 3:1). 134b).

R AR ST 1 e
Pregaréd @Ha:b%@rsxy B Bhanyle %Owﬁr@%ﬁthﬂgﬂb&bmo(ﬁ@ﬁl@}o-
Yield: 0.900 §92% of theory) Cl4H10C1208 (M=

phegexyhagetais (€26) and gedioronhepylpose 208 299  Found:
yaroll 7/299 (Cl2) 134
Y“ﬁ@[ g%l%%#ﬁ I €t hyl am'( no- zat hox;:/g - phenyl ]1-2-(3, 2" -

CdHelll oM+ BRBIBY) 4-yl oxy) - acet ami de The product was
- Prepar cording t ener al rking method | from
Rf(‘@? Oe% @ﬁ!car@-bf?g@éf?z‘?fgﬂ- h%ﬂfoé}&ﬁ%@gﬂ-i c acid (134b)
and 3-chl oro-4-(2-di et hyl am no- et hoxy)-phenyl am ne
(Z1b). Yield: 0.250 g (48% of theory) C26H27C13N203
13@M:-(F21digejo-biphenyit-4-yloxy)-acetic acid

Prepared analogously to Example 130b from ethyl (3,2'-dichloro-biphenyl-4-
yloxy)-acetate (134a). |

Yield: 0.900 g (92% of theory)

C14H1oClo03 (M= 297.140)

Calc.: molpeak (M-H)": 295/297/299

Found: molpeak (M-H)" 295/297/299 (Clz)

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'-
' dichIoro-bipheny!-4-yloxy)?écetic acid (134b) and 3-chloro-4-(2-diethylamino-
- ethoxy)-phenylamine (Z1b), | : |
Yield: 0.250 g (48% of theory)
Ca26H27CIsN20O3 (M= 521.876)
- Calc.: molpeak (M+H)": 521/523/525/527
- Found: molpeak (M+H)": 521/523/525/527 (Cls)
Ry value: 0.85 (Alox, dichloromethane / MeOH 30:1).

Example 135:




| peak (M+H)': 521/523/525/527 Found £2K/011033
woz%ﬁgmﬁgw 523/ 525/ 527 (CI3) Rf val ue: O.65 (%919,}59 :

di chl oronet hane / MeOH 30:166 Exanple 135: WD
2004/ 039764 PCT/ EP2003/011933 166 \ O C J'~ O 135a)
eth I (3,4 -dichloro-biphenyl -4-yl oxy) -acetate
“Pr e al egousl y t o Exanpl e 130a from et hyl
(/IJ bro hﬁqr/@ enoxy) - acetate (Z26) and
4- chl orophen‘yl bor i

id. Yield: 0.430 g (68% of
theory) Cl6H14C120 25.194) Rf value: 0.62
(silica gel, petroleum

/ EtQAc 3:1). 135b)

A e DR iy 2 ¢ Frepared

Prepafty Slideiisy HESSRNe froanamatngiatfades ERo-
pmﬁxsl etélel (Z26) and dectiorobhehyIbo@95¢id97/ 299  Foun
Yéjetsla! ¢ dectiorohieh ¢ig97/ d:
Y'Rl-d %ﬁlé(@%‘){ﬁ%&?ﬂ?ﬁz%{ g?ngnc()gef?ﬁoisf(:)phenyl] 2-(3,4' -
19H%@|2Qj30(|\}p-l-g§§3 z} 4-yl oxy) - acet am de The product was

prepar ed accor to general working nethod I from

- Ry(value: .68 hicargsl pefraelym-ethsn /dxtQAcRd).i ¢ aci d (135b)
~and 3-chl oro-4-(2-diethylam no- ethoxy)-phenyl am ne
(ZIb). Yield: 0.280 g (60% of theory) C26H27C13N203

1360 (S8 1digHBIo-Ephenyl- 4B oxgRkcéthdradid - 521/ 523/ 525/ 527
Prepared analogously to Example 130b from ethyl (3,4'-dichioro- blphenyi -4-
| yloxy)-acetate (135a).

Yield: 0.299 g (76% of theory)

C14H10C1205 (M= 297.140)

Calc.: molpeak (M-H)": 295/297/299

Found: molpeak (M-H)‘: 285/297/299 (Cl,) -

135¢) N-[3—ch!oro-.4-(2-dieth-ylamino-ethoxy)-phenyl]-z-(S,4'-d-ich|oro-biphenyl~
4-yloxy)-acetamide

The product was prepared according to general wdrking method | from (3 4'-
dichloro- blphenyl-4 yloxy)-acetic amd (135b) and 3-chloro-4-(2- dlethylam:no-
ethoxy) phenylamine (Z1b).

Yield: 0.280 g (60% of theory)

C23H27C|3N203 (M= 521.876)

Calc.: molpeak (M+H)": 521/523/525/527

Found: molpeak (M+H)": 521/523/525/527 (Cla)

R value: 0.48 {Alox, dichloromethane / MeOH 50:1).

Example 136;




WO Zeousogd7e4rol peak (MrH)': 521/ 523/ 525/ 527 (Cl3) RPCWEP293/011833
0. 48 (Al ox, dichloronethan MeOH 50:1). Exanple
136: WD 2004/ 039764 PCT/ EPZ2003/011933 167 J d N~O o

H/ \N 136a) et hyl
ro 4- pyr| d| n- 3-yl - phenoxy) - acet at e Prepared

/Qj’al ogo e 130a from et hyl
(4- br caro=22 - noxy) - acetate (Z26) and

yrldlne3bor|c a eld: 0.420 g (58 % of theory)
C16H14CI NO3 (M= 291. 737) vaI ue: 0.45 (silica gel,
petrol eum ether 1 Et OAC 136b)

- t d 250
1960 SEYP g iR ey ﬁﬂ@ﬁ%é@%@%héeé“’lo 2
Prepbred malogo&[yﬂf&DEx@nblbl ﬁ?:tlrl]a feoraleth @ t(sdromo-2-chioro-
oro-4 3-yl - phénoxy).-acetate in 40 nL
pl}_ﬂggx% &éab Qrﬁyﬂé‘ @'gﬁgcég'prred for I h at RT.
eqr was acidified with aqueous HC
YI%’%'R/D@? E)gl—?{%f%taﬁé’)prem pitate was filtered of f and
Crakl sl Oni(MF 2@1t.837) Yiel d: 0.269 g (74 % of theory)

SIS P RIS 59 o

N-[ 3-chl or o- 4- (2 di et hyl am no- et hoxy) - phenyl ] - 2- (2- chl
~ oro-4-pyridin-3-yl- phenoxy)-acetanm de The product was

- 136b¢ parkleradduridimg-v-ehgeman@cetio ericthg net hod | from (2
268 880 el B B8 bR, BRI oo
g (1371 mmol) ethyl (2-chloro-4-pyridin-3-yl-phenoxy)-acetate in 40 mL abs.
EtOH and the mixture was stirred for 1 h at RT. The reaction mixture 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)
C13H10CINO3 (M= 263.683) . -
Calc.: molpeak {M+Na)": 264/266
Found: molpeak (M+Na)*; 264/266 (Cls)

1360) N-[3- ch!or0-4 -(2- dlethylamlno-ethoxy) phenyi]-2-(2-chloro- 4-pyrid|n-3-yl-
phenoxy)-acetamlde

The product was prepared according to general working method | from (2-
chloro-4-pyridin-3-yl-phenoxy)-acetic acid (136b) and 3-chloro-4-(2-
die’thyiamino—ethoxy)—phenylamihe (Z1b).

Yield: 0.328 g (75% of theory)

C25H27CIN3O3 (M= 488.418)

Calc.: molpeak (M+H)": 488/490/492

Found: molpeak (M+H)": 488/480/492 (Cl;)

R value: 0.47 (Alox, dichloromethane / MeOH 30:1).




- wo 20osdsdred0. 328 g (75% of theory) C25H27C12N3C8 KdvP2003/011933
488. 418) Cal c.: nol peak (I\/H-|—|)+ 488/ 490/ 492 Found:
nol peak (M+-H) +: 488/ 490/ 4958 (C2) Rf value: 0.47
(Al ox, dichioromethane / MeOH 30:1). WD 2004/ 039764
Pcm“l'/ EP§203/ 011933 168 Exanple 137: \ HO I \ G /I
a) (4'-chloro-biphenyl -4-yl oxy)-acetic acid

TFA was added to a solution of 0.750 g (2.000
I) bug | (4" - chloro-biphenyl -4-yl oxy)-acetate
20 I et hane and the m xture was stirred

for 16 h at gaction m xture was evapor at ed
down i. vac. and di ed with 1 M agqueous NaCH and
Et OAc. The precipitate was filtered off and dried at

! t ield
1399)4&1?%0‘&‘%‘5[%%%? 05@} éaancga@:eu%l peglke( I\/Z -

1,961/ T8 wasoa;md o pedation o 50 gz(ammsmnomt) 9erttt‘a.'ftbb -

chértg ﬁfpéfgy?}:y ~4- ‘JJ‘{J)M hen@e lﬂ%&) B{LO%;SBH%QE{?% Eg‘dqge AR
waaGtigiedi f5 16 O SERle aEKoM ﬂ?:ﬂ@?@%sbvﬁag@r@técﬁdgwn i. vac.

chl or o- bi phenyl - 4-yl oxy) -acetic acid (137
andf#ﬂui@é#w@ A-N iageays Nagfﬂaaw &Ohes. The repipi tqzmas@f Keteds

oftShd dHRY s CONRES N2O2 (MF 434, 970)
Yield: 0.522 g (quant. yield) |
C14H11ClO3 (M= 262.695)

Calc.: molpeak (M-H): 261/263

Found: molpeak (M-H)": 261/263 (Cl)

137b) 2-(4'-chloro-biphenyi-4-yloxy)}-N-(4-piperidin-1-yimethyi-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)
" C26H27CIN2O2 (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:
Ay 0 c
) GD\QJI\/C‘ O

138a) ethyl (3-chioro-4-fluoro-biphenyl-4-yloxy)-acetate




wo 26648976470l peak (MrH)': 435/ 437 Found: nol peakpdhtdooso11933
435/ 437 (Cl) Rf value: 0.40 (silica gel,
di chl oromet hane / MeOH 9: 11)6.9 Exanple 138: 0J G v
"H' v I F 138a) ethyl

e S, i A e R
pranekpaRisit (oo Rl CIBRehy B LY

chl-oro- phenoxy)-acetate (Z26) and
Ylaldfo@@ﬂ@(ﬁ‘l%pfbmond acid. Yield: 0.850 g (81 % of

03 (M= 308.740) Calc.: nolpeak
C’? g*ye’ Q&%Aﬂo ounél mol peak %I\/Hrl—l)': 309/3F1)1 (d)

(ﬁﬂﬂ.'ﬁ)(*sg(jg/gm gel, petroleumether EtOAc 3:1).
138b | or'o-4' -fl uoro- bi phenyl - 4-yl oxy) -acetic

Foaai:id [lﬂ@zkr(éfb'*'b)na'ﬂ}%%h‘s@])to Exanpl e 130b from et hyl

ReVRLE0 % 8 g Aot By OB b o Trce ™ e
280.685) Calc.: nol peak (MHy 279/.281 Found:
nmol peak (M H)-: 279/281 (C) 138c)
138p) &@mip@r@'%@mmwmwa@@mw pheny! ] - 2- (3- chl
e B A AR AT R e

blphmlbxbd-yloﬂyb-anet(a& (138a). ,

L. chlorgo-4'-fl| uoro-bi phenyl -4-yl oxy)-acetic acid (I 38b)
Y'éaoé)é-ggiﬂ @%gﬁ Q{@’ED")& et hyl am no- et hoxy) - phenyl ani ne
Co{HACPOs (M= 280.685)

Calc.: molpeak (M-H): 279/281

Found: molpeak (M-H)": 279/281 (Cl)

- 138c) N-[3-chIorb-4-(2-diethylamin’o-ethoxy)?phenyl]-2-(3-chloro-4'-ﬂuoro-
biphenyl-4-yloxy)-acetamide |
The product was prepared according to general working method | from (3-
chIoro~4‘-ﬂuoro-biphenyt-4-ylo$<y)-acetic acid (138b} and 3-chioro-4-(2-
diethylamino-ethoxy)-phenylamine (Z1b).
Yield: 0.440 g (87% of theory)
Ca26H27ClFN20O3 (M= 505.421)
Calc.: molpeak (M+H)": 505/507/509 _
Found: molpeak (M+H)": 505/507/509 (Cly)
R¢ value: 0.46 (Alox, dichloromethane / MeOH 50:1).

Example 139;

ﬁk@

139a) ethyl (2-bromo-4-trifluoromethyl-phenoxy)-acetate

/\/\/0




woz\éb@b:!%'rsfp 440 g (87% of theory) C26H270 2FN203p¢tEP2003/011933
05.421) Calc.: nol peak (Mt : 505/507/509 Found:
m)l peak (MtH) ' 505/ 507/ 50/q i 2) Rf value: 0.46
(Al ox, dichl oronet hane / McOH 50: 1). Exanple 139: a

Br E F 13 hyl ]
A Bbluipp b 2659 5¥(n¥999rfaw2 B dstiuematayigghenct and
1 3@% 93 %@ﬂmB%tlEﬁ%QQﬁ/ooécJe‘?éﬁ in Q@Qnﬁl-ﬁﬁhgrbh@é‘ wak s%rr@ﬁ@or

henol and

a& -brono-4-tri uor onet
5 B 24 133CC1 Tha scastiam matdurpwas GlieuetE OAm 206 the org.

Pl Vet i Sl Blec alifls SR pieeRpgrRe sl

sat@sielagdddusVRAEY, drlédfcﬁéﬁﬁ'té@néﬁu&ﬂslﬂpﬁ@l@lanﬁ evaporated
bi carbonate and saturated aqueous NaC , d ov

dowyh¥a urkrAumprairemateoraniy (ilisecae!, aradient | dlcpigromeihane /

hr gel , gradient

M%@%ﬁmgmﬂha %Iagﬁéﬁﬁ%ﬁg -+ 19: 1) yielded the
Yipido@18tX g (8%l thehr@p g (78% of theory) Cl1Hf oBr F303
A 327, 1 l.c.: nol peak (MtH)': 327/329 Found:
C1ﬁ§tﬂﬁé§k0%ﬁ%ﬁ%|)?’2%§§)/ 329 (Br) Rf value: 0.85 (silica
C4igt mabed MHaTp! Banebg 1390) |

(2- br ono- 4 tri fI uororreth phenoxy) -acetic acid
Faangpenoteakr{Mdd)ous2%/329 (éﬁanpl e 130b from et hyl

RYRLE B Galso g3 6B ibang) "ot ber Faca( v 290. 06)

139b) (2-b'romo-4-trif|uoromethyl;phenoxy)-acetic acid

Prepared analogously to Example 130b from ethyl (2-bromo-4-trifluoromethyl-
phenoxy)-acetate (139a).

Yield: 2.150 g (84% of theory)

CoHsBrF303 (M= 299.046)

Calc.: molpeak (M-H): 297/299

Found: molpeak (M-H): 297/299 (Br)

Ry value: 0.35 (silica gel, dichloromethane / MeOH 49:1).

1390) 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!-phenoky)-acetic acid (139b) and 3-chioro-4-(2-
d1ethylamino-ethoxy)-phénylamine (Z1b).
Yield: 0.450 g (86% of theory)
C21HzBrClIF3N203 (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 $:1).




wo Jopk/Bagres0l peak (M H': 297/299 Found: nol peak ptMeFbods/o11933
297/299 (Br) Rf val ue 0. 35 (S|I|ca gel ,
di chl or onet hane / MeOH 49: 151 139c)
2-(2-brono-4-trifluoronethyl -phenoxy)-N-[3-chloro-4-(2
-di et hy] am no- ethoxy)-ph enyl]-acetam de The product
Emplﬁr red according to general working nethod I
brom) 4-trifluoromethyl - phenoxy)-acetic acid

(i“ 39 chloro4(2-
m%\«e - phenyl am ne (Z1 b). Yield: 0.450

g (86% of theor 1H23Br G F3N2O8 (M= 523. 781)

Cal c.: rmol peak (M+H]': 523/525/527 Found: nol peak

(MH—I)' : 523/525/527 (BrCl) Rf value: 0.45 (silica gel,
1¢ﬁa)h|| @-chterdvamitre-bReEy)-pyrglidingd 2004/ 039764

O 011933 ., 171 I 0. I ~ oo
145097457 e etassite BT MES 599! o meiuln b7 400
(279454531@ o} mﬁbm@mﬂw c@cmgmanmmn@@eadéﬁ@l ah@ 500 mL
solutlo 7.400 29.543 mol ) of
wroln_mnﬁqmo | L mcetanithienarc thesmixtureoyas tirred
-fm% itrile and
fof ﬁé hﬁ‘%ﬁ? ure %/a'{gélét oﬂ@g%&"éf%éb %E‘R% nﬂ%}cp{iﬁ e reaction
dlmmtomahms filtdred eddwné filtratDevdpordiedhdawmn ne/taban‘e'he residue

ered a the filtrate evaporated down
%‘t“ﬁaéipdﬁe@t% “?%F?%Qn BSe wagwrgehed Wgh mﬁer HH%@ OVhs
5@5@ e
apor at edﬁhdé%ﬁﬁ.e\fégb%qe&’#ﬁ@n& ude ?ng&&%?’é \%ﬁ@ﬁbg@g
usied in ize nextreaction sep withaut wny hathergnyifitatiorher
. i..fj.cation. | d:, 6.100 86% of th ClL 1
Y'EIUP%EI1IWW¥EE@ bl) Calgc( n%?peake?lrw{%—b' :
- CAAHOINGO, (M= 240.691) '
Calc.: molpeak (M+H)": 241/243
Found: molpeak (M+H)": 241/243 (Cl)
Ry value: 0.38 (silica gel, petroleum ether / EtOAc 2:1).

140b) 3-chloro-4-pyrrolidin-1 -ylmethyl-phenylamihé

A suspension of 1.00 g (4.155 mmol) 1-(2-chloro-4-nitro-be‘nzyl)-pyfroiidine :
(140a) and 100 mg Raney nickel in 30 mi. MeOH were hydrogenated at RT
and 10 psi. The catalyst was filtered off and the filtrate evaporated downi.
vac. .

Yield: 0.840 g (96% of theory)

C11H1sCIN2 (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.

agueous ammonia 75:15:15:1).

140¢) N-(3-chloro-4-pyrrolidin-1-yimethyl-phenyi)-2-(2-chloro-4-triftuoromethyl-

- phenoxy)-acetamide




wo 2bewesdzeaol peak (MrH)': 241/243 (d) R val ue: ©cBEP2003/011933
(silica gel, petroleum et %/ Et OAc 2:1). 140b)
3-chl or o- 4- pyrrol i di n-1-yl hyl - phenyl anmi ne A
suspension of 1.00 g (4.155 mmol)

TR RS SR oRTORY tﬁ@“@b@@'wﬁkﬁﬁﬂvé%@im@@

chiroHLiriflabebradgthpisphentikg)- Qaétﬁi ¥§iH (F26) dnd Bashistoof-pyrediitiin-
the filtrate evaporated down i. ~vac. . Yi eId 0.840 g

1ylg@£mdfphaﬁwlarwe (640 51 N2 (M=210. 709) Cal c.: ol peak
o d: I k (MeH) + 211/213 (O

Y'é#‘kr 31689&8%{/2? %%%ga ggF pg?chl(orgbrret hane / I\/E(O-I}

ngmgojnjllgx@og(m -ceIFc2sg)aqueous anmoni a 75:15:15:1).

Ca‘lP(HlQilPﬂ?Qﬁ@ﬁﬂ'lbyMUM%/Aﬁjl yl met hyl - phenyl ) - 2- (2- chl or
#h acet am de WD 2004/ 039764
FO% E@%@ﬁp M@BBXAT{%%Q?)W%MUM was prepared
Rraaiue: di m(ﬁlmamemdhlomméthage rEtOAd /IMEé@HMdpRE. aqueous
chloro-4-trifl uoronethyl-phenoxy)-acetic acid (Z2b)
ampanie- 3N 69624 %y rrol i di n- 1:yl net hyl - phenyl ami ne
(140b). Yield: 0.360 g (51 % of theory)
C20Hf 9C12F3N202 (M= 447.288) Calc.: nol peak (M-H)
447/ 449/ 451 Found: nol peak (MtH)'': 447/ 449/ 451 (CI 2)
Hg 0.58 (silica gel, dichloronethane / EtQAc /
Mdonc aqueous anmoni a 350: 75 75:10). Exanple -
141: |/ F F

"A‘"N\@k I @Y

141a) N,N,N‘-trlmethyl_-N’-(4-n|tro-phenyi)-ethane-1 ,2-diamine

3.600 g.(25.514 mmol) 1-fluoro-4-nitrobenzene and 8.00 mL (62.948 mmol)
N,N,N'-trimethyl-ethylene-1,2-diamine were stirred for 1 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. yieid)

C11H17NsQ2 (M= 223.277)

Calc.: molpeak (M+H)": 224

Found: molpeak (M+H)": 224

R: value; 0.32 (silica gel, EtOAc / EtOH / conc. agueous ammonia 50:10:1).

141 b) N-(2-dimeth:ylamino-ethy!)-N-.-methy!benzene-1 A-diamine
A suspension of 5.770 g (25.842 mmol), N,N'-trimethyl-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 immediatély.
Yield: 3.162 g {63% of theory)




wo 2bédiozayedN, N, N -trinet hyl - N - (4-ni tro-phenyl) - et bgner2003/011933

1,2-diamne 3.600 g (25. 51%§?nol) 1
“f1 uor o- 4- ni t robenzene and ® 00 L (62.948 mmol )

N, N, N -trinethyl -ethyl ene-1, 2-di ami ne were stirred for
) then cooled to RT. The reaction
Cﬂﬁﬁﬂﬁrm%%?s ted with water and exhaustively
extract ed with ether. The conbi ned org. phases vvere
ied over sodium sul phate and evaporated down

14\715& 2-(2-oplerpef-triflugromethynbenoxyiNs{44)(2- d@mmmzotemlyl)
b k (MrH) +: 224 Found: nol peak
+: value: "0.32 (silica gel, EtOAc / EtCH /
m%ﬁ‘_@%ﬁo& fﬁ@hﬁl} acP@nﬂﬁg
lemdughuwp&mmﬂaab@orﬂmgﬁﬁ deneral Midrkimg method | from (2~
ch%r&%%@ﬂs%q?ﬁtg;? oeppgetg la%:gtgc %qtgqme%]nzf Rle(21dn4ne?hﬁénmlnn%-
- yl ) - ethane-1, 2-di am ne
etlﬁiﬁfﬁhé&%égﬁggéh 4? Pégww Et OH was hydr ogenat ed
Yleldr 041 19 h(H% Bt)thwry) The cat al yst was filtered off and
e e ted down i. vac.. The crude
' %?S{Fdh}ﬁggéﬁ“' %ﬁ@? reacted i nmredi at el y. Yield: 3.162
Caﬂc( &k (]Wﬁqy)ry430m2004/ 039764 PCT/ EP2003/ 011933

173 O 1H 9N3 (MF 1943, 294) 141 c)
FopngdpmetneskdMiH)ri 430432 (1 hy | - phenoxy) - N-{ 4- [ ( 2- di met h

R By Rl A oS g

Somex:fipd t from (2-
chloro-4-trifluor omet hyl - phenoxy) -acetic aci d (Z2b)

and N-(2-di net hyl am no-

et hyl ) - N- net hyl benzene- 1, 4-di ani ne (141 b) Yi el d:

~0.110 g (37% of theory) C20H23ClI F3AN8Q2 (M= 429. 873)
Exenipte 14Bpl peak (MrH) +: 430/ 432 Found: nol peak (MtH) +:

430J 432 (d) ' '

QJ\/@Y

142a) N-(2-dimethylamino-ethyl)-N-(4-nitro-phenyl)-acetamide

- A solution of 50 g (0.239 mol) N,N-dimethy!-N’-@—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
f. vac. .
Yieid: 58.36 g (97 % of theory)
Ci2H7N303 (M= 251.288)
Calc.: molpeak (M+H)": 252

- Found: molpeak (M+H)": 252
Ry value: 0.55 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
80:10:1).




WO 2004/ 8fe: 0. 37 (silica gel, dichloronmethane / ®EUEP2003/011933
conc. aqueous ammoni a 90:11-,04 1). Exanple 142: ay N O

F F 142a)

N- (2-di net hyl ari no-ethyl)-N-(4-nitro-phenyl)-acetan de
A solution of 50 g (0.239 nol)

N, N-di met hyl - N - (4-nitro-phenyl)-ethane-1, 2- di am ne

142@)%@ amimehewihNﬁiwlmmlmethyMcﬁMﬁe5 h at

Prapeieaariaipdsty B, Bt erpet i e e thvamine-
et!ﬁsﬂ)sNOkuenmagspr@hlyp,%&g/rﬁﬂdg prdozgcted with EtOAc, the

nmbi ned or% hases vvere driéd over sodium sul phat e
Yf@'ﬁd5@\5§|® /e@fmﬁy) i. vac. . Yield: 58.36 g (97% of

~.Lhear %) mal 3 (M= 251.288) Calc.: nolpeak
CT@%&E’?:(%%EFE@% d: nol peak (MtH)+: 252 Rf value: 0.55
Cdist h‘lodpieﬁe(M+M) chboronmet hane / MeOH / conc. aqueous

WO 2004/ 039764 PCT/ EP2003/ 011933
Foyng: T@E%?Pk Wit 522

| ] .
R Ral O R Y ol YT £ 8o HeuegBp Ffre
90:4Q21 )i et hyl ami no-
et hyl)-N-(4-nitro-phenyl)-acetam de) (142a). Yield:
50.66 g (99% of theory) C12H19N30 (M= 221. 305)

14@? 9-{4- [%étﬂeekd|H@nmamun@&hyt)ié%ﬁ&]-pﬁ@h@eﬁ‘izfd}%ﬂb 4
triftuoromethyl-phenoxy)-acetamide
The product was prepared according to general working method | from (2-
chloro-4-triftuoromethyl-phenoxy)-acetic acid (Z2b) and N-(4-amino-phenyl)-
N-(2-dimethylamino-ethyl}-acetamide (142b).
Yield: 0.200 g (64% of theory)
C21H23ClIF3N3 O3 (M= 457.884)
Calc.: molpeak (M+H)": 458/460

* Found: molpeak (M+H)*: 458/460 (Cl) -
Ry value: 0.64 (Alox, dichioromethane / MeOH 19:1).

Example 143:

T &

143) N-[2-chIoro~4-(2-d:ethylammo~ethoxy)-phenyl]-2~(2-chIoro¥4-
triﬂuoromethy!-phenoxy)-acetamide | o
0.141 mL (1.080 mmol) chioroformic acid-isopropylester was added dropwise
at -10 °C to a solution of 0.254 g (0.982 mmol) (2-chloro-4-trifluoromethyi-

| phenoxy)-acetic acid (Z2b) and 0.119 mL (1.080 mmol) N-methylmorpholine
in 20 mL abs. THF and the mixture was stirred for a further 10 min.. 0.250 g




WO 2884/08af84e: 0. 50 (silica gel di chI or onet hane / MNETEP003/011933
conc. aqueous ammoni a 142c)
N-{4-[acetyl - (2-di net hyl ar?l no- et hyl ') - am no] - phenyl } - 2-
(2-chloro-4- trifluoronethyl-phenoxy)-acetam de The

(1 @gﬁ ﬁﬂ@b,)‘??fg%ﬁ%ﬂ?%tﬁ%%%%&dx?z)-%ﬁ@ﬁ{fléhir‘f@(297'59 was
addbﬁoi’rmmmturEMamthsmiﬂmy It-Ipaicl©anyl-ther evaporated d@an). vac.

d N (4- i - ph | ) - ] )
WS whs AT e Elehys phase was exbavstivaly extagipd with
i Oend i e AN brg GHERZAGIF2aeA <0y Fo)
K (Mt 460 Found: nol peak (M+H) " :
su%@l@.@fap@ra)ted Rﬁwmal YRS anctsme(msl@iwe irienl withoetbehahe /-

| pr%‘%t%%%fﬁﬁg@ﬁ@ﬁ?ﬁ i wiferans @f?%wew I-2-(2-chl

Y,@aoeéﬂotg"mslwgfm@myl ph enoxy)-acetamide 0.141 nL
O mmol ) chloroform c acid-isopropyl ester was

Czﬂdzﬂ@&Fsz@MMeWQﬁ 300 Cto a solution of 0.254 g

trifluoronethyl-

Ca cge'ﬁ‘g’&é)gﬁ&ﬁ)c ﬁg/‘géf%g) and 0.119 nlL (1.080 rmol)
Fobhdﬂhbweai&r p‘:jdﬂ)f nﬁ’9/48ﬂh/@83 (Cl;pbs. THE and the mixture

r of further 10 m n, 50 g WO
R Ya98) gAML DS OH 28101 031 ol )
. 2-chl oro-4-(2- d| et hyl am no- et hoxy) - phenyl am ne (ZZ?b)
was added, the m xture was stirred for 1 h at RT and
t hen evaporated down i. vac. Witer was added and the

a%ﬁ?og? phase was exhaustively extracted with
%'net hane. The conbined org. phases were dried -

of2 um sul phate, evaporated down i. vac. and the
e|d rred wijt h ether. The preci pitate was
fllter vv|th et her and drledlnaH\/

144) 2-(2_-chIoro-4~tnfluoromethy!-phenoxy)-N-[4-(2—dimethylamino-
acetylamino)-phenyl]-acetamide
Prepared analogously to Example 143 starting from (2-chloro-4-
triflucromethyl- phenoxy)-acetlc acid (Z2b) and N- (4—am|no~phenyl) -2-
d:methyfammo-acetam:de
Yield: 0.270 g (64% of theory)
C19H1sCIFaN303 (M= 429.830)
Calc.: molpeak (M+H)": 430/432
Found: moipeak (M+H)": 430/432 (Cl)
R¢ value: 0.82 (Alox, dichloromethane / MeOH 39:1).

