; Z[\]"_"abce3e))Db6T>g) 26 August 2002 -14-Phenyl -pyridine derivatives
InlTTTATIIT The present invention relates to conpounds of 26\Rugest200R
formula fR)_ R wherein (Rz )n t2' R is hydrogen, |ower alkyl) | ower

al koxy, halogen or trifluoronmethyl; Rl is hydrogen or halogen; or R and R
may be together -CH=CH- CH=CH; R~ and R '~ are independen h

ot her h~~drogen, hal ogen, trifluoronethyl, |ower allcoxy mmmmmmmnm‘m R
and R-~ may be together -CH=CH CH=CH-) optionally substituted, by ane or two
sstituents selected fromlo~~ er al ky‘ll‘or | ower al koxy; R is ﬂydrogen,

|l ower allryl or forma rycloallyl group; R4 is hydrogen, -V(R)~,
-N(R' )i CH5j ~OH, -N(R)S(q&:ﬁfeﬁ/%\fl-aﬁwaﬂm(%ﬁ%}(/ﬁ%nw, -N=CH N(R ) ~,
-N(R-)Cf OR or a cyclic tertiary amne of the group Rs or the group
/(CHz)~ N(RS) Rs R is) independently from each other) hydrogen,

C3-6-cycl oal kyl, benzyl or |ower alkyl; *@0002* 26 August 2002 -2 R6 is

hydr ogen, hydr | . - 0- ral kyld -NRS) CO | ower

al kyl , hydroxyﬁ%%?&gﬁl&vfﬁklg%{k%ﬁgg %&% %'gﬁ‘%dlf%"\l%‘r a 5-or 6
menber ed heterocyclic group, optionally bgnded via an al kyl ene group, X is
--C(ON(RB)-) -(CHZ)~, O, -(CHZ)M(RS)-}YRNRS)C(O-, or -N(RS)(CHz) m n
is0-4; and mis 1 or 2; and to phar tically acgeptable acid addition
salts thereof with the proviso that A f R4 is hydr eh and X is -~(ONRS$) -,
R2 and R2' are other than hydrogem®™ hal ogen o koxy. The conpounds of
formula | and their salts are charactgri zed | uabl e therapeutic
properties. It has been surprisingly“fo nd at 'Qﬁ conpounds of the
present invention are antagonists ot MNeufoki nfn 1 (NK-1, substance P)
receptor. Substance P is a naturaﬁly Yccurring undeclapeptide bel onging to
the tachykinin famly of peptides, the latter being so-naned because of
their pronmpt, tractile action on extravascul ar snooth nuscle tissue. The
receptor for substance P is a nmenber of the superfamly of G

prot ei n-coupl ed receptors.
R is hydrogen, lower alkyl, lower alkoxv, halogen or trifluoromethyl;

R! is hvdrogen or halogen; or
RandR' may be together -CH=CH-CH=CH-;

R*and R* are independently from each other hvdrogen, halogen, trifluoromethyl, lower

alkoxy or cyano; or

R*and R* may be together -CH=CH-CH=CH-, optionally substituted by one or two
sighstituents selected from lower alkyl or lower alkoxy;

R’ is hydrogen, lower alkyl or form a cycloalkyl group;

R* is hydrogen, -N(R), -N(R*)(CH:),OH, -N(R?)S(0),-lower alkyl, -N(R*)S(O).-
phenyl, -N=CH-N(R?),, -N(R)C(O)R’ or a cyclic tertiary amine of the group

O
R
or the group
_ACH,) N(R®) —
O

R’ is, independently from each other, hydrogen, Cs-¢-cycloalkyl, benzyl or lower

ol IONMINAATAT
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The neuropeptide receptor for substance P (NK-1) is widely distributed

t hr oughout the mammal i an nervous system (especially brain 28dAwpista002
ganglia), the circulatory system and peripheral tissues (especially the
duodenum and j ejunum) and are involved in regulating a nunber of diverse
bi ol ogi cal processes.. The central and pgl pheral actions of the mammali an
tachykinin substance P have been asss~i ‘ed with nunerous inflammatory

dit | udij t d
ot armat or 3t bonok MHISES RSy, gl ﬁ@ HEO Loy R N0t o ana
the modul ation of alkdrhydespcy-tesrey allsd, argus (GHEREFHAQH-EIQ oz pr Gis

Par ki nson’ s di seamembiled h@eretyclicitsup, op@sially onlléd viZdfllkyléidgrqipy (Can. J.
Phys.) 1997) 75, 612-621 ) and depression (Science, 1998, 28 ) 1640-1645) .

Evi dence forgthe S _ hy pal n)
headache, espe0| a Iy(d?r?\ﬂrﬁ:)snfetfsz o é@rrPg}rI}g |seg ?@u%? Ig(gzc &t osis,
attenuati on of noyphine vmthdravval car di ovascul ar changes oedens, such as
oedena causéd by Fﬁern’d}d injury) chronic i nflammatory di seases such as
rheumatoid arthritis, asthma/bronchial hyperreactivity and ot her
respiratory i sea@ésﬂﬂhcl uding allergic rhinitis, inflammatory di seases of
the gut including ulcerative colitis and Crohn's di sease) ocul ar inj ury and
ocul ar i nf | amhetphaymatesizaliy scoeptableweid additiol aaltsthenofwite thepraviseethat if R*
Tachyki ni n Ragdpigen amhXdgoO{ONER?)-, R ad R3rare Bthar thac hydroded) haldghdyx 1993.
Fur t her nor ealkblewr oki nin 1 receptor antagoni sts are being devel oped for the
treatnment of a nunber of physiol ogical disorders associated with an excess
or inbal ance ut The 2dinput@dSsf f&d2a L and mmmw@irmha;adeﬂzeawwamlaheﬁpaﬁfeance P.
Exanpl es of pQ'?]%gﬁets'I? &bleghne r&tﬁgﬁ"‘fgﬁ'\dqnzﬁﬂm CRngguxpa%%Ptt&egpes%ﬁ%\tvgn o'nna(%cl, ude

di sorders of e cen €SSl on and
psychosi s (\ABtagepisthettbe NoymokiginglgNKa L sukstapgs BgecoptpoSybstapise P pféumamlm n-1
recept or ante@efihgtusdedpeptideteloaging®ahedacHybinid Baily 6QRPHRBRI thokttéeingn

si ckness and_f @”ﬁ?‘ I ﬁgﬂ 04 Ne New
Engl and Joug;na{ll%“e#l nggsg%?{heirg q%%ga%lklo&gg %5’6&% 5{5@(8&1?1“1"“ een
descri bed t HisYyectheaesegter & SE‘?S?BF%?FH“}CHTSI’&’C@@%‘HE%'@“W § PsetripccopRied

neur oki ni n- TecepwePpt or ant agoni st. Furthernore, US 5,972,938 describes a
met hod for treating a psychoi mmunol ogic or a psychosomati c disorder by

ggm ni str?ti on qhe Aedragephidd x@tdptdraﬁe@ﬁs&rncelsmhmﬁ wlmay]du]{tﬂmmmfo@nwgom st.
jeCtS of t res { I’ N

har maceut | Cf o SRE ?H&Y'?Ws ﬁ{tﬂ% Foly 855 RBRE Bl L Pl Rtory §iEm
above- ment i GRd@errhep tivsaes (especally theelyo nemﬂéuqmm@)tanémeam vehén

manuf acturerag‘ulmklanaﬁmbéx’rtﬁ‘dusxeebiﬁloglbﬂpﬁi&éw&rrent| oned conpounds in the

control or p{"% erreg:(h;&%fnghér Q@éo?l%fthgwg&laﬁﬂ%ilg@nhuuﬂﬁfécﬁhﬁ%%e%Sorders

of the kind or In e man ture o corresgondl ng

nedi canment s as’Pﬁ‘é te ydth nymerous ¢ f“ﬁf’.ﬂ"(: icas infudipg Brigaineahspatpid he present
i nventi on araethhhasehmmnd inflamplatioe balve discher = woll ad theligontof e emetivefler syst em

fe(r)nra s?)s(agpl ;9 ahﬁgaetnx]ﬁ@&ﬁz{lﬁﬂfolf%'ht&rxﬁ%ﬂi dy R QENSEdidoRdeds &%Pés?%ﬁhé{s%nqugfd%@'er S or
depr essi ze E’egli?é‘é &s{%égn{lﬁeil‘lg‘éﬂx‘%&%é‘pﬁg{’ﬁ B@?g%dq}rgzal? af ajst two weeks
duri ng whi chlepfessiom(Ssitncef199888dag40aked5)near |y every day, there is either
depressed MgRthente thive hQAn] ofiith ﬁﬁrreceﬁtopdn@igﬁbﬁt@d ﬁh:‘?‘iﬂg&daﬂfe, égﬁ&[a[l%’ all
activities. Thefgﬁ}g n qdelnltl ns . of @ﬁnero? Eig ﬂ' he
present des PR F‘)% sr"?sés'B\éIEP %erﬁsr‘s’%ﬁ Frorphine ithdy ‘ffhrestl on
appear al oneastiovastuboctangestdedema, Aschasexdeie caised, bytthemalEnjury, clroeic al kyl "

SSPEL ﬁsaf-orséﬁﬁdng{rﬁtg ise wﬁemmhmt&d%ms, gm&%@fg&gyghﬁma&mﬁgn&l 7
byl o bt rps o i spunciia wEfei iR R AP RO OPER obps wi th
1-4 car bon doduding Ulberative colitislandErohalsidisrase, oddmrcnjosy amdgodeminfidvematory t he al kyl

residues ar ed@%egi.%tlwgana@% niﬂﬂ@cé}ﬁfﬁr%ﬂ? E%hﬂ?l?lﬁg{?fe%g%ﬁé&g?lgﬁ]Yﬁgn at ggﬁ

The term"h denat orine
August ZOOZaA‘ﬁg‘*F%Q"’ ﬁ'l?i‘fg g 919£yl denotes a saturated carbocyclic

group, containing 3-6 carbon atons.
Furthermore, Neurokinin 1 receptor antagonists are being developed for the

treatment of a number of physiological disorders associated with an excess or imbalance of



The term"cyclic tertiary am ne" denotes, for exanple, pyrrol-1-yl)

i m dazol -1-yl, piperidin-1-yl, piperazin-1-yl, norpholin-4-26August 2002

t hi onor phol i n-4-yl, 1-oxo-thionorpholin4-yl or

1, 1- di oxo-t hi onorpholin-4-yl. The termX5.or 6 nenbered heteroryclic group”
denotes, for exanple pyridinyl, pyrimdinyl, oxadiazolyl, triazolyl,

tetrazol Y ltachiyRing,ah Yarticubir @ﬁl}'s]tancE r Ekamlﬂysrm»hmu@m 1Ok Mich shibdtstRe ol

pyrazol yl, isothiaz e erid The term

" phar rraceLheF‘&é{PPf)'faé“c‘Jcéﬁlt“QEFig Lo b PnoBh RSk vitemingh SLomsisyteprssrion
i norganic aaaga spdh@eis (W@ e5d4667% WD 984 shydlaratWimes/e3Bs).d) nitric acid,
sul furic aci phosphoric acid, citric acid, formc acid, fumaric acid

ml efic Aok fESELG. PRI buPUaL NG, 36 HhnlALLAT IS Akt lRt hangayl foni

acid, p-to uenes ont ¢ ry pre re
corrpounds smkneaMmdrfomrcaSmemU@)iN(dd\omx)ltm@,er ein R is nethyl, ethyl or
cydopropyl, for exanple the follow ng conpounds:

N-(3, 5-Bi s{ntardh; |dﬁ0{rpi’fﬁé ﬁqﬁ@gnﬁu'@uﬂ}hr@m c}mﬁe qf&l@hﬁﬁboNB' @o rﬂﬁﬂld% has

N-(3,5-Bis-trifluoronet ro-p nicotinamd
e, N(3,5 t&esd@wubre@&mﬁéwwm sisplatin-ind wmesmbyzs@ fe¢tmemsr1mi@nnyll phenyl)

ni coti nam ge,nt I antagonist. _ _ _
N-(3 5-Bi s- t |(f)l uoromet hyl - benzyl ) - N- et hyl - 4- (2-f | uor o- phenyl } - ni coti nam d

N- (3, ~ Bi sEurthermess Shet-RiA 238ctessribes Rimshad for sregtng apweRSIPRWHIIPEIC AT R ot i nani
de, N-(3, SpsBiisosbatit uﬁbaimbzwmlﬂﬁﬁtzaﬂo)n d¥artedhipiinirfrepER6Y, lsuth &ATK Nk gror
N-(3,5-Bis-trifluoronethyl-benzyl)-Nethyl-4-o0-tolyl-nicotinaxnide,

5- Bi 2189 or onet hyl - benzyl ) - N- cycl opr opyl - 4- o- t ol yI - ni cot i nani de,

Bi s-t ri Objeots ofrdiepresephvyhtioredrhyhd c-dNapmmkiybEﬁ@fmuiacﬂ apld-phaciati nam de,

3,

3, 5-

3,5-Di - fI benz t ol 1ot m de. .

28 D IR NSt BNe e Tl B MRS ioncd compounas

|3 ;5 Bi smtdncﬁmamusmnatahyhg ﬁenzwczbdlhkmmmxfdcuﬁe@awnlbamm pethazbovel-yl ) -4-0
ni c

2 I\/Et hyl -@{E%Q macf ﬁ@ opulngg in tzhle co trglI Sr %Bveﬁlélﬁgll of glngsg(resb )Pe,nally of illnesses and

aci d- ( 3, 5- diserdersi dflthokiad refergd thess |0)rmr€tehwn bR, ofcorr68pond1n°

N- (3, 5-Bi smtemcgllnggfsorret hyl - benzyl) - N- et hyl - 6- (4- net hyl - pi perazin-1-yl)-4

napht hal en- 1-yl -ni coti nam de, (4-{ 5-(

g?pgr Bis-tri fy: ﬁggggé D RenENL eyl carbammyl ], 40 ol P L 291

- (( 3, 5- BiwhidhrihélhaeaRorletyyd fthesenyta) néﬁéﬁb}&bst@xﬂffb&ﬁmhﬂ)lﬂﬂhe @eattmleyi or3,4,5,6

ggt 'eA\lrJQUSt %Peggntggr;[ cl;fa ce¥tg{n0de%lr_|ésL1vé ng!) cfelpsyor emes ¥|by 4he a%rr%gﬁ a 1or1 OFN% ?t hyl

N (3, 5-Bi Sfdcbptfol’ umrag@mtﬂsyA nhgnzlebjesdivargtifode hés t(eénpileﬁmd asmepgzalzermdjofyt) -4-0
-tolyl nicpti [ V. m.no rrolidin-1-yl]
TN (- bi Cp P ke e s hrfoy R AT e RO YR HeBdh el e

N- ( 3, 5- Bi sdeéprie§sed ovamdsirtthé loseolzyteresNonplessyte i@- adlnmtrkﬁ}tly(ananwp@ol in-4-yl-eth
yl') am no] -4-o-tolyl-nicotinam de,

x ((: gi i5;] gim.safe f | i RSIRRRA S LRGSR O D TR Ve wiR RRAL plséitesHipBioh Qbyly

N- (3, 5- Bi simesppetiverodmibether thedaem inquestiantapped-alofieron ppobintignyhs used- t of y|
herein, the term “lower alkyl” denotes a straight- or branched-chain alkyl group containing
from 1-7 carbon atoms, for example, methyl, ethyl, propyl, isopropyl, n-butyl, i-butyl, t-
butyl and the like.

Preferred lower alkyl groups are groups with 1-4 carbon atoms.

The term “lower alkoxy” denotes a group wherein the alkyl residues are as defined

above, and which is attached via an oxygen atom.

The term “halogen” denotes chlorine, iodine, fluorine and bromine.



ni coti naxni de, N-(3,5-Bis-trifluoronethyl-benzyl)-Nnethyl-6-(

1- oxo- 114-t hi onor phol i n-4-yl)-4 o-tolyl-nicotinam de, N ( 26 August 2002
3,5-Bis-trifluoronethyl-benzyl)-6-( 1, 1-di oxo-116-thionorpholin-4-yl)-N
met hyl - 4- o-t ol yl - ni coti nam de)

N-(3,5-Bis-trifluoronethyl-benzyl )-I\I—rrefﬁyl - 6- pi perazin-1-yl-4-o-tolyl
ni coti nam de,

N- (3, 5- Bi s- t ri FIEIET n@'tcmp(ybe%?we)s 3 gatprated bRy A ATRP Ry AOPIAIRIRE B8 Fatban y | |
- N net hyl -adems.t ol yl - ni coti nam de, N-( 3,5-Bis-triffuoronethyl-benzyl

) - 6- (4- cyanonet hyl - pi perazin- 1- yI )-N-nethyl-4 o-tolyl-nicotinamde, N (
3,5-Bis-trifl 17 )= 6- o - hydr ox hoxy) - et hyl ]
“piperazin-1y qufm Jﬁh? ?ezg Q’rjy n'}m? dr?P(O:E)e%Ifﬁra %ﬁagxep%/ yrroYl );1 1mlxz}zoFtl )X

N- (3, 5- Bi pruudmdoylomtmm berhzx}drphwmfétyﬂ\yhmmc(rphcphrM F1.4]-oxx tdpemwoph@in-

yl met hyl pi. 7] RiokoYthiors:Bhb@i MLy ni cot i nami de)
N-(3,5-Bis- ?ﬁrgl uolroﬁetﬁ)y 01@enzyl) N-rrethyl 6-[ 4- (5- oxo0-4, 5-di hydro-1H |

124] triazol yl met hyl ) - pi pe i n-1- -4-0-tolyl -ni cotinam de,
N-(3,5-Bis-tr .?heds%rréphwm%@bﬁwf l)Z‘QtGT—OGYSYIFBFQHH dspofeh 491 Grampjs pyriding hyl - 4- o

t ol yl - ni cobyrp@dine oxAdiazolyl, triazolyl tetrazol , thiazolyl, thien 1 furyl anyl olyl,
Nl T ez, o rih pyanyl eyaldh

hyl - n |
ni coti nami? (gazpng'ﬁt%?zog&’é?cﬁgjﬁaé‘gy apl@e%wgqf)rmger%ﬁ, Wﬁl ICR Xis -N(R)-CO>
wherein R is hydrogen or nethyl. Exanples of such conpounds are: 2-(3,5-B
i sl t Iri fl uo(rjonégﬁblﬂerrﬁI‘fphg/drr)a—cbhtmaﬂ‘jﬂydcelﬁiablﬁa(:ld-aﬂﬁitibﬂsa]mé”pﬁﬂﬂid':da-sﬂlts}&h)h 4-0
to ridin
2 (5, 551 S PPTAPIOR SRRy P e & Brerogblone i PUICAYPAREE fidret hy! - pi per

azin-1 phosphoric acid, citric acid, formic acid, fumaric acid, maleic acid, acetic acid, succinic

acid, tartaric acid, methanesulfonic acid, p-toluenesulfonic acid and the like.

Exemplary preferred are compounds, in which X is <C(O)N(R’)-, wherein R’ is
methyl, ethyl or cyclopropyl, for example the following compounds:

N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-4-0-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-4-(2-chloro-phenyl)-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-4-(2-trifluoromethyl-phenyl)-
nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-4-(2-fluoro-phenyl)-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-4-(2-methoxy-phenyl)-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-4-phenyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-ethyl-4-o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-cyclopropyl-4-o-tolyl-nicotinamide,
N-[1-(3,5-Bis-trifluoromethyl-phenyl)-ethyl]-N-methyl-4-o-tolyl-nicotinamide,
N-(3,5-Di-fluorobenzyl)-N-methyl-4-o-tolyl-nicotinamide,
N-(3,5-Di-chlorobenzyl)-N-methyl-4-o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-(4-methyl-piperazin-1-yl)-4-o-tolyl-
nicotinamide,
2’-Methy!-5-(4-methyl-piperazin-1-yl)-biphenyl-2-carboxylic acid-(3,5-bis-trifluoro-
methyl-benzyl)-methyl-amide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-(4-methyl-piperazin-1-yl)-4-
naphthalen-1-yl-nicotinamide,
(4-{5-[(3,5-Bis-trifluoromethyl-benzyl)-methyl-carbamoyl]-4-o-tolyl-pyridin-2-yl}-
piperazin-1-yl)-acetic acid ethyl ester,

5'-{(3,5-Bis-trifluoromethyl-benzyl)- methyl-carbamoyl]-4'-o0-tolyl-3,4,5,6-



26 August 2002 -6 yl)-pyridin-3-yl]-Nnethyl-isobutyram de,
2-(3,5-Bis-trifluoronethyl-phenyl)-N-[4-(4-fluoro-2-net hyl -2ehAugugt-20024- net
hyl piperazin-1-yl)-pyridin-3-yl]-Nnethyl-isobutyram de,
2-(3,5-Bis-trifluoronethyl-phenyl)-N[4- (52 chl oro- phenyl ) -pyridin-3-yl]-Nm
et hyl isobutyram de,

2-(3, 5~ Bi Sed iyl QRIRS [BibyifRV cNbBB R AL ekt e O ¥! -pyri din-3-y1)

i sobuty
2-(3, 5 B| s trum(@»ér%sr@nﬂmropwémlﬁb)enz\ylxw wethyl-gH(4myopdimip&agin) L-yiS abattylykni de

nicotinamide,
2(3SB|str|quororreth phenyl)-N-nmet hyl - N-(4-o0-tolyl - 3/r|d|n3yl) acet
anmi de, RS)-6-[3- (Acegrl -methyl-amino)-pyrrolidin-1-yl]-N-(3,5-bis-trifluoromethyl-

2-(3, S Bi Sb_‘ehg)'lf ugfeeriiahyolphgioytidarhtdeet hyl - N- (4-o-tol yl - pyri din-3-yl)
propionarrii

2-(3,5-Bis- tr RSB Risatriflyeromedhghbenry kb mpthvko onsthsi Rgnepheliprd-wl-eshylyy v |
pyri di n- 3-a¥ﬁﬁxo]-ﬂ&btﬁl}4ﬂ1ﬁ%tﬂﬁmlde,

oyt 1 di n- 3. y1 | Mo RgTE s Ry PAege Y-t morghoin -y £ o | 4!