Example 145:




wo 2004g307640. 210 g (45% of theory) = C21 H23C12F3NZQS/EMAR03/011933
479.330) Calc.: nol peak %% 479/ 481/ 483 Found:
nol peak (M+H) ": 479/ 481/ 4 (d 2) Rf val ue: 0.67
(AI ox di chl oronet hane / MeOH 39:1). Exanple 144: N F

144)
4 trlfluoromsthyl phenoxy) - N-[ 4- (2- di et hy
éam no- la m{ n o)-phenyl]-aceta nide Prepared
anal ogo e 143 starting from (2-chloro-4-
trifl uororret hyI /¥-acetic acid (Z2b) and
N-(4- am no phenyl ) -2+ d| met hyl am no-acet am de. Yield:
0. 270 64% of theo C191-119C1173N303 ( M=

1448p M{Qsﬂ)!oroefb-llbﬁ 5efilh mpy(rm-m)yl)-eﬂn:BW]AEEnyF}cR;(%chloro-4-
TR Yl RP AR EERETS0: 1) . Example 145 VO
A SA0ddrOG0 064 SPET0.BE2 0tiRo 1) bl BB - (2L ma e BSXY)-8-cBidroF
phﬁpylfﬁdﬁmkaoﬂ -riflupmraethyHghensgyraceiamide {328a)and $Q.6rd-
(O.Enﬁg}énrﬁ Qéf%pl%%o?H&%@é bdj% %"g@ﬁﬁm%be@%% ir84 $6r%3h at
80 R ahd thebrevapordtbo xipivnd: edt.r@elumn chromatography (Alox,
neutral, act. li-lll, gradient dichloromethane / MeOH 20:0 — 19:1) yielded the
product. o
Yield: 85 mg (60% of theory)

- Cz1H19ClaFaN203 (M= 475.298)
Calc.: molpeak (M+H)": 475/477/479
Found: molpeak (M+H)": 475/477/478 (Cly)
Ry value: 0.35 (Alox, dichloromethane / MeOH 19:1).

Example 146:

) a
N/\/O\©\ 0 o
‘\/O\’p ; NJ\/"
Q : F
F

148) ethyi 1-(2~{2-chloro-4 -[2-(2-chloro-4-trifluoromethyl-phenoxy)-
acety!amino]-phenoxy}-.ethyl)'—piperidine—4—carboxy|éte

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)

CasH27CloF 3sN2Os (M= 563.408)

Calc.: molpeak (M+H)": 563/565/567

Found: molpeak (M+H)": 563/565/567 (Cls)

Rr value: 0.52 (silica gel, dichloromethane / MeOH 9:1).




WO 20i3e13gTdd--2- (2- chl oro- 4-t r i f1 uoronet hyl - phenoxy )rRGitEF2003/011933
de (Z28b) and 30.6 pL 1? 0O mol ) 2,5-dihydro-1
H pyrrole in 2 nL Hunig base was stirred for 3h at 80
C and then evaporated down i, vac. . Columm
chromat ography (Al ox, neutral, act. Il1-111, gradient
di chl oronethane / MeOH 20:0 -+ 19:1) yielded the
product. Yield: 85 ng (60% of theory) C21H19C12F3N203
£ é 72 298) Calc.: nol peak (M+H)+: 475/ 477/ 479
X 1400l peak. (MFH) *: 475/ 477/ 479 (O 2) Rf val ue:
0,35 (Al ox, dichloronethane / MeOH 19:1). Exanple
46: a ~IJN"*"~6 OGII " O/ F F F 146) ethyl
(2- {2 chloﬂo 4-[2-(2-chloro-4-trifluoronethyl -phenox
=§ noJ - phengxy}-ethyl)-piperid
|m carbo te Prepaled anal ogously to Exanple 145
‘starting fro 4-1( 2- no- et hoxy) - 3-
chl oro- phenyl] 2 (2-c -trifluoronethyl - phenoxy) -
acetam de (Z28b) and et ¥y plperldlne 4- car boxyl at e.

T ML TGRSO
oo ALy REAL BTN LSy fpund v, >
Prafoéd 6RAIGOUSICT BR20q8¢ 025383 1ingd Trom Bjdn(a- Imomtﬂethoxy) 3-
chloro-phenyl]—2-(2~chIoro-4~tnf|uoromethyl-phenoxy)-acetamlde (Z28b) and
tert-butyl pyrrolidin-3-yl-carbaminate.

Yield: 230 mg (95% of theory)

C2sHapClaF 3N3Os (M= 592.447)

Calc.: molpeak (M+H)": 592/594/596

'Found: molpeak (M+H)*: 592/594/596 (Cl,)

Ry value: 0.55 (silica gel, dichlorcimethahe / MeOH 18:1).

Example 148:

\CUJ\/\C%

148) N-{4-[2- (3-amino- pyrrolidin- 1-yl}-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-chl0rb-4-triﬂuoromethy!-phenoxy)-
acetylamino]-phenoxy}-ethyl)-pyrrolidin-3-yl]-carbaminate (Example 147)in 2
ml. dichloromethane and the mixture was stirred for 16 h. The reaction
mixture was evaporated down-i. vac. and the residue triturated with ether.




wo 20b4/@s7ed \' O 1 '\ OG H (vl /Il O/ N ( F F 1AF)EP2003/011933
tert-butyl
[1-(2-{2-chloro-4-[2-(2- cht’& o- 4- trifluoronethyl - pheno

Xy)- a cetyl a mi n o]-ph en oxy}-ethyl)-pyrro | i

T el S FREI T 3SR i, S8 T st @ oM e

prédli@ imaspdtstaiel-ak the-teruerdbdetat|sattr omet hyl - phenoxy) -
acet am de (ZZSb% and tert-butyl
Y*Q‘&’r? mg (243 @f the@pani nate. Yiel d: 230 ng (95% of

2. 447 Cal c.: I k
CZC Wg@ngg@%/ ?&%&%‘@Wﬁ?}%@@é peak %I\/HrH) +C oL pes
CAO2 sl HOBA-( 1) 24 ORH ¢ alidBe: 0.55 (silica gel,
Fo%'n@hk@p%'é‘it(3.?']—?)48«)1%95'4/536]&12) Exanpl e 148: ~"~N‘~ | \
MEOH h 3-chl h
RNl B2 B dmiBierhhb MO PO S ol e o
ceta md e 0.80 nL (10.380 mmol) TFA was added at RT

to a solution of 0.230 g (0.340 nmol) tert-butyl _
[1-(2-{2-chloro-4-[ 2- (2 chl oro-4-trifluoronethyl.-pheno

Exayiple 149;
acetyl am no] - phenoxy} ethyl)-pyrrolidin-3-yl]-carbamn

ate (Exarrgl e 147) in 2 nbL dichloronmethane and the

m r forc116h The reaction mxture
Ho apora Q[Eu/ and the residue triturated
Mth ether. WO 5004/ 04 4 PCT/ EP2003/ 011933 '

Fr

148) 1-(2-{2-chloro-4-[2-(2~chloro-4-trifluoromethyl-phenoxy)-acetylaming]-

| phenoxy}-ethyl)-piperidin-4-carboxylic acid |
2 mL aqueous NaOH {1 M) wés added at RT to a solution of 150 mg (0.270
mmol) ethyl 1-(2- {2-ch|oro-4 [2-(2-chloro-4-triflucromethyl-phenoxy)-
acetylamino}-phenoxy}-ethyl)-piperidine-4-carboxylate (Example 148)in 4 rnL
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 p_urified by column chromatography (silica gel,
dichloromethane / MeOH 4:1).
Yield: 100 mg (69% of theory)
Co3H23ClF3NOs (M= 535.351)
Calc.: molpeak (M+H)": 535/537/539
Found: molpeak (M+H)": 535/637/539 (Cl2)

"Ry value: 0.35 (silica gel, dichloromethane / MeOH 4:1).

Example 150:




WO 2004@03%Ma precipitate was filtered off, washed vWQTEP2003/011933
ether and dried in a HV. ng product was obtai ned as
the bis-trifluoroacetate . Yield: 230 ng (94% of
theory) (C211-122C12F3N303 * 2 C2HF302 (M= 720. 378)
Calc.: nol peak (MHH) . 492/494/ 496 Found: nol peak
l&l*H)‘: 492/ 494/ 496 (A 2) Rf value: 0.45 (Al ox,

i’chl orongt hane / MeOH 19:1). Exanple 149: O HO/ X

\O\L II,QOJF F F 149)
-/2-\{/2 ro4[2°(2 chloro-4-trifluoronethyl - phenox

-acety

phenoxy}- et hyl ) - pi «@ di p-4-carboxylic acid 2 nL
aqueous NaCH (1 M was-jadded at RT to a solution of
150 ng (0.270 mmol) et'“hyl

15@3 einl & el @unnchiord-4(2-(vhisre- &trtfruderﬁ@mnpﬁéwdwhenox
acawamnnah‘pheﬂlomwypyremlIﬂme-.?rﬂ%l@@xytbﬁtﬁe 4- car boxyl at e

Prega BRIy ) SlipipdsR iR Raiti Rt & frotbethoxy)-o-

chl@ﬁ@l-bh@hyIFQOtZ%rﬁdiro% rfusesinemyl- bﬁéndxy)-uhetaemaeqmtgchnd

vac. and the crude product was purified by

| e”b’b(%hilﬁyféﬂmgt@rw tesi-lica gel, dichloronethane /

Vil RO e B Pept s a5 as1) cal o, ¢ ol peak (M)

CzE%CEzEZN&Q(M%chm)DI peak ((j mm' ; 535/h 537/?39 (Cl 2)
i chl or-onet hane Me OH
1'710 a{?fhﬁ'g 1@@/}55%@58304/ 039764 PCT/ EP2003/ 011933

Found: molpeak (M+H)*: 549/551/553 (Cl,)
Ry value: 0.53 (Alox, dichioromethane / MeOH 49:1).

Example 151:

E ﬁk@\(

151) (8)-1-(2-{2-chloro-4-{2- (2-chIoro—4-tr|ﬂuoromethyl phenoxy)-acetylamlno]
~ phenoxy}-ethyl)- pyrrolidine-2-carboxylic acid

Prepared analogously to Example 149 starting from ethyl (S)-1- (2{2-ch!0ro-4-
[2-(2-chloro-4-triffucromethyl-phenoxy)- acety!am:no]—phenoxy}-ethyl)
pyrrolidine-2-carboxylate (Example 150).

Yield: 114 mg (30% of theory)

C22H21ClaF3N20s (M= 521.324)

Calc.: molpeak (M+H)": 521/523/525

Found: molpeak (M+H)": 521/523/525 (Clz).




wo 2804%039%340~1 / ° F F 150) et hyl PCT/EP2003/011933
(S)-1-(2-{2-chloro-4-[ 2- (2 %hl oro-4-trifl uoronethyl-ph

enoxy) - acetyl am no] - ph
enoxy}-ethyl)-pyrrolidine-2-carboxyl ate Prepared

sly to Exanple 145 starting from
_E%ﬂf’dﬁqgﬂ

br ono- et hoxy) - 3-
egloro phenyl ] -2-(2-chl oro-4-trifluoronethyl -phenoxy) -

gt/akm( 228b) and et hyl
pytr o 2- carfboxyl ate Yield: 200 ng (89% of
theory) 5 (M= 549.378) Calo.: nol peak

(MrH) +: 549/ 551/ 553 ung: nol peak (M+H)'
549/551/553 (O 2) Rf “vahue: 0.53 (Al ox,
di chi or onet hane / MeOH 49: 1). Exanple 151: OH o

159NN\ [3- dh!c9004 S dlethylamino-propo henyt]-2-(2-chloro-4-
EN[ -% (r)er oy4-f F() y X?/)orrjo- -]trl(fl uor onet hyl - ph

tnf@quryp b@hgn@m)mptam:de

PrERR I oL B RR eablhemasss

chl(oﬁ)»pﬂ:e(lﬁ} {ZQIQGﬁﬂIGTO%-#nﬂubébrﬁétrhthhenoxy)-acetamlde (Z28b) and
ro-4-trifluoronethyl-ph en oxy)- acetgl am noj - ph

|
3 Qﬁ(%@rﬁ}hsammwprwpayh@h@ww;ﬁg B (Exanp
o 30% of th 022H21C12F3N205
Y'é‘?g’% %'ggl‘iﬁ/"a@ﬁrem’)(m pgak (ﬁ/ﬁngl) 521/ 523/ 525
_Czﬁ@sﬁanmpmwM@Hﬂ 521/523/525 (Cl2). WO

Ca coor% pea (M+I-8I/f93?gé)53/£8}1933

Found: molpeak (M+H)": 493/495/497 (Cly). 7
Ry value: 0.30 (silica gel, dichloromethane / MeOH / conc. agueous ammonia

90:10:0.1).

Example 153;

04(

o
NH .
- a
él/\/o o] '
Jk/o

N

H
_ F

153) tert. butyl [1-(2-{2-chloro-4-[2-{2-chloro-4-trifluoromethyl-phenoxy)-
acetylamino]—phenbxy}~ethyl)-pyrro[idin-.’z-,ylmethyi]-carbaminate‘

Prepared analogously ta Example 143 starting from N-[4-(2-bromo-ethoxy)-3-
chl0ro-pheny!]—2-(2-chloro-4-trif|uorofnethy!—phenoxy)-acetamide (Z28b) and
tert-butyl pyrrolidin-2-ylmethyl-carbaminate.

Yield: 280 mg (quant. yield)

Ca7Ms2ClzFsNsOs (M= 606.474)

Calc.: molpeak (M-H)": 604/606/608




wo sb8Qosdrsanpl e 152: a / | p a F F 152) PCT/EP2003/011933
N-[ 3-chl or 0- 4- ( 3- di et hyl am no- propoxy) - phenyl ] -2-(2-ch ,
loro-4- triflu oronethyl-p Enoxy)-acetam d e Prepared
anal ogously to Exanple 145. starting from

F@#ﬁ%ﬂ%’% o OW]FW I@é@:@%@%{qﬂt rifluoronethyl - phenoxy) -

RARIAN, st?(maz%i);hl@ﬁshethane / MeOH 19:1),

3-chl oro-4-(3- dlethy am no- pr opoxy) - phenyl am ne
(Z29b). Yield: 330 ng (68% of theory) C22H25C12F3N203
(M= 493.357) Calc.: nolpeak (MHH)': 493/ 495/ 497
Found: nol peak (MtH)': 493/495/497 (O 2). Rf val ue:
Exmﬁ@eﬂﬁukica gel di chl oronet hane / 'MeOH / conc.
gueous amonia 90:10:0.1). Exanple 153: ONH HO I F
F 153)<tert but yl
hl oro-4-[2-(2- chl oro-4-trifluoronethyl -pheno
1!@ éﬁhgg]-uhenoxy} ethyl )-pyrrolidin-2-y
nethyl] a fie Prepared anal ogously to Exanpl e
143 starting from 4- {F2- br onp- et hoxy) - 3-
chl or o- phenyl ] - 2- ( 2- cHl or o- 4- trifluoronethyl phenoxy) -

acetam de (Z28b) and tert-buty
156y N-i1- ﬁ2d62n3feryﬂ”h@hM’yipyl”fidldlfaﬂn)ﬂ*ﬁa@tboxyir?ecldorQBbehﬂ}Q (2-

chichba i ¥ Phahy - SRAG SLREANIAE (VE 606. 474)

Prepared analogously to Exarhp!e 148 starting from tert. butyl [1-(2-{2-chloro-
4-[2-(2-chloro-4-trifluoromethyi-ph enoxy)—acetylamino]—phendxy}-ethyi)— _
pyrrolidin-2-yimethyl]-carbaminate (Example 153).

Yield: 280 mg (quant. yield)

CazH24ClaF3N303 * C,HF30; (M= 734.405)

Calc.: molpeak (M-H)": 504/506/508

Found: molpeak (M-H)": 504/506/508 (Cl,).

Ry value: 0.14 (Alox, dichioromethane / MeOH 19:1).

-Example 155:

. é/\/oﬁ)&,@

156) N-{3-chloro-4-{2-(2-dimethylaminomethyl-pyrrolidin-1-yi)-ethoxy]-phenyl}-
2-(2-chloro-4-triflucromethyl-phenoxy)-acetamide

0.46 mL (6.080 mmol) formaldehyde (37% in water) waé added to a solution
of 250 mg (0.340 mmol) N-{4-[2-(2-aminomethyl-pyrrolidin-1-yi)}-ethoxy]-3-
chioro-phenyl}-2-(2-chloro-4-trifluoromethyl-phenoxy)-acetamide (Example
154) in 7 mL MeOH and the mixtui’e was stirred for 1 h at RT. 103 mg (2.720




wo Jo84/63g7e40l peak (M H)-:.604/606/ 608 WO 2004/ 039@’@#15192003/011933
PCT/ EP2003/ 011933 181 Found: nol peak (M H)-
604/ 606/ 608 (Cl2). Rf val ut20.85 (Al ox,
di chl oronet hane / MeOH 19:1). Exanple 154: NH2 a

i Barniyeiiva s 2riged BrichmiRean hedmids was sires
fof a-forieey16 hat (f«?r ThR readicPr rﬁn&uﬂefd:é@é@éfﬁirbtéd-dﬁm i. vac,

enoxy) -acetanm de Prepared anal ogously to Exanple 148
ang thetreaigiuersas taken upgndjehlgromethane. ciiepprg- phase was

w%%e)@éﬁ%%g L@%%%%@OB% gﬁ@@fﬁl&?ﬁ{ﬂr@% dried over sodium

suphiatelaindi eVa%ovét@BtdBWrﬂl ot L @Bl nah ehtdaaltg V%ECQBIfca gel,
Y| el d: 280 guan yield) C221- 12412F3N3
Sipomethane | MsOHdsy 1) welfied thevpiosak (v by .

/ ) | k (M 504/ 506/»508 Cl12).
Y’%@41$E ?%4/]?‘{9?%01‘%?0(]'?5% o$onl1;2 hane / MOH 1§): 1)?
CzEHQd@ﬂ?i‘sl\[b@'é(M*S334(D)O Os (vl / N~VOI~/~ H
Ceglp{ g’@'ﬁ?@? WﬂHP25@Q/5§p{$§l8hyl am nonet hyl - pyrrolidin-1- y

H@_.%%/ ﬁﬁgql ro-4-triflu
Fd()Lprngerret hyl - pheno }: %3%%2?%3%*{(5[ 0.46 nL (6.080 mmol)
RfmiumlmWex(&E%rmneﬁmBe)fMﬁHa@d‘e)d to a solution

Example 156:

e O;@\ 0 gl
- ’”v@
.
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156) N-[3-bromo-4-(2-diethylamino-ethoxy)-phenyl}-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide . '

Prepared analogousfy to Example 143 starting from (2-chloro-4-
triﬂu'oromethyl-phenoxy)—acetic acid (Z2b) and S-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 (BrCi).

R¢ value: 0.64 (Alox, dichloromethane /MeOH ‘39:1 ).

Example 157:




WO 2654/0%5%4”9 (0.340 nmol ) PCT/EP2003/011933
2-(2-am nonet hyl - pyrrol idin-1-yi)-ethoxy]- 3-

chI oro phenyl }- 2- (2-chl or d8%-tri f | uor onet hyl - phenoxy) -
acetam de (Exanple 154) in 7 nL MeOH and the m xture
was stirred for I h at RT. 103 ng (2.720 WO
2004/0397 4 PCT/EP2003/011933 182 mmol ) sodi um

b roy ed atchwi se and the m xture was
~sth h of RT. The reaction m xture

was evaporat ed dovvn [ acp and the residue was taken

up i n dichloronethane. org. phase was washed with

sat urat ed aqueous sodi um bi carbonate, dried over

15$ENll-{mnah!@Mﬂ[@(@rmﬂom@pen@hedykj@wmw phagyi}-2- (Q%rum

omat ography (silica gel di chl or onet hane /

4tﬂﬁuqun§ﬁﬂéylmnpm arelamdde vield: 170 ng (94% of

Pré A88holERIRACEEANA0Y 4R RO 1CBl Som B RRf -

chb%pﬁeﬁyiﬁzqzwﬂ!@b 4-qumajmahyl9pt5@1dx&b exetamlde (Z28b) and
hl or onef hane / MeOH 19:1). Exanple 156: J Br " 'N'

opgy%n ine.

Yaé}blcﬁzbowﬂ,% 6f2m@bﬁ@|hyl ani no- et hoxy) - phenyl ] - 2- (2-chl o
ro-4- trifl uoronet’hyl -phen oxy)-acetam d e Prepared

Czd‘lba@b[jdﬂz@y(i\ﬂ’e52iéﬁ'§ e 143 starting from (2-chl oro- 4-

* Calf{ali R TR AL o0 'héxi‘ﬁ" ohenyl A ne (230b).
-Foorh@lrdol aﬁgﬂmf-( 9»523‘/5251@5 - C21H23Br G F3N2G3 (M=

523. 7) : 523/ 525/ 527
Ry value: O 5 (Alox, dlchloromethane/Me H 49:

- Example 158:

‘a -
/\/O & o o
J-l\/o

N
F
. F e

158) N-{3-chloro-4-[2-(4-hydroxy-piperidin-1-yl)-ethoxy]-phenyl}-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide ,

Prepared analogously to Example 145 starting from N-[4-(2-bromo-ethoxy)-3-
chloro-phenyl]-2-(2- chioro-4-tnﬂuorornethyl phenoxy)-acetamide {(Z28b) and |
4-hydroxy-piperidine.

Yield: 0.190 g (91% of theory)

C22H23Cl2F3N204 (M= 507.341)

Calc.: molpeak (M+H)‘”: 507/509/511

Found: molpeak (M+H)": 507/509/511 {Cly).

R¢ value: 0.55 (Alox, dichloromethane / MeOH 19:1).

Example 159




wo 2bomrsdze4rol peak (M+H) ~: 523/ 525/ 527 (BrCl). Rf RGI/ER2003/011933
0. 64 (Al ox, dichloronetha / McOH 39:1). Exanple
157: WO 2004/ 039764 PCT/ EP2003/011933 183 q ~ q H ~/
F FF 157)
N-{ 3- chljor g- 4-[ 2- (4- met hoxy- pi peri di n-1-yi ) - et hoxy] - ph

enyl }-2-0"¢-chloro- 4-trifl
~HQroaet phgnoxy) yacet am de Prepared anal ogousl y to
anpl e b silarting from N-[4-(2-brono- 8t hoxy) - 3-
| oro-p -2- hl oro-4-trifl uoronethyl - phenoxy) -

met hoxy- pi peridi ne. Yield:
0 200 (94@6of t heor C231 12502F31\ 1204 (M=
368% +: 521/523/525 Found:

15.% 2;(8:9!0 qrnnéhsnﬂu omﬁgzém [#-(2rdiethylarainogetigxy)-3-

mté’*{oﬂgnylf%ﬁlé&gﬁmh?”a/FNEfOHFélgség Exanpl e 158: /\

Prépdrédanalogousiy t2-Exarhpieriddystartingrfran (2-thivkrg-4et hoxy] ph
trn‘{qqr@rﬁ1 Eziwfyﬁﬁﬁlh%st)ﬁ?@%ﬁ?ﬁ@@@ an! del2riiefiwtaspino-sthoxy)-3-

) _ anpl e 145 starting from
mt@?h%#@r ono- é?ﬁoxy) - 3-
Yielt] 0460 mh@594 bf repBr)chl or o- 4-tri f | uor onmet hyl - phenoxy) -

Czﬂgzg&%ggs ?6{%’8‘@9&%& '

Calc.: molpeak (M+H)": 490/492

Found: molpeak (M+H)": 490/492 (Cl).

R value: 0.46 (silica gel, dichloromethane / MeOH 9:1).

acetam de (Z28b) a

Example 160:

/\”M@ . @x

| 160) N-[3 -amlno-4-(2-d1ethylam|no-ethoxy)-phenyl]—2;(2-chIoro-4-
trifiuoromethyl-phenoxy)-acetamide |

A suspension of 330 mg (0.674 mmol) 2-(2-chloro-4-trifluoromethyi-phenoxy)-
N-[4-(2-diethyiamino-ethoxy)-3-nitro-phe_nyl]-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)

C21H25CIF3N303 (M= 458.900)

Calc.: molpeak (M+H)": 460/462

Found: molpeak (M+H)*: 460/462 (CI).

Rr value: 0.45 (silica gel, dichloromethane / MeOH 9:1).




wozém?ﬁéﬁmzaoxy piperid ine.  Yield: 0.190 g (91 % Obcr/Ep2003/011933
theory) C22H23C12F3N204 (M: 507.341) Calc.: nol peak
(M-H) +: 507/ 509/ 511 Found85nol peak (M+H) +:
507/ 509/ 511 (C2). Rr value: 0.55 (Al ox,
di chl oronet hane / MeOH 19:1). Exanple 159: ----- - -
------------ - - WD 2004/ 039764 PCT/ EP2003/ 011933 184

' E)@A\?BIQWW ~/ /1 aaO Mel/l FF 159)
2-(2-chloro-4-trifluoronethyl -phenoxy)-N[4-(2-diethyl
am no-et hoXxy)-3- n itro-phenyl]-acetam de Prepared
anal ogousky=d o Exanpl e 143 starting from (2-chl oro-4-

th phenoxy) acetl c acid (Z2b) and

ri :
43¥(2-di éthyl a no- efhoxy) - 3- nitro-phenyl anine (Z31
“VYiel® 5% of theory) C21H23C F3N3O6 (M-
489. 883) Ca c (MtH) ' : 490/ 492 Found:
nol peak (MtH)' 490 (d). Rf vaI ue: 0.46 (silica
gel, dichl or onet hane /" MeOH 9 1) Exanpl e 160: NNE O
161) N-[3-acetylamino-4-(2- d:ethylamlno-ethoxy)—phenyl]-2~(2~ch1oro-4-

~trifluoromethyi-phenoxy)-acetamide
- Asolution of 100 mg (0.217 mmol) N-[3-amino-4-(2-diethylamino-ethoxy)-
phenyl}-2-(2-chloro-4-trifluoromethyl-phenoxy)-acetamide (Example 160)in 10
ml acetic anhydride was stirred for 3 h at 100 °C and then evaporated downi.
-vac. . The residue Was combined with saturated aqueous sodium bicarbonate _
and exhaustively extracted with EtOAc. The combined org. phases were dried
over sodium sulphate, evaporated down i. vac. : and the residue was stirred
with ether. The precipitate was filtered off, washed with ether and dried in a
HV. | |
Yield: 0.108 g (quant yield)
CgaH2701F3N304 (M= 501 938)
Calc.: molpeak (M+H)*: 502/504
Found: molpeak (M+H)": 502/504 (Cl).
Rrvalue: 0.42 (silica gel, dichloromethane / MeOH 9: 1)

Example 162;

C
\\/
\\

AN ) a

SR ae sl

162}  2-(2-chioro-4-triflucromethyl-phenoxy)-N-[4-(2-diethylamino-ethoxy)-3-
methanesulphonylamino-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) in5




PCT/E 2003/011933
Woﬁ![fg am no- 4- (2-di et hyl am no- et hoxy) - phenyl ) - 2- ?E P
ro-4- trifluoronethyl-phenb&§)-a cetanide A suspen3| on

of 330 ny (O 674 mol)
2-(2-chloro-4-triflugronethyl Bhenox

mlld-F[Yz!ld ne waeergedat AoCderidal (& ﬁ?ﬂﬂfﬁoéﬁényl ] - acet ani de

-m(eﬁﬁ?io@%lé@ %ﬁgﬂ: I{%ﬂﬁﬁﬁ, tﬁ%&n%ﬁggﬁrﬁﬁew%qté\@?o RT and stired

fof BI h at Rd. Dhé reavtioh meixfuré wast pouredpateice dvaiemand thevac.

. Yiel 0. 310 uant ield C21H26CI F3N3
awm%)asecw%e%%%ﬂ w@X{rﬁmer;ﬁwitmgﬁﬁzThq:%mamed org.

e A iS4 o

reBidTeEP20BENISA3 185 Exanpl e 1611 HN-kO ~~N'~ /

Y'ﬁ-‘?@ @%{9;&5 &&fg‘”%ﬁ’rﬂz di et hyl ani no- et hoxy) - phenyl ] - 2- (

| C%FEJEIP&N;,, q\ﬂa:f5b7lgg@§>rret hyl - phen oxy)-acetamide A
solution O

0.:217 mol
Calc[: neipealo (M+dY- gg@é“ﬁ?l am no- ez hoxy) -

+0 | uor onet hyl - phenoxy) - acet ari
F%@é&éﬂ%@lﬁ@%; ﬁﬁaéﬁb Gb aceti c anhydri de was
Rstallue: a4 ilich del! didhOrdemethenelene@Hapoy.at ed down. i .
vac. . The residue was conbined with saturated aqueous

sodi um bi carbonate. and exhaustively extracted wth
Et OAc. The conbi ned org. phases were dried over
‘sodi um sul phate, evaporated down i. vac. and the

Exegspldu®3nas stirred wth ether. The precipitate was
filtered off, washed. with ether and dried in a Hv.

~ 163a) 2-(4-bromo~phenyiamino)—N-(4-dimethylamino.'methyl-phen'yl)-

acetamide '
| The product was prepared according to general working method | from (4-

bromo-phenylamino)-acetic acid and 4-dimethylaminomethyl-phenylamine.
Yield: 1.340 g (28% of theory) |

- C47H26BrN;O (M= 362.272)
Calc.: molpeak (M+H)": 362/364
Found: molpeak (M+H)": 362/364 (Cl).
Ry value: 0.68 (Alox, dichloromethane / MeQH 19:1).

163b) 2-(4'-chloro-biphenyl-4-ylamino)-N-(4-dimethylaminomethyl-phenyt)-
acetamide

Prepared analogously to Example 130a starting from 2-(4-bromo-
“phenylamino)-N-(4-dimethylaminomethyl-phenyl)-acetamide (Example 163a)
and 4-chioro~-phenyl-boric acid. |

Yield: 0.160 g (41% of theory)




0. 108 g (quant yi el d) C23H27CI FINSO4 fdMe
764 P2003/011933
wo 2§ 4%38 Cal c nmol peak (MtH)': 502/ 504 Found:

ol peak (MrH) ' © 502/504 (8. Rf val ue: 0.42 (silica
gel, dichloromethane / MeOH 9:1). Exanple 162: 0 HNC

162
022 ;49'*&56\40 3)19200| uor onet hyl - phenoxy) - N-[ 4- ( 2- di et hyl

ﬁ%ﬁdﬂﬁﬂﬁ!—pﬂ] %%/%%Gphenyl] acetanide . A solution

thdl@ﬂlmk((Mﬂ-ﬂ)?‘ 391-’05396 (CI)
2-d
R alE; BReRiisa e Shartrith it MR ) pons, aiuepys ammanie

- ggd@.{)Exanpl e 160) in 5 V\D 2004/ 039764 PCT/ EP2003/ 011933
186 nL pyridine was added at 0 Cto 18 pL (0.239 nmol)
of nmet hanesul phonyl chl oride, the m xture was slowy
heated to RT and stirred for 3 h at RT. The reaction
m xture was poured onto ice water and the aqueous

Exahfse 188s exhaustively extracted with EtOAc. The
combi ned org. phases wer e dried over sodium sul phate

and evaporated down i . vac . The residue was
| yophi I'i sed Yi el g g (87% of theory)

2H2 €L F 37. 990) Cal c.: nol peak (M+H) +:
538/ 540 mol peak (MrH) +: 538/ 540 (d). K

alde™” 040 (si lica gel, dichloronmethane / MeGH 9: 1).

164 PR ok C4trifluoromethyl-phenyl)-methyl-amine
7.04 mL (59.059 mmoal) N,N-dimethyi-formamide-dimethylacetal was added to
a solution of 2.100 g (10.738 mmol) 2-chloro-4-trifluoromethoxy-phenylamine
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 mmoi) 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 wés 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)
CsH,ClF3N (M= 209.600)
Calc.: molpeak (M+H)": 210/212
Found: molpeak (M+H)": 210/212 (C). _

- Ryvalue: 0.75 (silica gel, petroleum ether / EtOAc 9:1).

164b) N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2- [(2-chioro -4-
triflucromethyl-phenyt)}-methyl-amino]-acetamide

A solution of 0.200 g (0.450 mmol) 2-bromo-N-[{3-chioro-4-(2- dzethylammo-
ethoxy)~phenyi]—aceta_mide—hydrobromlde and 0.141 g (0.675 mmol} (2-chloro-
4-trifluoromethyi-phenyl}-methyl-amine (Example 164a) in. 2 mL DMF was
heated to 100 °C for 2 h in the microwave. The reaction mixture was |




wo 20Md3ePss <1 H 1 I~ Mjj NI\ 163a) PCT/EP2003/011933
© g ( rorm phenyl am no) - N- (4- di et hyl am nonet hyl - pheny

| )- acetani de The product 8 prepared according to
gener al vvorki ng nmethod | from (4-
.am no) - aceti

evgivgpﬁ'iﬁg H{}’ Brfi Yefre Gy edmvﬁh? %P?Jﬂgandnpyriaed by $Y-GGMS

A eiope AR A D B o 00
ov@ﬁs/rﬁ?g. ('meplroﬂgciv\aiaslebtaméiﬁai WNedformdtecsdlor onet hane /

Yigl%géls r@gjﬁ% 02%?5%95}% - 4-yl anmi no) - N- (4- di net hyl am nonet
CZ?M%)Ea CUERYD), 2@2 ?3&3 ﬁlrjed anal ogously to Exanple

starting
Calbe mydlperin@-+h)" (492V|4&ét4l9§z'>l am nonet hyl - phenyl ) - acet ani d

ol ORI a1 afBRUERT) "o S004/ 030704

RfR’E[leEl%EfMt%w EtCGAY/ MeDH RASAdN3QuEdls 3Rin8)90:10: 1)
peak 394/ 396 Found: nol peak (M+H)"

1394/396 (d). Rf value 0.48 (silica gel,
di chl oronet hane / MeOH / conc. aqueous ammni a
90:10:1). Exanple 164: F HGN H\

Example 165:
AN ..o o
) ' QD\H)I\/n\f;L

FrpF .
165a) ethyi (2-chloro-4-trifluoromethoxy-phenyi-amino)-acetate
0.566 mL (5.000 mmol) ethyl bromoacetate was added at RT to a solution of
0.95 g (4.266 mmol) (2-chloro-4-trifluoromethyl-phenyl)-methyi-amine in 10 |
mL Hnig 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 aqueous 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)
C11H41CIFaNO3 (M= 297.663)
Ry value: 0.68 (silica gel, petroleum ether / EtOAc 3:1).

| 165b) (2-chloro-4-triflucromethoxy-phenyl-amino)-acetic acid
Prepared analogously to Intermediate product Z2b starting from ethyl [(2-
chloro-4-triflucromethyl-phenyl)-methyl-aminol-acetate (Example 165a).
Yield; 0.630 g (87% of theory)
‘CgH7CIF3sNO; (M= 209.600)
Calc.: molpeak (M+H)": 210/212




wozé@ﬁ@bn(ﬁ chloro-4-trifluoronethyl-phenyl) - met hydr/erdonso11933
.04 nL (59.059 mmol)
N N- di net hyl - f or mam de- dlﬂéﬁhylacetal was added to a
sol ution of 2.100 g (10.738 nmol)

Zchloro fI+ henylamne in 10 nL DWVF
F%‘SeP”' <J:\D u%{(ﬁ%f%ﬂg[ﬂ gnd %/he m xt ure was
RsSalue: e @ilica gén trofSurfr ettt FEROASOhRt RT. 1.421 ¢

(37.583 mmol ) sodi um borohydri de was added and the
m xture was stirred for another 3 h at 60 C. Saturated

1o AP AR A BRRR SR B A FR bR G e
trifuezomeadixyprenyRinghe)-astasideor at ed down i. vac. at
30 C. Colum chromatography (silica , petrol eum

Thetpredyct vya%pmredw@cqgramép gepeal gvor 1”9(509@0

chigpGP5uoiHhE tﬁbﬁﬁé\wé@&z@%?ﬁ;@%&ét%%whﬁw“é'h@s-

chlwd)-ldefz-cﬂleﬂﬁ(le(rﬁilnbl-ethomlphelnglamhelqm k). her Et OAc 9:1).

' Y'W[@Qgﬁl%%%ﬂfﬂfﬁ'ﬁ&ﬂét hyl ani no- et hoxy) phenyl ] - 2- [(2-ch
Cz 9%4%]2&_8{\]%0 Uiy I494h3é4ngll ) - et hyl - ami no] - acet ani de A
Catal umup:aakqm BI)?@QZ/QQQ@%SO ol )

FoRnHuRpIPBhaNy S - S SAEE (e obrom de and 0. 141 g
ngglu@?glztu liox, rﬁé}bﬁ{e fan e/ MeOH 30:1).

-tri onet -nethyl -ani’ne (Exanpl e 164a)

in 2 nmL DVMF was heated to 100 Cfor 2 hin the

m crowave. The reaction mxture was WO 2004/ 039764

PCT/ EP2003/ 011933 188 evaporated down i. vac. ,
Exgiipid g th 3 nl DMF and purified by HPLC-Ms (Stable

Bond C18; 3.5 pm water:acetonitrile:formc acid -
9:1:0.01 -4 1:9:0.01 over 9 min) . The product was
bl as d¢he fgrmate salt. Yield: 36 ng (15% of

2E3N3O2 * CH202 (ME 538.399) Calc.:

494/ 496

nol peak ( MHH) +:

166a) ethyi (2-ﬂuor_0-4-triﬂuoromethyl-phenylamino)—acetate
Prepared analogously to Example 165a starting from 2-fluoro-4-
trifluoromethyl- phenylamme and ethyl bromoacetate. The crude product was
purified by column chromatography (smca gel, gradient dlchloromethane/
MeOH 20:0 — 19:1).
Yield: 0.880 g (82% of theory)
' C14H14F4sNO2 (M= 265.209)
Calc.: molpeak (M+H)": 266
Found: molpeak (M+H)": 266
Ry 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-trifluoromethyl-phenylamino)}-acetate (Example 166a). The crude




wo 2bodioad7e40l peak (MrH) +: 492/ 494/ 496 (Cl2). Rf vetmeEp2003/011933
+ 0.69 (silica gel, EtQAc / OH / conc. agueous anmmoni a
90:10:1). Exanple 165: F~ 65a) et hyl
(2-chloro-4-trifluoronmethoxy-phenyl -am no)-acet ate

: I t d at
P R Y b ot SRR TR o GRS 2
diélﬂafigheﬂh@néf MéOIZQ?Lm#EHQ%AI).-phenyI )-][rFt hylj-?rri ni ihn 10
_ nj se an e mxture was refluxed for .
Y'gbt Qramg%I)éyeé’&”}ﬂ%Y) the agueous phase was
ngﬁgggggmelzsﬁ%%act ed with EtOAc. The conbined org.

. re washed with water, saturated aqueous.
Cdodmolpdalc@bn2B€6 and sat urated aqueous Nad, dried

over sodi phat.e and evaporated down i. vac. .
Fopng: ] W&hc?g%s used in the next reaction step

wi thout any further purification. Yield: 1.200 g (57%

of theory) Cf {H 1Cl F3NO3 (M= 297.663) Rf value: 0.68

166¢) Nr[aschg@b ;4-fdieth damina-eidoxy)-phemd]-3{(2-fluons4b)
£l henyl t i d
e Bl PR ATk REL, ot at e product 226

Thelgrotuctavds eptaiidaacdotding to general work:n method | starting from
chl oro-4-trifl uoronethyl-phenyl)-nmet %f am no] - acet ate
a

(2{199%1@1"ng@»ethylvh@nwamn®s@0jSC(WA raplechepp) and 3-

eyt Po0o0d R ERIB 478035 159 Found

Yieid! P8l o (#2Ph of thadhy)212 (Cl). Rf value: 0.75 (silica

I I ther / EtOAc 9:1 165
CZII\I-%{@II%E‘I bgé&grg@%-%gbt hyl am (r:Io etI10xy) gIIenyI] -2-( 2- chl
a?éoﬁ'ﬁJIpTe{?rk'(M+l43 q@mg‘t{h oxy-ph enyl a m n o0)-a ceta m

, roduct was prepared according to general
-Fomdkmnmeaﬁt(wdﬁi)f 4620464 (J_GI)

Example 1'67'

”M@ I tlr

167a) ethyl (2-bromo-4-triflucromethyl-phenylamino)-acetate
Prepared analogously to Example 166a starfing from 2-bromo-4-

trifluoromethyl-phenylamine and ethyl bromoacetate.
Yield: 1.200 g (36% of theory)

C11H44BrFsNO; (M= 326.115)

Rs value: 0.72 (silica gel, petroleum ether / EtOAc 3:1).

167b) (2-bromo-4-trifluoromethyl-phenylamino)-acetic acid |

Prepared analogously to Intermediate produét Z2b starting from ethyl (2-
bromo-4-trifluoromethyi-phenylamino)-acetate (Example 167a). -

Yield: 0.438 g (quant. vield)




wo ®bl/oses4-tri f |l uor onet hoxy- phenyl - am no) - acet i ¢ p8¢ES2003/011933
(Exanpl e 165b) and 3- :
chl or o- 4- (2-di et hyl am no- eﬁ)ﬂbxy) phenyl am ne (Z1 b).
Yield: 0.220 g (44% of theory) C21 H24Cl 2F3N30O~ (M=

alC.. | peak (M H)-: 492/ 494/ 496 Found:
Cﬁ%ﬂ%ﬁéﬁe’%mﬁs%@/gmmge (H)CI) Rt val ue: 0.48
Chl8: ¥olp %pmﬁqpr@m / MeOH 30:1). Exanple 166: 0 F
166a) et
FQLﬂid“ImLQiP%ﬁM(MTHXiZﬁ@v’Zﬂﬁat hyl - phenyl ami no) - acet at e

Prepar ed anal ogously to Exanple 165a starting from
2-fluoro-4- trifluoronethyl-phenyl am ne and et hyl

187 ZARARbAIR4 - tﬁﬂnﬁaréﬁ@dﬁjl-@h@ﬂwémmw [Behidrb-ad(Dy
col um chr omat ography (silica gel, gradient

digthylangneratmansnenyieceaptid®e - ~19:1). Yiel d: 0.980 g

THORELER bk pteinertp Sbaedliio e Ny ol staging fom

(2\tﬁbm-4—&aﬂ%rémethy¢@hsﬁ*larrmfd)ra?deﬁumcﬁi {Bxamgie @6¢bBady 3-

2-fluoro-4-trifluoronethyl -phenyl am no) -acetic

Chifggdz (ﬂ(rés@msé@ﬂmeweém)sp@eny@mmeém@h. at e product Z2b
Yl?{dabro_ _{é@fno?ttﬁydr%

fluoro ¥hy| phenyl am no) - acet ate ( Exanpl e
Cleﬁ@CHM%I(M@hdiMQZDOM 039764 PCT/ EP2003/ 011933 190 -

roduct wa | ed ol umm chromat ography (silica

Caer mo@?%ﬂh AaH) 5@%8%%@( hane / MeOH 20: 0 19:1).
Foﬂn@l Fholfak/R1-LHY 7820/804/5D8qBIGY) COHTFANGZ (M= 237.155)
Rf value 0.45 (silica gel, dlchloromethane/MeOH 9: 1)

‘Example 168:
¢

Sen
F
a o X
T

RN °

168a) 2-chloro-4-trifluoromethyl-benzylamine
A suspension of 1.000 g (4;865 n‘imol) 2-chIdro-4-triﬂuoromethyi-benzohitriie
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)
CsH7CIFsN (M= 209.600)

~ Calc.: molpeak (M+H)": 210/212
Found: molpeak (M+H)": 210/212 (Cl)
R value: 0.48 (silica gel, petroleum ether / EtOAc 2:1).

168b) 1-[3-chloro-4-(2-diethylamino- ethoxy) phenyl]-3- (2 chloro~4-
triflucromethyi-benzyt)-urea




Woz6@df639764ﬁo| peak (MH)-: 236 Found: nol peak (MpdmEP2003/011933

6¢)
N-[3 chI or o- 4- ( 2- di et hyl anfiSito- et hoxy) - phenyl ] -2-(2-flu

oro-4- trifl uoromethyl-ph enyl ani no) a cetam de The

0. mgztgttlﬁ éplg\thCﬁg'Fed e d%%détrbg (E?o S0 urtl%ln o"f"‘i})ré#?l d’ 8 {(4.151
mrgmar)fd éf%:% 41mﬂud‘rbmawratmwaam@eé)@mmeh-aagﬁhl50 e gbs.
‘ THﬁami aienquzum \eamtlrm fos-teh BORT) 1 5K (A d emal} 3pghioro-

PIHERCNNE v i 2 T

reﬂ}%&;@%k?ﬁ%%a&ﬁﬂ hBdureGlas elpraled déwh i.Qat. Bndfhé
a) e
re%lQuw@sda%ert ppin dishioremaihanen dhgIoagd plaseakas waghed with

i L b R T

evbp@rmt@:tdbwhe vad. elfbe cﬂuc@@‘oﬂué&@% titutdted with

dn%lrglé)]ﬂg{n%%etp’\loé egup%@z 2 1151) lgred o%Jﬁngshgd erzlth(dsusopropype%ér

anﬁi%‘rf‘éﬂcmg Gyt rifluoronet hyl - phenyl am no)-acetic acid
Prepar ed anal ogously to Internediate product Z2b

Yzafda@ bHVog (Z%Céttfh@myx 2-

r o -phenyl am no) - acet ate (Exanpl e
'CZ%@-F @r&“ 893@62 (quant. yield) WD 2004/ 039764 °
CaW#E%@Q%MgS@SW g%:gj—zggFSNQZ (M= 298. 061) .

o | 'pea - ,
Found: molpeak (M+H)": 478/480/482 (Clo)

Ry value: 0.36 (silica gel, dichloromethane / MeOH / cyclohexane /conc.

aqueous ammonia 70:15:15:2).

e

169) 1-(4'-chioro-biphenyl-4-ylmethyi)-3-(4-piperidin-1-yimethyl-ph ehyl)—ufea
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. 1i-lil,
dichloromethane / MeOH 98:2).

Yield: 0.390 g (90% of theory)

C26H2sCIN3O. (M= 433,986)

Calc.: molpeak (M+H)": 434/436

Found: molpeak (M+H)": 434/436 (Cl)

Rs value: 0.42 (Alox, dichioromethane / MeOH 39:1).




| peak (M H)-: 296/298. 167c) 933
wo Zggﬁgﬁgagﬁo 4-trifluor omet hyl - phenyl am no) - N- [ SPCHFP'?OOS/OH

4-(2- d iethyl am no-eth oxi93 phenyl]-aceta m de The
product was obtai ned according to general working
method | starting from

(2- brorm 4-trifluoronethyl - phenyl am no)-acetic acid

“ﬁﬁ 167b) and 3-
oro - (2-di et hyl am no- et hoxy) - phenyl am ne (Z1 b).
Yield: G 300 g (84% of theory) C21H24BrCl F3AN3O2 (M=

N Calbc.: npl peak (MtH)': 522/524/526 Found:
_ | pea ' 052R/524/526 (BrCl) Rf value: 0.45
(silicageld dic omat hane / MeCH 9:1). Exanpl e

168: FF a, |
2-chloro-4-trifluoro chyI benzyl am ne A suspensi on of

179) Qe thibip- BBy Spigerigin- buaeinyh-pheel-2Hg- %Oﬁb‘

tr:ﬁ%t@bheﬂﬁﬁ%‘enbﬁy CAtamit hanol i ¢ anmoni a was
0;a%dro enat ed for 20 h at RT and 3 bar. The cat al

B} evin@j #-regibyipineriding was @dded to avspbdiont &fd.4

o590 Bienanky e iRy W%ﬁéﬂ@@%ﬁﬁ“
tr:ﬂuﬁr@ﬁ@hwiiﬂhéhoxy)@déké’rﬁ@e((%Ebﬁn 5 allughs, THFBahé the maxture
petrol eumether / EtOAc 2:1). 168b)

Waﬁ '[Efduzsw tare - {he wastiay mixume M@{smuwd eﬂf@m}e pater e n)
rBliBtets tlenet PR BT Hip B e el TR ¥R,
- Yield: 0.214 g (90% of theory)
C22H23CloF3N20; (M= 475.342)
Calc.: molpeak (M+H)*: 475/477/479
Found: molpeak (M+H)*: 475/477/479 (Cl,)
Ry value: 0.66 (Alox, petroleum ether / EtOAc 3:1).

Example 171:

’jﬁ J\,oé*

171) N-(S-ch[oro-4-di-ethylaminomethyl-phenyl)—2-(2'-chIoro»4-triﬂuoromethyi-

phenoxy)-acetamide | ‘

Prepared analogously to Example 170 starting from N-(3-chioro-4-

chioromethy!-phenyl)-2-(2-chloro-4-trifluoromethyl-phenoxy)-acetamide (Z32b)
. and diethylamine. The crude product was recrystallised from petroleum ether.

Yield: 0.154 g (69% of theory) | |

C20H21Cl2F3N20, (M= 449.304)

Calc.: molpeak (M+H)": 449/451/453

Found: moipeak (M+H)": 448/451/453 (Cly)




WO 264708076¢ (4. 457 nmmol ) CDT was added at 0 C to &@CT/EP2003/011933
sol ution of 0.870 g (4. 15% nmol )
2-chl oro-4-trifluoronethyl’: enzylanine (Exanpl e 168a)
in 50 nL abs. THE and the m xture was stirred for 1

ngafP% é(ggt(#cgg 8%8 et hox%en?/lsgﬂl greoiﬁ b) was added

and the mxture was refluxed for 5 h. The reaction
m xture was evaporated down i. vac. and the residue
was taken up i n di chl oronet hane. The org. phase was
Exgﬁ'@ 15% aqueous pot assi um car bonate, dried
r sodl um sul phate and evaporated down i. vac.
product was triturated with

e §
@iﬁ@\p the precipitate was filtered off,
washed witt h™di i

ropyl ether and dried in a HV.
Yield: 0.570 g 5% theory) C21H24C12F3N302 (M=
478. 346) Calc. nolpeak (M+H) +: 478/ 480/ 482 Found:
mol peak (M+H)' 478/ 80482 (C2) Rf value: 0.36

1 72)SﬂE)+3s(a4 galo,ro-mmrm-mm)-ma(nqmbermm yimestoll-phergiye
ach onc? gg;Jeous ammnl a 70:15: Exanple 1.69: HH
1

A ST GPD AP AGT Hiodh YRN8l g pec e e

' phen I) anal ogousl'y
: 0.4316&3(253‘&? mmmg) #rpiperitin4-yiretlod-phbhplhangé,- 01736 g (2.313

l) = hyl _am
mak TR M58 (2 308 mymo HoBh and 7925 Rl (£P64BPBduct
trie rﬂh‘z‘é‘iﬁﬂ@%ﬁ}D 'Wé@s&ﬁﬁd’fﬁ?@%é@?@@h@ﬁ Lll‘?é’dbﬁioice
act. 11-111, dichl oromet hane? McOH 98: 2 I el d:
water29d aglit(!@ (EI@@JC ﬂ'he qurgoipltaleﬁvﬁa‘(ﬂelm offMwagBed 9 )water

(fa/{‘r tgﬁ@ 't 434/ 436 Found: nol peak
Ieq at 8 3414 (o) Rf value: 0.42 (Al ox,
Yiefd: @1 54 b hasiahéoryy OH 39:1).

C27H27CINO (M= 430.582)

Calc.: molpeak (M+H)": 431/433

Found: molpeak (M+H)™: 431/433 (Cl)

'Ry value: 0.31 (silica gel, dichleromethane / MeOH 9:1).

Example 173:

Q“\/©/ N ©
173) 3-(4'-chloro-biphenyl-4-y1)-N-(4-piperidin-1-yimethyl-phenyl)-
propionamide -

A suspension of 0.200 g (0.464 mmol) (E}-3-(4'-chloro-biphenyl-4-yi)-N-(4-
piperidin-1-yimethyl-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 filirate was evaporated down i. vac. and the residue was




WO 20/ 039764 PCT/ EP2003/ 011933 193 Exanpl epdi7?er20a3/011933

Nf pqg /1I\/J\ /'uI\/C@\ ~f F 170)
N-[ 3-chl or o- 4- (4- net hyl - pi earidin-l-ylrrethyl)-phenyl]-
2-(2-chloro-4- trifluoromethyl-ph enoxy)-aceta md e

tri@g%té? i'%gtnh( %tp%ﬁ?rﬂ%ﬁjge):ipftg%gé’ ﬁl%%%fﬁ WIRHAESvitPdREr 504 2 |
drigd(a3-60h i, avaé-.chl or onet hyl - phenyl ) - 2- (2- chl or o- 4-

Ari hyl - ph - tam de (Z32b) in 5 nL abs.
ViS5 M8 LAV AR s rof | ixed 1 or 2 b, Tha TS

CHRZEINGD (=434 §g8yas poured onto ice water, the

preciprtate was filtered off, washed with water and
Cale.i ewlpeaka{M&H) Y#383/d350. 214 g (90% of theory)
C22H23C12F3 + ..3@42) Calc.: nol peak. (MtH) " :
Fojin! 6W+3&n%53/%?§@ik (MeH) ' - 475/ 477/ 479 (Ol 2
RrRBlueaDLEs (;Qicéﬁﬁﬂﬁdli@i’ﬂord?ﬁéthéhéwmabihg:i). EtCAc 3:1).
Exanple 171: \Nf O/ F F F 171)
N- ( 3-chl or o- 4- di et hyl am nonet hyl - phenyl )-2-(2-chloro-4
- -trifluoronethyl phenoxy)-acetam de Prepared
- anal ogously to Exanple 170 starting from

Exbirr(phe ¢k or o- 4-
chl oronet hyl - phenyl) - 2- (2-chl oro-4-trifl uoronethyl - phe
noxy) - acet am de (Z32h, nd di et hyl am ne. The crude
product was recry ed from petrol eum et her.

\O\/@/N"

174} (E)—3-(4'-chrloro-biphenyi-4-yi)—N-{4-(4—methyl—piperazin-1 -yimethyl)-
phenyl]-acrylamide | | ‘
Prepared analogously to Example 172 starting from (E)-3-(4'-chloro-biphenyl-

- 4-yh)-acrylic acid and 4--(4?methyl-'piperazin-1 -yimethyl)-phenylamine. The |
crude product was purified by column chrorhatography (silica gel,
dichloromethane / MeOH / conc. aqueous ammonia 90:10:0.1).

Yield: 0.410 g (61% of theory)

CarH2sCINSO (M= 445.997)
Calc.: molpeak (M+H)": 446/448
Found: molpeak (M+H)": 446/448 (Cl)
| - Ryvalue: 0.40 (silica gel, dichloromethane / MeOH 9:1).