2-(3,5-Bi Snitclstlrfalrmdé orret hyI phenyl ) - N- net hyI N-{ 6- [rret hyl - (2- nor phol i n-4-yl
t hyl ' d

S (% L glm sn? 1I$| |§nsf1 rrolnhelé%g}%ex@)ﬁgts' ﬁnméatg}o&drgbf)]p%%){l-‘i-g-tg yl- pi per azi

n-1 yI ) - 4- xuecntmmmpyrl di n 3-yl] -isobutyram de,

o3 o I8 BB blen byt - BREGDL (1 - M - hiSinbnblin PRy 4. 3

yl) isobutyram
2-(3, 5-Bi so-tolyk pigetiramiday | - pheny! ) - N- [ 4- ( 2- chl or o- phenyl ) - 6- di met hyl ami no

pyridin-3-yl] NS(@@UEﬁéftﬁmJgﬁ}neth l-benﬁ:l) -6-(1,1-dioxo-11 6- _thlomorPhOhn 4-vl) N-
2(3SB|str|quororrethyI-p -N-net hyl - N- (6- pi perazin -'4-0-tolyl

pyri di n- 3-§ethyl édbtﬁxlrraﬁﬁtw@}mde,

2-(3,5-Bis-triflug: Bﬁ&hﬂubx’oﬁmwlﬁen%lﬁﬂ heetty26vp 1ﬂer’aﬂntplyblh o3yl S, 6-tetrahyd
ro-2H [ 1, Z%blpyrldlnyl 5 -yl) yI-|sobutyram

2- (3, 5-Bi SOEPERATIdEo et hyl - phenyl ) - N-{6-[ ( 2- hydr oxy- et hyI) met hyl - ami no] - 4-
0 tolyl-pyri di N=@3;3Bjs-thiflueidtydthylssEnwl 6@ @ehydroxy-ethyl)-piperazin-1-yl]-N-

methyl-4-o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-6-(4-cyanomethyl-piperazin-1-yl)-N-methyl-4-
o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-6-{4-[2-(2-hydroxy-ethoxy)-ethyl] -piperazin-1-
yl}-N-methyl-4-o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-(4-[1,2,4] oxadiazol-3- ylmethyl-
piperazin-1-yl)-4-o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-[4-(5-0x0-4,5-dihydro-1H-
[1,2,4]triazol-3-ylmethyl)-piperazin-1-yl]-4-o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-6-(4-formyl-piperazin-1-yl)-N-methyl-4-0 -
tolyl-nicotinamide and
N-Methyl-N-(2-methyl-naphthalen-1-ylmethyl)-6-morpholin-4-yl-4-o-tolyl-
nicotinamide.

Further preferred are compounds, in which X is -N(R?)-CO-, wherein Ris
hydrogen or methyl.

Examples of such compounds are:

2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-[6-(4-methyl-piperazin-1-yl)-4-o-
tolyl-pyridin-3-yl]-isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-{4-(2-chloro-phenyl)-6-(4-methyl-piperazin-1-



(R -2-(3,5-Bis-trifluoronethyl-phenyl)-N{6-(3-hydroxy-pyrrolidin-1-yl)-4-o0
-tolyl pyridin-3-yl ] -Nnethyl-isobutyram de, 26 August 2002
2-(3,5-Bis-trifluoronethyl-phenyl)-Nmnethyl-N(6-norpholin-4-yl-4-o0-tolyl
pyridin-3-yl)-acetamde and [ 2-( 3,5-Bigtrifluoronethyl-phenyl
) - 2-met hyl -propyl ) - [4-(4-f|uoro-2-rret2y| 5 I ] ol _ H

henyl ) - 6-(;4- N _ S RIND Rz - -pyridin-3-y - et hyl - am ne. e
Bresgn% co}(r%%gﬁ%gyjoy f%gﬁcﬁﬁéq?&gﬁé%ﬁ&eéﬂ pharmaceutically acceptable salts
can be prepar e%(%?ﬁﬁm@womn@\?(hphwyd)hﬁ-[&f(ﬂ;ﬂtfom—2enahgﬂégt§enly%b-¢)(4)ﬁ£e_&g¢s
descri bed e . EBISN € i_-,ﬁﬁbﬁl ugust a) reacting a
conpound o@ﬁ%r%%yﬁul}agl)f Sagﬁ§gﬂN%&%% taﬁ@%é?\corrpound of formula ~Rz ~n
C R3 Rs Rz~ 1333 Biatedmsonatybphanyhnmit{4-(2Rhlozorphery RpRAAIRS -ifeN-mretityl4 ~ ~
0 RN Rz. jkobutyafii@,n R - RS, R and n have the significances given above,

]9 (r) r 221 | ;e actin g2-?3 ,g M—%’lil gorgrfnetfh?'{-ggéna}lll-g\Eme%}Wl-%-(J-th\fy}-gyr?di%%r@lgy nd of
isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-(4-o0-tolyl-pyridin-3-yl)-isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(4-o-tolyl-pyridin-3-yl)-acetamide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(4-o-tolyl-pyridin-3-yl)-
propionaniide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(6-morpholin-4-yl-4-o-tolyl-
pyridin-3-yl)-isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenyl)-6-morpholin-4-yl-
pyridin-3-yl}-N-methyl-isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-{6-[methyl-(2-morpholin-4-yl-
ethyl)-amino]-4-o-tolyl-pyridin-3-yl}-isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-[6-(4-pyrimidin-2-yl-piperazin-1-
y1)-4-o-tolyl-pyridin-3-yl]-isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-(6-morpholin-4-yl-4-o-tolyl-pyridin-3-yl)-
isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-{4-(2-chloro-phenyl)-6-dimethylamino-
pyridin-3-yl]-isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(6-piperazin-1-yl-4-o-tolyl-
pyridin-3-yl)-isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-(4-hydroxy-4'-o-tolyl-3,4,5,6-tetrahydro-2H-
[1,2'}bipyridinyl-5'-yl)-N-methyl-isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-{6-[(2-hydroxy-ethyl)-methyl-amino]-4-o-
tolyl-pyridin-3-yl}-N-methyl-isobutyramide,
(R)-2-(3,5-Bis-trifluoromethyl-phenyl)-N-{6-(3-hydroxy-pyrrolidin-1-yl)-4-o-tolyl-
pyridin-3-yl]-N-methyl-isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(6-morpholin-4-yl-4-o-tolyl-
pyridin-3-yl)-acetamide and
[2-(3,5-Bis-trifluoromethyl-phenyl)-2-methyl-propyl}- [4-(4-fluoro-2-methyl-
phenyl)-6-(4-methyl-piperazin-1-yl)-pyridin-3-yl]-methyl-amine.

The present compounds of formula I and their pharmaceutically acceptable salts can
be prepared by methods known in the art, for example, by processes described below, ‘

which process comprises



26 August 2002 g ~Rz )n NHRS ~ . | z, RR3 R3 Vto give a conpound of
formula RB R3 (Rz) n N/ I | RS\~~ z~ R 1_2 wherein R -R ,26Aagustr2002ve

t he significances given above, or c) reducing a conpound of fornmula ~R~ )n
R/ ~R3R3B~Rz) n ~-Na RNRz' |1-2 to ayconpound of formula ~R~ )n I/ R R3
Rs ~Rz )n ~NI < ~~Rs ~1 |I-4 RNR wherein the definition of

substituents i@a@gn%gqomYlgdo@forgr)uM eacting a conpound of formula 26
August 2002 -9 with a conmpound of formula

(R,
R
5
= I NHR
RN .
with a compound of formula
2
(R),
0
Cl 2
R3 R3 R HI
to a compound of formula
R’ (R%)

. 1 5 .. .
wherein R'- R’, R and n have the significances given above,

or

b)  reactinga compound of formula

with a compound of formula



(R-)N RO~ ~NHRS Rd NVI (Rz )n Z. ~ RZ, R3 Ra VIl to a conpound of
formula (R) n R/ OR3 R3 (RZ) n ~-N Rs R N Rz' |-2 wherei ReZAugusti200Br) |
or -0S(0O ~C6HACH3 and the other definitions of substituents are given
above, or e) reacting a conmpound of forq%}a (RF)NR~-OH R4 NVIIT with a
conpound of formula 26 August 2002 - 1OO~Rz ~n \ RR R3 VIl to a
compound of formula ~R~ ~n/ RRs R3z ~-R)nj/ ~ ~ORa N\ Rz, |_5 wherein
Zis d) Br, | or OS(0) zC6H ~CH3 and the deffnition of the other

substituents s
NHR
R?
R R’
A
to give a compound of formula
1
(R,
R 7 RR R’
= N
VR | ll?s
R¥ N R? 12

. 1 15 . . .
wherein R'-R’, R and n have the significances given above, or

c) reducing a compound of formula

(R)a
R O R3 R3 (R2 )n
=~ N
bl
R* N R 12
to a compound of formula
(R,
R RR (R
5
R4 \N R 7 1“4

wherein the definition of substituents is given above, or

d)  reacting a compound of formula



is given above, or f) reducing a conmpound of formula ~R~ ~n R/ Ns R3 R3
~Rz ~n a\ ~ ORNRz~ 1-1to a conpound of Forrmula \Rl)n _26 Migust2082 Rs N
2 ~R~n R4 N Rz~ |1-3 wherein the definition of substituents is given above,
or h) nodifiZng one or nore substituentsgR~-R6 or Rwithin the definitions
gi ven above, and 26 August 2002 if desired, converting the conpound
obtained into a pharmaceutically accepts He acid addition salt. In
accordance with process variant a) DLREA (N\-et hyl diisopropyl-amne) is
added to a m xture of a conpound of la Il, for exanple

met hyl - (6- (4- et hyl - pi per azi n- 1- )= olyl-pyridin-3-yl]amne, and a
conpound of forrmula Il1l, for exanple o
2-(3,5-bistrifluoronethyl-phenyl) - 2- gt hy }gﬁgpionyl chloride in

di chl oromet hane and the mixture is stirfed t enper at ures bet ween 35-40C.
The desired compound of formula ha sol ated after purification in good
yi el ds. Process variant b) describes the reacti dh of a conpound of formul a
IV with a compound of forrmula V to a conpound of formula I-2. The reaction
IS carrieqmgpga&ﬂpggﬂygpkhgagl manner, for exanple in a solvent, such as a
m xture of toluene and triethylamne. The m xture is refluxed for about 1
hour. In accordance wth process variant c) conpound of formula I-2 is
reduced to a conpound of formula I-4. This §e ction is carried out with a
reduci ng agent, such as Li Al H4 or T n conventional manner. Process
vari ant d) descr.ibes the reaction a ound of forrmula VI with a
conpound of fornmula VII to a conpoupd\of foRnula 1-2. This reaction is
carried out by deprotonation of a 5bnp8und of {ornula VI wth KHVDS

(pot assi um hexamnet hyl di si | azi de) and subsequent addition of a conpound of
formula VII. A suitable solvent is tetrahydrofuran. The reaction is carried
out at rooma@myenadwidorniulaaccor dance with process variant e) a conpound
of formula I-S is prepared. This reaction is carried out by deprotonation
of a conpound of formula VIl with Ngklyand susequent addition of a conpound
of formula VII1. This reaction is _eggried out in conventional manner. A
further nethod for the preparati f a conmpound of formula | is described
in process variant f). A conpown P formulg 1-1 is reduced to a conpound
of formula I-3 in conventional nanner ]| f B¢ fexanmpRe)wi th Li. A H4 or BH3THF.
The salt formation is effected at=t ' re in accordance with

nmet hods which are known per se a iliar to any person skilled
inthe art. Not only salts w g1 rbufoal so salts with
organi c acids cone into consideration. Hydroch Brides, hydr obr om des,

sul phates, nitrates, citrates, acetates, mal eates, succinates,

met han- sul phonahegin Pid Ol BgnesuOSonatieCranthd the othick defifii@ogxafisabagueits such
salts. 26 Auqust 2002 - 12 The followi ng schenes 1-8 describe the
processes FS@“%P€%8Y%f¥on of conpounds of formula | in nore detail. The
starting materials of fornmulae Vv, IX, X1, XV, XVI, XXII) XXV) XXVI11) I XXX
and XXX are) knoantinpapouposndaoifonmylabe prepared accordi ng to met hods known
in the art.

(R),
R
=~ | OH
PN Vil
R N

with a compound of formula



In the schenmes the follow ng abbreviations have been used: Pivd pival oyl

chl ori deTHFt et r ahydr of uranTMEDAN, N, N' , N -t et r anet hyl et hyl en26 August 2002

di am neDl PEAN- et hyl di i sopr opyl - am neKHVD~pot assi um hexanet hyl di si | azi de

26 August. 2002 -13 Schene 1 HI NHz PivCQ INEt3 | \ NTHFIEt,Oi 0 a ~ ~

NJ XRNOCtort IXI HI \ NORa NX0{R ~n R/ \ Nz Ra N IV(RZ)n

Cl Rs R~ Rz' Ill DIPEA 1. BuLi, TMEDA 2. 12 -78C (R~~n'\ ) XIl R N H 8(OHz
N

~\ 90C 4 Pd~P(Ph)314 R N XI Il 1. HC(Ove~ 189G 2 LIAIHa OC (R )~ R\
NH Ra N fl-1

Ra
Vil

(R,
R RS R3 (RZ
= | O)«Cj
NS
R*” SN =2

wherein Z is Cl, Br, [ or OS(0).C¢HsCH3 and the definition of the other substituents
is given above, or

to a compound of formula

f)  reducing a compound of formula

(R'),
R 5
PRR R
ig T
N | 0
R* N Rz b
to a compound of formula
1
(R),
R 5
R RS
I N NQ@/(RZ)
4 -~
RN .

wherein the definition of substituents is given above,

or

h)  modifying one or more substituents R'-R® or R within the definitions given above,
and



(RR~n\ R~ RBR ~NI (RRYyn RaeN~OR(R )n \ R/ I BRRRN~\ (R
Jn Ra NJ RZ, |-31 LIAIHa or BH3 1-11 The definition of subs28 August2002

gi ven above. 26 August 2002 - 14 Scheme 2 0 ~ N\ NO _ RB~H XvI I \ "QO
THFE N XVII C N XV Rs H_NORs~ ~ WII_I11~_R~ )n R XIl e(oH) z Pd(P(Ph)3)a
80C 1 BuLill"MEDA 2. 12~ -~8C R Rs XX

if desired, converting the compound obtained into a pharmaceutically acceptable acid
addition salt.

In accordance with process variant a) DIPEA (N-ethyldiisopropyl-amine) is added to
a mixture of a compound of formula I, for example methyl-[{6-(4-methyl-piperazin-1-yl)-
4-o-tolyl-pyridin-3-yl]Jamine, and a compound of formula III, for example 2-(3,5-bis-
trifluoromethyl-phenyl)-2-methyl-propionyl chloride in dichloromethane and the mixture
is stirred at temperatures between 35-40°C. The desired compound of formula I-1 is
isolated after purification in good yields.

Process variant b) describes the reaction of a compound of formula IV with a
compound of formula V to a compound of formula I-2. The reaction is carried out in
conventional manner, for example in a solvent, such as a mixture of toluene and triethyl-

amine. The mixture is refluxed for about 1 hour.

In accordance with process variant c) a compound of formula I-2 is reduced to a
compound of formula I-4. This reaction is carried out with a reducing agent, such as
LiAlH, or BH;eTHF, in conventional manner.

Process variant d) describes the reaction of a compound of formula VI with a
compound of formula VII to a compound of formula I-2. This reaction is carried out by
deprotonation of a compound of formula VI with KHMDS (potassium
hexamethyldisilazide) and subsequent addition of a compound of formula VII. A suitable

solvent is tetrahydrofuran. The reaction is carried out at room temperature.

In accordance with process variant e) a compound of formula I-5 is prepared. This
reaction is carried out by deprotonation of a compound of formula VIII with NaH and
susequent addition of a compound of formula VII. This reaction is carried out in

conventional manner.

A further method for the preparation of a compound of formula I is described in
process variant f). A compound of formula I-1 is reduced to a compound of formula I-3 in

conventional manner, for example with LiAlH, or BH3eTHF.

The salt formation is effected at room temperature in accordance with methods
which are known per se and which are familiar to any person skilled in the art. Not only
salts with inorganic acids, but also salts with organic acids come into consideration.
Hydrochlorides, hydrobromides, sulphates, nitrates, citrates, acetates, maleates, succinates,

methan-sulphonates, p-toluenesulphonates and the like are examples of such salts.



HzIPd-C PivCOINEtE3 | HI \ NONRs~ XIXR ) nHC R/ 90C\ NHZ N XIV-1

Rs (R~-)n/ R\ NH~IJ NRs Il-2 Ra R3 ci wcR-~ o0 Rz' |1l 1264800a$$33002130C
2. BH3 THF Oc DDPEA R ) n R/ RSRSs RB N~ \ (R2)n N0 OR2, Rs |-111 The
definition of substituents is given above, 26 August 2002 -15

The following schemes 1-8 describe the processes for preparation of compounds of
formula [ in more detail. The starting materials of formulae V, IX, XII, XV, XVI, XXII,
XXV, XXVIII, IXXX and XXX are known compounds and may be prepared according to
methods known in the art.

In the schemes the following abbreviations have been used:

PivCl pivaloyl chloride

THF tetrahydrofuran

TMEDA N,N,N’,N’-tetramethylethylene diamine
DIPEA N-ethyldiisopropyl-amine

KHMDS potassium hexamethyldisilazide
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Pzl s w

I”xIoo

®)

C

1. SCC

| ~ OHCL N ~(II 2. MNF~z RRH~/ XVI | Ol ~NHy NR6
N NHR6~ XXII| 1. BuLil TMEDA THF, -78C >-35C 2 | 26TAigust2902 (Rt
| ON- NHR6~ VI-1 ~R~ ~n R XI| e~oHyz Pd[P(Ph)3)a (R) n/ 3 R ~
1~ (Re)n NI Re. R6~ 1-21 (Ryy)n 1. KHVDS, THF 2. (R-n VII R3 R3
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Scheme 1
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The definition of substituents is given above.



N~1 Rz. R~ 1-41 72 =C, Br,

ot her substituents is given above.

or OS(O) 2C6HACH3 and the definition of the
26 August 2002 - 16 Cl20Auflyst 202N XXV

Schenme 4 (R )~ IwRXII B(OHz Pd[P(Ph)3]a XXVI (R~ R~ O CH R4 N XXVI |
(R-.-~ R~0Sszd RNIV (R-)n %4{ OR3R3(R2) n~Na~~R ~~R
N Rz~ 12 BH3 -THF base (R)ni NHRSWREX*R3I R3 VR ).. RBR3 (R2) n
Scheme 2
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The definition of substituents is given above.



N ~l I-a R2. The definition of substituents is given above. 26 August
2002 -17scheme 5 (R 1_ (R )_LiAIH4A R;VIII R3 R3 (Rz) n 28 Adyust2002 NaH

2. nRz, |l BRBVII ,. Zis d, Br, | or -05(0O ZC6HACH3 and the definition
of the other substituents is described above 26 August 2002 ON~- 1 H
Cl N -18 - - 15-
Scheme 3
O
1.50CI B N 1. BuLi/TMEDA
/Ej)k 2 MeNH, MeNH, > H THF, -78°C->-35°C
>
H RS o 1, THF,-78°C
XXII U‘ VI podil
(R')n
| R'),
0 R o
S N7 R i NN~ 1. KHMDS THF
SN H B(OH), | P & S
6@ @ " 2 (R),
" ANV papen R " S(C\ﬁ v
R R® R’
(R, (R"),
3 BH,- THF
) X Oi - (R*), 3 > R R (R*)
S : ® ”XQ "
I »

Z=Cl,Brlor OS(O)2C6H4CH3

and the definition of the other substituents is given above.