' Exarnple 175:




WO 2994403§764). 154 g (69% of theory) C20H21C12F3N202P¢VEP2003/011933
449.304) Calc.: nolpeak ({dg)': 449/451/453 Found:
nol peak (MtH) +: 449/ 451/ 453 (Cl 2) WO 2004/ 039764
PCT/ EP2003/ 011933 194 Rf value: 0.53 (Al ox, petroleum

17@'{'@{ 31(4'5&%@ @9ﬁény[ -4EA3uplde2ldidiettiylamirlo- éthQ)th\ehf}ﬂ] /
80(5@“‘@%4 -chI or o- b| phenyl 4- yI) N- ( 4- pi perl di n- 1- yl nmet

Pr e)ﬁj‘%?‘%ié%otts%ﬂ&’ %)?%Jngﬁ %‘igﬁH ng}ﬂyﬂ)(Eg @oﬂggp@%nyl-

4-()-440/ig acidl B4 PRiinhethylamino-ethyl)-phen Iamine
Sa)pl gerl di n- 10%9 net hyl -y phenyl amyzui:eJ Oy736 g (2.313

YigigpPy35Per(58% 1@0@0(2 313 mol ) HOBt and 1.025 ni
L t t hyl 10 nL DVF t d
ngﬁ?s %](ﬂ'gﬁ_%éplt §44€§ yl anine in was stirre

d’then poured onto ice water and a

Cdl¢.t triotpdatk@M+HThe0gMeTi pitate was filtered off, washed
Wit h ter and drled at 80 Ci. vac.. Yield: 0154g

Fougdomsiraakddiy)": 405491454 noo (Ve 430. 982) Cal c.
Ry &%49 d@rl'fﬁa&el % er:%%agtE%H%‘ Mé@g?ggﬁc (eMU@oﬁs ammonia

90d10:®110xromat hane / MeOH 9:1). Exanple 173: N VNI 0

0173)
- 3-(4' -chl oro-bi phenyl -4-yl)-N-(4-piperidin-1-yl et hyl -

phenyl ) -
Example 176:

178) (E)-3-(4"-chloro-biphenyl-4-y})-N-methyl-N-(4-piperidin-1-yimethyl-

phenyl)-acrylamide B

Prepared analogously to Example 172 starting from (E)-3- (4'—ch!oro -biphenyl-
4-yl)-acrylic acid and methyl-(4- plpendln 1-ylmethyl-phenyl)-amine.

Yield: 0.200 g (45% of theory)

CasHagCINZO (M= 445.009)

Calc.: molpeak (M+H)*: 445/447

Found: molpeak (M+H)": 445/447 (CI)

Ry value: 0.60 (silica gel, dichloromethane / MeOH / conc. agueous ammonia.

90:10:0.1).

Example 177:

OO




WO 2008qE006¥ani de A suspension of 0.200 g (0.464 mMmeEI/EP2003/011933
(E)-3-(4' -chl oro-bi phenyl - y|) N-(4
pi peridin-1-yl met hyl - pheny acryl am de (Exanple 172)
and 100 ng Raney nickel in 50 nL Et OAc was

ek ?9@8"%-?-@%%@?‘??%?Wvég"'@Eh%ﬁ\%fbﬁﬁ “ vac.
trlﬂtutdon*eﬁwl-@ﬂedcmy)\mfetmcﬁa004/ 039764 PCT/ EP2003/ 011033

195 triturated with ether. The preC| jtate
The progkelvas prengiat 8acqiding ‘th?é}e*'%h’{&o iaire ath% lsgargng.

92705y €1 650 FmBR (H-SAG O FORerfFdrch 8 et deid
(Z8b) prechR. 200nHj 1T 08048131‘1@!35 ah@rp-NRE(2wdietglan@in@tiid)-beozene-
%el. d| C(E4£rorret hane / MeOH 9:1). Exanple 174: i a H

_Yléf@)ﬂ%ti@”g Ee?h/t%méaryﬁenyl 4-yi) - N-[4-(4-met hyl - pi peraz

in-1-y henyl ] - acryl am de Prepared

CzaHaQb@bel(MﬁN@éﬁbl e 172 starting from
‘ - 4-yl)-acrylic.acid and
Ca&g %Wl&e?%ﬁﬁs@%?l net hyi ) - phenyl am ne. The
Fwnudmomea@qmwgwwmmmeg (k) col utm chr omat ogr aphy
chl oronmet hane / MeOH / conc. aqueous

(sili

R aiion D o, dhiyomltane Hepts 451 o of t heory)
C27H28CI N30 (M= 445.997) Calc.: nol peak (MH)'

446/ 448 Found: nol peak (M+H) +: | 4461 448 (d) Rf val ue:
0.40 (silica gel, dichloronmethane / MeOH 9:1).

Example 178:

178a) tert-butyl {4-{(E)-3-(4"-chloro-biphenyl-4-yi)-acryloylamino}-benzyi}-
carbaminate o

| Prepared analogously to Example 172 starting from (E)-3-(4'-chioro-biphenyl-
4-yl}-acrylic acid and tert-buty! (4-amino-benzyl)-carbaminéte. The crude
product was stirred with MeO'H, the precipitate was filtered off and dried in a
HV.
Yield: 1.000 g (72% of theory)
C27H2:CIN2O3 (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~aminomethy]-phenyl)-3-(4’-chloro-bipheny!—4-yl)—acrylami_de




WO 2BosoRskies 175: ci H N WD 2004/ 039764 PCT/ EP2003p01E0RB3/011933
196 175) 1
(E) - 3- (4' - chl or o- bi phenyl - ©8/1) - N-[ 4- (2- di et hyl ani no-
et hyl ) -phenyl ]- acryl am de Prepared anal ogously to

5 )jft&fg)A Guab %qd%‘aaéttéfg%% SB9péRicof §.9567Y & S5 PHASMErEbuty!

acr

4 robidrgt atfiyhdry ih yINEsbamifataHo 5
S miny e sy
msPpedirhle thanagnodde mw:tsuwaSrﬁyrrgsafqr%m)RT The

' i
4 o) L S0 e
agaih éapgbraded dovwnplvacl./e fés@lu@ﬁéas triturated with ether the

- 3- hl bi ph | -4 - i di
PrCRIAle AT IS OB RE AT IR  Vatid B0 ap e arodidt B5Bus! y
f
ObSQS’% ?‘%@trﬁ@r@éﬁ%ﬁg%{}f EOT yl)-acrylic acid and
Yiekt: /93¢ g (@5 peofitdeory)- yl et hyl - phenyl ) - anmi ne. Yi el d:

t heo 5H29CI N20 (M= 445. 009)
Cagh; 19%\'%%&06 MQ' ‘{7}/8%%52447 Found. nol peak (MtH)'
Catcd Simbipeak@+Hi: 31@3/965 0.60 (silica gel,
di chl oronet hane./ MeOH / conc. aqueous anmoni a

Fogodamopesk. (Mthipias/369 (C)
Ry value: 0.40 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia

90:10:0.1).

Example 179;
/\/H
L @ J @

179) N-{3-chloro-4-{2-(4-methyl-piperidin- 1-yi) ethylamino]-phenyl}-2-(2-
chioro-4-trifluoro-methyl-phenoxy)-acetamide |
The product was prepared according to general worklng method | starting
from 0.270 g (1.060 mmol) (2-chioro-4-trifluoromethyl-phenoxy)-acetic a.0|d'
(£2b) 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)

C23H26ClFsN3O; (M= 503.384)

Calc.: molpeak (M+H)": 504/506/508

Found: molpeak (M+H)": 504/506/508 (Clz)

Ry value: 0,44 (Alox, dichloromethane / MeOH 49:1).

Example 180:




WO 2804/39vk4 ' F F WO 2004/ 039764 PCT/ EP2003/ 011933PC1/8/72003/011933
177) :
N-[ 3-chl or o- 4- ( 2- di et hyl am Ho- et hyl am no) - phenyl ] -2-(2
-chloro-4- trifl uoronethyl-phenoxy)-aceta md e The
product was prepared. agcording to general working
met hod | starting pm 0. 270 g (1. 060 mol)
(2-chloro-4-trj [
(Z2b). any 0 .'ﬁ (1.080 mml)

2- Cc @ 0- | di et hyl am no- et hyl ) - benzene-
4-~d¥am fie (Z42b). Yield: 0.340 g (67% of theory)

I Y8k i SBYBTRA A

_mahyuaémgmuﬁ)atéS (Al ox, d| chl oronmet hane / MeOH 45:1).
nmple 178: H2N a~' N 178a) tert-b
| Pr{ena[e(dana_togwslm Emm@leph@@artm@frqma{gm éypa!ﬁfma]ph@@w-

g bR O B | B SRR O RIS 2556
Treérdde peodueat wdntirted Wit MoBH hbezybaipitateheas itered oifand

Crude ‘?roduct was stirred with MeOH, the precipitate
drigddn@iVered off and dried in a HY. Yield: 1.000 g

200 7CI N203 (M= 462.981) Cal C.:
Ylﬁ'@ ggg@%ﬁ?ﬁ,ﬁm E%S Found: nol peak (MtH)'
CARCABRO{ (Bl 477.008)

Calc.: molpeak (M+H)*: 477/479

Found: molpeak (M+H)": 477/479 (Cl)

R¢ value: 0.80 (silica gel, dichloromethane / MeOH 9:1).

180b) (E)-3-(4'-chloro-biphenyl-4-yl}-N-(4-methylaminomethyl-phenyl)-
acrylamide ' :
Prepared analogously to Example 178 starting from tert-butyl {4-[(E)-3-(4'-
chloro-biphenyl-4-yi)-acryloy!amino]-_benzyl}-methyl-carbaminate {(Example
179). The product was obtained as the trifluoroacetate salt.

Yield: 0.540 g (87% of theory)

CasH21CINZO * CoHF 30, (M= 490.914)

Calc.: molpeak (M+H)*: 377/379

Found; molp'eak (M+H)*: 377/379 (CI)

Ry value: 0.40 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia
90:10:0.1). |

| Example 181:




wo dgbargszee: 0.70 (silica gel, dichloronmethane / Me@dP2003/011933

9:1). 178b) 0
(E) N- (4- am nonet hyl - pheny%q =3-(4' -chl or o- bi phenyl -4-y
-acrylamde ------- ------ WO 2004/ 039764

15@%@%‘8@‘@?&Bf’@ea?ﬂ%ﬁw%é%dﬁ%ﬁ%ﬁgﬁ?ﬁ%&@b@vﬁp :
adrlafrids - 3- (4' - chl or o- bi phenyl - 4- yI ) -acryl oyl am no] - ben
B BTk P o R R o ™
S e e
phesyl}caosyiamide (Examgie d@Ohint hmdt immnlc adié angrthe inpikiuae evas

SR 01 BLECT i AT UL ks rebRfion, Bt iab #008Rd onto
ice/walkat arfd ﬂé%cﬂjeb%%h@ée Wé%%%bus%%ﬂ%&@@ wﬁh@fdﬁ@@zr he

(M= 476. 887) | pea M+H) * 63/ 365 Found
ComflipRARIY. Mha)ses w%aﬁse@ oyer sodwmlmmteoemqrateldu down i,

vag angthg %QB%I‘T&% %vi(ygéYﬁ%_Ig;hecp%g p|tgt% 3 Itermamo'?t'I

washed-veith eirh@rénﬁliﬂ(ed - neddayt 100 pfe:rl di n-1-yl) helt hyLam no]
0 ro-4-tri u oro-methyl-ph e n
Y@Ey§?§i§43/( rﬂfﬂﬁf’é"ﬁwe product was prepared according
= nethod | starting from0.270 ¢
CA B s

Cale: oiolmeai- (M-th‘l) f Berb/BB&Et hyl - phenoxy) -acetic acid

Z 0 | S
F°§ é ')"‘8&’(? h("/ﬁ%‘(%ﬁ?%?@ﬁeh din-1-yl)-ethyl]-
Rk ﬁggfo%OI(SﬂmH?@&z@gsﬂegozﬁw('?vnté(ysgise@ 3%?1)0 She. ﬁde%éoﬁrgg a
0@yl »: 504/506/508 Found: nol peak (MHH)'

- 504/ 506/ 508 (Cl2)

- Example 182:

£an<N0
J Ay
N =
182) (E)-N-[3-chloro-4-(2- drethytamlno-ethoxy)~phenyi]-3-pyr|d|n-2 -yi-
acrylamlde
Prepared analogously to Example 172 starting from (E)-3-pyridin-2-yl-acrylic
acid and 3-chioro-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)
C20H24CIN3 O (M= 373.886)
Calc.: molpeak (M+H)": 374/376
Found: molpeak (M+H)": 374/376 (Cl)




WO JRD4/038764: 0. 44 (Al ox, dichloronethane / MeCOH 48CT/FEP2003/011833
Exanpl e 180: WO 2004/ OSQ?%PCT/ EP2003/011933 199 /N
I / O 180a) tert-butyl
(4-[(E)-3-(4" -chl oro- bi phenyl -4-yl)-acryl oyl am no] - ben
R@Mlbe: OTBY [géﬁlicé?gélb;ﬁl&w%rﬁeﬁ{ B3 o#ﬂ%&&ogahao&soammoma
Exanpl e 172 starting

from - chl or o-'bi phenyl -

9190 t)acrylic acid and tert- butyl
(4-am no-benzyl ) - met hyl - carbam nate (Z33b). The crude
product was stirred with MeOH, the precipitate was
filtered off and dried in a HV. Yield: 0.620 g (43%
of theor C23H29CI N203 (M= 477.008) Calc.: nol peak
Exavmpie18 77/479 Found: nol peak (M+H)+: 477/479 (Q)
Rl value: 0.80 (silica gel, dichloronethane / MOH

9:1). 180b)

(E) 3- (4 -chlor" renyl - 4-yl) - N- (4- met hyl am nonet hyl|
I

en Nac ande Prepared anal ogously to Exanple
g TroMitert-butyl (4-[(E)-3-(4" -
| pH’enyI I4 yl )7acryl oyl am no] - benzyl } - net hyl -
14%32%—?%%%@%%@5&@3@3&@m gty zs@%@*@?ghgﬁw

adrfigmide C23H21CI N20 * C2HF302 (M- 490 914) Cal C.
nol peak (M+H) +: 377/ 379 Found: nol p

Prgpavesimqlcmqusw ta/Brarapleot 4bstering ﬂsgmg(a)-S 5 (4-ch!0r0-
oSt BIEL YA AR o 4 B0 AR THRBI -
phenylamine. The crude product was purified by column chromatography
(silica gel, dichloromethane / EtOH / conc. aqueous ammonia 50:10:0.1). .
Yield: 0.450 g (52% of theory) |

C26H2sCIN3O (M= 431.970)

Calc.: molpeak (M+H)": 432/434

Found: molpeak (M+H)": 432/434 (Cl)

Ry value: 0.50 (silica gel, dichloromethane / MeOH / conc. aqueous ammonia

© 90:10:0.1).

Example 184;

184) (E)-3-[5-(4-chIoro-phenyl)-pyridin-2-yi]~N—[4;(2~dimethy!a‘mi-nOuethy!).-
phenyl]-acrylamide ‘

Prepared analogously to Example 143 starting from (E)-3-[5-(4-chloro-
phenyl)-pyridin-2-y{]-acrylic acid (Z34b) and 4-(2-dimethylamino-ethyl)-
phenylamine. The crude product was purified by column chromatography
(silica gel, dichloromethane / EtOH / conc. agueous ammonia 50:10:0.1).



WO doofdosdAey ------------- WO 2004/ 039764 PCT/EP2003/011933

PCT/ EP2003/ 011933 200 18%&
(E) 3-(4'-chl oro-bi phenyl %I) N- (4- di net hyl am nonet h
phenyl ) acryl am de .00 nL formal dehyde (37% in

'Yﬁg]( %%4%31;?«9%%3&3/9 C to a solution of 0.100 g

C£4El)2%c3ml@ (Mh@?eab)dphenyl 4I yl )8[8;(4 met hyl ?m nomet hylj
-. phen -acryl.amde (Exanple 1 in 1l n formc aci
Calrd Wée%ﬂfﬂ\" '\*/9@“0 irred for | h at RT and 2 h at

+o was poured onto ice water
F&QHF h% Bga:f gﬂﬁs ONOEMBBYESD

phase was ‘exhaustively extracted with
REtaide:. 0. Gmsm-g@; diedloovrgetiainesddeiel /cahci aquestey ammonia

9‘?2@ sul phate, evaporated down i. vac. and the
d e stirred with ether. The precipitate was
filtered off, washed with ether and dried i. vac. at

100 C. Yiel d: 81 ng (74% of theory) C24H23CI N20 (M=
390.917) Calc.: nol peak (MtH) " : 391/393 Found:

. _E)ggg‘lj@ggli%(%wh-l—b +: 391/393 (Cl) Rr value: 0.50 (sili ca

| oromet hane / MeOH / conc. agueous anmoni a
90:10:0.1). Exanple }82:a J~ ~ | 182)
(E)-N-[3-chloro-4-(2 et hyl am no- et hoxy) - phenyl ] - 3- py
ridin-2-yl- acry Prepar ed anal ogously to Exanple

S (N Q] N E) - 3pyr|d|n2yl acrylic acid and
W4 i(2-di et hyl ani no- et hoxy) - phenyl ami ne (Z2b)
&z h). The crude product was purified by
186<}P| um  cEPsEs-McRRRY-phehli-SFrignt2-yi]- -N-methyl-N- -(4-piperidin-1-

ylmethyl-phenyl)-acrylamide

Prepared analogously to Example 143 Starting from ‘(E)—3-[5-(4-chloro—
‘phenyh)-pyridin-2-yll-acrylic acid (Z34b) and methyl-(4-piperidin-1-ylmethyl-
phenyl)-amine. The crude product was purified by column chromatography
(sifica gel, dichloromethane / EtOH / conc. aqueous ammonia 50:10:0.1 ).
Yield: 0.300 g (67% of theory) |
Ca27H2CIN2O (M= 445.997)

Calc.: molpeak (M+H)': 446/448

Found: molpeak (M+H)": 446/448 (CI)

Ry value: 0.70 (silica gel, dichloromethane / MeQH / conc. aqueous ammonia
90:10:0.1). -

Example 186;




WO 2004039880 et hane / MeOH / conc. aqueous anmoni aPCT/EP2003/011933

90:10:0.1) and recrystal l/iosft' on from petrol eum
ether. Yield: O. 930 g (50 theory) C20H24Cl N302

(M= 373.886) Calc. peak (M+H)': 374/ 376 Found:

L e T

chibror-tifloomirhethgl-phévieO-bérylaonide  aqueous ammoni a
90:1:0.1. Ex e 183; /. O N 0183). .
r@Uf%W%ﬁD@naaéng%gﬁwﬁmfopgmea@lﬁ'v%m method | stading di
I
f“?“b2‘303%‘““‘i%2*’@?‘2#??‘%3‘2%”&%&‘%@?%%&9 Arangpatishe
aqth6i8/1b) apg 0. Zﬁ(hngt }{DIOD -ranwi)| 3-chia- - K22(314-h h)etlalylgb[pendira ~1-yl)-
di T roduct
s L U A R i S
(AﬁBxC héenrrémgéth AR qracﬁbﬁmbh@%lﬁet %ﬁggwgoe 2, 49:1),
Yseiﬂaﬂ@@@lg\d@"/wf:tmxy)gm) Calc mol peak (I\/H—|) :
k (M 432/ 434 (d) Rf | ue:
.%? %NF&EQ‘%@@%&?{;I ogorrglz hane |/ I\/EO—I(/ Zzonc vane
Caﬂéﬂgﬁ@l{ﬁea&mm)a: 5618)5895041) . Exanple 184: N\ ~N N/
Found: molpeak (M+H)": 500/502/504 (Cl,)
Rsvalue: 0.70 (Alox. dichloromethane / MeQH 49:1).

Example 187:

187a) tert-butyl (4-{(E)-3-[5-(4-chloro-phenyl)-pyridin-2-yi]-acryloylamina}-
benzyl}-methyl-carbaminate

Prepared analogously to Example 182 starting from (E)-3-[5-(4-chloro-
phenyl)-pyridin-2-y|]-acrylic acid (Z34b) and tert-butyl (4-amino-benzyl)-
carbaminate. The crude produ'ct was stirred with MeOH, the precipitate was
filtered off and dried in a HV.

Yield: 0.620 g (86% of theory)

C27H26CIN3O3 (M= 477.996)

Calc.: molpeak (M+H)": 478/480

Found: molpeak (M+H)": 478/480-(Cl)

Ry value: 0.80 (silica gel, dichloromethane / MeOH 9:1).

187b) '(E)—3-[5-(4-chloro-pheny!)-pyridin-2-y_l]_-N—(4-methylaminomethyl-
phenyl)-acrylamide |




WO 2b84)39764 PCT/EP2003/011933
(E)-3-[5-(4-chl oro-phenyl) ridin-2-yi]-NJ[4-(2-dinet
hyl am no- et hyl ) - phenyl] - a%@//l am de Prepared
anal ogously to Exanple 143 starting from

oS S e Ao AT |

cmnsroqmawymbwmma@umwrby@dmw E@i%éfﬁ%ﬁé&b@%ﬁﬁbﬂhe

§S|I|ca el , djchl oronet hane / conc. aqueous
Prafvetvas amdcﬁqshe tgoageiet®sal PCT/ EP2003/ 011933

45% of theory) C24H24CI N30 (M=
Y’égjzogsgjﬂeé Ekaéaf’c) OMQe&V{)eak (MkH) +: 406/ 408 Found:
Cabiby@iliO (\BH)F-04067 408900 ) Rf value: 0.60 (silica
el i C I\/b(]—| / conc. aqueous anmoni a
5 ‘? %&ﬁggn%%?% : / O 185)
Fdﬂﬁh ﬁTdi dixﬁqﬁ}ll r o79R8n pyridin-2-yl]-Nnethyl-N(4
-pi peridin-1- fms aﬁml -étgn | )-acryl am de Prepared
Rfafﬁhieo@o?aﬂs(sﬂmcgeﬁxdmipﬂbmrmamaee 4iMeQld /fooem agueous ammonia
_90(@)7 a-[S (4-chloro- phenyl)-pyridin-2-yl]-acrylic acid
- )) and met hyl - (4- pi peridi n-1-yl nmet hyl - ,
phenyl)-am ne. The crude product was purified by

- colum chromat ography (silica gel, dichloronethane /
EtOH / conc. aqueous ammonia 50:10:0.1). Yield: 0.300

%.ef theory) C27H28CI N30 (M= 445.997) Calc.:
Ex%or'fp§g((§g(l\/ﬁl—|)+ 446/ 448 Found: nol peak (M+H) +: .

6/4 (Ad) R value: 0.70 (silica gel,
meghane A MeOH / conc. agueous ammoni a

0 86

188) (E)—N—(S-chloro-4-dfethylamlnomethyl-phenyl)—S-(Z-chioro-4-
trifiuoromethyl-phenyl)-acrylamide

Prepared analogbu‘sly to Example 143 starting from (E)-3-(2-chloro-4- _
trifluoromethyl- phenyh)-acrylic acid (Z37b) and 3-chloro-4- diethylamlnomethyl-
phenylamine (Z35b). The crude product was punﬂed by column
chromatography (Alox, neutral, act. lI-1il, petroleum ether / EtOAc‘3:1),

Yield: 0.192 g (43% of theory)

CarHaCLF3N,O (M= 445.316)

Calc.: molpeak (M+H)": 445/447/449

Found: molpeak (M+H)": 445/447/449 (Cl,)

Rrvalue: 0.53 (Alox, petroleum ether / EtOAc 3:1).

Example 189:




wo foedoresal O O H WO 2004/ 039764 PCT/ EP2003/ Olb&$@p2003/011933
203 186)
(E)-N-{3-chloro-4-[2-(4- nﬁgﬂ§l-p|per|d|n 1- y|) ethylam
i no] - phenyl }-3-(2- chloro-4-trifl uoronethyl -

1P EANERE AR G Ry REREH L, LR G %%Eﬁv%%oc%m% 4
trifllofpfethpbhenyl)-acrylamide
E)-3-(2-chloro-4-trifluoronethyl-phen _g_ acrylic

Péﬁﬂaaect aead@poaﬁm tp Exampde (43 @tmttrmﬁpm ( (2- “chibro-4-

tnﬁgﬁx‘?:ln?ét@gﬁg ey ﬁ&!@écx@ 52%31;31 gw&}% 4ri4rmeihvlspiperidin-

1-th%thyl)4tph§nmaltmge Qm&)t ! ). Tb@é oedensrotined wa@ptmﬂécﬂby tdlumn
adi ent di or one an
Bt oT P CA I, B oG YR telth Sther TG )

k (MH) +: 500/502/504 F d:
Y@Q)Oo?rﬁ;@ (@P:Iocmc th%ggg/ 584 I(_I)CI 2) Rf value: O. 78un

CisﬂzﬂzFa@lzaﬁdM*dﬁﬁtaﬁéhe / MeOH 49:1). Exanple 187: it

C?Iﬁ mc&ye%kl "é%(li’) Itﬁhﬁgp%ﬁényl )-pyridin-2-yl]-acryl oyl a

FdUﬂ@OhoI@e@@@w#HExﬂEVhMVSWGqW) nate Prepared
anal O%FUS le 182 starting from

Rrvajues D47 ( %hqilshl@rorpﬁt@ﬁyeywpgmicﬁonm yl]-acrylic acid
(Z34b) and tert-butyl (4-am no-benzyl)- carbam nate.
The crude product was stirred with MeOH, the

Exanguledigate was filtered off and. dried in a HV.
Yield: 0.620 ¢ (86% of theory) C27H28CI N303 (M=
477.996) Calc. ak (|\/H—|)+ 478/ 480

190a) tert-buty! (4-{(E)-3-[5- (4 chioro-phenyi) pyndm-2-yl]-acryloylammo}-
benzyi)-carbaminate

Prepared analogously to Example 182 starting from tert-buty} (E)-3-[5-(4-
chloro-phenyl)-pyridin-2-yl]-acrylic acid (Z34b) and (4-amiho-be’nzyi)-methy[-
carbaminate (Z33b). The crude product was stlrred with MeOH, the prec:pltate
was filtered off and dried in a HV.

Yield: 0.610 g (88% of theory)

C26H26CIN3O3 (M= 463.968)

Calc.: molpeak (M+H)': 464/466

Found: molpeak (M+H)*: 464/466 (Cl) |
Ry value: 0.60 (silica gel, dichloromethane / MeOH 9:1).

190b) (E)-N-(4-aminomethyl-phenyl)-3-{5-(4-chloro-phenyl)-pyridin-2-yl}-
acrylamide |




 Found: nol peak (M#H)+: 478/480 (O) Rf val ue: 0.R@T/EP2003/011983
(silica gel, dichloronethan&06 MeOH 9:1). 187hb) -

(E)-3-[5-(4-chl oro-phenyl)-pyridin-2-yl]-N(4-nethylam
| ami de WO 2004/ 039764

PR 53 BTOY 16 S5 dghissartna ooy arsbytyt ¢-EEpamisas.
QWIBtD-Bhemyf]-Dfﬂ‘idiﬁ-@”ﬂd}-&é@%rﬁﬁ_ﬂggﬁ'ﬁﬁ%aia‘%b%giié%ér{gyﬁm

ﬁ%)o%g- phenyl ) - pyridi n-
t TBEPhRIH G avas obtaised msdtiadtifivasachsmi 4gd as the
Yield: 0.500 g (81 % of theory)

i te salt
%&dm%%%gé%ﬁﬁﬁ%)(m 491.901) Calc.: nol peak

QNH@CINaemmoﬁmmwmphpeak (MrH) ' : 278/380 -(d)
di chl or onet hane / MeCH /

Lye. 0 i | [
%ﬁg%@gﬁﬁ%&%ﬁ%ﬁ 90: 10: 0. 1). Exanple 188: G -~y
FouRd¢ -HY
H&OE’ai.E-& ? fﬁﬁ_(_o'\? 503387 88ACi noret hy! - phenyl ) - 3- (2-chl o

yane: Or4G (silicagebtdishioRiRatibhe ?“Mé@ﬁ?‘rcg%. aFt)Jrue o%rs%dmmonia

9 :gq?_usl y to Exanple 143 starting _
-3-(2-chloro-4- trifluoronethyl-phenyl)-acrylic

acid (Z37b) and 3-chl oro-4-di et hyl am nonet hyl - .
phenyl am ne (Z35b). The crude product was purified by

colum chromat ography (Al ox, :neutral, act. II-111I,
ether/ EtQAc 3:1). Yield: 0.192 g (43% of -

- E
?‘ﬁ@gfrgy "C21H21C 2F3N20 (M=.445. 316) Cal c.: nol peak

(MtH) ' : 445/ 447/ 449 Fouad: nol peak ( MtH) +:
445/ 447/ 449 (C12) Rf lue: 0.53 (Al ox, petroleum

et her / ELOAC 3i

O“\/©/ ©
.1 91) (E)-3-[5—(4-chloro-phenyt)-pyridin~2-yi]-N-(4-rnorpholin%-ylmethyf-
phenyl)-acrylamide - -

80 uL (0.930 mmol) morpholine was added to a solution of 0.130 g{0.310
mmol) (E)-N—(4~Ch_loromethyl-ph_enyf)-S-[S-(4~chloro-phenyl)-pyridin-2-yl]—
acrylamide (Z38b) in 20 mL THF and the mixture was stirred for 5 h at 50 °C
and 5hat 75 °C. A further 200 HL of morpholine were added and the mixture
was stirred for 5 h at 70 °C. The reaction mixture was evaporated d_own.i. vac.

and the residue was purified by column chromatography (silica gel,
dichioromethane / MeOH / Conc. aqueous ammonia 80:10:0.1). The product
was stirred with ether, the precipitate was filtered off and dried i. vac. at 70 °C
Yield: 80 mg (60% of theory) |
Cas1H24CINSO; (M= 433.942)

Calc.: molpeak (M+H)": 434/436

Found: molpeak (M+H)+" 434/436 (CI)

Ry value: 0.50 (silica gel, dichloromethane / MeOH 9:1).

Ex_ampie 192:




.WOEQWB@‘HSQ ~JN~/ 1 O0OG HI F W 2004/ 039764:01-/5;:2003/011933

PCT/ EP2003/ 011933 205 189);
(E)-N-[3-chl oro-4-(4- et hyl2og| peridin-1-ylmethyl)-phen
yl]-3-(2-chloro-4- trifluoronethyl-phenyl)-acryl am de
Prepared anal ogousl y..l gaExanpl e 143 starting from
- (E)-3-(2-chl oro-4- fl uoronet hyl - phenyl )-acrylic
acid (Z37b) angS Or 0-4- (4-met hyl -pi peridin- 1

-yl mpthyd of J/m ne (Z36b). The crude product was
g!p )y colum chromat ography (Al ox, neutral,
acty A-111, petroleumether/ EtOAc 3:1). Yield: 0176
192 %-BL4t E3NGC 35 I c.
92| €124 e L oo AR SR el Bpe 1.
phanwhagwhwmdQCIz) Rf val ue: 0.47 (Alox

P%%\I?éé) %ﬁgﬁg% Wé évgmple 98% startlng from (%)11\??4-a|_n|$|r’}|or?1ethy!-

g |
o) S S B,
Y’g(fgr#ﬂ?@ Q@étfﬁﬂm@w)fromtert butyl (E)-3-[5-(4-

di n-2-yl | d (Zz34b) and
O A1 90 2 Y] Lamt vt e (233b)The er ude
Calcodudpeatlodsi)'r Beg/3g4t h MeOH, the precipitate was
filtered dried HV. Yield: 0.610 g (88% of
Faundo mpfP SHVENN S ¢1E)263. 968)  Calc. no?péak °
RAMID: 030 GAHAGR!, FOMBRmaRL HS?‘ME@M /conc4a6c?'de4o6u% Egn?'rr?onia
90:10:0.1). |

Example 193:

- 193) (E)-N-[3-chloro-4-(2- dlethylam:no ~ethylamino)- phenyl]-3 (2—chioro 4-
trifluoromethyl-phenyl)-acrylamide
Prepared in DMF analogously to Example 143 starting from (E)-3-(2-chloro-4-
triﬂuoromet_hy!-phenyi)—acrylic acid (Z37b) and 2-chioro-N“(2-diethylamino-
ethyl)-benzene-1,4-diamine (Z42b). The crude product was purified by column
chromatography (Alox, neutral, act. H-HI, dichloromethane / MeOH 49:1) and
by trituration in ether/petroleum ether.
Yield: 0.215 g (45% of theory)
C22H24ClaF3NsO (M= 474.357)
Calc.: molpeak (M+H)": 474/476/478
Found: molpeak (M+H)": 474/476/478 (Cl,)
Rr value: 0.58 (Alox, dichloromethane / MeOH 49:1).




wo Rb4r0ad7ee: 0.60 (silica gel, dichloronmethane /' Me®EP2003/011933

9:1). 190b)
(E) - N- (4- am nonet hyl - pheny1?983 [ 5- (4- chl or o- phenyl) - py
ridin-2-yl]- acrylam de PCT/ EP2003/ 011933 206

"~ Prepared anal ogously to Exanple 178 starting from
tert-butyl (4-{(E)-3-[5-(4-

Exdrhpleotgahenyl ) - pyri di n- 2-yl ] -acryl oyl am no) - benzyl ) - ca
rbam nate (Exanple 186). The product was obtai ned as
t\hp trifluoroacetate salt. Yield: 0.600 g (99% of

C21Hi 8CI N3O * C2HF303 (M= 477.874) Calc.:

(MH)': 362/364 Found: nolpeak (MH)":

0.40 (silica gel,

di chl's I MeOH / conc. agueous anmmoni a

: 5. 1910'II~N~IN~191)
(E) 3- [5 (4- chlo naenyl ) - pyridin-2-yl]-N(4-nmorpholi
n-4-yl net hyl - phenyl#-acryl ani de 80 pL (0.930 nmol )

1952&??%[5%!%34 ?Qﬁ?e‘?h)'}lgm?nosig hy )-p%'énﬂjf —3(-)(2%%0:%-&-0 310
'trifdtﬁ)reme(wmhbnmmrMhWenyl) 3-[ 5- (4-chl oro- phenyl ) - p

ridin-2- crylamide (Z38b) in 20 nL THE and the
Prépafiegr'@%wﬁéa@@

qgogaiyft@rE@nwiaﬂ 4§tagting depns (R)-3t(2ohlapp-4-

AR S PO A SR A i
etlml)epiwwia;mamge(\zaﬂdl aﬂﬁndedﬁlgw h‘}thtNI;%QWﬁS @agreitd‘?gb&ié Qd€er,
td)BRasiele WER ATRerod REGHRSHESINE) vatar RN e BV, The
reSi9id Qa8 tAlratEh %?1’ ?tﬂ%Ft the‘é}?%c@ tétre d\ﬁg% ytégd\%gﬂ %vasthteag\nth -

preci pitate was
ether anvi dried: m&Ong (60% of theory) C251H24CI N3Q2 (M=

viéld . 3%8) (6084 St thelR)PEAK (MH)": 4347436
CazHzClaF N0 (M= 459.343) -

Calc.: molpeak (M+H)": 459/461/463

Found: molpeak (M+H)*: 459/461/463 (Cly)

Ry value: 0.32 (Alox, petroleumn ether / EtOAc 1:1).

Example 195:

P o a
) .
H .
F
£
E

195) (E)-N-[3-chloro-4-(3-diethylamino-propyl)-phenyl]-3-(2-chloro-4-
triflucromethyl-phenyl)-acrylamide

A solution of 0.290 g (0.603 mmoal) (E)-N-[4-(3-bromo-propyl)-3-chioro-
phenyl}-3-(2-chloro-4-trifluoromethyi-phenyl)-acrylamide (Z45d) in 2 mL
diethylamine was heated to 100 °C in a sealed reaction vessel in the
microwave for 5 min.. The reaction mixture was diluted with EtOAc , the org.




wo 2o64/ieedyeqol peak (MrH) +-:434/436 (A ) Rf val ue: |9cf?9p2003/o11933
(silica gel, dichl oromet hane / MeOH 9:1).
192: WD 2004/ 039764 PCT/ ERA803/ 011933 207 H I I VN

N O 192)
ph%#méw%h P BB SRPgIoRY Bedib b adiermnd oapaagt
ddWh |E>&§Hp|'ﬁ1e1|%1s|dﬂe6\héé fiﬂurfa'ie%t!;}«v t et ﬂ’lé}%‘f&@fﬁ{@@\)&é filtered

enyl)-3-[5-(4-chl oro- pyri d acry
ofgm(agiggmw@ qtgar)andvnedmacbi\Azo g (56% of theory)

3 ..904 Cal c.: nol peak (M+H) +:
VigespaEy Bk AF i eak)(I\/HrH)+ 392/ 304 (&) R val ue:
ngﬁz’s@fz(]%Nbqumh 3¢@)chl oromat hane / MeOH / conc.

, queous 1). Exanple 193: G J A/ N/ |
Cegc qmo\lpqqilq (M+H)9 3473/475/477
I f no- et hyl am no) - phenyl ] -
Fo%nﬁ%b Ixﬂ'f%tn ﬁ%ﬁ?@ﬁ@@? phenyl )-acryl am de

pramaoeas am%mmmnw yMe@HEganp! e 143 starting
from (E)-3-(2-chloro-4-
trifluoronmethyl-phenyl)-acrylic acid (Z37b) and
2-chloro-N - (2-diethyl am no-
et hyl ) - benzene-1, 4-di am ne (Z42b). The crude product
was puri fied by colum chronmat ography (Al ox, neutral,

Exggntpie ésl I'l, dichloronethane / MeOH 49: 1) and

@k@

196a) N-[4-(N—tert.butoxyca rbonyi-2-methylamino-ethoxy)-3-chioro-
phenylamine]-2-(2-chloro-4-trifituoromethyl-phenoxy)-acetamide

The product was prepared analogously to Example 143 from 260 rhg (1.00
mmol) (2-chloro-4-triﬂuoromethyl-bhenoxy)-ace-tic acid (Z2b), 0.120 mL(1.10
mmol) N-methylmorpholine, 0.140 mL (1 10 mmol) isobutyl chlorofdrmate and
330 mg (1.10 mmol) 4-(N-tert.butoxycarbonyl-2-methylamino-ethoxy)-3-
chloro-phenylamine (240b). '
Yield: 0.54 g (100% of theory)

C23H25ClaFaN2O5 (M= 537.36)

Calc.: molpeak (M-H)": 535/537/539

Found: molpeak (M-H): 535/537/539 (Cl,)

Rrvalue: 0.75 (s_i!ic_a gel, dichloromethane/methanol 19:1)

H/\\/o

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-chioro-
phenylamine]~2-(2-chloro-4—'triﬂuor_omethyl-phenoxy)—acetamide.




WO doy4/b3g764ir ation in et her/ petrol eum et her.

g (45% of theory) C22H24C12F3N30 (M= 474.357)
nol peak (M+H)'': 474/ 476/ 448 Found: nol peak ( M+H)*:
474/ 476/ 478 (Cl2) Rf value: 0.58 (Al ox,

di chl aro ane, MeOH 49: 1). WO 2004/ 039764
Y’%@ﬁé@@@%ﬂ@@@%% Exanple 194: q / | Oq F 194)
C{sﬁ)f(j}lz-ﬁnggl m—qﬁrﬁﬁ)- di et hyl am no- et hyl ) - phenyl ] - 3- (2-

| or o- 4- tr|fI uoronet% phenyl )-acryl am de Prepared

Calﬁ prtpedia(Nbdlis K37 M898ddnpl e 143 starting from

- RA o+l - t hyl - ph I |
4R R Saatfabl P e
Riclalud: 036 eMierRinachiBdlinaRBs MESRId.pn i xtur e was

poured onto ice water, the precipitate was filtered
of f, washed with wat er and dried in a HY. The residue
was triturated with ether, the precipitate was.
filtered off, washed with ether and dried in a HV.
ExXdnelie:190; 278 g (60% of theory) C22H23C12F3N20 (M=
459. 343) Calc.: nol peak (MH)+: 459/461/463 Found:

peak ( H) 459/ 461/ 463 (Cl2) Rf value: 0.32
)?AI/EX PEY m ether/ EtOAc 1:1). Exanple 195: q J
q fy ,

197) 2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[4-(2- dlethylammo ethoxy) -3-
methyl-phenyl]-acetamide

0.290 g (0.603 mmol) (E)-N-[4-(3-bromo-propyi)-3-chioro- ph'enyl]-s-(z-chtcro-
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.. B _

The réaction mixture was diluted with EtOAc, the precipitate formed was
filtered off, stimed with 1 N aqueous NaOH solution, washed with water and
dried in a HV. '

Yield: 0.280 g (93% of theory)

CasH27CI2F3sN20 (M= 499.408)

Calc.: molpeak (M+H)": 499/501/503

. Found: molpeak (M+H)": 499/501/503 (Cl)

Ry value: 0.33 (Alox, dichioromethane / MeOH 30:1).

Example 198:

/\N/\/o

f:w@

Yi el dpcﬂcgﬁé&slm 1933




- wo 2839764 PET/ER2003(011933

(E)- N-[3 chl oro-4-(3-diet 2>/I am no- propyl) phenyl]- 3-(2
-chloro-4- trifluoronethylZliphenyl )-acryl anide A
solution of 0.290 g (0.603 mmol)

19&%&1@?‘% @%ﬁ%rﬁﬁgﬂﬁ medﬁ% N’ﬂf? Brfigroyd-acr yI ani
tnﬁiﬁ)rérﬁég%) phgngxygjr.]ece@érﬁfd@yl am ne was heated to 100 Cin

a seal reacti vessel in the mcrowave for 5 mn.
Thehwodectovasopreparediaecardingdo igeners workingmnaxbpdt renof @0

mg Q50 Rl el o SR R e RO et TR A
100918 (0.44 @iol) 4- @Gleﬂﬁﬂérﬁlh% éftﬁéx;ﬁ)rs ma&%wtdma& fczsgb).

the precipitate was ltered off, ed wth ether
Thgrdodietavas ebtainad. aaﬂih@warmaiemﬂ g (63% of theory)

3 473.370) Caic.: nol peak (M:H)+:
Y*‘%gﬁ?@?@?ﬁ@&%ﬁ@ mol peak (M+H) +: 473/ 475/ 477 (Ol 2)
CoM:CH;NeO; V33584 Px, di chl oromethane / MeOH 30:1).

%an”pbeqﬂl(%: I—ﬂ HIi~ [/ 1 JIOq FF IC5 196a)
Cafg.jmo MG 4@t bonyl - 2- met hyl ani no- et hoxy) - 3-ch -
2-ch |
_Fohﬁﬂ%o{b@a?@%ﬁ?@*m@hyﬁ‘éhen oxy)-aceta m de The
Rr palodut# (sitisa gek pichdoroarsthamoUblePH 6: 1E,Exan”pl e 143 from
260 nmg (1.00 nmol)
. (2-chloro-4-trifluoronethyl -phenoxy)-acet| c acid’
(Z2b), 0.120 m-(1.10 nmol) N-nethyl norpholine, 0.140 -
mL (1.10 nmmol ) isobutyl chloroformate and 330 ny ‘
Exampleo1 980l ) _
4- (N-tent. but oxycar bonyl - 2- et hyl am' no- et hoxy) - 3-
chI orQ-p enyI am ne (Z40b). -Yield: 0.54 g (100% of

TG

199) (E)—N-[4-(2-dtethylammo-ethoxy)-S-methyf-pheny!]~2~(2-chloro-4-
triflucromethyl-phenoxy}-acrylamide .
The product was prepared analogously to Example 119 from 100 mg (0.40
'-mmoi) (E)-3-(2-chloro-4-trifluoromethyl-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)

CasHasCIF3N20, (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:




8 2F3N20b (Ni: 537. 36) Cal c.: nol peak '\/EH?-E}:2003/011933
535/537/539 Found: nol peak (MH)-: 535/537/53
Rf value: 0.75 (silica gel214i chl or onet hane/ net hanol

19: 1) 196b)

N- [ 4- (2- met hyl am no- et hoxy) - 3- chl or o- phenyl am ne] - 2- (2

-chl oro-%5trifl uoronethyl - phenoxy) - acet ani de The
_produck obt ai ned anal ogously to Exanple 115 from

ﬁ@b g ( )

[4- (N 1g;E‘El'::/tnﬁﬁﬁélg/gnyI - 2- et hyl am no- et hoxy) - 3-ch
| 'oro- phenylam nej fch loro-4-trifl
uor onet hyl - phenoxy) - agéta m de. WO 2004/ 039764

PCT/ EP2003/ 011933 210" Yield: 0.43 94% of theo 9 (
2001)(E )} IEHIVGLRA SHLTObA HBTea) N cetiytapsit-othoxy) 3
E{ ;‘—,9 ‘437/|439 441 Found: nol peak (M+H)'
nigSH E@@/]@ﬂyﬁm lue: 0.35 (silica gel,

Tiga gmd@tpwa&.fwé@aréd Maetd Budly toEx@mmbIE 131@7frorhl 100!m&(@40 -
mmﬂd)z(Edﬁ Gehlara-itriflugsemethyirphepyidacryic-adid (Z372) anétlng)
mg8?_).ggé'ﬁ%&@@’)(}%ietﬁﬂﬁémo-gi.lﬂoﬁs'?)\féjnit%iﬁﬁ&%g%;ne a9 The

pro&ietNvastoBinpdoadther fopyateshitchl or o- phenyl | - 3- (2-chloro
rifluoromnethyl-phenyl)-acrylam de (Z45d) and

- 4
Yigi_dg?% ngo (3% 0f thell) 4- et hyl pi peri di ne was heated to
action vessel in the mcrowave
C%@%C%\F‘l’r’r\?ar@. @?Lelgggggti on mxture was diluted with
Cdtc Ormipedie(M+d)t pB5/4B8E forned was filtered off,

stirred w NaOH sol uti on, washed with
Fopadema g?ﬁf’ @{‘%éh M8y Vi el a: 0.280 g (93% of

RitvVARR: Y))S (silica gel, dichloromethahe / MeOH 9:1)

Example 201

T

201) N-(4-diethy!amtnomethyl-phen,yl)—2-(2-chEor0-4-trifluoromethyl-phenéxy)-
acetamide |

The product was prepared according to general working method | from 100
mg (0.40 mmol) (2-ch!oro~4-triﬂuoromethyi-phehoxy)—acetic acid (Z2b) and 80
mg (0.44 mmol) 4-diethylaminomethyl-phenylamine (for preparation see WO
01/27081). The product was obtained as the formate salt.

Yield: 92 mg (50% of theory)

CaoH22CIFzN20, (M= 414.85)

Calc.: molpeak (M+H)": 414/416

Found: molpeak (M+H)": 415/417

Rs value: 0.25 (silica gel, dichloromethane / MeOH 9:1)




WO 2664038764 2F3N20 (M= 499. 408) Cal c.: nol peak ( Medr/Ep2003/011933
499/ 501/ 503 Found: nol peak (I\/H-H) ~: 499/501/503 (d 2)
Rf val ue: 0.33 (Al ox, di ck18r omet hane / MeOH 30: 1).
Exanple 198: | \ Oa /HA-lol\ F F F WD 2004/ 039764
PCT/ EP2003/ 011933 211 198)
N-[ 4- (2- di et hyl am no- et hoxy) - 3- net hyl - phenyl ] - 2- ( 2- chl
Exarpld20prifl u o rometh yl-ph e n oxy)-a ceta mi d e
The product was prepared according to general working
fhuor onet hyI phenoxy) - aceti c aci d (Z2b)
mml )

and 100 ¥y (0.
. (2-di et hyl am™A0-g hoxy) 3- et hyl - phenyl am ne
239b) The product was obtained as the formate salt.

ol Al TR

 phenbpgadeniidfnide : 459/ 461 value: 0.4 (silica gel,
di chl oronet hane / MeCH 9 e 199: F F

Theprogugt AVE(SZDFGDQEGMWQM mﬁya}mglen‘el%wmpmﬂﬁg](bzm( 2
fil |

G RE 8 ol B N R SIS 2T e o

(0. 44)(awmul) é4adidBrylammbinethyl- pheny!amme (for preparatlon see WO
Ebi(_rilcloro4tr|fluororreth hen)fl) acrylic acid

01/@ Sh). Tagpredact was phtanedapihe ormate sd

AYleﬁ(sz Iq]lge(qg;% %EBrﬁt hoxy) - 3- met hyl - phenyl am ne (Z39b).

C21H2CIF3N20 (M= 410.87)

Calc.: molpeak (M+H)": 410/412

Found: molpeak (M+H)*: 411/413

| Ry value: 0.15 (silica gel, dichloromethane / MeOH 9:1)

Example 203:

/\"M\@L . @

| 203) N-[4-(2-diethylamino-ethoxy)-phenyl}-2-(2-chioro-4-trifluoromethyi-
phenoxy)-acetamide ' ‘
The product was prepared according to general working method | from 100
mg (0.40 mmol) (2-chloro-4-trifluoromethy!-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, dichloromethanel MeOH 9: 1)




4 Was obtained as the formate salt. Yi elg TRAEB /011933
Wozzag%}bg_ theory) C23H26CI F3N202 ( M= 454, 92) F c.:

mol peak (M+H)': 454/ 456 Folhd: nol peak (M+H)'

455/ 456 Rf value: 0.2 (silica gel, dichloronet hane /

MeOH 9:1) Exanple 200: WO 2004/ 039764

PCT/ EP2003/ 011933 212 0O O O a AF F 200)

(E)-3-(2-chloro-4-trifluoronethyl-phenyl)-N[4-(2-diet

hyl am no- et hoxy)-3- nitro-phenyl]-acryl am de The
Exaroplea@04nas pr epar ed anal ogously to Exanple 119 from

100_ng,(0.40  nmol)
phenyl )-acrylic acid

(B - -(mor’o 4-t 16 f1 uor oret hyl -

(£37b) a 1 44 mmol ) '

4- (2-di et hyl ani no- XYy - 3-ni. tro- phenyl am ne (Z31a).
The product was obtaifjed as the formate salt. Yield:

27 ng (1.3% of theory) " C22H23CI F3N304 (M= 485. 89)
2@2 éE488[ﬂ¥Pcﬁé!hy(dWhh% ethd)%é-‘p‘h%_r'lyi Bowzashlomed-pertoroidettyl-

val ve: O. 'i'ca gel di chl or onet hane/
Baarylamisanpl e 201 J | \ L pFF 201)

T”%nér%ﬁgkﬁ”%éf hf’éﬂ%’é’*‘éﬁé%gﬁﬁ%z%ﬁ%a O%EE?*@@S’EQ?E%%@-%@“
. mm@QQEﬁBF(Q ¢l‘¢or@9¢kﬂ‘ffmior@metﬂynphammad'yhc BeidnZ306) 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 theoryy
~ Caz2H24CIF3N0; (M= 440.89)

“Calc.: molpeak (M+H)” 440/442
Found: mo[peak (M+H)": 441/443
| R¢ value: 0.2 (silica gel, dichioromethane / MeOH 9:1)

Example 205;

W

LN Pt o a
J\/o
i
B
F

205) N-{4-(3-diethylamino-propyloxy)-phenyl]-2-(2-chloro-4-triftuoromethyl-
_phenoxy)-acetamide

The product was prepared according to general working method 1 from 100
mg (0.40 mmol) (2-chloro-4-triflucromethyl-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)

Ca2H2sCIF3N203 (M= 458.91)

Calc.: molpeak (M+H)": 458/460




wo 208/d367640 ol ) _ PCT/EP2003/011933
(2-chloro-4-trifluoronet hyzl1- phenoxy) -acetic acid (Z2b)

and 80 ng (0.44 mol) S
4-di et hyI am nonet hyl - phenyl am ne (for preparation see

WO, 01 N duct was obtained as the formate
Foug; mo e@ ?(M”’é@ r%#ég%uof t heory) | C20H22Cl FaN2OP (Me
Rf%lfhe%)z;o ‘%ﬁ""g gel, rm&m@@fnét%rh'& / Me@f‘fr@"‘ﬂﬁ Found:

- ol peak 415/ 417 Rf val ue: (silica gel,
di chl ororret hane 1 MeCH 9:1) WO 2004/ 039764 _
PCT/ EP2003/ 011933 213 Exanple 202: ~-NI OJ /~ lice

F F 202)

Exampid¥204: di et hyl am nonet hyl - phenyl) - 2 (2-chloro-4-trif
| uor onet hyl - phenoxy) -acryl am de The product was
\qepared anal ogously to Exanple 119 from 100 ng (0. 40

SRR _© o
(E)-3-(2r -4-tri{fl uoronet hyl - phenyl )-acrylic acid
(Z37b) and*80y N~ nmol ) ‘

4- di et hyl am nonet hy sl am ne (for preparation. see
WO 01/27081). The proglict was obtained as the formate
salt. Yield: 27 (15% of theory) C21H22CI F3N2Q( M=

208]1(E)8V14 (@-dieihylarrmhqypadpy(dmy)-m)htenw]lm(zm!orsebtrﬂmoromethyl-
h E%fn 411/ 413 Rf value: 0.15 (silica gel,

p%” 6\&@?' e | |ve0|—|91) Exanpl e 203: Jam ~ ~ ~
Th@p‘?oddct vasprepared analogously to Example 119 from 100 mg (0.40
mmol) (E)-3-(2-chloro-4-trifluoromethyl-phenyl)-acrylic acid (Z37b) and 100
mg (0.44 mmoi) 4-(3-diethylamino-propyloxy)-phenylamine (for preparation
see- WO 99/52869). The product was obtained as the formate salt.
Yield: 33 mg (16% of theory) |

: CzastClFsNzOz (M= 454.92‘)
Calc.: molpeak (M+H)*: 454/456
Found: molpeak (M+H)": 455/7
Rr value: 0.39 (silica gel, dichioromethane / MeOH 9:1)

Example 207:

vﬂwmﬂy

207) (E)-N-[3-chioro-4-(2-diethylamino-ethoxy)-phenyl]-N- methyl-2 (2- chloro—
4-triftuoromethyl-phenoxy)-acrylamide

The product was prepared analogousiy to Example 119 from 100 mg (0.40
mmot) (E)-3-(2-chloro-4-trifluoromethyl-phenyl)-acrylic acid (Z37b) and 110
mg (0.44 mmol} N-[3-ch|oro-4-(2-diethylamino-ethoxy)—phe_nyl]-méthy!amine
(Z125b). The product was obtained as the formate sait. | -
Yield: 38 mg (18% of theory).