Schenme 6 (R)~ ~R1 MGl 2 AcOH3 OCI CNI I C CN O XXXI 1. KHVMDS (R )~
|l RN~HC NXXXI | 33 RR2. (Rs)nZ VIl Rz Ro~H XVI (R 2¢ Akgust/2002Rs Ra
(Rz)~ R~ \NRZ I-21 Zis Cl, Br, | or -0OS(0O ~C6H4CH3 and the definition

of the other substituents is given aboveléscherre 7(R)~RI ~ORBR3 1| ~~
, 1" 1 ~. ~RZ)n ~NNRz H\NJ !-22 R )" ~OR3B R "N\~yRz)~ NI N~ ~ I~Rz
Rs~ N
Scheme 4
R, ®)
Cl O
R Xl R 0
NS B(OH) S
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R O —— R (@] R3 R3 R
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The definition of substituents is given above.



| -23 The definition of substituents is given above. 26 August 2002 - 19
Schene 8 ~R~~\ R~ OR3 R (RZn | JNNRz. |-24 KHSCS ~R~26 Aufust 20025 Rs
\~ ~N~\ ~Rz~n ~N N~ Rr O. SJ 1-25 The definition of substituents is given
above. ~R 1\ | R~ OR3Rs iJI~N~\ ~32~n N NRz, OSJ 1-26 As nentioned
earlier, the conpounds of formula | and t'heir pharmaceutically usable
addition salts possess val uabl e %?:gr macgl ogi cal properties. It has been
found that the conpounds of the §B¥ °i nvention are antagonists of the
Neurokinin 1 (NK-1, substance P) receptor. The conpounds were investigated
in accordance with the tests given hereinafter. The affinity of test
conpounds for the (Nl’(),“ receptor was eval uated a¢R1 uman NKI receptors in CHO
cells infectedwig¢h the human NKi receptor 3 ng the Sem i ki virus

expr essi on sys and radiol abelled with | subst ancea. Rai f i nal

concentrati @n ndy) . Bindi et for med | n HEPESSbuffer (50
i ~tg |l o), M(12 (3mMy) and

phosphor am donA , \dMe Bi nding “assays con el of 250 ~I of (Agnbr ane -
suspensi on ( 10" cells | assay tube), 0.| of buf of di spl aci ng
agent and of [Rklgubstance P. DQssphgcenmenyycurv eRdet er mi ned

with at |east seven concentrations of the compound. Th& asday R}Jbes wer e
i ncubated for 60 mn at roomtenperature after which tinme the t be contents
were rapidly filt %d under vacuum through GFIC filters presoaked for 60
mn wth PEI (Q with 2 x 2 M washes of HEPES buffer (50 mM pH 7.4).
The radi oacti retained on the filters was neasured 26 August 2002 -20

Z is Cl, Br, I or -OS(0),CsH4CHj3 and the definition of the other substituents is described

above.



by scintillation counting. Al assays were perforned in triplicate in at

| east 2 separate experinents. The affinity to the NK-1 recels Augusti200@ as
pKi, is in the scope of 8.00-9.80 for the preferred conpounds. Exanpl es of
such conmpounds are
N—(3,5-bis-trif|uoronethyl-benzyl)-N—nétH&]-4-(2-ch|oro-phenyl)-nicotinaan
e8. 202-(3,5-bis-trifluoronethyl-phenyl)-Nnethyl-N(4-o0-tolyl-pyridin-3-yl)
- 8. 47i sobut yram de2- (3, 5-bi s-triffuoronethyl -phenyl)-Nnethyl-N{6-(nmethyl -
(2-nor phol i n-4-yl -8. 70et hyl ) - am no] - 4-o-tol yl -pyri di n-3-yl }-i sobutyram de2-
(3,5-bis-trifluoronethyl -phenyl) - N nebtheineN ( 6- pi perazin-1-yl-4-o-tolyl-9.0
pyridin-3-yl)-isobutyram deN-(3,5-Bis-trifluoronethyl-benzyl)-Nnethyl-6-[4
- (5- 0x0- 4, 5- di hydr o- 1H 9. 54( RY,

1,2,4]triazol-3-ylnethyl)-pi pe-RI -yl ]-4-0-tROhyl -ni coti nam de The
conpounds of formula®l as well t heir pha eutically usable acid
addition salts ¢ ed,as ﬂeiic&ﬂ%nts, in the & Qo)
phar maceuti cal [reparations. The phatffaceBt i

f

reparat i h be
adm ni stered orard’y, g.9. in the formof ta ,Ngoatea tablets, drag-es,
hard and soft gel ati ne capgules, §0Iutions,\\ | sHons or suspensions. The
adm ni stration can, however) gl sofbe f rectally, e.g. in the form of
suppositories, or parenterally, in the form &Xinjection sol utions.
The conpounds of fornula | ang| u(tpharmaceutically usabl e acid addition
salts can be processed wth pliarnace 3 cally inert, inorganic or organic
exci pients for the production of ?abbgts, coated tablets, dragees and hard
gel ati ne capsul es. Lactose, corn starch or derivatives thereof, talc,
stearic acid or its salts etc can be used as such excipigenpts e.g. for
tabl ets, dragees a har d gel ati ne capsul es. Suitabl ekcipients for soft
gel ati ne capsul e e e.g. vegetable oils, waxes, fa sem solid and
liquid ponoIsR %yitable excipMent s for the mardfget us g of: sol utions

and syrups are e. ter, polyols—sacchasose) inveril suygar g etc.
26 August 2002 - ntabl e excigierts for injectio Suluﬂion e e.g.
wat er, al cphols yof's, glycer% &bh e Be et~ Sui't ab ci pients
for supposit esMNare e.g. natural or dened o , waxes, fats,

sem -liquid liquid p¥tlyol s etc. bréover, the pharnmaceutical
preparations can contain preservatives, solubilizers, stabilizérs, wetting
agents, enulsifiers, sweeteners) colorants, flavorants, salts for varying
t he osnot i ZipCle8suree -OB(P.€¢l8,Chimaikd thg dafygnds obtheanthéroubstinemsts is|grean can

al so contajn still other therapeutically valuable substances. The dosage
can vary wthin wide linmts and will, of course, be fitted to the
i ndi vidual requirenents in each particular case. In general, in the case of

oral administration a daily dosage of Sb&me710 to 1000 ngy per person of a
conpound of general fornula | should be appropriate, although the above
upper limt can al so be exceeded when necessary. The foll ow ng Exanpl es
illustrate the present invention without limting it. Al tenperatures are
given in degrees Celgius. Exanple 1 RY,

N-(3,5-Bis-trifluegoneét hyl -benzyl)- N net hyl - 4- oalyl - ni coti nani de a)

Met hyl 4-o-tolyl otinoate A m xture of 1.2 g 9 mol ) net hyl

4- chl oroni cot i ROatye R* di met hoxyet hane, b. ¥~ 20 R3sgdi um car bonat e
solution, 0.4 g 4 etraki s(triphenyl pho adi um(0) and
1.4 g ( 10.3 mmol}) offff)e aci @ Was heat ¢ (R&. 80C for
18h. After OIN“Ny nperature, theragueons phase “wag separated and

washed tw em w'th ethyl acetate. The conbj med organic |ayers were washed
with 50 m brine) dried Oéédiun1su|fate)? evaporated and driled i n vacuo.
The crude oil was subjected to colum chromatography to yield 1.5 g (97%

ﬁ{et?gaFi;g?e%%ﬁﬁgﬁg%f%ﬁwaﬂwgghs%ﬁgﬁa§£¥$tallized upon storage at 0C. M5



b) 4-o-tolyl-nicotinic acid A solution of 1.13 g (S.0 mmol) net hyl
4-0-tolyl-nicotinoate in 15 m ethanol and 12 nl2 N sodi um26yAisgust 2002
solution was heated to reflux for 1 h. The pH was adjusted to 5 and the

m xture was extracted twice with ethyl agetate. The conbi ned organic |ayers
were dried 26 August 2002 -32 (sodium'sul fate) and evaporated to give 1 g
(949 of the title conmpound as off Wn§th% cez,ystal s. Mp. 201-202C «c¢)
N-(3,5-Bis-trifluoroneth 1-~zyl)-Nne ‘ﬁyfn- -o-tolyl-nicotinam de A solution
of 1 g (4.6 mol) 4-o-tolyl-nicotinig acid in 1O m dichloronethane and 2
drops of N, N-di net hyl f or ram de was Kirged with 1 n ( 14 mol) thionyl
chloride for 2 h at roomtenperature. oI vent was renoved and the

resi due was taken up in 10 m toluenerang 2 gk rR¥et hyl am ne. After the
addition of 1.3 g (5.1 nmol) 3.5-bistrifliuorlgbexzyl - met hyl am ne the

m xture was refluxed for 1 h and extrach e t witte | acetate and
washed wi th sodi um bi carbonate. Th i ged olrga | ayers were dried
(sodium sul fate) and evapor at ed. kl(eyﬁru e oil was sbRjected to col umm
chromat ography to give 1.4 g (67@@ the title conmpound &g an oil. M5 me
(%9: 4S2 (M, S). Example 2 HSO

N-(3,5-Bis-trifluoronethyl- benzylé)/—al\l-/mt hyr-a-s(z-c or o- phenyl ) -nicotinamd

e The title conpound was obt ai ned an oil in conpar e yields according
to the procedures described abov€& for the preparation of” Exanple 1 using
o-chl orophenyl boronic acid instead of o-tolylboronic acid in step a). M
me (%: 471 (M), 3). Exanple 3 R
N-(3,5-Bis-triffu \*-thyl-benzyl)-N—nethyI-4-(2-
cotinam de The {4 pungd was obtained as an
according to the pr s/descri bed above for
1 using otrifluoront R roni c acid instead

in step a). M5 ni ¢ ). 506 . Exanple 4 | _ |
N- (3, 5- Bi s-t pf TINdoT @fret hyl - be 5)-N—nethy|-ﬁfra-fruoro-phen - i coti nani d
e The title _gondound was obtaindtl as an 0i®@=4.n donparabl e yiel d& according
to the pro@édufes described above for the prleparation of Exanple 1 uspég

o- f 1 uor ophenyl boroni c acid i nead of o-tol yl boronic acid in step a). 26
August 2002 , Ms me (%: 456 (M+, 30). Exanple 5

N-(3, 5- B SFMaé’tifnkk%rpgf?shhydtn@ﬂ@?sygi‘)eh'\ib%&hy! - 4- (2- met hoxy- phenyl ) - ni cot i nani
de The title conpound was obtained as an oil in conparable yields according
to the procedures descrjbed above for the preparatiqn. of Exanple usj ng o
met hoxypheny| bot BEREORES @rlighs 5@%9%&@%%@?@&? theis mhairwasftvélﬁalés usable” g
me (% : A48iGdfkits pb&@ss.valuable pharmacological properties. It has been found that the

compounds of the present invention are antagonists of the Neurokinin 1 (NK-1, substance

\f uor onet hyl - phenyl ) - ni
[ pnparabl e yiel ds
nR?on of Exanpl e
onic acid
(R%)

n

th

P) receptor.
The compounds were investigated in accordance with the tests given hereinafter.

The affinity of test compounds for the NK, receptor was evaluated at human NK; receptors
in CHO cells infected with the human NK, receptor (using the Semliki virus expression
system) and radiolabelled with [*H}substance P (final concentration 0.6 nM). Binding
assays were performed in HEPES buffer (50 mM, pH 7.4) containing BSA (0.04 %)
leupeptin (8 pg / ml), MnCl; (3mM) and phosphoramidon (2 uM). Binding assays
consisted of 250 pl of membrane suspension (1.25x10° cells / assay tube), 0.125 pl of buffer
of displacing agent and 125 pl of [*H]substance P. Displacement curves were determined
with at least seven concentrations of the compound. The assay tubes were incubated for 60
min at room temperature after which time the tube contents were rapidly filtered under
vacuum through GF/C filters presoaked for 60 min with PEI (0.3%) with 2 x 2 ml washes
of HEPES buffer (50 mM, pH 7.4). The radioactivity retained on the filters was measured



Exanple 6 N-(3,5-Bis-triffuoronmethyl-benzyl)-Nnethyl-4-phenyl-nicotinam de
The title conpound was obtained as an oil in conparable yi eﬁdAugﬁgmmng to
t he procedures descri bed above for the preparation of Exanple 1 using
phenyl boronic acid instead of o-tolyl boroonlc acid in step a). Msnme (%:

438 (M, 60) Exanple 7
-0-to]yl-nicotinam de The title

N- (3, 5-Bi ‘J(%lbuororret hyl - I¥g N- et

conpound §C é‘i“?féﬁoué’ém& F”fsa WORP ‘é‘t"(S’I“’é1 iDjtepl tea@@é Fehlgseparathe

pr ocedur esexgesgenteed above for the preparation of Exanple 1 using
3,5-bis-tritluor obenzyl et hyl amne i nst ead of

?I;Xg;rgi Z- érl l UG é tﬁewll receppor gwen as 1,(:1% in escope of8 00- ég(?fo(rlvfxl_h 3).
N- ( 3, 5- Bi spreferrie vomporhdy Exdrapley b sush eymipoprdsuet - 4- o-t ol yl - ni cot i nami de
hydrochl oride (1:0.8) a) N-(3,5-Bis

06 g (05 ar) Aebee YA aa i e i e S 3 2

dI‘OpS N, I\F'dT_ﬁ‘E't‘h‘yq"f_ﬁ*'ﬁ‘ﬁ'm—dﬁﬁWf‘f"eHﬂ +-h—0—3—it 1—4 ||||u=} 1 un_y:
chl ori de [f2£3,3-bks- tnfhtorqomoﬁnyt-ehgwﬂ)aNumethyrFNe %mtvbhpymvas F-groved ang 8t4fie
resi due \gte@(g; in 5 mL dichloronethane and 0.3 nil tri et hyl am|ne.
on of 155 ng (0.55 mmmol)

After th
(3, 5bis-t st++e
at room t elrb%ﬁzbu&:treﬂlfomvmﬁml Rhenyhabhmethylie - {/m‘:ﬂhYl\n/aZt morphtﬁm érfyganl 8.Mayker
was dried éthmgﬁﬁﬁnglgﬁfyh){l uf'i@qu ﬁg}g&?%gﬁ/g The crude oil was subjectged

to col um mat o gl ve of the title conpound as an

oil. 1~-'FSme % ust—2002 =24y N3 5Brs

trifluoronE{hddi &Jgr&tgqrymﬂﬁmph@m}) Nmﬂrybi\yf -BiperEim knvi-deo-ksldr ochl oPilde

1:0.8) To gyrafhBLy1PcdhiytARidey N- (3, 5-bis .
trifluoropet hyl -benzyl)-'N-rydopropyl-4-o-tolylnicotinam de in 1 ml|di et hyl

et her wer 0psS O cid sal n |n met anof
After sti rN.ﬁ g%ﬁrm OFﬁ‘ﬂethYlél(F@Z}r’w%é n}%gl.ﬁ@ &agx‘ééép‘g‘i‘& ®dlko drynés¥ tp
gi ve 100 ng:(41]l%zdpi3 -flhethyi t—ﬂn@efa@iﬂipwndl 3goMhihletiainsdeal s. M p. 174- 178G
M me (W: 479 (M+, 100). Exanple 9 N-(

1- (3, 5=Bi s-triflTuoronethyl-phenyl)-ethylJ-N-nethyl-4-o-tol yl -nicoti nam de
The title conmpound was obtai ned as an oil in conparable yields accor ding to
t he procedures_descri bed ve fo prepar ation of Exa usi.ng
2-(3,5-bistri fr%f%ﬁa%wls)og? ul % aéﬁhﬁéphﬁ&aé%}ﬁlcéﬁyug?’le acid addition

3, 5-bi s-trifids Uy Bbﬁfba)élsﬂ@awi)ﬂen%”k Bqnltﬂe @&ﬁlp)fcb}mnh/&eml@dﬁx@parﬁ@ﬁs(%w
100). Exanple 10 N-(3,5-di- f1 uor obenz yl)-N-nmethyl -4-o-talyl-ni coti nam de
The title E%%fﬁ@eﬁal%ereaﬁ@apmng aérrgeusseaedi Qfalébﬁﬁa\navbpéorw ef @hleteeqnted ng
to the proggguy, %?ag@é‘ssﬁﬁﬂd%d saﬁwﬁuﬁps é:&ﬁ'l%s Bélﬁﬂaﬁﬁfeh&'&l&{s d-?%ﬁgﬁhﬁoﬁs umeng

3, 5- dlfluorobenzy met hyl am ne |ns ea bi s-trifluorobenzyl-nethy

am ne i n sedpinistration qanehqugyer, 3lsg be pifgqied @G@blY, elE(Hh'ibIeéO!IQOfSUPPOSItOHC& 01’

N- (3, 5-di icotinam de The title conpound
was obt ai ng%jeﬂ{epgﬁng%]l}litﬁk@gﬁpr%{rlgbftg)r{;%e%fggaccord| ng to the procedures
descri bed above for the cE)reparatl on of Example 1 using

3, 5- di chl or obehhy komphyndsafiferanula § ardtheofpharmadsugicallyi dshblo nadeddijionrselthy |

amne in SEEPLEYrochBed it bRl rmatEariddll there, h0hAnid8Y odghiitfexcifBhes for the

production of tablets, coated tablets, dragees and hard gelatine capsules. Lactose, corn

starch or derivatives thereof, talc, stearic acid or its salts etc can be used as such excipients

e.g. for tablets, dragées and hard gelatine capsules.

Suitable excipients for soft gelatine capsules are e.g. vegetable oils, waxes, fats, semi-

solid and liquid polyols etc.

Suitable excipients for the manufacture of solutions and syrups are e.g. water,

polyols, saccharose, invert sugar, glucose etc.



Exanpl e 12

N-(3,5-Bis-triffuoromethyl-benzyl)-N-nethyl -6-(4-methyl -pi p26 Adgistl200R) - 4- o
-tol yl ni coti nam de hydrochloride (1:2) a) 6-Chloro-Nnethyl-nicotinam de

26 August 2002 To 50 g (317 mmmol) of 2-chloronicotinic acid was added 230

m (3.16 nol) thionyl chloride at 0C. After heating the m xture at reffux

for 2h excess I br own
shithAR ¥k cifidh Qb O je 1Ry,

resi due was di sso veJéCl?l % \ég ‘ﬁoror?nsggtr Xﬁcej‘!v&%%éjcgfé 18{1?0(1)%&%@' %%Iéat ed

wi t h et hyegatileodmeicat OC unt|I no exothermc reaction was observed any

| onger. The resulting suspension was diluted with 1000 m

oxt ract 60w h AP Ersipi o CAFpPANEEpRGE AP o Pirdenea B SN Y

or gani c Iayxal—hthdm@m;dmdlmlgolbfmte and concentration gave 53.2 (98% of
the title conpound as a light yellow solid. MS me (%: 171 (I\/HH+, 15). b)

N- Met hXI - 6- (4 th ~~ hpera i catinam.de A re of,.52.0 ¢
(305 mol) o Rieara: ReiRApReHed pheprtlo ind O s blSufyvites
1- et hyl pispbilézztsneetiag agexs, eathdhﬁér@,(k@e‘ét@neri dolorams Atuvatdnes kdtsdor vAlrfiap

G st 1V at 1 BhOSTRGE PRET A Fis 5 nd 1bRb bR LRG0 e o GBmCE e

aqueous sadhenthbwdewtidattevaodhie substanddse | ayers were separated and the
aqueous |ayer was extracted with three 500 ml porti ons of dichlor orret hane.

Concentration .and, short col umm .chr. 0 yi.el ded, 7 979%. he
title conpound X958 GRt"*H " n%gﬁm‘tg/énw C)g/&our e?‘ﬁﬁﬁg Ehfd@ “'Idé‘

4-1 odo- N-rre Llayéméhtéﬁréaah Miticalapeisaz I gekreydl) inth€ &sé a%ﬂanﬁiﬂmxs@raﬁahutdaw
936 ng {3. N net hyl - 6- ( 4- rrethyl pi pera l@ﬂ%&ﬁ &I m de and
2.46 m ( a&fqi pyt 1§ 1Q, 100 g nex Persne Ohy FEPROY eafoﬁah Ty azlcﬁ Ritldchey
tetrahydr ofp E?‘hé@ alﬂioﬁ lﬂ-@lem&e)l.gger Bmlt c@.nl\ﬂs%@el&&e@&ed)wfvhéh Qégeysh}y' thiumin
hexane were ded dropwi se at -78C. After 0.5h the m xture was Warnmed to

- 35C. Stlrrlng}_.bwas contlnued for 3h at that tenperature. After coollng to
-78C a sol ut i ohhegpliewing Examplesallysrate)the gersens lnwnzoawhové{%qﬁw ran was
added. Theeh@afihRDaf ptiedlif dBBeatdigued to warm up to room tenperature
overnight. The reaction m xtufre was quenched with 30 m of a 20 % aqueous
sodi um hydrogensul fite solution at 0C_. Extraction with three 30 mL portions
of ethyl acetate, drying with sodi um Exampled and concentration gave 1.2 g
of a bro | [ %9 of the title
conoun dwnll\\l/gg 5= Bﬁ%}éﬂﬁﬂrcﬁﬂétﬂé@&ﬁg@bmeﬁm -0861yRAR offBarh it

N- Met hyl - @Mﬂ@h@m@m&m@l vl -4 o-tol vl -nicotmanide 26 August 2002

26 A susp
47 odo- N Tt RyTRe oL BdPRyP b e AL qiorapisesienis, 20 mLimepes age & Bhs
mol ) tet r 2k ss@ium pirbophte holsphn{b} gé(l’ Badingetj 0) in 60 m tol uene was

di oxygenat e f n [ aon _.of 1 nml of
2 2 K aques e fe P SRR Blondd L o il Bb PG psid balt

o- t ol yl bor luited aaded argoneat 803Q imméShvadsftdnead)lmg tatroomfthmpemmerﬁlghQueoﬁsphasag to
room t enperat ure S fOHF‘ gvbey g@ WHJIE' nd extlractlon with
three 50 n'p%PEi a"élrw"’é‘ % HCETAFEY E“a 650 é’rfg‘Wé“s WAt Wt ed with
sodi um chl wadhde vathdsexl baaé, dﬁe&d(mlﬁm&eﬁtweﬁpoméd arah@naf india€:ll. Thobrideane.

The conbi ned o ni ayers were dried with, |um | fate a

concent r at %‘gwat}gﬁlﬁfﬁ ‘ttl‘?rct? B@lFrzS’BWO%FFI’}B’r (3§(?°é§’?/6heéftpetcl‘?€’&quf’liés
conpound. MBoiltigat Q?@staﬂ&%& updh stobage a€)°C.
N-(3,5-Bis-trifluoronethyl - benzvlg) N- net hyl - 6- (4-neth

~~| - pi peragzjn-1-vl -t ol vl nicotinam de hydrochloride ( 1:2) To a
sol uti on oMS7B(r (n@? (2%7&%'{*"1(%

N net hyl - 6- (4- net hyl - pi per azi n 1-yl)-4-o-tolylnicotinamde in 16 m

t et r ahydr oput@sold-ditotific &id M sol ution (3 nmmol) of potassium

hexarret hyI disilTazide 1n tetrahydrofuran was added at room tenperature.

After m (2.3 I) 3,.5-bis(trifluyoronethyl)benzyl brom de was
added drop S@@lttoa RRERALY tfl Py medybier LVT gpsinpatgdn il § lgghanglant el i t h

wat er af t eN dodiahhydRRidE slutiod Waheskd kR Ediad fof LR 'Fl‘férpﬁ'?w%g’ad’jhst@@&“;%@ of
ethyl acetate. The conbi ned_organic extracts were washed with saturated

aqueous soHieURIEHIesYasEstraged fwishwithethwhacsrate ThegpmbinedI raandc laers were dried
concentrated. Colum chronmat ography gave 9S0 ny (74%
N-{3,5-bis-trifluoronethyl benzyl)-N nethyl -6-(4-nethyl -pi perazi n-1-yl)-4-o-
tol yl -nicotinam de. The white foamwas dissolved in a small anmount of
diethyl ether and treated with 2 m 3 N hydrochloric acid solution in

di et hyl ether. Concentration afforded 1.02 g (74% of the title conmpound as
a V\/mte SO|Id IVB me (O/c) 551 (M+H+, 100). Exanple 13

~ O~ o~ o T

’_

" T 1 ~ 4 oA I T 1



26 August 2002 _27_ Exanple 14

2-(3,5-Bis-trifluoronethyl-phenyl)-Nnethyl-N[6-(4-nethyl - pépeigust 2002 y! ) -

4-o-tol yl pyridin-3-yl]-isobutyram de hydrochloride (1:2) al

1- Met hvl -4- (5-nitro-pyridin-2-yl)-piperazine To a solution of 20 g ( 126

mmol ) of 2-chloro-5-nitropyridine in 200224 tetrahydrofuran were added

dropwise 35 m (31S nmmol ) i-nethyl pi perazine within 10 mn. The reaction

m xt ure wdsodiefrl wikfett) hnd ewpdratedregivell §R4%Y ¢fehe tdotompotnd ssoffiwhite

t enper ature&”hhe sol vent was renoved in vacuo and the residue was

re-di ssol ve n 200 mM ethyl acetate. The organi c phase was washed with 200

mL1 N sodi um bi carbonate solution) dried (nagnesium sul fate) and evaporated

to give 2M®.30[-@02%.i tative) of the title conpound as a yellow solid. M5

nme (%: 223 (MtH+) 100). b ) 2,2-Dinmethyl-N- f 6- (

4-met hyl - p I

g ( 125.5 alte

met hanol were added 2 6 g of 10 %of paI | adi um on activated charcoal. The

reacti on rhx¢lutienwnhd glﬁ&dmgeh&t—edol&k—mmumme apdimidnd didieemetate ahd Bar )

until the theor nt_of..h t n_u out The

cat al yst ISP Pl ROT Sim BT S nide WEASHER: VIR Lo iE miBeh TP kitedong b

V\nﬁt hﬁnol :It‘heoﬁéuthmpaztammaEhmmf mf\zeztaen&rncﬁre%am:d,l1:1h|etres1@mevseasZtak@qumalohdou(r]I ple oil
ich consisted t % af t sifed an eriv according to

anal ysi s by ‘{eﬁFﬁn‘ﬁﬁiglrtnE BHHP‘EIQAH%S%@& %?%f vga 15di ssol ved in

a mxture @fflubosdenky ltxﬁémﬂratﬁhhem;mctaﬂdmlﬁeﬂlﬁ@dmreﬁm%d eithfz:rced i deskittc 0ol i ng

to 0C, 30 (215 q@tfz (gy m ne were_adde one rtion.

Stirring vi& YI@SFF?FC IEAThRAts. The cf é‘! fg%‘HF Fra&effer e

added dr opyyi&P(sWliuld gmetaqeﬁa@dapafraté@ T‘Her&rum WeRubptiduesolgppved and the
reaction mxture was stirred for |h roomterrperature Then) the sol vent

was renove@fpﬁlat%é%ﬁl)’éﬁcgwﬁﬁégE@l"/@lﬁft%@ SCIPRIERS2A 900 M 1 N sodi um
bi carbonat e sol ution. The product was extracted three tines with 200 m
portions of(sdhfdtepy asetiiang, dried (sodiumsulfate) and purified by flash
chr omat ography to give 30 g (86% of the title conpound as pink crystals.
M me (%9: 277 (MrH+, IOO) c)

N- (4- 1 odo- 6- (4- et hyl - pi pera2|n 1- vI)EWP]dlzn 3-yJ-2

g gl SFLQYLw %)anl?ﬁiug?mﬁbtﬁ P’%ﬂgygzlﬁ’kn ‘{/193 3 %gﬁﬁp@” I—“ﬁ?%%?nélr(liam de and

58 m (380Thatitly coipphoid Was ebseinadres ¢r¥/¢1ew'golnme¢hlaymhde acnodaing to e Ag gui t
2002 ~ i
278, ~w Trpioeaiy el g Gatto i K b b8y YRR Fsit i baarbERaRRbR o

hexane wer eciddueaddd opwiylmrofdicacidéastepan nmi xture was all owed to warmup to
-30C overnight. After cooling again to -78C, 43.6 g ( 170 nmol) i odine

di ssol ved hydr of uran were added dropw se during 15 mn. The
dry ice bat\/ﬁr\%ges@}r)e%? Qg[d’ y an ice bath and a solution of 90 g (363 mmvl)
sodiumthi osul fate pentahydrate in 250 nl water were added within 10 mn
when t he terrperature of the reacti on Eimhplrees had reached 0C. Then, 1000 m

di et hyl et ded and S se ed.,, The aque us

| ayer was tiiugr enethvl- C‘BZ(Y 6‘?‘5%?%?5“@6 E@HCPH‘FHEI ) OLnA
organic | asmé eﬂwm dﬁn@da( Segines asian 61l b @ir@arﬂﬂélyﬁld@ﬁ@écﬁﬁﬁl@ o Heash
chromatograg?g/Ie gav 5 4%?? of the titl npound as a |ight brown oil
whi ch crysPHeEAYEsdeis sthesthara, he PropaEHIOp O BEF AP AN T & (% : 403

(M-HE 100}r1ﬂ|§3ro§\ea'ryll_-b}{éﬁ§fl'wlrod\i\t icid instead of o- tolylboromc acid in step a).

6- (4- et hyl - pi perazin-1-yl)-4-o-tol vl -pvridin-3-yll-propi onam de A m xture
of 54 g (I 34. mol

N-[ 4-i odo- -%W%‘%"hﬁo%%e}%m n-1-yl)-pyridin-3-yl]-2,2di net hyl - pr op| onam d
e, 420 m toluene, 150 mM 2 N sodium carbonate solution, 4.63 g (3.9 nmol)

tetraki s(triphenyl phosphi ne)pal | adi urr(g})m@q‘@ 20.16 g ( I 47 mol)
otol yl boroni ¢ aci d was heated under argon at 80C for 12h. After cooling to

r oom t enpePattip-Bjis-triftucrgmetird-beneid kNomsthyb A 2 dlueto-phenyihsiretinemidee wi t h

t ol uene. 4 dried
(sodi um sulh?lat %@% gsgég{?gg&ak%ﬁgﬁlﬁggﬁlﬁc%\g %gglte eﬁ& a?g %é)ﬁ i

(quant i t at ipvegedofestdegsribed hieovedopidepderasatiornfdinampld 1 uSN& mfblO(%hfnﬂB@rO(nM’rm
100). e) 6,(4 %}y | ) toly~yridin-3- fam ne A suspension
of 56 g (155 INR J)f'(pkcﬁ)qg&zonﬂ:a]clcy stébzg

2, 2-di met hyl - N-[6 (4-met hyl - pi perazin-1-yl)-4-o-tolyl pyridin-3-yl]-propiona
mde in 1300 i 3 N hydrochl ori ¢ acid solution was heated to 90 95C
overnight. The reaction m xture was cooled to roomtenperature, washed with
three 500 m portlons d| ethyI ether and f||tered over cellte The f||trate

- NN o T 1 o | = e~ Y ~




26 August 2002 -29 f) Methyl-f

6- (4- met hyl - pi perazin-1-vl)-4-o-tolvl-p~rridin-3-yll-am ne 26 Aagusét 20020f 35
g (124 mol) 6-(4-nethyl - piperazin-1-yl)-4-o-tolyl-pyridin-3-ylanine in 270
mL trimethyl orthoformate and 8 drops trdqfl uoroacetic acid was heated for
3h at 130C. The reaction m xture was evapor ated and dried in vacuo for 30
mn. The r fo) ssol ved in 100 ml tetrahydrofuran and was added
dr opwi se uhﬁﬁh%?d/o 40%0“?13@ to 9.4 g (248 mol ) lithium al um num hydride in
300 ml tetrahydrofuran. The reaction mxture was stirred for Ih at room
tenperature, cool ed to OC agai n and aiadifle &d (pH 1-2) by addition of 28 %

hydr ochl Oony I utio ter % S d| um hydr oxi de
sol ution vvagsgﬁd ‘(l)orro SAC Y‘A}ﬁ“iﬂ) ﬁl‘ﬁ‘ Hﬁyg'gu{z PPFW&%P&& eceI ite,
evapor at ecn'lwwlemmﬁdmdvlmﬁobtaaﬁéﬂ ashh@ﬁtahagﬂhpphyletyﬁbl@g ateoxiﬂngﬁtoghé64% of the

title conpoun oi | 97 .(MrH+) 100). -)

2- (3, 5- Bi sPrPF%F"Ir ﬁBﬁ@%HﬁPowwﬂpr@%@%?ff&-%le(huﬁ&Hyl pi perazin-1-yl)-
4- 0t ol yl - pyéthdiyphenylbbrdrs@dtid indtfdadof é-t619lbetdRNa@l iPfega) 67. 5 nmol )

met hyl - [ 6- { 4- et hyl - pi perazin-1-yl)-4-o-tolyl-pyridin-3yl]-amne and 17.5

m ( 101 oP’3 yI amne in 200 m dichl oronet hane was cool ed
in an ice%t’q)’/gl-ﬁﬁ gégs@ﬂﬁﬁ f 24-g (75 mmol ) 2-(3,5-bis-trifluoronethyl
phenyl ) - 2- et hyl - propi onyl chloride in 50 m dichl oronet hane was added

dropwi se. The reaction m xture was Wag 1&9 35-40C for 3h, cooled to room
tenperature a a| n aad was stirred with sat ur ated SOdI um bi car bonat e

sol uti on. I’ﬁ{é oﬁlg‘éﬁ BOI{ Ylvnglé%mﬂy %mnvh@caaaea@ phase was
extracted wid Rtshdeened" %n%qﬂhlca&gapa%wélas Ac%&gcr Y&E&@ dri ed

(magnesi um su evaporate The residue was puri flash
chr omat og rxaphgdqrcs Qrdvt’-@i@bevftgfoc gieprepiratisreot Example bnpog pberaébmmmcexad

crystals. 579 (M+H+, 100). h)

2-(3,5-Bi SN% 4%15&0}%1%9504}@ cﬂaenyﬁ(t{lg?\l nmet hyl - N- (6- (4- et h, ~p~er azi n-1-,

| ~-4-0t ol yi - pyridi n- 3- ~~I ] -1 sobutyram de hydrochl oride ( 1:2) To a

sol ution O¥S31/ed%;y: ¢34(M",150D| )
2-(3,5-bis-trifluoronethyl-phenyl)-Nnethyl-N[6(4-nethyl-piperazin-1-yl)-4
-o-tolyl-pyridin-3-yl]-isobutyram de mrgégym di et hyl ether were added
under ice cooling 60 mM 3 N hydrochloric acid solution in diethyl ether.
After stirNi(3g-Bortriflbordmethyl- Wylt)ﬂeed-xybpensjhdmimmaaﬁdpor ated to dryness,

- i.h 100 m th h gilt d d t
5.5 g (osbe fe ciaedind Wiehlnfl tnotlin PRI e sgbrlifa kEBsss” ¥ 26
August 20 océ’dhrh@:ld&fé@be(d"/ﬂ)ovéfb@ tlﬁd\@rlebaraﬁ@x@bf Exxapipl Q51ih§3 5-bis- trlﬂuorobenzyl-

2- (3, 5- bIS riffuoroneth hen (2 or 0- phen 6- (4- met hyl - pi per
azin- 1-yl )ﬁb?’ Wlﬁgﬁsﬁa]i-oilgﬁg‘f‘ﬁ'ﬁ b’%’%’%%ﬂ@#’ﬁ‘ﬁﬁﬁ'&e“ﬁ%r‘ﬂé% 63| de (1:2) The
title conpeisnd/enas): a68 @MAEY3as white crystals in conparable yields
according to the procedures described above for the preparation of Exanple
14 using ochl orophenyl boronic acid in tead] %f o-tolylboronic acid in step
d. Msme (%9: 599 (MrH) 100), 601 £%43). Exanple 16

2- (3, 5- Bi sNt(34- Bisqmmefm&mgmmw )=Nibe &ollil%pw L YRRy iR ik b A8 b&ménaé m%‘t
hyl pi perazin-1-yl)-pyrid I Sobut yram de hydrochloride (1:2
The title @o% und was obt ai ned as V\/mte crystals in conparable yiel ds
according 10NLAS. BiAAAGMGERILESERHPRN. SORKERN 4 Iy IRNEARLAL4on Of Bxampl e
14 using 4-fruo ylIpnenyl'boroni c acrd rnstead of 0-( lboronlc acid
in step d)ASMBth@f(l% ng’:Q'ﬁ I@MBI-M ott0l§}-nicBsinirpkid it 3 ml d1chloromethane and 2

drops N,N-dimethylformamide was stirred with 0.1 m! (1.4 mmol) thionyl chloride for 1.5

h at room temperature. The solvent was removed and the residue was taken up in 5 ml
dichloromethane and 0.3 ml triethylamine. After the addition of 155 mg (0.55 mmol) (3,5-
bis-trifluoromethyl-benzyl)-cyclopropyl-amine the mixture was stirred at room
temperature for 1 h and washed twice with water. The organic layer was dried (magnesium
sulfate) and evaporated. The crude oil was subjected to column chromatography to give

140 mg (58%) of the title compound as an oil.

MS m/e (%): 479 (M*, 100).



2-(3,5-Bis~trifluoronethyl - phenyl)-N-[4-(2-chl oro-phenyl)-pyridin-3-yl]-Nm
et hyl i sobutyram de hydrochloride ( 1:1 ) al 26 August 2002
2,2-Dimethvl - N-(4-iodo-pvridin-3-yll-acetanm de A solution of 91 g (510
mol ) N-3-pyridyl pi val am de and 230 nl (1,53 nol)

N, N, N, N tetranet hyl et hyl enedi ami ne undef4argon in 2000 m tetrahydrofuran
was cooled in a dry I, 0 -78C.. Wthin |h) 153 nl ( 1.53 mmol) of a
10 N n- but B NS Bigtd sknviabensid s Necvglopropyitd ot tolylopigptiramitine r eact i on

m xture maﬁwﬁgaﬂgggg@ﬁogyifor add|t|onaI 2h. After cooling again to -78C,

380 g ( 1.5 nol) r1odrne dissolved in 300 mM tetrahydrofuran were added
dropwi se dle psgjutionef L4thmgd¥~(3.pdus tsdlurramethyldhanedd Nasyrleprepyledot oy i xt ur e
was allo

Cont | nued Beg T EBRT Y Rl A IR S B A bl A Biyon i
pent ahydr atnett@ophnﬂ@nstweme fordidemtin althBCad}a eUKIre wyeevaporatesioainmessitcegive
extracted gani c |l ayers were
dried (nag%gg% P?ﬁggtﬁﬁ g&@ég%%gﬁ%eggazﬁgg&§3£8?£3ﬂ§g%l filtration gave *
75 g (48% of the title conpound as brown crystals. Ms me {%: 305 (MrH+)
100) . 26MAug(es(% 20T2(M3100). N-f

4- (2- Chl oro- phen~pyridi n-3-y11-2, 2-di net hyl - propi onam de A m xture of 35 g
( 115 mmol) 2,2-dinethyI-N—(4-iodo-pyﬁ%gigkg yl)-acetam de, 400 nil tol uene,
120 M 2 N sodi um carbonate sol ution B 3.5 mmol)

tetrakis(tN nah(a;@ctspmmmmgqhm pmytr)m(tayl -ahcheﬂi)/la artglyltaRotimarhjde

o- chl oroph oronic at ed .under ar Af ter

cool i ng toﬁaﬂ%hﬁf f%@?%‘fﬁ?%mflﬁggﬁ ?}E’é‘ cp?HH’saé a‘ééb%f%%l&a t%tﬁ’d’ washed

twi ce W t hptoebdigRedestHbedaishe ﬂﬁdh@pgz@ﬁlﬂaﬁoh@YEK:&nM@HQtsM@Qh@JS-NSth 50 ni

bri ne, drred ( nes ul fate) .and ev Pra ed. The resrdue s purified
by flash cHitbs g‘gﬁ“é(bﬁﬂby B Fpirzinge isgFiflpprobeneylaneBAstIAE ks
white crysy@ﬁgy MS me (%: 289 (M-H+, 100) 291 (1vl+H~-, 40). c¢)

4-(2- Chl or o- phen~pvridin-3- |am ne A suspension of 22.2 g (77 nmol)
N-(4-(2-chloro- phenyl% ﬁ%— di n-3-yl]-2,2-di met hyl propionamde in 730 M 3 N
hydr ochl or MS @& 6% 460{ Mokl 'wh@)heat ed to 90-95C overni ght. The reaction

m xture was cooled to roomtenperature, washed with three 130 m portions
di et hyl ether and 500 m ethyl acetatg 18168dded. The aqueous phase was
adjusted to F 8 by addition of 28 Wbsodrunthydroxrde sol ution under ice
cooling. The daﬂpeﬂﬁnaae)hbgwﬂe%éﬂaﬁ&dluﬁnunne ®roduct was extracted with

three 200 he RRELOABS.RA el BihirRaS! Aldti Iftsmégrmraga%@t&?ggg Ay s were

dried (magnesi um su evapora e Ive the title
conpound apradedures desgsib d)ovmrrthep(%rat@t)@f e 11080ig, 3, 2diflyoetienzyl39) . d)