WO 260480864 PCT/EP2003/011933
N-[ 4- (2-di et hyl am no- et hogﬁnphenyl ]-2-(2-chloro-4-tri
fl uoronet hyl - phenoxy) - ac i de The product was
prepared according to general working nethod | from

C%glgﬁcq{%‘%»%-ekﬁ&‘%%@onet hyl - phenoxy) -aceti c acid (Z2b)

Calod nSlpesiy (\1OHF4 487i8D/491 _
4- (2- di et hyl am no- et ho/%) - phenyl am ne (Z5b). The
Foynsa malreatdsill af Y8148 the formate salt. Yield: 45

Rf%ld@%zafhghe&él%%ﬁh%%ounzwﬁwpeayl?lé\l/ﬁ;gl: e

445/ 447 value: 0.3 (silica gel, dichloronethane /
MeOH 9: 1) VD 2004/ 039764 PCT/ EP2003/ 011933 214

~ Exanple 204: 0 a H kF F 204)

- Eﬁﬁa iBJo4: (2- di et hyl ani no- et hoxy) - phenyl ] - 2- (2- chl or o- 4
-trlfluoronethyl phenoxy) - acryl am de The product Was
prepdred anal ogously to Exanple 119 from 100 ng (0. 40

1 rifluoromethyl -phenyl)-acrylic acid
- (Z37b) and®90 ng .44 nmol )

4- (2-di et hyl am no= Xy) - phenyl ami ne (Z5b). The
product was obtainéd as the formate salt. Yield: 35

, ‘_9/___ - 3 (MVE. 44 ,Qalc.:
208 (RN - ST ey o B¢
chMJMﬁﬂuafon\r@thquah@oagX -atrylapaidgel , di chl oronet hane /

MeOH 9:1) Exanple 20
The product was prepared analogously to Example 119 from 100 mg (0.40
mmol) (E}-3-(2-chioro-4-trifluoromethyl-phenyl)-acrylic acid (ZS_?’b) 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)
' 021H23C|F3N30 (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)

E) - 3-

Exampie 209:

\,

\/"\/\CL o '
209) (E)-N-[4-(2-diethylamino-ethyl)-phenyi}-2-(2-chloro-4-trifluoromethyl-
phenoxy)-acrylamide

The product was prepared analogously to Example 119 from 100 mg' (0.40
mmol)-(E)-3-(2-chioro-4-trifluoromethyl-phenyl)-acrylic acid (Z37b) and 90 mg




WO 2od>;f/0397%40 a [/ Hal \ FF 205) PCT/EP2003/011933
[4-(3-di et hyl am no- prop&l oxy) - phenyl ] - 2- (2- chl or o- 4-
tr| fl uor onet hyl - phenoxy) d€et am de The product was
prepared according to general working nethod f from

0 (0. 40 | . .
(0§13 TumPB A Aie o Priibe siaiphervaming forepption; s Wb
01;%7@81} e‘”&o@@ct%aé‘ﬁ@ﬂa) ed as the formate salt.
di et hyl am no- pr opy q oxy) - phenyl am ne for
Ytqjde%?arr@t(ﬂé% eklBewy)99/ 52869) . The product was obt ai ned

CBAIMIBER 10’55 1,7 (25201, 1o

CaﬁB%@ ammgﬂ/mw PCT/ EP2003/ 011933 215 Found:
@@ 459/ 61 Rf value: 0.40 (silica gel,

K (MH)
FOdﬂ@Hﬂ@'lD@ﬁ’ét(Mahlé A2REH 9: 1)  Exanpl e 206: kF 206)
enyI] 2-(2-chlor
Fk&g%etrpﬁﬁgﬁ?%hg ﬁ%#ﬁﬂ% '&£M®gr anlde The product
was prepared analogously to Exanple 119 from 100 ny
(0.40 nmol)-
(E)-3-(2-chloro-4-trifluoronethyl-phenyl)-acry] ic
Ex%% b 4437b) and 100 ng (0.44 nmol)
P -'di et hyl ami no- pr opyl oxy) - phenyl ani ne (for
eparati om see WO 99/52869). The product was
tained as the formate salt. Yiel'd: 33 ng (16% of .
t heory) : ’CIF3 702 (M= 454.92) Calc.: nmol peak
(MeH) " ;. 45474 ch: nDIpeak (MtH) ' . 455/ 7

| 210) (E)-N-{3-chlorou4-(3-diethylamino-prOpyloxy)-phenyE]-Z-(2-¢h|‘oro-4-

trifluoromethyl-phenoxy)-acrylamide

 The product was prepared analogously to Example 119 from 100 mg (0.40
mmol) (E)-3-(2-chloro-4-trifiluoromethyl-phenyl)-acrylic ‘acid (Z37b)and 110
mg (0.44 mmol) 3-chloro-4-(3-diéthylamino-propyloxy)-phenylamine (Z29b).
The product was obtained as the formate salt.
Yield: 38 mg (18% of theory)
C23Ha2sCl2F3N20; (M= 489.36)
Calc.: molpeak (M+H)": 489/491
Found: molpeak (M+H)": 489/91/93
Ry value: 0.36 (silica gel, dichloromethane / MeOH 9:1)

Example 211:

ﬁ

H
F

F

F




wo 2Bb4/ombare: 0.39 (silica gel, dichloronethane / ®eEP2003/011933
9:1) Exanple 207: F G/ 207)
(E)-N-[ 3-chl oro-4-(2-di etr%;! m no- et hoxy) - phenyl ] - N- ne
thyl -2-(2-chloro- 4-trifl uoronethyl-phenoxy)-a

2@Qi\\ﬁ%“'%%ﬂ?z?ﬁ#@%%*%ﬁ?@%ﬁi@%—@éﬁ|8900.u§' y to

tnﬂ@mﬁ-re& lefbry)adetarmldeor onet hyl - phenyl ) -acrylic acid
ZB?%and 110 ngq((o. 44 mol )
Prﬁpﬁ@ ajpgruply to bxample H setteafsNp (2PhErgt4-- et hyl am

s i oy MR 0 B S e

etMEFHRERA0BIrEL ) Wea@ﬁc&h—laﬁ)@ﬂl%:\’&a@ (pau(éd:omﬁgcé 6/)ater

aNChRFACLSRUE PBaPS BARIGAGIEd WG QAF | B Qg Phads was dred
m/él" égggg‘g’sg[ﬁbﬁ‘é{@ear{d MR Sed)dowravRt e ﬁ\@resﬂdﬁ Was plrifidd

by(@)umh {chrc[mat(oaraphye(uﬁﬂm aetral, echyH)i; gratbemtypetmfeum]eﬂpﬁrl
E@g&oﬁé ‘3 ch loco-4-trifl
t"ﬁyl )phenoxy) acryl am de The product was
YidHep 268t @%4 egmtdry) to Exanple 119 from 100 ng (0. 40
nmol
Cz@@acﬁéﬂe@h(MFdﬁﬁ&?r'h)fl uor onet hyl - phenyl ) -acrylic acid '

‘Cq({EZS?% Wﬁqé)r? %é/gﬁ%lem met hyl - benzene- 1, 4-di ani ne

| Fohaa%omeakmﬁmmmm%msmew ned as the formate
Ry value 0.46 (Alox, petroleurn ether / EtOAC 1:1)

Example 212:
%ﬂ/k/o\é*

212) N-{3-chIdrb-4—[2-(4-methyl-piperidin-1 -yl)-ethyl]-phenyl}-2-(2-chloro-4-
trifiuoromethyi-phenoxy)-acetamide

Prepared analogously to Example 143 starting from (2-chioro-4-
triflucromethyl-phenoxy)-acetic acid (Z2b) and 3-chloro-4-[2-(4-methyi-
piperidin-1-yl)-ethyl}-phenylamine (Z46¢). 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. [I-1il,
gradient petroleum ether / EtOAC 3:1 — 1:1). |

Yield: 0.218 g (62% of theory)

Ca3HasClaF3N2O2 (M= 489.369)




WOZ%%;ngQTM nmol peak (M+H)': 425/ 427 Found: nol peak (

426/ 8 Rf val ue: 0.29 (S|I|2d§ gel , dichl ororrethane/
I\/le()—lgl) Exanple 209: ~/N 1 \ OG H/ N~ 1\ F F

Ca(lg WQ%&@W&W’&%%%M hyl ) - phenyl ] - 2- (2- chl or o- 4-
f | am de The product was
Fotupgpg"lrég{d an:Wg?ous y@?‘?é/%é?( n% e 119 from 100 ng (0. 40
Rewahie) 0.46 (Alox, petroleum ether / EtOAC 1:1)
(E)-3-(2-chloro-4-trifluoronethyl-phenyl)-acrylic acid
(Z37b) and 90 ng WO 2004/ 039764 PCT/ EP2003/011933 217
(0.44 mol ) 4-(2-di et hyl am no- et hyl)-phenyl anmi ne (for
preparati on see WO 01/27081). The product was :
Exgpide 838 as the formate salt. Yield: 27 ng (14% of
t heory) C22H24CI F3N20 (M= 424.89) Calc.: nol peak
MHH) +: 424/ 426 Found: nol peak (MtH) +: 425/27 Rf
: .30 (silica gel, dichloronethane / MeCH 9: 1)
Exampl e/210: aoa 11/ F FF S

213) (E) N-{S—ch!oro-4 [2-{4-methyl- plpendm -1- yi) ethyi]-phenyl} -3-(2-chioro-
4-triﬂuoromethy! -phenyl)}-acrylamide
Prepared in DMF analogously to Example 143 starting from (E)-3-(2-chloro-4~
trifluoromethyl-phenyl}-acrylic acid (Z37b) and 3-chloro-4-[2-(4-methyl-
piperidin-1-yl}-ethyl}-phenylamine (Z46c). The crude product was purified by
column chromatography (Alox, neutral, act. il-1il, grédientpetroleum ether /
EtOAC 3:.1 — 2:1) and then triturated with petroleum ether.

~ Yield: 0.240 g (51% of theory) |
Ca4H25Cl2F sN2O (M= 485.381)
Calc.: molpeak (M+H)":.485/487/489
Found: molpeak (M+H)": 485/487/489 (Cl>)
-Rf value: 0.38 (Alox, petroleum ether / EtOAc 1:1)

Example 214:

o .0 .
/\/0\5\ o ol
. H)'k/o '
‘ r
‘ S}




WO 2864%3976 PCT/EP2003/011933
(E)-N-[3-chloro-4-(3-dieth % am no- pr opyl oxy) - phenyl ] -2
-(2-chloro-4- trifl u oro -ph en oxy)-a cryla mi

d e The product was prepared anal ogously to Exanpl e

21 Pyl BTo R e o i ordRr YR he oy kereWRmIBPl 2@ aci d
dlétﬁgrléh)ln@-%% %@beﬁﬂaeﬁ@ 44 ol )

di et hyl am no- pr opyl oxy) - phenyl am ne

P rezaw@anala@wabr @OEKﬁmM@sM@oitaﬂtﬁ@cfr@ﬁ (24eBlorerdmat e sal t .

tnfﬁ.gg %@}hSVE?@ﬁEEgXﬁ:%% EQE'C‘?@?@ §%£&Z§l§ﬁ%§2u%2( mol peak

dlétWH}n‘mo é&%@?—b@ﬁzdﬁ‘te Vﬁﬁ@ﬁéadﬁoﬁ frikiiré We @@borated down i.
| or omet hahe / MeOH 9: 1) anple 211: /N Ol O C W

vagocamndbgdemﬁﬁmww@llm@@lomtbam The org. phase was

welspe il PR IALOV BT DR P ¥hd sRAHEeg ok 1R
PLRfighGPL$ bwuhm &w@n@@t@gréﬂg% 3’?‘?’? g%l%é” %nb ({élzl1 trt]%ﬂadrexm 4-

trifluoronmethyl-ph enoa'n%
peﬁﬂ&ﬂ%emf@éépgﬁﬁn A50) wieigad RSB ne. (244d)

Jheq was poured onto ice water and
Y'% e1 5392‘%{?@3’5 ase s extracted with EtOAc . The org.

nghﬁeﬂfe,mesc(nﬁ:eiﬁﬂem@)r sodi um sul phate and evaporat ed
vac. The_ residue was purified by colum

C%rm%%ﬂ? (H%BR18neutral, act. 11-111, gradient

FOPEE)%I ﬁjﬁghgorﬁ)ﬁ 5&?{%%@%233[\2%)212 M:Yi42|3d33(1)) 25?:algc. X

Rf valuge 8162 (Wdd), petrdERird 661et6 EtOAC 2:1)

Example 215:

/j/\/oé\uj\/"@

' 215) B-[2-(2-chloro-4-triflucromethyl-phenoxy)-acetylamino]-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
3hatRT.4.00mL 1 M aqueous HC!- was added and again the mixture was
stirred for 1 h. The reaction mixture was _evaporated down i. vac. , combined |
with water and the precipitate was filtered off. |
Yield: 0.220 g (23% of theory)

C22H24CIFaN2O5 (M= 488.885)
Calc.: molpeak (M+H)": 487/489
Found: molpeak (M+H)": 487/489 (Cl)




wozd?m@@ﬂﬂeﬂml peak (M+H)': 463/465/ 467 (CI 2) Rf v@oTEP2003/011933
0.46 (Al ox, petrol eum et hSr/ EtCAc 1:1) Exanple 212:
H~ \ FF 212)
N-{3-chl oro-4-[2-(4- mathyl pi peridin-1-yl)-ethyl]-phen

Ioro4 r|f enoxy)-aceta m
Rf %ﬁjsr gégr@ cg g&- &&L@Pﬁ#@é@%ﬂ%ﬁ@ thé starting from
(2-chloro-4- trifluoronethyl-phenoxy)-acetic acid
(Z2b) and 3-chloro-4-[2-(4-nethyl -
pi peridin-1-yl)-ethyl]-phenyl am ne (Z46c). The
m xture was poured onto ice water and the
Exég%g%%gglphase was extracted with EtOAc . The org.
phase was-dri ed over sodi um sul phate and evapor at ed
»Qﬁ:ﬁ . The residue was purified by colum
0 ph , heutral, act. - II-111, gradient
trole c 3:1 -->1s1). Yield: 0.218 g
(52% of thebry) 5€12F3N202 (M= 489.369) WO
2004/ 039764 PCT/ EP20Q3f 011933 219 Cal c.: nol peak
(M+H) " : 489/ 491/ 493 Found: nol peak (M+H)': 489/491/ 493
. 216)Qm)3 (%‘-cmatdsl&ntnﬂhc#ﬁm(eﬂthwéphenﬁlt)w[de(ﬁmletﬁmmirﬂ-@hoxy) -3-
1) anple 213: ~-N/ ~ Oq F -F 213)
me(thaxynpf{egtyHrﬁCéyfaﬂ’uﬂqz (4- et hyl - pi peridin-1-yi)-ethyl]-

ThE BEIct wassEefiletidbeafting Ig peRBaT Mg R staring
froxih4€B1@® gr(f)mﬂ@ mrrmtr) EH3-82- (:ionmlfidnﬂueﬂremethy! phenyl)- acry!ic
acid (Z37b) and 0.121 g (0.440 mmol) 4-(2-diethylamino-ethoxy)-3-methoxy-
phenylamine. The ,cfude product was purified by HPLC (Stab!e. Bond C18; 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)
C23H26CIF3N205 * CHz02 (M= 516.949)
- Calc.: molpeak (M+H)*: 471/473
Found: molpeak (M+H)": 471/473 (Cl)
R; value: 0.35 (silica 'gelr, dichloromethane / MeOH 9:1)




' Wozéddo%bmf onet hyl - phenyl )-acrylic acid (Z37b) amtT/EP2003/011933
3-chl oro-4-[2-(4-nethyl -
pi peridin-1-yl)-ethyl]- ph@ﬁ?l am ne (Z46c¢). The crude
product was purified by colum chromat ography (Al ox,
ral, act r adi ent etr eum,et
g %'i!owm@ Fonimpnineny e irabraturtaogalg G He. frepbho
Exgmpies: 0. 240 g (51 % of theory) C24H25C12F3N20 (M=
485.381) Calc.: nol peak (MtH) : 485/487/489 Found:
nol peak (M+H) ' : 485/ 487/ 489 (C 2) Rf val ue: 0.38
(AloRr2 petroleumether / EtQAc 1:1) Exanple 214: 0 0

RO G H F WD 2004/ 039764 PCT/ EP2003/011933 220 214)

o 4- trlf uor onet hyl - phenoxy) - acet yl am no]
o-eth oxy)-b en zoa to

Exanpl e 143 starting from

gt hyl - phenoxy) - acetic acid

Enal o ousl
(2-chloro*4- trifl ug
(Z2b) and et hyl 5-ani™Ao-
di et hyl am no- et hoxy) - benzoat e.

The reactl on m xt ure

—'\Fz:;a-e—er&pf _ T—vacs _ the—regt VS [ R4
BB ed Nt n dichl oronet-hane_. e—or-g—Hphase—was
washed with Wéter, dried over| sodi um syl phat e and
porate¢d down fi. vac. . Puridpgation .y col unmgr
| chr omat ogr ; n-Qt{aI,U;\ct -1, gradlent3
petrol eum ether / Et QAc 70:3Q --> 50:5Q) vyielded the
product. [Yrgh& T1.220 g (59%|of theory)]
C24H23Cl —3N2(fS M= 516.949) [Calc.: nolipeak (M+H) +;
B8/ 519 T\N{% H(+Br517/519 -8 ) Rf |v&iFge:
10.62 (A )xap\e(ro um Et CAc 2: 1)
H,C
1219 - . |-CN -Cl -CF3
H3C\/N'\/\/O}i
Hac .
220 H 7\, or |F -l -CFs
C MNP
H,C
221 HC \IL : 0. -CHs -Cl -CF3
TN
e SN 0K
| 222 : ) ‘ -F {-Cl -CF3
H,C
| e NN OK
223 | ) -F -Ci -CF3
| H.C
| e NN OK
224 : ) -COOEt -Cl -CF3
| H,C '




" WO 2004RABI@ 2151 HO&N)O O H/ F F 215)

PCT/EP2003/011933

5-12-(2-chloro-4-trifluoranethyl -phenoxy)-acetyl am noj

-2-(2-di et hyl am no-

et hox

)?3benzoi c acid 4.00 ni_ |

M

aqueous NaOH sol ution was added to a solution of 1.00

g (1 934 mrml) et h\J/I
1 5-[2-(2-¢hl or o< 4- 11 f Llogr onetlhyl - phenoxy) - acet yljam no]
-2= (2- di iyl aﬁiﬁc&éh&y)-tqwge in ép m. Et gdﬁsnd
% m xtyre was Jstirred for |3 RT.| 4.00 nL |1
aqueous HCl Hg&S added and agdin the m Xture was
sttrret—for—t—h—Fhereacttomr—mixture s—evaporated
down i . a‘_&CW\AV\AH wat er and the
.f%@ci pitatewas filtered off.] ¥eald, 0.28P 9 (23%¢f
theory) |C22H2 F3N2G6 (M= 488. 8953 Cal c.: nol|peak
| (MrH) +: 487/489 Found: nol pdak (M+H) +| 487/489|(d)
[ VWO 20047 059704 PCITEP4AY0S/ 011955 271 val ue: ]0. 360
(silica gel, ,aki\ch,lf&égrr&?ane / MeOH 9:1) Exanplie 216:
A7 \N—~]1HC 0 & F F 216 Cl -Cl - | -CF3
{ (E)-3-(21ichlorags4-trifluoromgthyl-phenyl)-N[4-(2-diet
hyl ani no{ et Hdsy) - 3- et hoxy- ghenyl ] - acqyl ami de The
: Spreparedaccgrding to geneyar Wor Ki 1)g
nmet hod | |{starti f,nQIrn/ \&00 g (0.400{mmol)
: -3-(2tchlorp-4-%rifluorong tayl - phenylgyr acrylilcoR,
acld (Z3yb) apdq 0,121 g (0.440 mol)
- 4- (2- di et HG&ni N6- et hoxy) - 3- et hoxy-
N
229 ) -Cl -Cl -CF3
H.C ‘
i , N/W . .
1230 | . -Cl -Cl -CF3
' H,C |
Hac/\N/W
1231 ) : -H -Cl -CF2
HSC . .
232 -H -Cl -CF3
H.C
233 Cl -Cl -Cl -CF3
N\/\,'\’
HO -~
234 \O ) -Cl -Cl . ~CF3
N\/\,"\ ‘
| OH
235 -Cl -Cl -CF3
: N\/\,<




h i ne. The crude product was purified by,
WOZB@?%I(% Bond C18; 3.5 pm water/ acetonitril ePWE&OOS/OﬂQSS

formc acid 9:1:0.01 -* 1:2240.01 over 9 min) and the
product was obtained as the formate salt. Yield: 41 ng
(20% of theory) C23H26CI F3N203 * CH202 (M= 516, 949)
Calc.: ngl peak (MrH)' @ 471 /43 Found:| nol peak
(MtH) ' . 471/473 (B) Rf valuef 0.35 (si|lica gel,
di chl oronet hane / [MeOH 9:1) WO 2004/ 039764

BG%/ EP20(3/ .61 222 The fo|1@wi ng comddunds npiFfise
pr epar ed |amal ogbusly to the fpregoing |Exanples:| R2
Rl ¢ 0 R3 R4 ~Example RL R2 R3 R4 H3C 2. 17 -Owe
1-d _-CF3 |1 H3C 11-1=N~ H3C 218 .~ /O -Bri -4 -CE3

[ma-/7 viv 219 HCNO-ICN-d CF3 H3C: 2P0 Ho
2B7-C - QF ) -Cl -Cl -CFs
N\/\'\
| 238 @ , | -c -Cl -CFa
-/

| 240 \ -Cl -Cl -CF3
N\/\,'( ‘
o :
| 241 . -Cl -C -CF3
' N\/\\
‘ : 0
1242 -Cl -Ct -CFs
243 O -Br -Ci -CF3
: . N\/\,< '
HO |
244 -Br -Cl -CF3
| N\/\

| 245 C}\‘ , Br -l | -CFs
\/X
246 @N , -Br -Cl -CFs
/

N
247 \ -Br -Cl -CF3
l ‘N\./\,"\’




wo 2bipesdZey H o o -CH3 -d -CF3 Rio 222 H3C N - F p&l/EPZ06§011933
H3C 223 HBC N' -F -d -CE3_H3C '-/ 224 H3C N
-COOEt -d -CF3 H3C WD 23&® 039764 PCT/ EP2003/ 011933
223 225 H3Ci -COON -Cl -CF3 H3C " 226 H3C i -CONH2

b CR3 tBCL H HBCNeMNX— 227 1 O O CF3—H3CH

N 228 -G -O LCFHEBC 229 BC J -O |-G -CF3 | H3C

238 /UNqQ/-af - CF3 Br Cl -CFs
N\/\<

| 249 O -OMe _Cl _CFs
HOw_~_ - 1 -
250 \O -OMe -Cl -CF;

1251 ON . OMe |-CI - |-CFa
252 @\l - -OMe -Ct -CF3
/

. ; |

| 253 _ \ -OMe -Cl - |-CFs
| . OH S |

254 | -OMe -C] -CF4

N\/X : : ‘

| 255 | ; |-ci -l -Br
| HO | |

| 256 | -Cl -Cl -Br

' N\/>‘< ,
257 G\l o -Cl -Cl -Br

| 258 @N\/\'\' | -Cl -Cl -Br




HOC H-Q -CF3 HBC 232 -H - - CF3_rfieedddontony
Wozﬁﬁsgﬂcu “CF3 HO 234 ~N O O -CF3 OH 235 -0 -

-CF3 N~~ WD 2004/ 039764 R&%/ EP2003/011933 224 N 236
-Cl -G -CF3 N\~ <237 ONCI C -CF3 238 ONCI Cl CF3

N240 ~ - - -CE3 CN _OH ..241 -Cl _-Cl - CE3——CONGC
1242 / G |4 GF3 24§/(DN Br{-CI -CF3 |\/X HO 244 N
-Br G -CF3

259 _ \ | -Cl -Cl -Br
N\/\,< :

, | OH

260 -Cl -Cl -Br

' N\/\,<

[ 261 O -Cl -Cl -Ph
-NW

| HO :

foe2 -Cl -Cl -Ph

‘ | N\/\,“'\’

263 C ) | -Cl -Cl -Ph

; N\/\»"\ )

| 364 @N ) Cl -Cl -Ph

N

| 285 - \ -Cl -Cl -Ph
™0H

266 | -Ct -Cl -Ph
N\/><

_ H,C
| 267 \[ .| -Cl -Ci -Ph
H N\/\/O\i
: . e NP Vg |
. H.C~ N ;
268 3 ) -Br -Cl -Ph
H,C

| 269 : ) ! | -OMe -Cl -Ph




e 286'@03@?'& Br -Cl -CF3 246 ON -Br -C -CF3 N 24dcf#P2003/011933
Br -Cl -CF3 WD 2004/ 039764 PCT/ EP2003/ 011933 225 OH
248 CN: -Br -Cl -CF3 24924N -Owve -Cl -CF3 HO N 250
-OMe -0 C-CF3 251 ONOWwe C CF3 252 ON -Ow -C
_("I:Q N252 _(O\k -Cl -CER 284 - Qe - Cl - CE3 200

A QB 56oCL dlcer N 257 oN -d|-d
| 2@ 258 ONCCINT \szooae,\qswm G ]
B /E 226 N 259 7 “arCle - b

P20d3/ 011993
H C

The following compounds may be prepared analogously to the foregomg
Examples:

R2
R1
O ' R3
N = BN
| H Al N
"R4
Number | R1 R2Z |R3|R4 A
- | e S ™C% | |
271 N ) -OMe |-Cl }-CFs3 CH
H.C '
H.C/\N/\/Oy; ' e
3 ’ .
272 ) -Br -Cl } -CF3 CH
‘H,C ;
273 ® ) -CN -Cl | -CF3 {CH
H,C '
' HC/\N/\\/Ovd‘ ' :
N ) _ ‘
214 J F -Cl | -CFs CH
H,C ' '
N~ 0K
275 _ ' -Cl -Cl | -CF3 CH
276 _ -Cl -Cl | -CF3 CH




woz&d4/036364- Br 261 ON-C -C -Ph HO 262 -C -Cl Pd?*iEP?.a@@oﬁgss
-Cl -Cl -Ph 364 ~IN-Cl -Cl -Ph N 265 C ~ -Cl

-CI -PhIN~/ OHC 266 @R 1 O Ph H3C 267 N O -C

-Cl -Ph H3CQ\/ VAV 268 H3C N -Br -Cl -Ph H3C ~~ ~/ OX

269 HRC L~ O\ -Cl - Ph C 02004/ 039764

PCT/ EF’Z@OMgo@Z? Ph | 270 H3C J|-CN -d H3C The

27Dl | oM Kg npolnds “may bq -pi eparled| pr@Fpgously to t h¢CH

f or eggi Exanples: R2 H1

O ?
HC/\N/\/ N

j278 ? ) - -NO; | -Cl|-CFs CH
' H,C

279 He IR ci| -cF CH
| g P [ coogt | "¢} CFs

3

O ¢
HC/\N/\/ S

: | ’ _ |
| 280 ) coon |- -CFs CH
H,C
281 G ct|-cF CH
. P | CoNH, | O | CFs
H3C .
282 | '”3C\H/\/°7< < |-cif-crs CH
[283° |y OK -l |-ci|-cFs | CH

| N :
284 ? p -Cl -Cl | -Ph CH
H,C o
H,C o < |
| 285 ﬁ ‘ -H -H O CH
| HC N ~ Cl
286 Ql \ -H -H \©\ CH
~
‘ ‘ | Cl
_ ~o : .
| ‘ | cl
H,C P
288 -H -H  CH
N cl




W02&4%%97é4 NHA/ RA Nunber RL R2 R3 R4 A
-C -CF3 CH H3C 272 H3C i

"N ﬁé‘ﬂlE;bﬁosﬂmgsa

-Br -A -CF3

H3CN--- /o-,' 273 -CN -C228CF3 CH H3C274HC~I -F
-d -CF3 CH H3C 275 -d - -CF3 CH 276 CH -d Ccd
- CER H3C/\/ \W) 2004/ 03976 PCT/ EP2003/011933 22Q 277
-Cl -@l -CF3 @H;278 3 HG I~ -NP -¢I -CF3 CH H3C H
C'N _+40- 279 3| J COCEt -d|-CF3 (H HBE&. _~O~
289 , -H -H CH
N %
| 0 p
290 k/N . -H -H \O\ CH
> cl
S P
291 K/N \ -H -H U CH
A cl
o Do o 0L |
- ' Cl
H ‘ -
o |Aie T |
‘ cl
H,C : ;
294 -H -H N
HC N \©\
, Cl
295 Oﬂ H o |H]| N
Cl
296 @N ‘ H Hl N
| Cl
H,C.__~
297 \Q \ H |-H \©\ | N
N cl |
CH, ‘
298 Ho | U N
| b |
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- ) Cl
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~ 5
T ‘ Ci
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| ’ cl
H i ’
| 302 | N -H H N
| ‘ cl
H,C
303 -Cl -H CH
HE N e Ou
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] Cl
1305 @“ \ -Cl -H \©\ CH
~ ]
' Cl
H,C | _
306 L -Cl -H U CH
~_
' cl
CH, ' |
307 -Cl -H \©\ CH
N
R
| 308 | \ -Cl -H | CH
N\/\/ cl




“H-H~ \ CH 292 -H-H; | \ CH O
- wo g LT 5 0 cH HAL N Hacl SO BREEEROY11

-H-HN C 296 K. -H-BRNC HIC297 -H-H( \\ N
Neil \% CI CH3 298 -H-HN C H3C NI W

2004/ 039764 PCT/ FP2003/011933 230 Hc N 299 |] -H
"HN INOLA~§-300 I -H-HN N-1fa ]
309 K/N \ -Cl -H U CH
~C cl
| R cl
H | .
31 A\/N\)/ -l H \©\ o
- ‘ ' | Cl N
HCx ), /
1313 1\/N \ -Cl -H | \©\ CH
| - ~ | Z Nl
?Hs _ ,,' .
1314 | N_y -Cl -H \Q CH
H,C |
| 315 -Cl H| | | N
H,C N | N -
316 O\‘\/ -Cl -H \Q\ N
‘ | | ) Cl
317 @\,\/ ¢t |-H \@L N
T o | -' Cl |
| H,C -' o |
318 \Q\[ \ cl |-H \@L N
| A - cl
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H3CN,, CI 304 ON -Cli -HCH Cl 305 ON -CI' -H \\