(4-(2-Chlo 14.9 g (72.8
nmol ) 4- (ZBﬂh oggnp eﬁ%??g %?l U %%ﬁl e Qgﬁgnghéggheihyl ort hof or mat e
and 5 dr opMS$ mi/é (pr3cacMH, a@ﬂd mas heat ed for 2.5h at 130C. The reaction
m xture was evaporated and dried in vacuo for 30 mn. The residual oil was
dissolved in 130 mM tetrahydrofuran and 220 nil (220 nmmol) of 1 M
boranetetrahydrofuran conpl ex were adBesinpledpwi se under ice cooling. After

stirring o r oo ture, the reactjon mxture was

evapor at ed\f\Fégé T 60%2@15?@81‘%4’%' talvks P%"rﬂ”oirer c acid solution in

et hanol wermheaRidedmpauaH Wab Mbtama aSah utlllxorsompaarsrefylemsedccfrarn lththeool ed to

roomtenperature a aln an dsh d i ce was added._ The aqueous phase was
Wit

washed wi t PTRIHREES e preparafionatigamaled ysing %)?gia?hlero &S wer e
extracted whdh l]agtgnQJInsﬂeaBIo'ﬂygf@@l&llﬂﬁdrgbﬁﬁ'ﬂdm%m Pirh@R-in IRB §ONDIi ned aqueous

| ayers were adjusted to pH -9 y addrtron of concentrated sodi um hydr oxi de
solution and were extract hr ee 26 August 2002 - ;? 500 ml
portions e@h§ﬂﬂaé%®a¥§(hﬁﬁé d@hbﬁﬁ%ﬂwdfbaﬁ?c extracts were dried (magnesium
sul fate), evaporated and the solid residue was recrystallized from

hexane/ ethyl acetate to give 12.3 (ﬁ}ﬂ% Rfipthe title conpound as white
crystals. M5 me (%: 219 (M, 100 ’i M, 42). e)

2-(3, 5-Bi sl‘ﬂ-r(ii,ﬁﬂireymﬂmxh}xteﬂpﬂéwyml)- -(Mﬂ‘(Ykﬁo(H’rroﬂbylphl@nW)n:by’i r4tiortoBEy| | - N-m
et hyl i sobu 2 g (S5.8 mmol)

(4-(2- chlofga% enypggk &m nﬁ i nmet hyl -am ne and 15.3 nil (89 mmol)
N—ethyldl|@Qﬁﬂﬁh&LﬁﬂﬂJﬁiﬁﬂ&ﬂEﬂlJﬂﬂjﬁr:hloronethane was cooled in an ice bath
and a solution of 19 g (59.6 muol)
2-(3,5-bis-trifluoronethyl-phenyl)-2-nethyl propionyl chloride in 30 nml

di chl or onet hane was added dropw se. The reaction m xture was warned to
35-40C for 20h, cooled to roomtenperature again and was stirred with 250

m saturated sodi um bi carbonate solution. The organic |ayer was separated
and the aqueous phase was extracted mnth drchloronethane The conbrned

o o o 2 N\ o o o o, -



fl1 2-(3,5-Bis-trifluoroneth

~~| - phenyl ) - N- (4- (2-chl or o- phenyl ) - pyri di n-3-vl | - N-met hvl i26chugyat200de
hydrochloride ( 1:1 To a solution of 24.7 g (54.6 mol)
2-(3,5-bis-trifluoronethyl-phenyl)-N(4-{2-chl orophenyl)-pyridin-3-yl]-Nne
thyl -i sobutyram de in 100 ml diethyl ether were added under ice cooli ng 60
m 3 N hy i 0, t i for

Tin at 00§ Pak 7Aoo e P agR e mA % R Bl o, 100
di et hyl etdhboridefati0t@rAdter datingy the ahiktwre storeBux for ghwacezsthdonyl (Biovile vhs t he

EI.:)E)l) € 28 gpr%m%g g&é‘%@hﬁ%(o%%‘ﬁgegq%broanresigigg W%gc%%olxlgg i&”‘zgo Q{odich?o()rl)m(emglﬁ'%.’
2-(3,5-Bi sTlnddoﬂdtmrwmﬂtdayddmilﬂengeﬂ)yldﬂaimgm/dtom @Aeibadi atothenmyic rehicie3wys ) - i sob

utyram de droghlofi 1:1 he tit. un bt.ai ned as white
crystals |?r1ys ﬁ?éiﬂnge BFH’ %élg(ﬁusémﬂsm? Waf L(Ptﬁ tg‘ﬁiﬁ)pggﬂdescrl bed above
for the pl’diphlbﬂddmﬂ:ha@ef/w&beﬁl‘ﬁiﬂeéay]ﬁs Wtk E’l@amtéd):kr)d the zquécns dojed extrsteeinditiof

(2)2§h|( 268;) h&xngf?g)?) &glgnﬁlgc ?%%51311(3{[5)%?@% 'epl:ygfi%gf T.{'l orgamcqa)ger WlthS od_luzxggul a2te5 ))

2- (3, 5- Bi sarid idrceireaivat dayé SpDgrosoh) dthé tidle t Fbuwﬂd Light edw solrbut yr am de
The title conmpound was obtained as a brown oil in conparable yields
according ¢ the oce&i (as escrl bed above for the preparation of Exanple
17 using o* &8 dlnstead of o-chl or ophenyl boronic acid in step
b). Step d) was Skl pped and no hydrochl or| de salt was prepared. MsS nie (%:
467 ( MtH+, pLQOM

2-(3,5-Bis-tri
am de hydroch] orid

yl-N-(4-o-tolyl-pyridin-3- yI) acet
d was obtain bIe

yi el ds accér"ﬂixﬁﬁepgsé Pié(?.)(? %)é‘;ggll)lzélsc wed rrg‘%gﬂa‘%‘?fé‘%@e?ﬁ CliZﬁ E‘bzlfg%)

Exanpl e 17lliﬁétﬁﬁp$e¥‘&mél mmaﬂea aBRIACH 'ch}Slt sath B 206! RRBEMIRP ORI dm aci d
in step b). Step e) was performed as follows: To a _solution of 511 ng (

1.88 mol) tesnpermlsf( TXCES fluaﬁkbmwwrpﬂnwrﬂ@@m by digtillation. Bhegesidue was
tetrahydr OEWtﬁ{dn@& 1@@0‘0@1‘11@11@}991%%§%e% (a_?gxecﬁﬁ s8R hydroxide solution. The

1,1 -carbonyl dii mdazole in one portion. The reactlon m xture was stirred
for 2h at lyennwesnisprmtadrandthe a@leouagyer Wassstragred yith three 500 ml portions of

met hyl - tfat d'y bR G5 maridri sy e4RE 7£ 98 d at
55C over ni aﬁmrﬁgﬁ%&ég?é}ggnréionﬁirﬂe %Ef‘ceva or at eél rd15 t)ﬂgeresrdgét@m?
purified byffhleash compormad ega hﬁmbrOWheolié/drochl oride salt formation was
performed as described in f) and gave 290 ng (38% of the title conpound as

yel l ow cry o +, 3 (MtH+, 100). Exanple 21
2(358|si}g W‘?{J}%{FZ Wfﬁp% ylI)-N-methyl -N-(4-o-tolyl-pyridin-3-yl)-prop
i onam de hydrochl ori de 1 1 ) The t|tIe ccljrrpound vas obt ai ned as white

crystal s i a)lédope e NYEpIpdia ‘ rageiddur es descri bed above
for the preparatl on of Exarrpl e 17 usi ng o-tolyl borom c acid instead of

hl h
> (3, 5 by o 0h @%%@Lﬁﬁ%ﬁ?ﬁ?ﬁ 0 ‘?%ﬁ TP ppin lypicoinamide
2- (3, 5- bi s-andi2f46unk (@ Getrhnlol) PRI, N -zemmdn lghyipn@iwhm@hn @Pimlalryn step e).
M e (% tetra% dfMitan 0 mP Atl) ngr%ig?) of44% K158 kion of n-butyllithium in hexane were

added dropwise at —78°C. After 0.5h the mixture was warmed to ~35°C. Stirring was

continued for 3h at that temperature. After cooling to —78°C a solution of 1.52 g (6.00
mmol) iodine in 2.5 ml tetrahydrofuran was added. The reaction mixture was allowed to
warm up to room temperature overnight. The reaction mixture was quenched with 30 ml
of a 20 % aqueous sodium hydrogensulfite solution at 0°C. Extraction with three 30 ml
portions of ethyl acetate, drying with sodium sulfate and concentration gave 1.2 g of a

brown oil. Column chromatography afforded 618 mg (43%) of the title compound.
MS m/e (%): 360 (M", 15).

d)} N-Methvl-6-(4-methvl-piperazin-1-vl)-4-o-tolvl-nicotinamide




26 August 2002 -34 Exanple 22

1-(3,5-Bis-trifluoronethyl-phenyl)-cycl opropanecar boxyl i c &26 August 2002
[ 4- (2- chl or o- phenyl ) pyridi n-3-yl]-nmethyl -am de hydrochl ori de a)
1-(3,5-Bis-triffuorometh ~~1-phen 1Y | -%/cl opr opanecar boxylic acid f

4- (2-chl orophen p~rridin-3-yll-nmethkKl-4d %e To a solution of 88 ng (0.4

nmol e) 4-(2-chl oro-phenyl)-pyridin-3-yl]-nmethyl-amn nd 0.11 nL (0.6

nmol e) Nt WPEESF%%{I%%% t fpmal) 41"?%O'Lli"E‘ﬁﬁﬁi{éﬁéﬁﬁéﬁl&fﬁmrz&@ﬂeﬂ)a sol ution
of 174 ny {i&thaMi®¢ $d 642 mg (0.555 mmol) tetrakis(triphenylphosphine)palladium(0) in 60
1-(3,5-bis-trifluoronethyl- hen,gg ) cycl opr opanecar boxylic "acid chloride in 1
m  di chl orehelucapaas doxggenateliwiih higfTeas ofargen {9580 miae Aftenadditionpel abof
washed t W CENWqh Rition Ut s6Hut BOBGERdURSUES 8 ©)2 Ao ic aci

Chr omat ograapﬁ;&qogoqyﬁte) rtlggi due l(lsi | cageﬁluz,m e}thr%y‘Ft acet at é?ﬁ@%@ggg)wd’

af f or ded 1Bemigturenes hestedra sefluxtqvernightpooelinge raomeemparasivte wagpliawed(byy -

499 ( M+H, . .11 - Bj - | i- . _ L i d
199 (00 ety LA D 0 SO o
1- (3, 5- bi dayer wa mnm@{“ﬂ S‘Pﬂiemﬂhiormndmpaﬂéﬁ@ibbmlﬁommons of

[ 4- (2-chl oy, - Ldin-3- - -an de reaa Ay N

hydr ochl or(lhgraggc)l%t?‘%rp%b ggno?{nﬁ?]{(}g&% Eeg\}%{becgr a r%r%wtar@ths%%g‘??gsﬁé@m ik get her

wer e addedcoanehttdted. Siodywrenshomategraphy aff@ded 226 § (A3%) oOtheRitletcoatponndaf f or ded
|00 ng (75% of the title conpound as white crystals. M.: 194-196C.

Exampl e 2 8. +

2- (3. 5-Bi é\-/léf?/fel(%’(}r%%%yls)'phenyl ) - N- et hyl - N- ( 6- mor phol i n-4-yl - 4- 0=t ol yl - p
yridin-3yl)-isobutyram de hydrochloride (1:1.45) a)

4- (5- Ni t r ce)2N{0%.5+Bi kit fluro piediyl henzid) - N - siethyt-6 4 d-roéthPBpipefazib 6-yirblo) tobd -
2-chloro-5-nitropyridine in m tetrahydrofuran were added dropw se 27
mL (315 nmmk gunanuge hydrochlondeflZho min. The reaction nixture was refl uxed
for additional 2h. After cooling to roomtenperature, the solvent was
renoved i NTyaeslatiandf Y3emp €3.82 demul) N-brtldil $s@l- wethyl-pip2edrind1 -8)-ay-taget at e.
The organi c. phase. was ¥va hed wiith 200 tL N g(gi um gcaraﬁnﬁte sol ution,
dried ( maghESHERMISERR B¢ BY (Y iphpanat BUof o1 T seluson & girpel) ahbsiastiie) of
the title Wﬁ@ﬂ%iﬁ&zﬁiﬁ)ﬁkétﬁ%@@ﬁh@n_% deeBAﬁZTbélrﬁGer_nperatqre. After 1h, 0.43 ml
o, 2 D D3 TR spomethy) et 351!&%5 REER RD3MI% thedosltidy'!

4- (5- ni t r ogp@kidrd i réRASN Val HericReSRIh htdFRFBANIOL n dVBlcnBRdeWad exrsttdf 10
% of palladi um on activated charcoal. The reaction m xture was hydrogenat ed
(r oom t enp¥ithithree 20 sl portionsof ethyhagefate fihiejcombanadsatnie pezIctawea ifaskad

hydr ogen V\@ﬁhtsé’tlﬁ?ﬁi% E’qx(e%QPBBdilﬁh)chloﬂ&% sSl%Tti%)’cfﬁed{’rﬁgh %Mihﬂ{ &aRfhqand vas

washed twice with 0" nml portions of nethanol. iltrate was evaporated

in vacuo t eonfengated. Golymafchsopatographgighve@s0ang Cdiel Nt(8d-bis-tufluogmehdf t he

desired anil/] LyYatt Ve r.gi 1o _anal yshsi by .&hin: :

chr onat ogr g%)%@ﬁﬁﬁflésm@r_ ét;J gg ngerqgﬁ L@P&\g\gé Old?lz ?o‘%( 3%181 ?%O{émnr? &dteﬁ?(g white g

t et r ahydr ofvas disscdived i8@ smill dimstuiny bf diethel ethexf anglrtreatesl witly 2trol DI hyddochdoric 189
mmol ) of tri. . . i ord . q
w16 23 g YYHBTLT el SnBE el AR kIO hh) M bS. ERb e
period of 40awhitesdllie i ce bath was renoved and the reaction m xture was
stirred for Ih at roomtenperature. Then) the solvent was renoved in vacuo

The produchiyiite BRESAERREH I ome i th 200 i portions of o

di chl oronet hane, dried (sodium sulfate) and evaporated. Recrystallization
of the solid residue fromethyl acetaEgdmgl«ade 1:8 gave 28.6 g (86% of the

title conpound_ as jte crystals. 9% : 264 (Mr-Ht) 100).

N (41 caor B REs Bt oopetil Brarri & SeBlobo bherEN ety S ohatirlie A
sol ution 0ObiptaAn-a-{l)-hR3tiARMIde hydrochloride (1:2)
2,2-di methyl - N-(6-norpholin-4-yl-pyridin-3-yl)p

mol ) N, N, thettlecempaae mp BraRgTed f8aioapishet AR BFePAFYOR Afixe00
tetrahydr OchIo%b%ZIb%P&{i@Qd&i thsfeadlof oltoBIRAbMc bBid-id $ep MV thin | h, 202 mil
(324 mmol) of a 1.6 N n-butyllithiumsolution in hexane were added
dropwi se. The reaction mxture was allowed to warmup to -35C overnight.

After cool iMymHg &N ¥7é (MrdE, 189) ¢

r opi onam de an? 49 m (324

using 2-



( 146 mmol ) iodine dissolved in 60 mlL tetrahydrofuran were added dropw se
during 15 nmin. The dry ice bath was replaced by an ice bat R6aAugust2002ti on
of 90 g (363 mMmol) sodiumthiosul fate pentahydrate in 250 ml water were
added within 10 m n when the terrperaturez\ng the reaction m xture had
reached 0C. Then, 1000 ml diethyl ether re added and the organic |ayer
was separated. The aqueous | ayer was_extracted twice with 500 n

di chl or onet hane and t he conbi ned org&ﬁ?’Ep dﬂ’ers were dried (magnesi um

sul fate) ang, sesmﬁﬂabﬂﬂnetﬁzppﬂse@hmrm&mgr Np[hy(z;gﬁmaylﬁgﬁr&u{ -349-a QL tolyre
title corrpound as_a rown oi|l which crystallized upon standing at
room t enp@yEdin-gyl m@bﬁ%rwehzé@cmﬂem 358 (25), 304 (43), 57 (100).
d) 2,2-Di g_gg r}xgthwggsmﬁrrgr i i@l vl =pvridin-3-vl)- r~opi onam de
26 August m X1 U .0 nmol )

N—(4|odo6rmrpholln pyr|d|n3 ) - 2, 2-di met hyl roplonamde 35

t ol uene, I® agolutiay %f@@laﬁ%@émrp@lﬁaf é& rmﬁ-@ﬁmpmémﬁgn 00 of taismbygrofuran
tetrakis( I I -
o<t ol yl borss SRl A0ATRE pIRIRES Re L iR Bprsgfhealiin Jp B The reacion g 6
r oom t enpenixture was t&ﬂ@xaﬁﬁeeddltwmlsbwdét% epaling tedoamdemsnwemwsdvmtt h

et hyl ace h 0]

dried (so E?ﬁs’%‘g e?aﬁ q’?m etgég%{radlt% VJdéq( dlss |é(’:d§1 Y)’@ﬁ “g%ml €‘haSt ﬁi‘e Orgamc

chr omat ogmphpseywgansh8] @8hgoQ quldny sdchmm\beéarbcﬁnattdnmlmmdd dnedl(wmagtmmm a white

}c g%mn eNE\ g{igﬁé}%do%vagpl(aéedgtg gévle ) %F%H%BP%V?W& C%Jthe fifle Xompoun layyellgxl ﬁid n-3-

2, 2-di met hyl - N- (6- nor phol i n-4-yl -4-o0-tolyl-pyridin3-yl)-propionanm de in 80
m 3 N hydM®ealik ¢¥i)c228dMi-HbI100).on and 5 nl 1-propanol was heated to 90-95C
overnight. The reaction mxture was cooled to roomtenperature, washed with
three 20 yl et her. andfll cellte .The filtrate
was di | ut ed= acad) {emelind-piperazn RIGPINIZEE ti on of 28 %
sodi um hydr oxi de sol ution under ice cool i ng. The pr oduct was extracted with
four 100 o peulutiemnsf 2.9 g L5 Dmemal} dialnenethite- Gonfoionedidin gayl) pipedysrisinner e

washed with 50 nil. brine, dr fate) and evapor at to give
1y (R e menoRsl e fideds § o0 LETR ARt S b e SRR ORI o0 5

26|9 EMF J;@wzuogzrhxxlh@*ehwsw&rdgaﬁaéw ﬂoﬂrﬁl“tlehﬂ ﬂat@rettgka'lltif(lll Ol: Bhr Buntil)tham nle A
solution o nmor phol i 0-t0 - pyr. -3-yl.am ne
in 17 m tt F‘?FEPFP;}P“’&PPHBT%%EQ wiida GEO%%NE%@&% v ?rdg\ﬂgfénﬁeat ed
for 2h at Ja3QfashddBrit@ithi100 mlipottids dmtwmtfﬁda@m&vdp%éatww@w& for
30 min. The residual oil s di ssol ved in m tetrahydrofuran and, was

added dr opigée 2§rreira puraleqs wliuﬁlgcereﬁls@eﬂomrfg% Yefahaesired pRILAE AERNALNRT num
hydri de |rhcgprdm %%ﬁ@mgpeﬁlgq%rcgﬁ%aﬁgﬁgﬁmpn m xture was stirred for |Ih

at roomtenperature cool ed to '0C again and ‘acidified (pH 1-2) by addition
of 28 % hydrochloric acid solution. After stirring for mn) 28 % sodi um

hydroxi de Thjp crudsprogduct yae digsal bedrléa%crﬂmphep@wmteéehmqo(&ﬁame P9 My ed over
celite, cﬁ@fﬁ?ﬁtﬁg’ ARGr %Ulin%'t@@ @360%13(?2?% %ﬁ&%?ﬁ%‘i%&%e% @d inBnd

(66% of t e conpound_as a 283 100) .
26 August p@oen. Stirring)was continued while 26 g (215 mmol) of pivaloyl chloride were added

2-(3, 5-8Bi S%JoSE;MJeWE ;;r Mba pedyi d"ﬁe@d%u}%l' @egné’%?gﬁ%hé‘re%ﬁ/dn A0

~~|l-p idin I')-i1so am eAso utio

met hyl - ( 6- wox spined for nhy‘d romotefrleydtursy Thehi, nh@sojtent was mmca/hd i v@Ro add (he. 73