CH C H3C 306 N -Cl -H(3\3\ Cl CH CH3 307 -Cl -HCH

~\ CHv
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/011933 231 300 Sl Clebh-CH—N
‘o 310 -4 -#gH sa 311 N-a fHEH O 312 O -H
| CH ON .
319 - -Cl H \©\ N
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is ' p
320 k/“ R -l |-H \©\ N
| A | cl
| 321 E\ o < |H]| N
cl
H _ | | d
322 A/N\/ e N \©\ "
S cl
323 Q \ |l |-H \©\ N
| o ol |
H,Col o~ | ; |
- 3 -N/\ - ,
324 K/N : -Cl -H N
A Cl
325 N -Cl -H N
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| | cl
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Some test methods for determining an MCH-receptor antagonistic activity will
now be described: In addltlon other test methods known to the skilled man
are used e.g. by mhlbmng 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®,
Biachem. 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

o

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 _
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i nhibition of cAWP produ%tl on, as descri bed by
Hoogduijn Met at. in ARi n- concentrati ng hornone
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t entratlon of 5to 15
: 'n&&%eﬂﬁggﬁcgﬁwﬁ té}f%‘% imenbrane. fraction
(contal ns | to 3 pg of protein) are |ncubated for 60
m nut es at arrbl ent tenperature with 100

The pgn-sperifigpind irﬁ@FSataﬁfme&oafcawndafaq*@aq%ﬁm@e(a@g@m1
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concentrations~of the st "‘conpound in a final volune
of

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 '2°1-MCH for the receptor binding
with an 1C50 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 h(MCH-R1
Resulits: 1st measurement: % stimulation of the reference (MCH 10°M)

2nd measurement: pKB value




_ sgrolitres. After the incubation the reagdr@pobsso11933
Woz%?{atsée?raed using a cell harvester through 0.5% PEI

treated glass fibre filte241(GF/ B, Unifilter

Packard). The nenbrane-bound radi oactivity retained on

the filter is then determned after the addition of

scintillator substance (Packard Mcroscint 20) in a

nmeasuring devi ce (TopCount of Packar% The
Reaganispeci fi c HBS& 3§%) s defi ned as(BEEP)radi oactivity

in the presen ] nmol ar Ang the

i ncubation peﬁlgggs %fgépa@]gﬁysi S OWLB;@Q ncentration

bi ndi ng cur vePiusoiaF12H out on t héMokesuiatirobes)of one
receptor bindin ite. Standard: P I ’bf(:H
conpetes wit hhlugbﬂél | ed 1251- MCH fowglégﬁfaz(fergg%r

bi ndi ng Wit hPaybeh@bid val ue of bet {@®igmd). 06 and 0. 15
nM The KD v of the radioligand,is 0.156 nM

MCH 1 recept g‘hﬁ'@)upl ed Ca2+ nobi | i g%?‘?’bﬁﬁ" est Met hod:
Cal ci um nobi | hsaheé eBrineabumihh humeseiell (FLI PR384)

Speci es: Hu .-r?']t%ﬁﬁ/%ﬁ%le s: CHO Galpha 16 cells stably
t ransf ect ed t \ Results: 1st neasurenent: %

stimul ati on dPM3R reference (MCH {3e®®) 2nd

nmeasur enent : WVakAle - -- - Rl <A - - - - -

00 26047 039761 5 0037 011033 ek s: HBSS
(10x) (G BCOFGEBPES buffer (1 M ((BiBRY)ittaken oni c -
F-127 (Mol ecul Probes) Fluo-4 ( ar Probes)

Pr obeneci d (gli'"%‘é')am"ﬂb—l (Bachem &%ﬁ@ser um al bumi n

" (Serva) Hygromycin B (GIBCO)
| " PENStrep . (BioWhittaker)

Zeocin (Invitrogen)

Clonal CHO/Galpha16 hMCH-R1 cells are cultivated in Ham's F12 ceéll culture
medium (with L-glutamine; BioWhittéker; Cat.No.: BE12-615F). This contains
per 500 ml 10% FCS, 1% PE'N_Strep, 5 mi L-glutamine (200 mM stock
solution), 3 ml hygromycin B (50 mg/mL in PBS) and 1.25 ml zeocin (100
ug/mL stock solutioh). One day before the experiment the celis 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% COz‘and 95% relative humidity. On the day of
the experiment the cells are incubated with cell culture 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




WO 20@waseEsise- free) DMSO (Serva) Hamls F12 ( Bi oWRQTWER®03/011933
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gra,ppﬁ@ﬁlggyghg &raphBad Fgigm 2.01 curve program. MCH antagonists

cause the MCH stimulation curve to shift to the right in the graph plotted.

The inhibition is expressed as a pKB value:
pKB:IDQ(ECSO(testsubstance+MCH)/ ECSO(MCH) -1) ~10g Ctestsubstance)

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 10° to
10° M. |

The following IC50 values were determined using the MCH-1 réceptor binding

test described above;
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relative fluorescence m nus the background and is
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val ues were determ ned using the MCH 1 receptor
bi nding test described above: WD 2004/039764
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Structure 1 C50 val ue
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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 deécribed, the term "active substance”
also includes thé additional active substances. '

Example A

Capsules for powder inhalation containing 1 mg active substance

Composition:
1 capsule for powder inhalation contains:

active substance : 1.0mg
lactose 20.0 mg

hard gelatine capsules 50.0 ma
I 71.0 mg




I, no. L 12 N/ 0 C 41 nM HEF F C Qw%o@y@ﬂggg
Wozﬁ 17 nM Sone exanples of formulations wll be

descrlbed hereinafter, whedddin the term"active
subst ance" denotes one or nore conmpounds according to
the invention, including the salts thereof. In the

‘ M@Q&Q_‘?&P_@@Mt he combinations with one or nore
%ét?(f% S?JBQ@I\%? E3rdifRG 'tﬁ@?ﬁrtfchéaskérr ui f‘oYﬁmalation
stance SO |nclu e ad I'tio active

Trsmgmtiad aelve Extmtarhcae i l'(oipsgmmufstyrmgxeddeth iheHattaseohhe
nt ai ni I a e substa ce Corrp05|t| on: |
m'é g it 3¢ 'B%Pé’ e:{ﬁ'ﬂﬂea(t'q%H @ont ai ns: active
substance 1.0 ng lactose 20.0 ng hard gelatine
capsules 50.0 ng 71.0 ng WO 2004/ 039764
Ex2@IEB2003/ 011933 244 Method of preparation: The

active substance is ground to the particle size
required for inhalation. The ground active substance

L5 oy LIRS suflfonct! X1 e

Composition:

1 spray contains:

-active substance o 1.0 mg
benzalkonium chlorider 0.002 mg"
disodium edetate o 0.0075 mg
purified waterad - 15.0 V.

Method of preparatlon
The active substance and benzalkonium chloride are dissolved in water and

packed into Respimat® 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
benzatkonium chloride : 0.002¢g
purified water ad | 200 ml

- -Method of preparation:
The active substance, sodium chioride and benzalkonium chloride are

dissolved in water,




wo Josacgerés B | nhal abl e solution for Respimat(r) pcT/ERP2003/011933
containing 1 ng active substance Conposition: | spray
contains: active substance?4® 0 ng benzal koni um
chloride 0.002 ng disodiumedetate 0.0075 ny
purified water ad 15.0 NI  Method of preparation: The
active substance and benzal koni um chl ori de are
ExHrggiellyed in water and packed into Respimat(r)
cart ri dges Exanpl e C I nhal abI e soI ut| on for
Biiantd . i ghive substance
Corrp05|t| on: 1 vial contains: actlve substance 0.1 ¢
sodium chl oride 0.18 g benzal konium chloride 0.002 g
Caapositiest water ad 20.0 m Method of preparation: The
active substance, sodium chloride and benzai koni um
1 SpeYcea@ing e dissolved in water. - --------- - -

764 PCT/ EP2003/ 0119 45 Exanple D .
ac\é‘r}%ég%«aﬂggtype net er ed dose aglf’os containing 1 ng

lecititin ve substance Conposition: Ql1$pray contains:

propellant gas ad 50.0 pl

Method of preparatlon
The micronised active substance is homogeneously suspended in the mixture
of lecithin and propellant gas. The suspension is transferred into a

pressurised contained with a metering valve.

- Example E
Nasal spray containing 1 mg active substance

Compaosition:

active substance 1.0 mg
sodium chloride 0.9 mg
‘benzalkonium chloride | 0.025 mg
disodium edetate ' 0.05 mg
purified water ad 01 ml

Method of preparation:
- The active substance and the excipients are dissolved in water and

transferred into a corresponding container.




wo RBlbaggesubstance 1.0 ng lecithin 0.1 % propeptdRb2003/011933
gas ad 50.0 NI  Met hod of E eparati on: The m cronised
active substance is honog usly suspended in the
m xture of lecithin and propellant gas. The

susgeq:sl on is transferred into a pressurised

ed wwth a netering valve. Exanple E Nasal spray
1 cBBafifihd ¥nd 0P CHROBL S By active
D -9 g benzal koni um
chI orlde 0. 025 rTg di sodi um edetate 0.05 ng purified
water,ad 0.1 m Method of preparation: The active

CQmpBesiti'e and the excipients are dissol ved in water

erred into a correspond5 contai ner. - -
actié subsigneeerred 11 “WD 2004/ 039764 PCT/ EP2003/ 011933

gl2etse Exanpl e F I ni ect abl e sol utiZad m@nt aining 5 ng of

h active sub%t ance per 5 m Corrpos1| active

WL PEHER N glucose 250 ny h serum al bumin 10
gwfg)fu,g,lycofurol 250 mg water forpggimgctions ad 5 m
water for injections ad 5ml

Preparation:
Glycofurol and glucose are dissolved in water for injections (Wfl); human

serum albumin is added; active ingredient is dissolved with heating; made up
to specified volume with Wfl; transferred info ampoules under nitrogen gas.

Example G

Injectable solution containing 100 mg of active substance per 20 ml

Composition:
active substance | 100 mg
monopotassium dihydrogen phosphate.

=KHoPO4 ; 12 mg
disodium hydrogen phosphate
- =NagHPQO4-2H0 o 2mg
sodium chioride ' 180 mg
human serum albumin 50 mg
- Polysorbate 80 . 20 mg
water for injections ad 20 ml

Preparation:
Polysorbate 80, sodium chloride, monopotassium dihydrogen phosphate and

disodium hydrogen phosphate are dissolved in water for injections (Wfl);




Wofogglggg@gl on: dycofurol and glucose are dissol \b@@I,Epgom,oﬂg;gs
wat e injections (WIl); human serumalbumn is

added; active ingredient i 848 ssol ved with heati ng;
made up to specified volume with WI; transferred
i nto anpoul es under, nitro as. . Ex | e ) .
hyrRpR SR @IS sHdedA ﬁ.ra% edisot @3330%%?6 With heating;
S ' ¢ ance 100
e e e S B0 12
nmg di sodi um hydrogen phosphate = Na2HPO4. 2H20 2 ny
sodi um chloride 180 ng hunman serum al bum n 50 ny
Eﬁ@ﬂ?@ﬂﬁbate 80 20 ng water for injections ad 20 ni
Preparation: Pol ysorbate 80, sodium chloride,
nDnopotaSS|un1d|h dr ogen phosphate and di sodi um
Lynphilisgtsncomiainiitt @ g of agtivedubstance wat er f or
injections (WIl); WO 2004/ 039764 PCT/ EP2003/ 011933
247 human serum al bumin is added; active ingredient is
cdngggmmﬁd with heating; made up to specified vol une
“with WI; transferred into anpoul es. Exanple H
AciyesHibstangee cont ailiMg 10 my of active substance
sition: Activ ance 10 ng Mannitol 300 ny
ﬁpﬁgﬂ serun1a|bun1§ ggﬁég
human serum albumin 20 mg

Preparation: .
'Manmtol is dISSO|Ved in water for |njectlons (Wil); human serum albumm is

~‘added; active ingredient is dissolved with heating; made up to spec;ﬂed

volume with Wfl; transferred into vials; freeze-dried.

Solvent for lyophilisate:

Polysorbate 80 = Tween 80 20 mg
mannitol ' 200 mg
‘water for injections ad 10 ml

Preparation: _ .
Polysorbate 80 and mannitol are dissolved in water for injections (Wfl);

transferred into ampoules.




wo 2bbE6R @ ion: Mannitol is dissolved in water fof~repooosoi1e3s
I'njections (WI); human serumalbumn is added;

active ingredient is dissdd4Bd with heating;, nmade up

to specified volume with WIl; transferred into vials;

freeze-dried. Solvent for |yophilisate: Polysorbate 80
Exampledn 80 20 ng mannitol 200 ng water for

injections ad 10 i Preparation: Polysorbate 80 and

manni tol are dissolved in water for injections (WI);
- Tableta sbataimidgi20t mg afpoliNesubsiihéD04/ 039764

PCT/ EP2003/ 011933 248 Exanple | Tabl ets contai ning

20 ng of active substance Conposition: active

i e 20 ng lactose 120 ng nmaize starch 40 ng

Cﬁnﬂ%ﬁ%@@&mst earate 2 ng Povidone K 25 18 ng
activepubstienod: Acti va0sibst ance, | actose and nai ze

ch are honpgen sly mxed; granulated with an

’aéé%ous sol ution o‘fﬁgmﬁldone; m xed with magnesi um
m&r€atRtle; conpressggipigy a tablet press; weight of

tabl et 200 . Exanpl e J Capsul es containing 20 ng

MGG StRRTeEnce fitbsi ti on: active substance 20 ny
Povidone K25 18 mg ‘

Preparation:
Active substance, lactose and maize starch.are homogeneously mixed; .

granulated with an aqueous solution of Povidone; mixed with mégnesium
stearate; compressed in a tablet press; weight of tablet 200 mg.

Example J

Capsules containing 20 mq active substance

Composition:
active substance 20 mg
maize starch 80 mg

| highly dispersed silica : 5 mg

. magnesium stearate 2.5mg

Preparation;
Active substance, maize starch and silica are 'hombgeneously mixed; mixed

with magnesium stearate; the mixture is packed into size 3 hard gelatine
capsules in a capsule filling machine. '



wo J%Bh8kores arch 80 mg highly dispersed silica 5  PBT/EP2003/011633
magnesium stearate 2.5 ng _Prepar ation: Activ
substance, nmmize starch and#%ilica are hom)geneousl y
m xed; m xed w th magnesium stearate; the mxture is
packed into size 3 hard gelatine capsules in a
E filling machine. WD 2004/ 039764
PCT/ EP2003/ 011933 249 Exanple K Suppositories
contai ning 50 ng of active substance Conposition:
Suppositeries benizinieg 50 mg of Active gulistdnideps sol i dus) g. s.
-ad 1700 ny Preparation: Hard fat is nelted at about
38C; ground active substance i s honbgeneously
Cgm@ggmgﬁd in the nolten hard fat; after cooling to
bout 35C it is poured into chi |1 ed moul ds. Exanple L
aqleB@@bﬁtﬁn@esol ution containing 1058gn®f active

np05|t|on e substance 10
h%qgmﬁ%ﬁs%ﬁg‘#);ﬁg %man serum Zﬁ@tnhgn 10 ng water
for injections ad | Preparation: Mannitol is

d| ssol ved in water for injections (WI); human serum
:is added; active ingredient is dissolved with
%}% Bnel Et%’:ﬂyl}t%SS@egﬂoﬁjha%cwgls H?ta\%é'ib l\(grjnogeneous}y

rans erre oul 8s un ro en

dispersed in the molten hard fat, after cooling to about 35°C |t is poured into

chilled moulds.

Example ‘L,

Injectable solfution containing 10 ma. of active substance per 1 mil

Composition:

active substance ' ' 10 mg
mannitol ' - 50mg
human serum albumin 10 mg
water for injections ad _ o 1 mi

Preparation:

_-Mannitbl is dissolved in water for injections (Wfl); human serum-aibumin is
added; active ingredient is dissolved with heating; made up to specified
volume with WAl; transferred into ampoules under nitrogen gas. -




250 Patent Cains 1. ‘Am de conpounds of general
formulal R 0 RZ/INX-Y- Z-N3 CWA--[-B]b I
wherein R1, R2 independentl¥58f one anot her denote H,
Cl_6-al kyl, C3.7-cycl oal kyl*

C3. 7-cycl oal kyl -C1_3-al kyl , w hydroxy-C2. 3-al kyl,

w- ( Cl4- al koxy) - C2. 3-al kyl,

Cl1A- al koxy- car bonyl -C = car boxyl - Cl. . 4-al kyl ,
ani no- C2. 4- al kyl , c14?§1té9f-5%hhso- C2. 4-al kyl
di - (Cl_4-al kyl ) -am no- C2. 4-al kyl,

1 B SRR R BBl Tyadh - Pvrrol oo

pyrrolidinyl-CL. 3-al kyl, N-(CL.4-alkyl)-pyrrolidinyl-
Cl_3-al kyl, piperidinyl, N (C1.4-alkyl)-piperidinyl,
pi pegltdi nyl - C1. 3- al kyl

N (C1 el kyly-p 'cn@u Cle3{gi Ryl phenyy,
phenéb/ 1_)5-31)ky|2|,o }?' pyrivgyﬂAB‘Fépjmi dyl - C1. 3- al kyl ,
whi 18 in the above- nBAti oned groups and resi dues one
or nore C atons nmay be nono- or polysubstituted by F
and/or one or two C atons may independently of one
anogpﬁémﬁg nonosubstituted by C or Br, and the
phenyl ~or pyridyl group may be nono- or

pol ysubstituted by the group R20 and a phenyl group

1 r%,y be nonosubstituted by nitro, wth the proviso
R.that  dpderepdentlyof one@ansdtheodprotet, Gos-alkyl, £a7mysliaiyl,

ot er &8 dbalRl G2 A\ M 2RI IS REo°
B s i P I S o U
2, 3, 4,2M0inEtGangiyl Craraliveaming:Casalial, Hi{Grs-aliyramino-
e T L ESORE i MU SLelE Byhidf 5.1, -,
- g-alkyl)-pyrrolidinyl, pyrrolidinyl-C4_s-alkyl, N-(C14-alkyl)-pyrrolidinyl-
Ciz-alkyl, piperidinyl, N-(C+.s-alkyl)-piperidinyl, piperidinyl-C.a-
élkyl, N-(C1.s-alkyl)-piperidinyl-Cy.z-alkyl, phenyl, phenyl-C4_s-alkyi, .
' pyridyl or pyridyl-C4.3-alkyl, while in the above—mentidned groups
and residues one or more C atoms may be mono- or
polysubstituted by F and/or one or two C atoms may
independently of one another be monosubstituted by Cl or Br, and
the phenyl or pyridyl group may be mono- or polysubstituted by the
group R?® and a phenyl group may be monosubstituted by nitro,
with the proviso that at least one of the groups R’, R? has a
meaning other than H, or

R' and R? form a C,.g-alkylene bridge in such a way that R'R?N-
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-1H-azepine,
piperazine, wherein the free imine function is substituted by R™,




-~ pi peridin-4-one, piperidin-4-one-oxine,

pi peri di n-4-one- O Cl4- al kyl -oxi me, norpholine and

t hi onor phol i ne, while one 05 imre H atons of said
C2_8-al kyl ene bridge may be P pl aced by R14, while the
above- defi ned al kyl ene, bri dge nmay be_ substituted by
one oPPEREIN-trone; pieridin-tidnesexme. pipasisin-grone-0-Ciq-

hetero G i : it

bt vecn KA, AEPhEne §nd tilbmcpHEihd, Wiliedis Sfibre 1
f or medatoms af said iGyg-atkglend duidge rhaybe rephaiced dydRinon C
atomformng a spirocyclic ring system - via two
common, adjacent C and/or N atons formng a fused

bi cycl il &ﬁwaﬁa%ér-iaggg%d ‘Fé!k?igéﬂy SIS R &Jtﬁﬁigjét@ﬂ by one

atons formng a system wherein

~ denot ear @8 ideoticklau différenhzario? or betdroaydliglgroupd Cglin such

R3.

4-al kyl -aza:; CA., 7- cycl pal kyl : R3 denotes .H or

&0 5 S i B B 80864 Brtiad pdhe group
bri dgecand fbfmédpe group Y is linked to X via a C atom
it may also denote CH2-CH=CH, -CH2-C=C,

C2- 4- at Kyig@ginglesyr doublebrtiene- NR4, while the bridge

fo RY ol FERARRLC 2B b Pehoifells Pl Rysm"Cr

two C -atvigswb tosafbncagiacemtyC Rdioris bidris estnvihg 1 fosed

or two identical or different substituents selected
f r om C1.Ricyglieying syfdem@ri s sel ected from among - CH2- O

- CH2- NR8z,4 /8% fe B andrbi .ogl e
bond, -éﬁ&ﬁhor rgﬁgrecgfn mﬁ:ﬁg&@%&@ﬁg\%ﬁ@ﬁ%ﬁﬁga

i ndependsystdmy, of one anot her may be nono- or

di substituted by F, CH3 or CF3 and/or nonosubstituted

by d, and Y is selected fromanong the bival ent
cycli C 9fRete Cy denotes Cs5-cycloalkyl, aza-Car- cycloalkyl or 1-C..

s-alkyl-aza-C4.7-cycloalkyl;
denotes H or Cq4-alkyl,
denotes an unbranched Cq.4-alkylene bridge and

if the group Y is linked to X via a C atom, it may also denote
~CHy-CH=CH-, -CH,-C=C-, C,_s-alkylenoxy or C,.4-alkylene-NR*,

while the bridge X may be attached to R! including the N atom

attached to R" and X forming a heterocyclic group, and

one or two C atoms in each case may be substituted with one or
two identical or different substituents selected from C,.4-alkyl; and

is selected from among -CH2-O, -CH,-NR®-, -CH2-CH;,- or -CH=CH-




~ cyano,

N N while the above-nentioned cyclic groups may be
nmono- or pol ysubstituted at one or nore C atons by
substituents selected fro nnng fluorine, chlorine,
brom ne, cyano, Cl4-al kyl, - al kenyl, hydroxy,

. COo- hydr oxy- Cl1. 3-al kyl , C14 alkoxy, trlfluoronethyl,
trifluoronethoxy, C2. 4 al kynyl, Cl4-al koxycar bonyl ,

ar ﬁo]““eé%&’?@frg'%oﬁga'@"-% SR 8 e

am nocmomnmuep@hdbmlyl@flor@rammﬁmbgmé mofio= bEdisubstituted
4- al kyl ) -am no- carb

- CH=N-RY g Ha ok eﬂ'ﬁé‘)r WOf‘Pﬁ%b%ﬁgt@dd?y &l @ehyl group
may al so addltlonally be nonosubstituted by nitro,
and/ or one or nore NH groups may be substituted by
R21, BbSeledteddramesnaitethd bivalent dyeligl groupsapht hyl ,
whi ch nay be nono- or pol ysubstituted at one or nore C
atons by substituents selected fromanong fluorine,

chl ori ne,—brom ne, cyano, Cl.4-a , C2.6- al kenyl,
%, W hydroxy-Cl_3- aICl:. 4- al koxy,
'.'

- CHO, 1 hy#
trifluoryg Ayl trlfluoronetho
car boxy, A- al Koxy- carbonyl,
w (CL. -alkgry) C1. 3-al kyl, Cl 4- al koxy- car bonyl ani no,
am no, CI4=akkyl-am no, di-(
cycl g- \@- 1 enei nj no, am
Cl14- al kyl no- car bonyl , di -
al kyl') - am no- car bonyl , -CH=N—O z
-CH=N- O C1. 4- al kyl, in the case of a phenyl ring may
al so addi tional ly be monosubs Ituted [k nitro, B
denotés phg pyridinyl, thie furianyl, which
o i ¢fituent s
sel ected frpm-“anong fluorine, , brom ne,
-A-al kyl, hydroxy, w RydfoxyCl-3-al kyl,
Cl. 4-al koxy, trifluoronethyl, i T'1 uor onet hoxy,
C2- 4- 3l kyny ar boxy,
A '

while the above-mentioned cyclic groups may be mono- or
polysubstituted at one or more C atoms by substituents selected
from among fluorine, chlorine, bromine, cyano, Ci4-alkyl, Cz6-
alkenyl, hydroxy, o-hydroxy-C,.s-alkyl, Cq.4-alkoxy, triflucromethyi,

~ trifluoromethoxy, Cs-4-alkynyl, Ci4-atkoxycarbonyl, w-(Ci4-alkoxy)-
Cy.a-alkyl, Ci.4-alkoxy-carbonylamino, amino, Ci4-alkyl-amino, di-
(Cia-alkyl)-amino, aminocarbonyl, Cq4-alkyl-amino-carbonyl, di-(C.
s-alkyt}-amino-carbonyl, -CH=N-OH and -CH=N-O-C,_s-alkyl, 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?!,




Cl_4-al koxycarbonyl, w (Cl4-al koxy) - C1_3-al kyl,
Cl4 al koxy carbonyl am no, am no, Cl.4- al kyl - am no,
- (Cl4-al kyl) -am no, cycl - (3. 6- al kyl enei m no,
am' nocar bonyl, Ci1-4-al kyl - afi*o- car bonyl - and
-(Cl1. 4-al kyI) am no- car bonyl and a phenyl group may
add| ti Gﬁfa@ﬂe? nhesyl. myrigiswberimarhthyk whighymay 0Rgo- or

Senct BobBendRLIE A i dr mofl ARG Mt e Pkl

R14 defroneambabd@ﬂnneth!éﬁm lQrbrrﬂW@rmvlo Ci4alkyl, 02 o
w hydr oxy- Cl. 3-al k
w (CL: alkar'k'@xC}b"ﬁbfygrca%@rhVCHﬁWr&@@l@daCkwlkoxy,

G- 7° c§ s Elet B bR Go -l cprbory, Cisatkory-

CyC| Oab#nl‘ioh N'oi @J«,Aalﬁbk% Ci. @&kED{E}L -Akekyk¥arbonylamino,
(C14alaﬂ¥l) am no- - an

cycl 0- &I, £} kay Rk ileaminee JEIC a—a&uwammocwé@r&aes

ol LS By ARG RS &1 Kbl o S W .