[)”;fL) a%ea%ld%'e @95@8%%%%0% 150 s i S B TR L. AR pEORIE Gl N an T ce

2-(3,5-bi semracfdduhrsamhykxdpmm poRionebhdichibephethyhe, dhied( sodeirnesuléata)cdreld

dr opwi se. The reac n, m xture oom

Fenper at ur Bl bash MR E et T P T58 o LSf P e Bt i ER ARl o

sol ution. The organi c | ayer was separated and the aqueous phase was

extracted MSth/«di%hhor mediianed). The conbi ned organic |ayers were dried

(magnesi um sul fate) and evaporated. The residue was purified by flash

chr omat ogr _ (SMaRL LA bYSkinof. P bl bL G, £OIRONNG, 80 vhi te

2-(3,5-Bis- trlfl uoromethyl phenyl) - N-net hXl - N- ( 6- nor ~hol i n-4, v1-4-o-tol

~~1-p, idi A&thDonld‘belgt(X@&ﬂirﬁlﬁ) bydtiaeiydN-§6-(4-methyl4Sperignal -gipdpyridan3of 2. 9
g (5.13

5-(3.5-b "o rHrPPWBFB%etWSSp‘HEWPY“WMNyN’N (SR pRAFPReRemReENGT yi - py

ridin-3-yl)-isobutyramde in 50 m diethyl ether were added under ice

cooling 2.8 nl3 N hydrochloric acid solution in diethyl ether. After

stirring for 15 mn at 0OC, the suspension was evaporated to dryness,

re- suspended in 100 nTL d| et hyI et her, flltered and drled |n vacuo to give

SN NN - NN A Y b1 T T T T 1 A~ Y n NN




Exampl e 24

2-(3,5-Bis-trifluoronethyl-phenyl)-N-[4-(2-chloro-phenyl) - @6vugirsi|20024- y| -
pyridin-3 yl]-Nnethyl-isobutyram de hydrochloride ( 1:1 ) The title
conpound was obtained as white crystals ,)i n conparabl e yields according to

t he procedures descri bed above for the 'prge'par ation of Exanple 23 using

2 O 88 AEliateg s 2hofta i P Bt S0 2. WHaSh SR, yml™® ™
2- (3, 5- Bi $380 intddlp6QNES Ryd-bptylitktium Niogshid héd¥adSwirertbyd dcdwint phe! i n- 4-yl -
et hyl ) am no] - 4- o-tol yl - py{l di.n-3-yl }-isobut ram,d}gtcgge titl'e conpound was
obt ai ned ALCHPRFIXBIEWAS Biqwedrio M3FpaP8)-80 everaighic Aferroniing ggrindo -78°C,

pr ocedur 6%3.%%5@76 BetoB B ARS01dAqn BD eﬂaét@&ﬂyfapofafqn%eah&emogwamuﬁh 2
26 August 2002 ;8 (et hyl am_no) et hyl ~- ngr phol i ne i nst ead of

nor phol i ne
in step a)ld ms- RYyadodrs bath gws seplaced b ap ieebathoend amplutien 000 g 3 I’QWFPBH)
100) . Exanphigintfhiosulfate pentahydrate in 250 ml water were added within 10, min when the | ,
2-(3,5-Bis-trifluoraonmethyl - phenyl) - N-net hyl -I\l-%_gépm-(wrl m di n-2-yl - pi perazi *
n- 1-yl ) - 4 tempesatpre i thiedpartionynixtyre badirepekad Qe » 1040 ml disthyd ather waes
obt ai ned L]l Bk &, Y4 L g ures
descri bed%gggc\%a&glreﬁg%ﬂgragérg}’agg I‘on %?' %?gﬁgkﬂﬁi%&gg?ggﬁ%ckéa tWiEe RS’
1pi per azi mgl dighloramethame drrdstgea@tnbi‘nedvrgamﬁ layres weresirieg (sdagnédsournygdifasehdrak i de

salt was prepared. 94 Qo) . le 27 :

225, 5 o SERRRL ARG ke erd 82 s ol e A SmBdundea i 1 gi - o
yl )i sobut yhrawh dé Wihieh tiystabizebapausahdiagatalobai teeghemsunehi t e powder in

conpar abl e yi el ds according to the procedures described above for the

preparati %a%/&g%%n@%e(%ﬁ{gé’?oft ep f) was ski pped and no hydrochl oride salt

was prepa _ M+H+, 100). Exanple 28
2-(3,5-Bis-trifluoronethyl-phenyl)-N[4"-(2-chloro-phenyl)-3,4,5,6-tetrahyd
ro- 2H 1, 2'd)i3i, 2 imedihyl-IN-8-{ 4¢In] et 1pibdaydin 115 butorraivti pheidin-drd tbtapiomenide 1: 1)
The title conpound S tain .a ite er in _conparahle.yields
accordi ng ‘% 8’% e?)fr%B‘?%Q%?é’%ma@&'T?’b%dd’\i\gﬁ%%ggﬁgpll’Tf&mﬁ'rclég@‘rpéﬂ BH33’11]'%2?3mpl e
33 E|SI ng Eiﬂﬁrhgwp@@gibﬂahg?d@mfmmrmf@,l 1isoen1: mlﬁ&b@ipngaarm@tagdlﬂ@on, 4.63 g \E

- acl. t . = 1 .
e (% da8 omel By Gughen onua ptinduidlangig 16 (147 mmd) & ¢

tolylboronic acid was heated under argon at 80°C for 12h. After cooling to room

temperature, the aqueous phase was separated and washed twice with toluene. The
combined organic layers were washed with 50 ml brine, dried (sodium sulfate), evaporated

and dried in vacuo to yield 49 g (quantitative) of the title compound as a brown oil.
MS m/e (%): 367 (M+H", 100).

e) 6-(4-Methvl-piperazin-1-yl)-4-o-tolvl-pyridin-3-ylamine

A suspension of 56 g (152 mmol) 2,2-dimethyl-N-[6-(4-methyl-piperazin-1-yl)-4-o-tolyl-
pyridin-3-yl]-propionamide in 1300 ml 3 N hydrochloric acid solution was heated to 90-
95°C overnight. The reaction mixture was cooled to room temperature, washed with three
500 ml portions diethyl ether and filtered over celite. The filtrate was diluted with 500 ml
water and was adjusted to pH 7-8 by addition of 28 % sodium hydroxide solution under
ice cooling. The product was extracted with four 1000 ml portions of dichloromethane.
The combined organic layers were washed with 500 ml brine, dried (magnesium sulfate)

and evaporated to give 35 g (82%) of the title compound as a light brown oil.

MS m/e (%): 283 (M+H", 100).



2-(3,5-Bis-trifluoronethyl-phenyl)-N(6-di nethyl am no-4-o-tolyl-pyridin-3-y
| )-N Sr net hyl -i sobut yram de 26 August 2002 -39 The titl e26ccAoypustr2002as
obtained as white solid in conparable yields according to the procedures
descri bed above for the preparation of Exanple 23 usi ng di met hyl am ne

hydr ochl ori de i nstead of nDrphollne in é%ep a) No hydrochl oride salt was
prepared. M p. . Exanpl e 30

2- (3, s- i §L.Me OF-6HES A 41 pEEARg - 6- di met hyl am no-p
yridin-3 yI]-|sobutyran1de The t|tIe conmpound mas obtalned as white solid

in conpar @bi&uﬁ’dr%(‘i’% 2002 nekhbY 6t @- &h@lprq&%m-@sf f—%ctrom iahkny Hrﬁ’ﬁ'\etuhe
preparatlon of Exa §§3 usi ng dj net hyl am ne hé rochl oride |nstead of
¢

nor phol i né? pﬁ“lst{l@ﬁﬂbﬁ afogmiatrpnsl S dogh Hifhargastic ad washeated fps3hag 134°C.

2 6t2 2 |6)?: le 0 r'I‘H%' r@ac%%h%fxﬂm? W%E) eﬁ?&oréft@d m&&:@@&%%kmo§ 80 hniNethe SRS -wal P-

2- (3, 5-Bi shqsphvmi ub/iQS)rfBi teymrhydrefypy aN1 Wt eﬂ?edndr@wm wedesi¢ercopling to19.6 8t ol yl - p
yridin-3-yb)g| él%éfﬁ@xﬁ‘aﬂ]ﬁn if@infth &glhgﬁﬂgflt%\tga%éﬂﬂ)f&&nl Tie FIidn mixture

2-(3,5-bis-triffuoronethyl-pheny
(4- met hy| -wrstirtad for-lh-apryom-tempeyaiyre Wplechtno‘fﬁ ygdin inbiudified (pdd-Ldwanpl e 14

D) el e Rl s T RpdrothiB i SaTOIEL IV ART AEMDERR IR OE ) Doahull

chl or of or rmzkieod xidd godutidrewds ardgletl h?rmehpw l;@nThé sdlutien W@srﬁltdxech?vefs(&élnthe sol vent
e a

rRe ooV LSS ek e SRS QU BB e

chronatogk@nﬁxmgdmeaﬁghﬂ@o@ﬁﬁﬁh of the t|tIe conpound as white foam Ms nie
(9% : 565(I\/HrHt 100). Exanple 32

2- (3, 5- B| yl)-N-{4-hydroxy-4'-o-tolyl-3,4,5,6-tetrahyd
ro-2H 1, %K%§ ﬁ%ﬁh@%ﬁ pﬂ@?) N- et hyl -i sobut yram de The t|tIe conpound
was obtained as white foamin conparable yields according to the procedures
descri bed @hoges-BortriffverométbpaplednyiN ahethxlaNploe( 42@ ethy]-Biperazin-1-yl)-4-o0-

4- hydr oxvpl ?rldln siqu of.gnrpholine in step a). No hydrochloride salt
was prepar@ELmé@—MgdéQ—‘%@éL%o MS me (%: 580 (MrHt, 100). Exanple 33
2-(3,5-Bi SATsélhflf)hl@fmfF(dSWS xrmﬂmﬂe)hﬂldr[é% rhethyl= d;hys@tﬁ@myr -6l by b rolfRpiydinagi no]
-4- otolqu y ~-N-neth -|§o lﬁ yram

y amme and 7.5 ml (101 mmol) ethyldiisopropylamine in 200 ml dichloromethane

was cooled in an ice bath and a solution of 24-g (75 mmol) 2-(3,5-bis-trifluoromethyl-
phenyl)-2-methyl-propionyl chloride in 50 ml dichloromethane was added dropwise. The
reaction mixture was warmed to 35-40°C for 3h, cooled to room temperature again and
was stirred with 250 ml saturated sodium bicarbonate solution. The organic layer was
separated and the aqueous phase was extracted with dichloromethane. The combined
organic layers were dried (magnesium sulfate) and evaporated. The residue was purified by

flash chromatography to give 31.6 g (81%) of the title compound as white crystals. M.p.
155-157°C.

MS m/e (%): 579 (M+HT, 100).

h) 2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-[6-(4-methyl-piperazin-1-yl)-4-o-
tolyl-pyridin-3-yl]-isobutyramide hydrochloride (1:2)

To a solution of 31.6 g (54.6 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-[6-
(4-methyl-piperazin-1-yl)-4-o-tolyl-pyridin-3-yl}-isobutyramide in 250 ml diethyl ether

were added under ice cooling 60 ml 3 N hydrochloric acid solution in diethyl ether. After
stirring for 15 min at 0°C, the suspension was evaporated to dryness, re-suspended in 100
ml diethyl ether, filtered and dried in vacuo to give 34.8 g (98%) of the title compound as
white crystals. M.p. 235-238°C. ‘



The title conmpound was obtained as white foamin conparabl e yields
according to the procedures described above for the prepar 26 August 2002npl e
23 usi ng Nmet hyl et hanol am ne i nstead of norpholine in step a). No

hydrochl ori de salt was prepared. IvlS m% (%9: 554 (MrHt, 100). Exanple 34
(R -2-(3,5-Bis-trifluoronethyl-phenyl)-"N6-(3-hydroxy-pyrrolidin-1- yl)-4-0
-tolyl pyri - N- et hyl -jsobutyram de The title conpound was obt ai ned
as white ﬁ‘g%m/f’ﬁ%g é&g I 19€) | ds according to the procedures descri bed
above for the prepar ati on of Exanple 23 using (R)-3hydroxypyrrolidine

i nstead of norpholine in step a) NoEﬂy,ﬁqulsl oride salt was prepared. M
me (%: 566§|\/HH+ 100) EG

2- (3, 5- Bi F- ST Pisusifigremsthy g‘mvﬁ%ﬂﬁ(%whiﬂmmheeﬂhér%ﬁﬁﬁml-nwmm-é Aol yl -
yridin-3 Nl-x%th sdbaRrathiddhyd focBRidg10) 1 mml)

3, 5-bi s(t fI uorf?qla ?gleny%cetl C ac? 1&3 n) N- di met hyl f or mam de
wer e addethsslerﬁgrr(popndmmta)neﬁafw t@&mtﬁ&wm@mpﬁra@iﬂmlés agrardingtasieut i on
was stirr LbEROE E Eof [§ nof 283 ng (1 v
ol ) of t éalﬁre;gegr%{r%ﬁﬁ F(ISI’] 4- ykférm&{ﬂ%&f 7 Er&lfa;cﬁgle %q% égm ne (as descri bed
in step f)chiqrpphmlhﬂre:pauaalduweadfofEx@iv@bchQ@)aadtmetep@ACt| on nixture was
heat ed over night at 90C. After cooling to roomtenperature, the solvent
was renov i u l e-di ssolved in 30 nmL et hyl

acet ate. g‘@?égﬁi %ﬂﬁgslte{ \%’g?%b? 4@ water (2 x 30 m), brine, dried
(magnesi um sul f at-e) and evapor at ed. FI ash chr omat ogr aphy gave 506 ng (94%
of the title cofrpound as a |ight browxampini6 MS me (% : 538 (M+H+, 100).
26 August < -4 Exa e, 36

(3 &5 AR s e BN e Br R My phen s St DBy 1 i -3y
| )acet am quér:azm-sgl)aﬁyrmmefylmemmy( isbblfyramide hydrdzhibiridt (D@)y - phenyl acetic

aC|d|n7 N, Ndi net formamd re addd244
- car bonyl ﬂ%ﬁ titlg @é&?ﬂ‘%yda"ﬁﬁ QPpaned asgpitf A Woﬂﬂn?arbiﬁm]gf a?f@r‘a'ﬁ‘ﬁ tather oom

t enper at urgrochiurey dedétshdd dbﬂv@forf@@@p rtidn BTMa}npﬂ’é 14 using 4-fluoro-2-

met hyl - (6- rmrpholln4yl r|d|n3yl mne (as described in step
f) for thefns‘ihéfb%ilﬁat’b@’ﬁ)%(fa ki'ﬁéla Q'tQYbPFRi“?% 98P M-xture was heated at
70C for 7h. After cooling to roomtenperature, the solvent was renoved in
vacuo and fMen/eq94)dse; wasHrergh)ssol ved in 30 ml ethyl acetate. The organic
phase was washed with water (2'x 30 m), brine, dried (nmagnesium sul fate)
and evaporated. Flash chronmat ography 1:E;ave 347 mg (75% of the title
conpound as a white foam Ms nie (%: "4612"( H, 100). Exanple 37
2- ( 3- Fl uor t | : 4-0-toly
23 Flutor 2 Eoit LGSR RN L N-CRL Y LnSh Oy IRGRIELD A ity
3-fl uoro- %@bﬂﬁmﬁ@rﬁé’dmﬁh@smr{%lécetl c acid in 7 ml N, N- di rret hyl f or mani de
wer e added, .l i m dazol e and the sol ution was
stirred foa‘ ettty A 000do BESIL ol addition of 283 ng ( 1 nmol)
of met hyl - (6-norpholin-4-yl-4-tolyl- pyr|d|n 3-yl)-am ne (as described in
step f) f oA sbheioproffaigdtlbmnuil) Exhwﬂléylm)lanmdﬁemde?éﬁmﬂdd 5FimolyNeNwisN heat ed

at 90C for €c00J.i n roo soI vent as. e ved
in vacuo aff aﬁ?@“’ﬁ%&ﬂﬁ e u\%gxer edr s S, r\llle“d rglgetrr? hydtr FLEg e “ILhedr;[P

or gani ¢ phasbatkes -ReEh&dithintlh, Wea mi (1(53 mrrﬁﬂ)) ofla) 10 rbmblﬁylhdnumcko(umgnﬁm um
sul fate) adeva or Fl ash hro 0 88%.,. of . t.he

Sl o ohmaBiae Mer Rt oRERT Jher SRS R o Ered g oM rdnaddisBnl e 1 o
38 After cooling again to 78°C 380 g (1.5 mol) iodine dissolved in 300 ml tetrahydrofuran

(2- {BSBlstrl% rorreth ). - 2- met p | uar o- 2- et hyl -
Cretol - o Heraaddett dromase o o Phcli e By PIOBioled ghid thelcrasbR widlRe

hydr ochl or ikdealfowed3o)walth @ 8 polob @miperaAQR oVBrrlight 68YirAiAB Mas continued and 1000
fl uor g2- net hyl - phenyl ) - 6- (A11 met h

2-(3,5-bis-trifluoronethyl-phen
yl - pi peraz mlﬂa)yq:r)an}glylﬁgp ﬁﬂgath]teipqgégxﬁ&hlopégoéﬁpw%hﬁd&ée sdlution wete added.' T

aqueous layer was separated and extracted twice with 800 ml ethyl acetate. The combined

organic layers were dried (magnesium sulfate) and evaporated. Chromatographical

filtration gave 75 g (48%) of the title compound as brown crystals.

MS m/e (%): 305 (M+H", 100).



26 August 2002 - 42 hydrochloride ( 1:2) (exanple 16) and 50 m

di chl oronet hane were added 20 m 1 N sodi um hydr oxi de sol ut2éohugudtti2602
shaking for 1 mn, the organi c phase was separated and evaporated to
dryness. The residue was re-dissol ved i_r§15 m tetrahydrofuran and 4 mM of a
1 M borane tetrahydrofuran conpl ex sol uti'on were added. After heating at
60C for 3 i id selytion in diethyl ether were
added andb et 21' s Cﬁj Catia 10 1% eaction m xture
was cooled to roomtenperature, washed with 10 m 1 N sodi um hydroxi de

sol uti on, Admiadre&3digilSminfal) @,2-dndthyliN-{4-eeldapyridiashylghicenmidegophy t o
yield 279 of I el.l ow ail i ch.was .transforned into the

hydr ochl ortfqlglén%&?? Priﬁ%%%%?@b%ﬂﬁ%@?@%‘% ip(gr(glr}’l‘famé’ epar ati on of Exanple
23 to giveaettdds(tRpHedyiphodhidd)palladiure(00 @npo0.0¢ (238 phsl) yadhladphényiiorbsic MS
me (%9: 583‘§NIIHt, [}11%8). Exan;ipégﬁgg .

(3, 5- Bi s- S YaoreBisERgFL BEND 91 8 frdehiAh: Atepcaclipg to SAM SmPatretRE hyl ) - ani

ne Lithiu mgabm;mdm \kﬁéédsgbzd@teﬁ ah@Tvablked tii2vitWluend. Y coMilbbined SRAARGEY ek 7
mL tetrahy

rofuran at 0O der argqon. . .
N- (3, 5- Bi SY4TF e rVBFIb%Or&II’ Bﬁaﬁﬁa@?m&&%ﬁsm sufasp)gngdevpperatednkhs reidueyanpl e
1) 425 ny,pd?ifd bPMALH chre sl toied P1.6 b eb398hytkhe tide 2Bmpwasd 8 Whlty added
at ~5C. The mixture was stirred 5 nmin at roomtenperature and 1 hr under
refl ux. EtCI‘linItal{acet ate ( 1 m) was added, then the m xture was cooled to
roomtenperature ‘and aqueous saturated sodi umsul fate solution was added
dropw se. i(¥hL dripad 205 odism gg) fate), filtered, concentrated
and purifi%gq%/?(ﬁ)asfﬁ(cﬁrorfat ograpﬁg to’glwve 93 ny (23% of the title
conpound as a colourless oil. MSnle (%: 439 (MtH, 100). Exanple 40
3-(3,5-Bi Ar (4L DioronpRen | -pyiea Ryl -BRIMRE hyl ) - 4- o-t ol yl - pyri di ne a)
(4-o0-Tol X1-pyridin-3-yl)-nethanol Lithium alum num hydride (439 ng, 11.6
mol, 1 eq} 43 BERILE (77 m&b1TN- 4ol ARYAL S dl B byt 26 HNESL 4id{B3A-

B e N, L G B DI S NG BB

4-o0-Tolyl-nicotinic acl ester (2.63 , dissolved in 12
n t et r ahyrropfaneamde ingS0 spldiNyydengalorigtacidsolutippevasiheated 60 QR95%E praraighs ni n

at roomt I I . 5 |
acetate ( MeiealiinBiic s UROEA 1d Moniemperafid AR Y furte 00 mERdlEn: | 6
and aqueoudiethat ethataad 96 dinlathd atdtate evesoddded cThevap cauddtiseilwapadjssed ThpH

i Xt i_ad. [ f at fhlt d t urified b
T e o o R B A Shr o R P RERR OB S Bl
yel | ow | i quwagkepSttdtandghenptoductevas(exira&ed githGhfde 208l pectimerofdthyMxendte (9 :
199 (Mm+, 3 180 .(100) b : . .