Cl4- al wynarrmosdarb@mww@wmmw-@m4 dikiR, in the
- S02- NH-C13aIkI -SO2- N(C1. 3-al kyl )2 and

cycl o- €@seof %IPIZ'?MH'&TQTW ﬁ%ﬂ?ﬂa"w monasupsiiuted by

above Q%Btl oned groups and residues, especially in A
to R4, R8, R13, R4, R20, R21, in

part| cul ar, |n each case one or nore C atons may

addi U gnel Y e EPISG Rl BSLIUSl uad B st or
gggg;gégﬁwg ﬁztaﬁd@y besﬁfuén‘i’éj%l%ﬁfb%ﬂ‘rém aﬁoﬁ@ﬁuonne

e tautoners, the diastereoners,
enant i chiferise, tblbmmexctyanesCahalle;b,fhmdxy,tmayd{aixy@m—alkyl

(n2) ek eRTuprem e i BiaRemetnt CoarHOP Ry,

a phengl eagdie4Monyl, a-(Cia-alkoxy)-Cqs-alkyl, Cis-alkoxy-
carbonylamino, amino, C44-alkyl-amino, di-{Cs.4-alkyl}-amino,
cyclo-Cz s-alkyleneimino, aminocarbonyl, Cs.4-alkyl-amino-carbonyl-
and di-(C1s-alkyl)-amino-carbony!, and a pheny! group may
‘additionally also be monosubstituted by nitro,

denoles the value O or 1,

denotes H or Cy.s-alkyl;
denotes H or methyl;

R  denotes H or Cys-atkyl,

R denotes halogen, Cy4-alkyl, hydroxy, e-hydroxy-Cq_s-alkyl, C1.

s-alkoxy, o-(Cq.4-alkoxy)-Cq.s-alkyl, amino-C4_s-alkyl, Ci4-alkyl-




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 andzgé | east one of the

fol |l owi ng cond| tions is net a) the group Y meani ng

phenyl ene | osubstltuted (b) has t he
Dal e SRl e Hea kY Aroiner Ca- sl OV Gered,

(c) b YA . he 1 OW. A iy _
conpo uggd;c’éa';ag) W{GIT" él,%!g Mﬁ).nb :@[34:-9'&'3 m @ﬁy@gw aierf%
i no- et Gaxyalkybhand/ tycid-CahaaiyylepeiapnoCghalkyl,
N-[ 4- (2- nor phol i n- 4-yl et hoxy) - phenyl ] - 3- phenyl - pr opi on
am de,

R*8- (4- Qﬁrﬁﬂé’s ﬁﬁﬁgéh) nw.rrb%y [<§raha &, S5 201 PEY S ARNAPE,.
enyl ] - et hyl } acryl am
N-{ 2- [43a1{(qx3{2 [ 2- (4- chl or o- phenoxy) - acet yl ani no] - et hyl
}-phenoxy) - 2- hydroxy- propyl am
i no] - et hyl }-| sobut yram de, cycl opentanecarboxylic acid

R*{ 2- [ 3-dehotds C&faﬂq@fﬁ@i-ﬂkﬂbﬁmbfw] -01 s~alkylsulphonyt, -SO»-
acetyl am nobnet hyl } -pheno%ézZ 2-h
r oxy- p¥ldpyB MH]Cgrﬂjﬁyl} -(ﬂﬁC1.3-alkyl)2 and cyclo-Cs.¢-

oxy. TGRSR SRR = T2 e

et hyI am no) propoxy] phenyl }-ethyl) -acetam de. 2.
ounds according toclaim1l, characterised in

- Anid
while, iy t‘T‘\e/ @b@ meRtioned groyps Farl residues; eapecialbeibry BgVs &,
n hgs f wi P
Y, %_§ ﬁfcm %\r 37 'ﬁg qémgnaé?l{lekllg}‘l, |ﬁ%_etjch"c>§sgﬂ'né dtadre 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

the tautomers, the diastereomers, the enantiomers, the mixtures thereof and
' the salts thereof,

with the following provisos (M2) and (M3)

{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,
(b} b has the value 0 and the group A is at least disubstituted,
(¢) b has the value 1;

(M3) the following individual compounds are not included:
N-[4-(2-diethylamino-ethoxy)-phenyl]-3-phenyi-propionamide,
N—[4—(2-m0rpholin-4—ylethoxy)—phenyi]—3~phenyl—propionafnide,
3~{4-chloro-phenyl)-N-{2-[4-(2-diethylamino-ethoxy)-phenyl}-ethyl}-




ONX- \/ . 256 NXt RANNX R 1 N: R CNCN-XH
CNN-X R2L N~N N-X--~ NX_ONgNgNx NN R
N-X-: R21 RRZINNFX-j NeX-"29957 ROAN NX, 21, QC
NNX N X- OCN XH R21 X cN-X~ NeX-, R? No-X"= R? N R?
Nagrgtamide,

N-{2-[3-(4-{2-[2-(4-chloro-phenoxy)-acetylamino]-ethyl}-phenoxy)-2-
hydroxy-propylamino]-ethyl}-isobutyramide,

cyclopentanecarboxylic acid {2-{3-(4-{2-[2-(4-chloro-phenoxy)-
acetylamino]-ethyl}-phenoxy)-2-hydroxy-propylamino]-ethyl}-amide,
2-(4-chloro-phenoxy)-N-(2-{4-f2-hydroxy-3-(2-phenylacetylamino-
ethylamino)-propoxyl-phenyl}-ethyl)-acetamide.

Amide compounds according toclaim 1, characterised in that

. the group

CN—X—f , CN—X—ﬂE ) <___/\N—X——§
Cw——x—; .@me-% , CN—X-?

- ' R%N  N—X—
. l N-—X— , “ ;N_X_—i , \ / :A




R2 Na RZNX" X % I/NN Nax"'=" N'N- X X wherein
one or nore H atons of the heterocycle fornmed by the
group RIR2ZN- may be replacqugy R14 and the ring
attached to the heterocycle rmed by the group
RIR2ZN- may be mono- or polysubstituted by R20 at one
or norg C\atons, and in the caseRok. a enyl ring it
may abPso additdonal |y be nonosubstit nitro and
X', X' \independently of one another denotel a single
bond or Cl.3-alkylene and if the group [ [
Xor X' via a C atom may al so denote 258
-Cl. 3-al kyl ene-O, -C1-3-al kyl ene-NH or
- Cl- 3-al kyl ene- N(C1. 3- alkyl)-, and while in the

definition ven (nbefore for X v 1IN case
one oR*%wy C at i n gaclx-case may bp s ('t ut efy-by—1
one or two\_idéntioal 4r different,siMstituens '

sel ected from Cl4-alkyl, and in XX, X" independently
of one another_in each case one or nore C atons nay

be nopo- Nor l ysubstituted by F d/ i n/ea case
one of t ato 'Tﬂhépendent[y f ond—aRot heNn¥y—be
nonosubst.i t ut y O or Br and wh n R2) 3 R14
R20, R21 and X have the neanings given in claim1. 3.
Am de ,onpgungs according to clai characterised in
t hat —dBnot es - CH2-, - CH2- CH2- - CH2- CH2- and
if the grou ' nked to X Via it also
denotes -CH2- CH N—&H2 C=C-, - CH2- -ON—X—

- CH2- CH2- CH2- O

A
2,:/
mN

I ‘
prd
i%
x
A




- CH2- CH2- NRa- or -CHr CH2- CH2-NRa-, while the bridge X

may ‘be connected to RL including the N atom attached

to RL and X, forrﬁngahetwyclic group, and in X

one or two C atons indepen tly of one anot her nay

each he substituted by one or two identical or

di ff & ent al kyl groups, and in ase\ one or,

nore C atl®dms y be nono- or pol ysuhgtituled Ny-X—

and/or in e one or two C.atons ’
i ndependentTy re-anot her be nosubstituted by C
or Br and 259 7 R4 hdve one of the neanings given
inclaiml. 4. Am de conpounds according to one or

e preceding clains, characterised.in that b
al/ue 0y, 5,, A de con‘pou&dﬁ_' : '

e

t he Megedi ng cl ains,

yj*.— phe

-acet anmi de

2-(2-chloro-4-trifiuoronethyl-phenoxy)-N[1-(2-diethyl
am no- et -2, 3-di hydro-1 Hj | -5-yl]-acet am

(4) REAchl obo-%(B- di etk gy rop-1  RE-N
-ynyl ) - phenyl/] - 2- (2- chl’or o- 4- 1 J
trifluoronethyl - phenoxy)-acetam d (D)
2-(2-chloro-4-trifluoronethyl - phens®y) - N-[ 1- ( 2- di et.hyl

am no ethyl)-2,3-dinmethyl-1 Hindol-5-yl]-acetafde

(6)

2-(2-chl op-4-trifluoronethyl - phenoxy)-N-[1-(2-diethyl

am nlgg__q\tlhyl -1 Hi ndoI-SRgLIjNace am de (7)
2-(2-chl'ofo-#4-trifluoremethylzphenoxy)- N[ 4-(2-di et hyl

am no- X", : .

wherein one or more H atoms of the heterocycle formed by the group R'R®N-
may be replaced by R™ and the ring attached to the heterocycle formed by
the group R'R*N- may be mono- or polysubstituted by R at one or more C
atoms, and in the case of a phenyl ring it may also additionally be
monosubstituted by nitro and

X, X" independently of one another denote a single bond or Cy.z3-alkylene
and

if the group Y is linked to X' or X" via a C atom, may also denote




et hoxy) - 3- net hoxy- phenyl ] - acetam de (8)

2- (3-chl or o- bi phenyl - 4-yl oxy) - N-[ 3-chl or o- 4- ( 2-di et hyl
am no- et hoxy) - phenyl] - acetﬁ,a,{g de 260 (9)

N-[ 3-chl oro-4-(2-di et hyl am et hoxy) - phenyl] 2-(2-chl
oro-4 t(fl yoronethyl - phenoxy) acet am_de

2-(4- t&ts*ai'ﬂs{%e@ -cifteralkiieagditly ON-F@mﬁHfs&%e—M(@mm e
thyl ang @'oxy) phenyl ] - acet am de (11)

3-chl oro 4 '? -chl or 0- 4- ( 2- di et hyl am no- et hoxy) -
~phenyl car banoyl ] - net hoxy} - benzoi ¢ aci d- net hyl ester

(12) o _ . . s

N [ 3- oMty ip-the dsfinitiops piven hereinhedose fopXen(l in-eachcassy
i br O”Qme%iecm)a‘té}ﬁ@txﬁ%@ﬁ c%%é)m?%be substituted By one. 9 tyo

2- (4-brorno- 2- chl or o- phenox chloro-4-(

am no-identivak 9y diffieeenl S]ubatlmwm gele¢tbd)from Cq_4—alkyl and
N-[ 3-chl or o- 4- (2- di et hyl am no- et hoxy) - phenyl ] - 2- (4-i od
o- 2- met hyl - phenoxy) - acet am de (15) nethyl

(2- { 2 X A Andependehti ¢t gid Qﬁah)@hmﬁn cRELOHNE BTG C

phenoxy} - et hyl am no) - acetate (1

N- [ 3- @PBsday pe mgna-ainipplysubsituted walﬂamlquacb -qape

N (3 SR G ST R RO B b8 FRLRR Iy Ry

2- ( 2- chorusubstifuted by @B phenoxy) - acet ani de  ( 18)
N-{3-chl oro-4-[2-(ethyl -nethyl -am no) - et hoxy] - phenyl } -

2-(2- chloro-4-trifluoronethyl-phenoxy)-acetam de (19)

W TR T ho1 s ek By iR R g .

(E)-N-[3-chl oro-4-(2-di et hyl am no- et hoxy) - phenyl ]-3-(2
-chloro-4 trifluoronethyl-phenyl)-acrylam de (21)
N-[ 3-chl or o- 4- (2- di et hyl am no- et hoxy) - phenyl ] - 2- ( 2- chl

. Or 3uflide compounds according to claim 1, characterised in that X
denotes -CHz-, ~CH>-CHo- or -CH»-CH»-CH»- and

if the group Y is linked to X via a C atom, it also denoteé_'.
'-CHz-CH:CH-, —CHz—CEC-, -CHz-CHz-Ov, -CHz-CHg-CHz—O—- or
~CHz-CH2-NR* or -CHa-CHy-CHp-NR*-,

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

inX one or two C atoms independently of one another may each be
substituted by ohe or two identical or different Cq.4-alkyl groups, and |

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 may independently of
one another be monosubstituted by Cl or Br and




trifluoronethyl - phenyl am no) - acet am de (22)

N-[ 3-chl or 0- 4- ( 2- di et hyl am no- et hoxy) - phenyl ] - 2-(2-ch

oro-4- furan-2-yl-phenoxy)-acetam de (23)

N-[ 3-chl oro- 4- (2- di et hyl am“Y0- et hoxy) - phenyl ] - 2- (2-ch

or o- t hi ophen- 2-yl - phenqgxy) - acet an de (24)

N[ 3@4?%%\!%9?5!33%& HBERIAYSARh G Aeny| | - 2- (2- chl

oro-4- pyrid in-3-yl-phenoxy)-acetam de (25)

2-(2-bronmo-4-trifluoronethyl-phenoxy)-N[3-chloro-4-(2

- d iethyl am no-ethoxy)-phenyl]-acetam de (26)

N-{3-chl oro-4-[2-(2,5-dj hydro-pyrrol -1-yl)-ethoxyj-phe

.yl PUSREESTRRPAGS AR gD SREryTOwh e e S dn g e,

( 27)ch@kdbtérised in that b has the value 0.

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

y) acetyl aminoj - phenoxy}-ethyl)-piperidi

ne- 4- car boxyl ate (28)

N-[ 3- chl or o- 4- (3-di et hyl am no- propoxy) - phenyl ] -2-(2-ch

. | or vrAidetddnhpoiidy@édirimphe bR rackRt @ﬁméq:reé&ﬁh% claims,
N-{4-[2-&21an1noneth¥l-p rrolidin-1-yl)-ethoxy]-3-chlo
ro- m@fﬂﬂ grised in that b 'has the value 1 and B is defined as in claim 1.

2-(2-chloro-4-trifluoronethyl - phenoxy)-acetam de (30)
N-{3-chl oro-4-[2-(2-di nmet hyl am nonet hyl - pyrrolidin-1-y
) -ethoxy] - - '

phenyl } - 2-(2-chl oro-4-trifl uoronethyl - phenoxy) - acet ami
de (31)

N-[ 3 ~ 4= (2. di A - IR i 0
 For AHBTER ) FcoRaRE S Sreih LeCReRiplne rdus Bf
N- { $oratllae o- 4- [ 2- (4- net hoxy- pi peri di n-1-yl ) - et hoxy] - ph
enyl }-2-(2 chloro-4-trifluoronethyl - phenoxy) - acet am de
(33)

N-{3:chl oro-4-[2-(4-hydroxy-pi peridin-1-yl)-ethoxy]-ph
eniﬁ). 2-P@-i3—chlo[ro- e R B oy - phenul - (2 i

hi or 0- 4¢ififd - .acetani de (34
2 (2- oni AR PRACRERIEET) °N (4. (2- 8 et hy!

a1 L o ARSI BEevai 20 5.

oro-4  diethylamino-ethoxy)-phenyl]-acetamide

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

(4)  N-{3-chloro-4-(3-diethylamino-prop-1-ynyl)-phenyl}-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide

(5) - 2-(2~chioro-4-triflucromethyl-phenoxy)-N-{1-(2-diethylamino-
ethyi)}-2,3-dimethyl-1H-indol-5-yl]-acetamide

(6)  2-(2-chloro-4-trifluoromethyl-phenoxy)-N-[1-(2-diethylamino-
ethyl)-1H-indoi-5-yl]-acetamide

(7)  2-(2-chloro-4-trifiuoromethyl-phenoxy)-N-[4-(2-diethylamino-

. ethoxy)-3-methoxy-phenyi}-acetamide

-(8)' 2-(3-chloro-biphenyl-4-yloxy)-N-[3-chioro-4-(2-diethylamino-

ethoxy)-phenyl}-acetamide o ' |




tr| f 1 uor onet hoxy- phenyl ani no) - acet ani de (36)

N-[ 3-chl oro-4-(2-di et hyl am no- et hoxy) - phenyl ] - 2- (2-fl u
oro-4- trifluoronethyl - pher%gg m no) - acet am de (37)
2-(2-bronmo-4-trifluoromethyl™-phenyl am no)-N-[ 3-chl or o-
4- (2- diethyl am no-et hoxy) - phenyl ] -acet am de 262 (38)

(E) -&)( 4Niﬂqd:iﬂommmwmlafhlmbéetlﬁbxyt)miepgmzd(izncmow-qcet

hyl - ph -

I\I¥[3 cﬁlni/ﬁ Oﬁg‘%‘r?mgb Q%’I%'f'ﬁiﬁl am no) - phenyl] 2-(2
chl 8 - trifluoronet hyI- henoxg} acet am de Mé '
308 | 8r{@-tartj-butyk2rabiarptphansxy)-th-[3-ahlgro-4-424djethamino-

h I
(g imlo% 8&1&»&3{# PP?%]racet?Wy?ephenoxy) acet am de (41)

(E)p 351 Sl $E| or¥g§1(gﬂ nyl ergi/eﬂ)]ymm 4 diret byl ani noret h |

(E)-3- [5Pﬁén Bé%mdw%é{woxp}cbeﬁm %cw-ﬂne?ﬁ)ﬂé‘stéif peri di
n-1-yl met hyl- phenyl’)-acryl am de

i( Ez)i(wgélglr‘g[l@%aﬂ&o“zﬂ(i - e‘lhﬂEH%-eﬂﬁd?@yﬁ pﬂbﬂyﬂ' 2Y(2)4-8ibRgnam
3- ( 2- chl phenaxyHacktamidenet hyl - phenyl ) -acryl ani de  (44)
(E)-N-[3-chl oro-4-(4-nethyl -pi pe(di n-1-yl met hyl ) - pheny
|']-3482 2HHdromb-2-chicroxphenexyiN-{Blobiurb)4-6x-dictiaiamino-
(45)

2- (2- chl Bthexy) P'P@W'h%?fﬁmdﬁﬂ - phenoxy) - N- [ 4- ( 2- di et hyl
am no- et hoxy) - 3-met hyl - phenyl ] - acet am de

(E) 34 2Ndﬁrcéﬂ@044{2ﬂdfatﬁxdfimmh ﬁtf}oxyhamlnyll éljﬂﬂoﬂQ-an@thyl'
hy| 47

(é? o T oenddo e fé"”fﬁhuﬁroﬁefﬂ% ptadid f‘mhz Ca (o ki et

h

(L AT S L) 42 e R e A ewafc Blaminol-

chl or o- dphérdy Jéﬂ—gﬁpé’fﬁ indylacefaay! ) - acryl am de
N[ 3- chloro4 -di et hyl am no- et hyl ) - phenyl ] - 2(2 chl o

r0-416) N-[3-chloro-4-(2-pyrrolidin-1-yl-ethoxy)-phenyl]-2-(2-chloro-4-
trifluoromethyl-phenoxy)-acetamide

(17) _N—{3—chIord~4—[2-(éthyl-propyl-amino)-ethoxy]-phenyl}-2—(2—chIoro-
4-trifluoromethyl-phenoxy)-acetamide

(18) N-{3-chioro-4-[2-(ethyl-methyl-amino)-ethoxy]- phenyl}-2-(2-
chloro-4-trifluoromethyi-phenoxy)-acetamide

(19) N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyi]-2-(2-chloro-4-
dimethylamino-phenoxy)-acetamide

(20) (E)-N-[3-chioro-4-(2-diethylamino-ethoxy)-phenyl]-3-(2-chloro-4-
trifluoromethyl-phenyl)-acrylamide

(21) N-[3-chioro-4-(2-diethylamino-ethoxy)-phenyi]-2-(2-chloro-4-
triffluoromethyl-phenylamino)-acetamide

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

furan-2-yl-phenoxy)-acetamide

(23) N-{3-chioro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-




- nore o

trifluoronethyl-phenoxy)-acetam de (50)

N-{3-chl oro-4-[ 2- (4- net hyl - pi pe(di n-1-yl)-ethyl]-pheny
| }-2-(2 chloro-4-trifl uoror%g - phenoxy) - acet am de
including the salts thereof 63 7. Physiologically

- acceptabl,e salt f .the. am de conpounds according to
one or rrh'l" éTVZPP@"ﬁ?XY ¢etamideconposi ti on,

cont i51 at | east one am de conpound accordl n

one (?f‘ D @110@-51(2(@@&15/@%%@'%0@?] phesyil-2- @c@'%ﬁm Ay
carrier Ebandﬁﬁi-*f%?‘?é %é-ggé‘fﬁﬁa%ceﬁ??cg{ e dt
coch2d ng el i r By Eho YN e P L

sal t aCd@tWI@ﬂld@eﬁbﬁyﬁbﬁeﬁﬁ]—b@aﬁHldet ogether with
one or nore inert carriers and/or diluents. 10. Use

of 406) CRS(G- QISR L2 BOMROURI AL Rehd3 | :ﬁ,ﬁgn?%z (2-

ains 1 to 6 and sal

cl ai m 7, chinti-ddtifigoromethylephrnoxg-aestaimided by provi sos
(MR) and (MB) according to claiml1l, for preparing a
phar{@éreethytal de(@pf@sch Ibm44—f[2¥(2+cmmru%tnﬂngrdrhetmraphegoxy)- :

beh f a,. . 171. f . t d
R R T e R
and/ a salt according to claim?7, including the
com$8Bho-Bxerach g qsﬁwanya@—p(mxymeom Gcatowig

to clai myhy, Jn‘?éthgf ﬁl‘?&’id X, gzﬂgfd@ace““ cal

conmposi t1on FSTeT y ~ wei ght and/ or for

ramia?) 34t Rl éﬁﬁ%%ﬁn—vyeiﬂsﬁaﬂa%ﬁﬁlom -phenyl)-

accor di Ng-(2-@hivre-4etrifliibfdmethyl-phahd®y) hcetarfiidend/ or a
salt according to claim?7, including the conpounds

eXCIBOPANTY. JHIGRLALE(4- Hﬁheﬁ%r@%fném%%ﬂamw yYPhBky)-

1, for preparing a pharmacéutical conpadsition
MCH r ecephenyl}-2-(2-chloro-4-trifluoromethyl-phenoxy)-acetamide

(31) N-[3-bromo-4-(2-diethylamino-ethoxy)-phenyl}-2-(2-chloro-4-

tr:ﬂuoromethyl -phenoxy)-acetamide

(32) N-{3-chioro-4-[2-(4-methoxy-piperidin-1 —yl)-ethoxy]-p.henyl}-2-(2-
chioro-4-trifluoromethyl-phenoxy)-acetamide

(33) N-{3-chloro-4-[2-(4-hydroxy-piperidin-1-yl)}-ethoxy]-phenyl}-2-(2-
chloro-4-trifluoromethyl-phenoxy)-acetamide

(34) 2+(2-chloro-4-trifluoromethyl-phenoxy)-N-[4-(2-diethylamino-
ethoxy)-3-nitro-phenyl}-acetamide

{35) N-{3-chloro-4-(2-diethylamino-ethoxy)-phenyl]-2-(2-chloro-4-
trifluoromethoxy-phenylamino)-acetamide

(36) N-[3-chloro-4-(2-diethylamino-ethoxy)-phenyi]-2-(2-flucro-4-
trifltuoromethyl-phenylamino)-acetamide

(37)  2-(2-bromo-4-trifluoromethyi-phenylamino)-N- [3-chloro-4 (2-
diethylamino-ethoxy)-phenyll-acetamide




antagonistic activity. 13. Use of at |east one am de
conmpound according to one or nore of <clains 1 to 6
and/ or a salt according t aim?7, including the 264
conmpounds excl uded by provi'sés (M) and (M) according
"to claiml1, for preparing a pharnmaceutica

conpfd8} t dE)F&MJ}dHIDrbSbiﬁhéltlﬁM-ﬂ)iNJVi-bip%ridm-ﬁméimnphenyl)-

and/or treatnent of synptons and/ or di seases caused by

MCH or c3¢¥@Mideconnected with MCH in some other way.
Use of at | east one am de conpound according to

one (39) k¥ aboroct-2viethyponino-sthifarina néwnyll deostiomed-
o SRS 4
e B A AT N

met abol | @-chISRI-92FfucrBHethyIGHNBSy - SESARHE S
particularly obesity, bulima, bulima nervosa,

SN ) BB R E L R

one or narglaofideclains 1 to 6 and/ or a salt according
to claim?7, including the conpounds excluded by

pr o422y EER)5-ehehloh3phan H)Siﬁtﬂiﬁ-i?-?f]-@l—@fl;ggl pleridirf-0fyimethyl-
preparing a pharmaceutical conposition which is
sui t abl & radylapiidoent i on and/ or treatnment of

il nesses and/ or disorders which acconpany obesity,

par (T_@u I (@1Nr{%£b@9éb[2-@kﬂw}ﬁ4ﬂégeﬂd}1gé -%}emymmhekphenyl}-
rot n'oSﬁ‘i@?ﬁ'&?‘%ﬁ?@Qggﬁﬁﬁhgﬁﬁﬁ?{‘b{")gﬁﬁ e"_?"scl )
r of B TE PN B O (g iy Pl e F ey 05

car di OVW&(.tﬁiﬁ@ﬁ@%y{%@hkﬁ%lcﬁﬁémi teriosclerosis

and high blood pressure, arthfiti’s and gonitis. 16.
Use (45 ) Qn j N G CO 5 _or
mor o {4 SR ANfnARd R OERR Y PRALL L DR Rl
cl ai m 7, etho)xBtimedhylehenpljranetendigleexcl uded by provi sos
(M) and (M3) according to claim1,
(46) (E)-3-(2-chloro-4-trifluoromethyi-phenyl)-N-[4-(2-diethylamino-
ethoxy)-3-methyl-phenylj-acrylamide
(47) (E)—3—(2'-chioro-4-tr3ﬂuoromethyl~phenyl).—N—[4—(2—diethylamino-'
ethoxy)-3-methoxy-phenyl]-acrylamide
(48) (E)-N-[3-chloro-4-(2-diethylamino-ethyl)-phenyl]-3-(2-chloro-4-
- trifluoromethyl-phenyl)-acrylamide
(49) N-[3-chioro-4-(2-diethylamino-ethyl)-phenyl]-2-(2-chloro-4-
trifluaromethyl-phenoxy)-acetamide B
(50) N-{3-chloro-4-[2-{(4-methyl-piperidin-1-yl}-ethyl}-phenyl}-2-(2-
chloro-4-trifluoromethyl-phenoxy)-acetamide |

including the salts thereof.




for preparing a pharmaceutical conposition which is
suitable for the prevention and/or treatnent of
hyperli pi daemi a, celluliti fat accumul ati on,

mal i gnant mast ocytosis, sy gm C mastocytosis,

emotd,onal, di sprders ffecti di sorders, depression,
anx Fapolagiealy agasptable salls ok the amideicerippunds agreamiig to
seXbke dHhofder daim®ef®s . disorders, epilepsy, forms -

of denentia and hornonal disorders. 17. Use of at
| east one am de conpound according to one or nore of

| ai .0 6 . t [ t l,aim 7,
el ol RipBie A Sa e R CbrEs BerRE gy
( MBhnaasrenéhe &F digingd ®itd6land/ bpa sleA&idrdigito claim 7
pharmaceuti cal conposition which is suitable for the

pr ePeHenally tegathar witheanerpnmase inent garriers esfasdiluestss h
as for exanple wurinary incontinence, overactive
bl adder, urgency, nycturia and enuresis. 18.

PhaPmaceateatidal compasitionspsontaini@bhiozgt anéignsitieact i ve
substance sel ected fromthe am de conpounds accordi ng

to GRABPGHN opfing e, PRE of MYrediahimst te6and/ or a salt

oxcroduiing © Gafh Tidbtionall LB IR SRR AL pert s

1, and/oaddeenisd acti ve substance selected fromthe

~group consisting of active substances for the

10.

11.

12.

13.

treatment of di abetes, active substances for the

tr ephsBRIA gt Aot ! C&ii‘ﬁ’ﬂ) ' i | es
for the trezﬁ mbﬁ?%%@eobesi?@%%@g}%ydﬁ gﬁﬁt}ﬁgﬁ
MCHelaitna g daitsand/ era salk asurdingntoeslaink @y indheding & ment

©r e MBanGY SxBlRA gl (F2] ARDLARE SocoRling 16 ciim 1,

ar t Ririppsatiga iphar@@tbiifcal TBRJoaftiRsiol HfludiRirg RtdBting
of arthritis, active substances for the treatnent of

anxbelagviaurefea maramabt i ve substances for the treat ment
of depression, optionally, together with one or nore

inert carriers and/or diluents.

Use of at least one amide compound according to one or more of
claims 1 to 6 and/ or a salt according to claim 7, including the
compounds excluded by provisos (M2) and (M3) according to claim 1,
for preparing a pharmaceutical composition for reducing the body
weight and/ or for preventihg_ an increase in the body-wéight of a
mammatl.

Use of at least one amide compound‘according to one or more of
claims 1 to 6 and/ or a salt according to claim 7, including the
compounds excluded by provisos (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 6 and/ or a salt according to claim 7, including the
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compounds excluded by provisos (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 accofding to one or more of
claims 1 to 6 and/ or a salt according to ¢laim 7, including the
compounds excluded by provisos (M2) and {M3) according tc 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,

anorexia, anorexia nervosa and hyperphagia.

Use of at least one amide compound according to one or more of
claims 1 to 6 and/ or a salt according to claim 7, including the
compounds excluded by provisos (M2) and (M3) according to claim 1,
for preparing a pharmaceutical composition which is suitable for the

_ prev_ention- and/or treatment of ilinesses and/or disorders which
accompany obesity, particularly diabetes, especially type Il diabetes,
complications of diabetes including diabétic retinopathy, diabetic -
neuropathy, diabetic nephropathy, insulin resistance, pathological
giucose 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 6 and/ or a salt according to claim 7, including the
compounds excluded by provisos (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
accumulation, malignant mastocytosis, systemic mastocytosis,
emotional disorders, affective disorders, depression, anxiety, sleep




17.

18.
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disorders, reproductive disorders, sexual disorders, memory
disorders, epilepsy, forms of dementia and hormonal disorders. N

Use of at least one amide compound according to one or more of
claims 1 to 6 and/ or a salt according to claim 7, including the
compounds excluded by provisos (M2) and (M3) according to claim 1,
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.
Pharmaceutical compositions, containing
a first active substance selected from the amide compounds according
{o one or more of claims 1 to 6 and/ or a salt according to claim 7,
including the compounds excluded by provisos (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 sdbstances 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 freatment of

depression,

optionally together with one or more inert carriers and/or diluents.