3- ( 3\ i o1b¢ f%f?‘&f%ﬁ%ﬂéaﬁifﬂ%éww SR AEmagRsium By gnd SyRRairied (SBF Ak 8
hydri de ( 8@5%)nafxheti®dcampdundlas Wwleg)crweds. washed tw ce wi t h n- hexane under
argon and suspended in 1 nl dinethyl formam de.

(4-o0-Tolyl ;s pyri din- 3 - et ( 1.86 mml ), dissolved in 4 m
di met hyl fWrFBIﬁ%,%\%@ﬁggeﬂﬁg%Eﬂ%gﬁa)-t he mixture was stirred | h at
roomtenperature. 3,5-Bis(trifluoronethyl)benzyl brom de (627 ng, 2.04
mol , 1 eqd) [d{=€hloveghenyl 2 pptidiai- 3wet] hbthiloimmri de, was added and the

m xture was stirred 2.5h at roomtenperature. The m xture was concentrated

and the resi duye. wa rtitioned,be n t er,.and. di ghl.or onet hane. The
organi c exz:‘sﬁléglo\ﬂé’zlgg%(étls\ﬁ‘?’ﬂl)bﬁ’{%\ggl:ﬁo%?r%‘ii‘ypéwl I'%é’(}?rflé{’teé?;éa-“%fi | tered,
concent r at gtmathell grid fhireate bid bldass teifluorntairaaihyastiragd\fer 4,98 a0B0CCSPe of

the title conpound as yellow ojl,. g ) . .
reaction mixture was evaporated and dried in vacuo for 30 min. The residual oil was

dissolved in 130 ml tetrahydrofuran and 220 ml (220 mmol) of 1 M borane-
tetrahydrofuran complex were added dropwise under ice cooling. After stirring overnight
at room temperature, the reaction mixture was evaporated, cooled to 0°C and 130 ml 5 N
hydrochioric acid solution in ethanol were added carefully. The solution was refluxed for
1h, cooled to room temperature again and crushed ice was added. The aqueous phase was
washed with three 100 ml portions diethyl ether and the organic layers were extracted with
100 ml 1 N hydrochloric acid solution. The combined aqueous layers were adjusted to pH

8-9 by addition of concentrated sodium hydroxide solution and were extracted with three



Starting material (0.24 g, 65% was recovered. MS me (%: 426 (MrH , [00)
Exanpl e 41 26 August 2002
N-(3,5-Bis-trifluoronethyl-benzyl)-N nethyl-6-(4-nmethyl -piperazin-1-yl)-4-n
apht hal enl-yl - ni coti nam de hydrochloride (1:2) The title conpound was
obtained as a white solid in conpar abI € ¥i'el ds according to the procedures

descri bed ove for the. preparation

N C5 5 b 500 Pl BorSinsiedh r B Er A Phrithed grEse RTIR: Wore e dPasneTiomy | ) - 4- o-
t ol y: Imb C Quliffta)Yietp ot fixdnmd thelsdlid vsidig wiad aginfshilliRedrtarn bedtietbthyl st ead tof

o-to Yy oroni.c ac

n step,d) and u
N- net hyl - 6“’(641@&&{7%/?9 é}Pea'grrl%‘z%nW“)ndZa ﬁ‘g‘bﬁ‘?tcﬁﬁpésn 1-yl - ni coti nami de i nst ead
of N-nethyl - 6-(4-nethyl pi perazin-1-yl)-4-o-tolyl-nicotinam de mstep e). M

me (%: 283 nf/Mdd)1219X00H", 1085 22U QMSH 2802 - 44 Exanpl e 42 _ _
(3,5-Bis-trifluoronethyl-benzyl)-[4-(2- chI or o- phenyl ) - 6- (4 rrethyl pi perazin

-1-yl di n- 3-yl net hyl t hyl h d Cut
of 32/623%{:1' 8-(3uBissts ugro)menﬁvl Dnen - (O Bons phonl S ovtidine syl -Nomathy. * O™,

N- (3, 5- bi g5 ggﬁueorret hyl - benzyl ) - 4 (2 chI or ophenyl ) N- et hyl - 6- (4- net hyl -
pi per azi n-%ot i nam de ( Eﬁ t et rahydrof uran
wer e addedt olyBomef 122 325%%611’}011 b%yf—lalﬁéo §b¢nyﬂ)r5wldlh-3rﬂﬂm&bﬂr%m@ﬁan The
m xt ure was, 5@9 @dma{olmfé dﬁsfaprc;lﬁﬁmlﬁé E@I30¢:ﬁp&tﬁl€rérﬁeﬁlﬁ9@%@6&?‘éd%‘dge
12.6 N hydr ogen ch or| utii‘on I n t he

di et hyl her were added,

m xt ur e wase htaed agolution ofi%9 g 659.a cumelh 2- (At ks-tiienromg thyd- phenyh 2emptbilat ur e
1N aqueou I t

cer ot e FropUE AN oAbl AR PdR%d BSbLAR R0 idh BLM

flash chr omatmgrra:phy 35§40Y¢ GinP§hile®ledroghom tempenaturs sgasn ind Vs stirsed wtth on of
the oil Vi a d e nide.sol ution
in diet hylrbsétrﬁj Sagur%#ep é’?d‘?mn \r%n?etﬁ 81 8 3rrhee ri’)'?lrm(il%gerc%ga Qeﬁaﬁ?tggfnﬁlg e had
fornmed whi zqhewssplmé Wm:ém:dcteﬂ witH dlt}dbrmthﬂreyil“hg combinad vogaid layatedertd4 ny

47.5% of t title co a whi sol i 57 (MtH t
100} Exarfiie apdneqrupigienand SrPotsfod 31t Pistdis b aRofrd PhaES [ - car barby! |
-4-0- tol Y| chivyilatighaphytb jpivie R@1732(88%) bf garthipaphippuadiagd white tribtalsyl ester a~
6- Chl oro- N-net hyl - 4-o0-tol yl -nicotinam de To a solution of 3.41 g (20.0

tmgglr;hﬁd?% ﬁ'\@@‘?h&ﬂ%m@%@ }lﬁ\(ﬂ%gg: ﬁt ilgnsz)fepo?%él IyIn ?rggnmesi um

chloride in tetrahydrofuran was added dropwise at 0 C. After conpleted

addi tion tfHe-(xmaiseiflustochethel-plamvBNwed- dhibroahen 1o pyeidin-b silpErattive and
stirred for 15h Thg xtur.e was, again cooled to 0 C, followed by the
dropwi se a P 58 ol ) acetic acid and a solution of 5.1 g

§2t2 mgolj) ']?03'sﬂlu@16h@f945gQSf.G[anﬂBD 21(3:15 bﬁrtfiﬁqwoﬂmnyt ugheihﬂ)iw [4-(2- chlor<|)-| .
etranydr or ura ete I T1 0N e re 1.0Nn Xt ure a owe
to warm t oPRGIhrPEMER AY ﬁ-ﬂi §%q%|“FYé6F“fdc9rm 180 m ﬁleﬂné&meir ﬁreoad\ga% upflery; N
aqueous sog 'éHbl'fthdéG%l g8 mlré@mm é’@@sdl@tllérpl\ﬂeﬂetﬁ%’l edhérUA&mtmlh@f& 28 ngihhy |

acetate and 200 ML wat er . The | ayers were separate he or ani ¢ | ayer
was washedatifi*Enthe szavrnﬁﬂonwmevmated tozdrnmﬁquwua:esléad mﬂ digthgketben ut i on.

The combi nedRQURRYSich B Flcly WPLiSe 568 EROIRMoME a8 SHo dpp&m&@ st@f. et hyl

acet at e. e conbi ned organic &xtracts were washed sat ur at ed aqueous
sodi um chl d-pdB6sH83Ei on and dried with sodi um sul fate. Concentration 26
August 2002 - 4~ gave 5.44 g of a brown-red oil. Flash colum

chromat ogr?gh% o}n?rsg?gs,@r@ %0 g@{@,@{)oj th.e title conpound as a Iight

yel | ow sol 260 ( 91 - 93C b)
4- ( S- Met hyl car banoyl - 4-o-tol yl -pyridin-2-yl)-pi perazi ne-1-carboxylic acid
tert-butyl ester Example 18

2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N- (4-o-tolyl-pyridin-3-yl)-isobutyramide
hydrochloride (1:1)

The title compound was obtained as white crystals in comparable yields according to the

procedures described above for the preparation of example 17 using o-tolylboronic acid

instead of o-chlorophenylboronic acid in step b).

MS m/e (%): 480 (M, 5), 255 (25), 225 (100).



,. A mxture of 8.31 g (31.9 nmol)

6- chl or o- N-net hyl - 4-o-tol yl -ni coti nani de, 6.S3 g (35.0 nmpl2p August 2002
1-tert-butoxycarbonyl piperazine) 16.7 m (95.6 mmol)

N- et hyl di i sopropyl am ne and a catal yti c,anmount of

4- (N, N-di net hyl am no) - pyri di ne was heatféd"at reflux over ni ght. After
cooling to roomtenperature the m xtﬁ#ae vrgg di ssol ved i n di chl or onet hane
and washed with two portions of 0.1 q%e as hydrochl oric acid sol ution.
Dryi ng w 2H(3SoBiistriflaortomdtRylapttk ngl) 1 -€ or @iyl pyridin.e-yl Pisdbwryedmidee crude

roduct . ash columm chronmt ogr,aphy afforded 6.2 (48.0% ,of the title
P onpound 456 e GrPRRRY BoSrt: Fed gk R Of i bR B1ch pogrdingyo the
4- (5- ((3, prddie8uret HEIHBEDIBRIVE Yor-the PZaphadatidBtdTEkamplenamiHg] o-éolﬁbbﬁunvd acyr i di n-

2-yl | pi perazi ne-1- car boxyl 'hc acid _te,rt-b;:ai, 1 ester The title conpound was
)citep 4

obt ai ned #steadiprlargphenyibpreisasiddpsisp teaydinRgdeaditRe procedure
descri bed haPR¥RIokAE siibRaPpepaeal i on of . .
N-(3,5-bis-trifluoronethyl-benzyl)-Nmret hyl - 6- (4-net hyl - pi perazin-1-yl)-4-0-*
tol yl -ni coti nam de 455Exarrpl+e 12) step e)) using

4(5- nmet hyll\é%tff’éﬁ%ﬂil Zl-(M*TI'éI’}pQ vridin-2-yl)-pi perazi ne-1-carboxylic acid
tert-butyl ester instead of

N- net hyl - 6- (4- et hyl - pi perazi n-1-vyl )Eﬁﬁ,gpkqloyl -nicotinamde. MsS nfe (%:

637 (MtH +, 100). Exanple_ 44 (4-15-[ o ]

(3, 5- Bi s- 2r(3%3-Bisrtoieorgmetbghpheny ) tmethyb N (eortsivl pyridlin-3- P -pretppidedi n- 2-yI ~
pi per azin thgyacid ethyl ester The title conpound was obtained as
a yell ow g%?l%(f)nllo%ﬁ%o(rlrggr able yield for step b) and 3% yield for step ¢)
accor di ng The titleoprpenad was sbokesdrin beni patablesyidldy ack breding wythe ptaedures

4-{5[ (3, 5-pi sstnifl thyl -b - hyJ - b |1-4-0-10l yl - idin-2
s b peribsiived bR IR ittt dheaBfidY s P i Rbetorte 2 ittt @' "
1- ( et hoxy caldroplydnyttohiyhi) agid e s@g bhStépns tved perfbried arfoldws:oxycar bonyl

pi perazine in step b) and using

[ 4- (5- met hyl carbanoyl -40-t el yl - pyridin-2- -pi perazin-1-v|.]-acetic,acid
ethyl ester®°? ?{é‘fté%{hgéﬁﬂﬂﬁ glgé ’E‘%}/‘?&Lgﬁ’s 1&%r8@%&yﬁphenﬁac\éhl AT 8 ol

met hyl car hatrayldrédfubart £l0fC-weys adted-305 yg) (1[B88pamad) NE-chriaamybdivtyidhmlemi che
tert-butyl ester_in ste cé. M5 i e (Vg): g23 (MtH +, 100). B(l%rml? 465 5 -
(3. 5- Bi - tRATRPRCRRATIGPRIBEHSS MpS NIF e, for 2B Abrangy femperature dn gl1>

- 4" - 0- t Ol Ythmdl fmethOt-1ebriely-gvedidtt-$) anliRk Werd 4dey | StdrisgawWao ot tintieaat skoet hyl -
ester The title conmpound was obtained as a white s,gl idin cg arfgatlgLe yi el ds
accor di ng ETRIER. bhe EEgUILEIHBECY ISP ABGEE S0 Jhe fepidupahRIARS

4-{5- ((3, XtbbRiatdetfFhyor By Szl KRt 10n wATRASEKL add Qeditddih fpyid di n- 2
-yl } - pi perazi ne- Jgf-car box¥l ic acid tert-butyl ester (Exanple 43) using ethyl
i soni pecotge2Pheed ado pt thetiglecompond anrdlemyarysiatper azi ne in step b) and
usi ng 5'-net hyl carbanoyl -4' -o-tolyl -3, 4,5, 6-tetrahydro-2H (

1, 2" ] bi pyri@igil (ocas Py c1oa¢i d ethyl ester instead of 4-(

~-nmet hyl car banoyl -4-o-tol yl - pyridi n-2-yl) pi perazi ne-1-carboxylic acid
tert-butyl ester in stepc). MSnle (%: 608 (MtH +, 100). E. ~canple 46

N- (3, 5-Bis-trifluoronmethyl-benzyl) - NEeEWg 26- (4- propyl - pi perazin-1-yl ) - 4-0
-tolyl nicetiaat. kit Jy ¢ R 1Sg_ 0Pt .al.ne. - Al - ye| solid
i n conpar a%k%’gﬁgﬁgﬂggg%ﬁ il élgggwwggb}%%gﬁ%?gwggggg}rﬁagi)g@%%ﬁgl&?&[ he

pr epar at i omydybchloride (1:1)

4-{5-((3,5+pistrifluor t hyl. AR P | - car L1-4r0-1taolyl -pwyridin-2
T b per % A28 SobROBETR DU BERANT B 1 ERRTR: Lifpedel e P

1- propyl pppeedarindescrisddebdvefor the preparation oy Eanplay ¥ upinp er @hjiltmeronia asidep b)
and usi ng N el Byl Q1 SpRE9RbkoE REEAFLES By ¥hd adligz (95 Wis RhdeS bRRm e

4- (S et hypkatybapmpiordt chlbAdyinsteyd bfi2-3,2-byd-Jrifhiopemarhiyphdnyt)ae eyl ¢ acid
tert-butyl ester ilQl ste C%Eﬁl\/s me (%9: 579 (MtH +, 100). Exanple 47

(RS) - 6- [ 3PTORHN FRIRBAR S&M#ho) - pyrrol i di n- 1-y1 ]
-N-(3,5-bis-trifluoronethyl-benzyl)-Nrethyl-4-o0-tolyl-nicotinam de The
title compaisgh/v@s):abs avresd, 261 @2),i2gh(rqoel | ow solid in conparable yields
according to the procedures descri bed above for the preparation of
4-15-[(3,5-bis-trifluoronethyl benzyl)-methyl -carbanoyl]-4-o0-tolyl-pyridin-2
-yl }-pi perazi ne-1-carboxylic acid tert-butyl



26 August 2002 -47 ester (Exanple 43) using
(RS) - 3- (acetyl - et hyl - ami no) - pyrrolidine instead of 1- tertbﬁﬁknqus&ﬂﬂ@hyl
pi perazine in step b) and using
(RS)-6-[ 3-(acetyl - net hyl - anlno)pyrrolldlqll yl]-N-net hyl -4-o0-tol yl-nicotina
m de instead of
4- (5- met hyl car banoyl - 4- ot ol yI - pyr|d|?§§-¥k) pi per azi ne- 1-carboxylic acid
tert-butyl ester in step c). ég (MtH+, 100). 1. Exanple 48 N-(
3,5-Bis-trifluoronethyl-benzyl)-N nethyl-b- [nethyl-(
2- nor phol ilﬂ(%—ﬁis-mﬂmpEanﬁhmbp]xeny&)—cydqyrypantnatbbkyiizcrdcdie[4meclﬂ¢xtohdtew})pound
was obt ai ned ;as.,a I| el.l oI|d i;n conparabl e yields according to the
procedure?yﬂggb? 6% QH%¥ Qﬁ§ Bngparatlon of

4-{5-[(3,5 bi i l, b y
-yl }- pi perazine ' ' :
nmet hyl - ( 2- nngg@mhﬁhvﬂﬂgﬂhe&mgkk am ne |nstead of 1 tertbutoxycarbonyl
pi perazine in step b) and using
N- et hyl I |8t ] v de
N ethy O?n&{*%?o[_ L_t;%r% és?qsrmggm nlu{ﬂ ) 48! {M}&; pﬁ{&@ﬁ yriafi-5 Y Y ety kAR

2-yl) - pi pé)rblzmh@—qﬁw BoNyathd a&gpaonyézrmm@m9|rrﬂeh¢té¢romﬂg¢repvaé)add¢® me (%:

Elil?? 3( '\S/Hr gl gsoltu%%g) Otf(%% Ioe_», lﬁ%mle) 1 %?\Lbﬁettrlﬂuor%mﬁt})?l heanyh- -tolyl-nico

tinam de m@lomnaaeegﬁqa@f ﬁéFl é%éléfféﬁ hgd%av%ﬂ%romha@esﬁeﬁtrdetf %55 &ohe

yi ?lsd[s( gc%idioﬂ?nixﬁﬂe%s watgtﬁeeotwﬁ@awaft)»stet hﬁ@dqbﬁgﬁesmﬁ stlfie)n@R}EFSrhRE. Of ,
| S ri uor e Yy -4-Q- - I N-

-yI} pi per%tzrioﬁetqsre%h %5”3 re@e?aptaéﬁl %%Fta %ﬁnqéﬁﬁ%g ﬁ%zy rag'?t%/?

nmor phol i ne)ﬂtnal@@@blﬁf;odnd@ratyenutv@(wcar bonyl p| perazine in step b) and using
N- et hyl - 6- m)rphol i n- -tolyl-nicotinam de instead of

4- (5nethy| pyri di n-2-yl)-pi perazi ne- 1- carboxylic acid
tert- butyI F?%n”i%@ﬁ*@)% M6 me (%: 538 (MH t, 100). Exanple SO

N (3, 5-Bi s- tr|fluororrethyl enzyl) N-rrethyl 6- thlormrpholln 4y| 4-o0-tolyl
ni coti namkb e o) ) ey rdna v

yi el ds accor L9 ‘ A : ed above for the prepar at| on of
2 (5[ (3, 5-bi H int 9-vi h:%etFPﬁrP x‘ﬁ t?v%iré}' &{AJDG August 2002 - 48

met hyl - car banoyl J- 4-o0-t ol yl - pyr| di n- 2-vyl btﬁ&'l per azi ne- 1-car box¥l ic acid
tent - but yl Ted? mg(leséafnbwetrlﬂgprmﬂh@l -phfinghofvgleprapaaeqapaaxeatieaad [4-(2-chloro-

1- t er t - but ReyGAr REMYA. 3P RETAR il welaRdR) i di
TRl o e e ;é?.”ﬁla%ﬁd rocklorcpeig

4- (5met hyl esﬂ@aﬁb@ﬁerﬂapqratlw theyspludion 3zmy¢t erv§e pagsdandithe sipERseR Wanci d
tert-butyl stﬁ‘ﬁédefbr i A 23 08D Fitratidvaffdréed Y0 ma$A5% Mofihe titld @Onpotdaphkitd 1
N-(3,5-Bis-tri Irhtglorﬁgitlﬁgcj benzyl) N- et hyl - 6- (

1- oxo- 1~ 4rt'f1t Fp 5yl)-4-0 tolyl -ni cotlnam de To a solution of 1.24
g (2.24 rrrml )

N-(3,5-bis-trifluoronethyl-benzyl) - N Exiniplé 28t hi onor phol i n-4-yl -4-0-tol yl -

i cotinam de (Exanple 50) in 25 nl net hanol were added 689 ng ( 1.12 mmol)
Oxone at OE(SAfBienriﬁmhmtbyl petdyl) iNmdthd- N € 6ahorpholin 4t yirdeoelgl-pydidinedd t o

warmto ro rat st.,rye or 1.5h. Quenching wwth 5 ml40%
aqueous soﬁ?&?ﬂ% ﬁf"f l?’éd%{)]I ﬁfl%on was followed by addition of 6 ni
IN sodi um hy4roNige- ﬁgmﬂpmdrghameust the pHto 7-8. The m xture was
diluted with 50 M water and extracted with 3 150-m portlons of

di chl or onef hane, The n cts were dried wih so su e and
concent r at &8 2s8ugiopof %8% 566%“1 9 ‘CQPBQJ’QGPUOPY%{QH‘* E’ntf@n‘ﬁ{ %EP%?@?‘? or ded
1.02 g ( 79eR%dde@Urdgasd 271 nf(NGRRUNUNSHHBIiNEWtRI SR tnth. The reaction mixture

was refluxed for additional 2h. After cooling to room temperature, the solvent was

removed in vacuo and the residue was re-dissolved in 200 ml ethyl acetate. The organic
phase was washed with 200 ml 1 N sodium bicarbonate solution, dried (magnesium
sulfate) and evaporated to give 27.3 g (quantitative) of the title compound as a yellow solid.
M.p. 142-143°C.

b) 2,2-Dimethyl-N-{6-morpholin-4-vl-pvridin-3-vl)-propionamide




me (%: 570 (M+H +, 100). Exanple 52

(3 5-Bis-trifluoronethyl-benzyl)-6-( 26 August 2002
1, 1- di oxo- 1~, 6-t hi onor phol i n-4-yl ) -N-nethyl -4-0 tol yl -ni coti nam de The
title corrpound was obtained as a white é%l idin conparable yield according
to the procedure described above for th pr epar ati on of

|
t
(3 -b| triffuorg enz 1: 4-1t hi.o olin-4-yl)
o ol yi Lo TR e § R bR Genig Rprmidyt) rotptiotine i 800 bl
, B- bhi;ﬂidﬁﬁbﬁtﬂmﬁ’@iddéﬂ Xﬂéiéﬁ/ill()‘)’o%ﬂiﬁl&ﬂilbﬁmﬁm(actwated charcoal. The reaction
0XO0- t hi onor p n o-tol yl nicoti nst
N- (3, 5- bi ganrrmapﬁﬁlhr@s e Q%t?mR? rﬁwcve‘q?ﬁ aﬁa drmﬁa% ﬁleoretmal
yl - 4-o- tolayﬁouﬂt@ohydreg&rdﬁas tyRery (db¥iit 31)8Bhé Midlystwad BRired ofPdhdWBUSLsheD02

-49 Ex I 53
N- (3, 5agp§3ﬁe.vrlﬂumod%ffrr§1pnﬁemww he Alrateway eyaperated.in vgquo 4o give 3R I8 ni co

tinam de -Egaebuﬂ?'e‘é’il'vﬂﬁc}%orﬁls% t8 ch. X3%; ¥R e)desired aniline derivative accordm
4-(5-[(3,5-Dbi's f f uor onet hyl - benzyl ) - net hyl car banoyl J- 4- o-t ol yl gpyrr din-2*

_yl } - pi peraaziysieb 1 thindaysx ghiomatesrapher t - but yi ester (Exanple 43) and 8.40 ni
(207 mol ) methanol in 50 mL ethyl acetate 14.7 mlL (207 mmol) acetyl

chlori dew"ﬁf]?cﬁﬁg ?%cﬂi’c?%é &@sdw;edQn meﬁﬁ&@ B%ﬁi@ rkﬁt%trﬁﬁﬁﬁém!lh R KB dYesy]

di |l uted ethyl acetate and treat N sodi‘um hydr oxi de sol ut’i on.

The | ayer ssthasr Aftergoatiag &10%nd6 nHd 18Rmamlsof tipdiylamine wereaddas ihone portion.

di chl | f at
and concert T aNEyef SenERRELAZE 23088 Sy BF StB Sl RH pdlea QR RE L] Tl ©
chr omat ogrwiphiy agfefiodddd0 aigeT lge ic8PFathofas oémoved apditheres ciqrommirdureswas skirmgdt

br own sol

N (s Bi o0 1 i tefnerstife, TR esschliad ya MBI i fhcup and theresidnenas |y 1

- met hyl - 4csuspdnded im 2@0 mh:hm s@ehum bloathmmete(sbluh@ﬁ Tile ;Qr@dih&ﬁﬂammtr):cted three

N-(3,5-bisztrifl th be azi n- 0-tol yl - ni cot
I de.( SeRrpreh 28§ FE pOYiar  Eilorsmaany. 148 BRAER IR e Bhompd o3
ol ) pot aR&drysalkatibarpdtie solid Zesiduedesh ethiyt ﬁdetaee/ha&nsursroraedzas g486%) bbthe 70h.
After cool i,tgeg to roomt eratlfre 10 M 1 N sodium hydroxr de sol ution were
added. ExtHctamrrdidas viesysalhor ti ons of ethyl acetate, drying with

sodi um sul fate and concentration gave 138 ng of the crude product. Flash

col um chrpisaheqrapbys @iherdegd)85 ng (78.6% of the title conpound as a
white solid. Ms me (%: 581 (M+H t) 100) . Exanple 55
net h

N (3, 5-Bi s- trrfluarorrethél -!bepztllg
| -4-otol yl& L

conparabl e yield according to the procedure descrrbed above for the
prepar at i oA séffution of 28.4 g (108 mmol) 2,2- d1meth 1-N- (6 -morpholin-4-yl-pyridin-3-yl)-

R S R G e LR RN e

[ ggt E)&(ld of m%d@rrﬁmétrﬁhﬁﬂﬂﬁiran s cdoted(i¥a:drp 1@ battird -78°CLOBthin 1h280X w4 2002
- anpl e

N- (3, 5- Bi snrml% plidt SRR EdEIp selution in hexape wrrepdded deapvasey The £eigtion pi per a
zi n-1-yl '} - Nl yhadalRwe@ky Wwaith @plth 188 CdRernight. After cooling again to -78°C, 37 g

(146 mmol) iodine dissolved in 60 ml tetrahydrofuran were added dropwise during 15

N-
(
1-

min. The dry ice bath was replaced by an ice bath and a solution of 90 g (363 mmol)
sodium thiosulfate pentahydrate in 250 m! water were added within 10 min when the
temperature of the reaction mixture had reached 0°C. Then, 1000 ml diethyl ether were
added and the organic layer was separated. The aqueous layer was extracted twice with 500
ml dichloromethane and the combined organic layers were dried (magnesium sulfate) and
evaporated. Flash chromatography gave 15.6 g (37%) of the title compound as a light

brown oil which crystallized upon standing at room temperature.
MS m/e (%): 389 (M*, 71), 358 (25), 304 (43), 57 (100).

d) 2,2-Dimethvl-N-(6-morpholin-4-vl-4-o-tolvl-pvridin-3-vl)-propionamide




A m xture of 400 ng (0.746 mol)

N-(3,5-bis-triffuoronethyl-benzyl)-N nethyl -6pi perazi n- 1- yl264Augusti2p02ni cot
inam de ( Exanple 53 ), 0.18 nl ( 1.7 nmol ) 2-( 2chl oroet hoxy)-ethanol and
0.189 g ( 1.35 mmol ) potassium carbonate dn 8 nl acetonitrile was stirred
at 85 C for 48h.-After cooling to roomtenperature 40 nL 1 N sodium

a et or omdt AR AR AR OR L B RE B g s SReBia R actbrls g

of the crydepiphadites 35 fil ashereol &imh 2 ohvodivah ogrbapiy seliifion Bid mE 0. 2DmpEL) 4%)

f the titl Ny b I MrH. t, 100).
Sxampl e sreraesERsnutepprrRinn Pl it) s o (RS Beplo sy otonic S jeas 10
g)égdl az E)Io-h%%kl neidBydrgon pESACIfEr 12hy Witededdling ky todth €0 penatiir€l @hdadiestisiplersof
N- ( 3”3 bi ngm%&aﬂ%mmedww?l whrhacsigte: Bt gonbinediomgapic layess ¥eey | - ni cot

i nam de ( EaRRd ﬁtﬁ?ab)mlﬁﬁmmdx(xéﬁ GOAMEDL ) Gl 0vapoRd Y Pk ificiid byaghazol e
and 62 ng (0.45 nmo otasmgﬂ@car 0 ate in 4 nml acetonitrile was stirred ~

at 45 C f GhrOmRAQEERP ngffo%«%% RHEGVE ovas Utk epmpoundkasaaits (9Amni xt ure was
diluted with 10 M water and extracted with 3 30-m portions of
di chl or omey1h anye (9 354N BIWHE hgg?)di um sul fate and concentration gave 244 ny
of the crude product. Fl ash col um chr omat ography afforded 80 ng (34.7% of
the title conpound as a red rovvn solid. MSme (%: 619 (MtH +, 100).
Exanpl e 5gl6-Mor holin-4-yl-4-o-tolyl-pyridin-3-ylamine
N-(3 5-Bis-trifluoronet hyl -benzyl)-N-net hyl - 6-[ 4- (5- oxo- 4, 5-di hydro- 1H|
of 8310'[ ri ax%%eadmagw 53 g P8 PERRRIN2 2= dﬂriletkﬂfl B- (@Mrpﬁkﬁlﬁphlm%-@&yﬁﬁd&ﬁw e
N- (3, 5- bi si-ylr rErppionamide | 80peliAy hydnqchlerip prid spluper aad A-ml \rpropagot wasy| - ni cot
i nam de (

1@&?6&%@059% Q\,ovgz%%n}ﬁrgﬂ(e rlaczgnw(t)&rg yas ooged to Toom temperature,

Ncar bonet hoxy-2-chl or oacet dam dr azone a
N- et hyl - di Wasbpd ot three2€ mlrportond dlatbeltetbhartamdlﬁéteml@vsm ¢elitee d hatfiltraso mias

t enper at ur ti r I t mhater and
extracted %\Aﬂ"{tg& g@&o%{&g@gﬁgﬁo %egﬁ ?g}’\r}é%’é‘ﬁg%ﬁ%”g ég c%gust 2002
-~1 conbi lmebtoxide saatien wadcsr ich dootingi The psord;hqu mas ektf axted vaitld fawride milipattéchs The

resi due was sol v

et hyl - TSR Thas PR o ARSI R0 f e iy o
140 C over (magmmrrﬁmﬁam)tmatvapmaetutagxw NP ¢ (quainghativelcefahgade cdmPOumd af
crude produ h El ash col utm chr omat ogr aphy afforded 820 ng (86.8% of the
title conpdiRtei@M | ight-brown solid. MS me (%: 634 (MrH+, 100). Exanpl e
59

N-{ 3, 5- Bi sMSrmfd 96): 06 (MY, 10bRnzYyl ) - 6- (4-f or nyl - pi perazi n-1-yl ) - N-net hyl - 4-
-tolyl nicotinainide To a mxture of 0.089 m ( 1.1 mmol)

N, N- di met hyl,f,of na . 38 : : mdazole 0.071 mL (0.56 mmol)
tri met hyl chHE6FEST+H4 et e —adtet S-S 8 40H% enper ature. The reaction
m xture was cooled to OC and 0 10 g (0 19 nmmol) N (3,5-bis

triffuor onntsbwtrolneﬁzwzi)g(lﬁ-.’;rmhmy) 6- &rq@ph&ﬂrramm-]c yolyldpyordim3yflaminedh il Radi de

(Exanpl e 53 ce- wat at h. was, renoved .an

St rred oy BimARg R ol 466 PoRoR L ToRRERis Ao YA R rfoureatapo e
aqueous hygheabh Hikttr@whsevapdrdtddanddnidd 4n Mleuv@dre30, midnThé h@idtakbilives wWas
extracted with ethyl acetgﬁﬁa The conbi ned extracts re drjed with sodium

sul fat e andissivedsntymi eirahydrafirag and was 2dded SaerygsabMier igercaptingitoPOre (82%
E;at hFet Ia})kﬁs & HPAYNehids AuHun®hfdidedn 2 Enltb@alydtofuro ThMdd ction hiiure

N- I\/EWF hy! - Nwepstirsechipr 1haprrarafepperatirareenisd jo ECasrigradiaqidifisd (P -2 By y |

hi coti nani Q&dﬁbnlﬂfh@wwdr@cmwm& k&uéoryleéer QridrloMbr S‘hﬁﬁtzm%éﬁﬂ he title

conmpound was obtained as an white solid in conparable yield according
to the pr o@&dmx&e@gb@mnm adécd/@ reah RbR 0. &X@aehmoinms ditered over celite,

4-{5-[(3, 5% - 0 pyr|d|n2
-yl }-pi per atz?%p%eatrfa%é?g HFI ng%s? %/Aer)ﬁ%tggﬁpx* ?Je)?g?éxé%/ﬂ th%gltmét ep
usi ng nor plompoend ass whctetfﬁanl tert-but oxycar bonyl pi perazi ne. M rﬂe (%:
311 (M+, 63). b)
N- Met hyl - Ng\ﬁgmk%x_lz-ggat%t El@d)en- 1- vl net hyl ) - 6- nor phol i n- 4-yl -4-o0-tol vl
e ’ ' ,

ni cot i nam




26 August 2002 -52 The title conpound was obtained as a white solid in
conparabl e yield according to the procedure described above2¢ Augadte2002
preparation of

N- (3, 5-bis-trifluoronethyl-benzyl)-Nrethyl-6-nmorpholin-4-yl-4-o-tolyl-nicot
i nani de (Exanple 12, step e)) using lchli®ronet hyl - 2- met hyl napht hal ene

i nstead of 3>5-bi s- trlfl uor onret hyl - henzy] bromde. M5 me (% : 466 (M-H+,
100). Ex a@lzn(f}psrBlS -trifluoromethyl-phenyl)-N-meéthyl-N-(6-morpholin-4-yl-4-o-tolyl-pyridin-
N-Met hyl - & peLiRBakiriindtey| - N-napht hal en- 1-yl et hyl - 4-o-t ol yl - ni coti nam de
The title conpound was obtained as a_colorless viscous oil in conparable

yi el ds accosditiep ebl-the (pivewer]) msthytsemepholibdvi-4 entolyhpyridiapayitamine of

nam e ( Eanpe G0 a 0y donerRREH R PeAc edrefeus a1 2
1- chl or orrsnhyllcezbahleam@d AgdhORamab 2-(3, 55 sgrifiporauthylephenyl)-45@thylaH t

N (2 et nORyPIREk i v e dropyisg, Ths iR TSR Hogmed %G B i co -
ti nam de 3hh_eo¢1ed toero«nun’;cmmohtmgwﬂntaaldwmﬂ sasedlwmthl%nhmsammiedcsodmrml | in
g?ggglr, :? : g%&{gﬁ %e 861686 d"ﬁ'l% otr9ant1c yé)rrvg)a% %gpl’:larrﬁed 9&? ﬁxe'a%ﬁgouasbp%\a/lsee \]:vgsrexttracted

N- et hyl - Nvifi2 dithidnyineeyahe. I’i?iie&nmbnyddrr&gmt Jay€rs mrepdhmdd (mnakngéindr suifutel)) yhd ni cot
|2neranr3nt ﬂgg,%g%%g?@%e %J_ess@ﬂ glyﬁg gd[ @Icﬁz}sh §g{50éaat8$rath to give 2.9 g (quantitative)

1chl olrgnggmhc gt eeshpdbmahdstviateasrgstal) Mipep31)32°0¢6 nle (% : 482 (M+H +, 100).
El-x?rzml\/bt ho : _ i _ | yl - ni i arri de The
title conmpduielde S ; e i BIREIEL el ds

accordi ng % 1t1§}§b ﬁﬁ‘M ogﬁ&@dé e1d4 bove for t he preparatl on of
N- net hyl - ) -.6-nor phal i n-4-yl - 4otonI ni cot

i nani de (E];Z‘ai’rﬁ?létle{!)))f %rgigr{é 1émﬁe>2yc3bbh@;frlﬂemqmt@é RhssYid N megthyl-N-(6-

iog )h' or Omhﬁﬁh&mnsghxldmﬁlﬁ%ﬁﬂng yl)nlsémpral(a%lde M50 HEdietlyl ethdlweidadtd

5- Chl or o- 2umdaqrh@>@90b@g1%§|n)L3|\N medueyhlogic peid shlorion imdigthyl etder. dyfier stirgtiPnani de
The title

according t %Dm?[ﬁwr oce gggeegk gg?@?%%gmgove hésg Ijergu%r ep gégrﬂdc?nﬂogwﬁl

N- et hyl - Nether, nﬁiatmgilandalpllqdmmno 1o/ girel. ﬁglg)(856%))mfitbh@|ﬂc nompyundlabwtxm yl - ni cot
i nam de (E‘&EEP e 60) using 5-chl oro-2net hoxy-benzyl chloride instead of
1-chl or ome *2- et hyl napht hal ene in step b). Ms me (%: 466 (M-H+, 100).
Exampl e 65

N- (2- Chl or MBmretdhbo 6 Bdniy| ) OON- 781 MANS’ dbY. phol i n- 4- yl -4-o0-tol yl -nicoti nam
ide The title conpound was obtained as a white solid in conparable yields
according to the procedures descri be % g,for the preparation of

N-nmet hyl - N- (2- met hyl - napht hal en- 1yl ne Rﬁj % nmor phol i n-4-yl -4-0-tol yl -nicot
i nam de (Exanple 60) using 2-chl oro-5net hoxy-benzyl brom de instead of

1-chl or omaTZ*(?l&ﬁs@ﬂhyﬂMtl@wmb—NMéZ-ebbb@ phaiy 1 b en¢tholin @6yl pyeidin-3-
100) .

N- Met hyl - g%rﬁ\g%%Pyl'lsﬁbwaﬁ}%%mdrpfhlﬁl ﬁﬁe}&ll met hyl - 4-o-tol yl -ni coti nam de

The title compound was obtained as white crystals in comparable yields according to the

procedures described above for the preparation of Example 23 using 2-

chlorophenylboronic acid instead of o-tolylboronic acid in step d).
MS m/e (%): 586 (M+H", 100).
Example 25

2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-{6-[methyl-(2-morpholin-4-yl-ethyl)-
amino]-4-o-tolyl-pyridin-3-yl}-isobutyramide
The title compound was obtained as light brown oil in comparable yields according to the

procedures described above for the preparation of Example 23 using 4-[2-



The title conpound was obtained as a white solid in conparable yields
according to the procedures descri bed above for the prepar 26i August 2002

N- net hyl - N- ( 2- et hyl - napht hal en- 1yl net hyl ) - 6- nor phol i n- 4-yl -4-o-tol yl - ni cot
i nam de (Exanple 60) using 2, 3,4,5, 6pentﬂgfl uor o- benzyl brom de instead of
1-chl oronet hyl - 2- met hyl naphthal ene in st’¢p b). MsS me (%: 492 (M-H+, 100).
Exanpl e 67 : . . :

N- Met hyl - 6etvrine et mawhaling Rsteahofmgrpbeling in siera) Moyhydrrcbinridesaitde
The titl ewaopRYdpd Was obtained as a white solid in conparable yields
according to the procedures described above for the preparation of

N- et hyl - N ( 2- et hyl - napht hal en- 1yl net hyl ) - 6- nor phol i n- 4-yl - 4-o-tol yl - ni cot
i nam de (Mé\ﬁ”é? é%é'cfaﬁgéffﬂ‘é » 308k or onet hyl napht hal ene i nstead of

1- chl or onet hyl - 2- met hyl napht hal ene in step b). Ms nme (%: 4S2 (MH +,

100) . 26 August 2002 -54 Exanple 6§xamp1e 26

N-[ 2- Met hoxy-5-(5-trifluoronethyl-tetrazol -1-yl)-benzyl]-N nethyl -6-norphol
in-4-yl-40-tolyl-njcotinamde The title conpound was,_obtained as a white M
solid in odph &mr@llyr@pe@ylaehwg)rﬂgnewwe -20aipSTRER- e f or

t he prepargf, 02 hyRidin-3-vll-isob id
N- et hyl - N- ( flMiyl - r?'a]pﬁ?h‘zlatlyreanqulfl met hyl ) - 6- nmor phol i n-4-yl -4-0-tol yl -nicot
i nam de ( BhtartjslecoéPoundivag obtlinpslras caloutlfssoilgn geingarable yields according to the

[ 2- met hoxy-5- (8-t 1§ t -1 - . -methyl ester instead
of 1 chl oXBEtRy B IRl At oot IR B Soe (i
100) . ExampipeaBfyllpyrimidine instead of morpholine in step a). No hydrochloride salt was

1, 4- D met hgx a&n&apht hal en- 2-yl met hyl ) - N- net hyl - 6- nor phol i n-4-yl -4-0-tolylnic
oti nami de PRIt 1 e conpound was obtained as a colorless viscous oil in
conpar abl e yi el ds according to the procedures described above for the
prepar at i dviSaf/e (%): 643 (M+H", 100).

N- net hyl - N- ( 2- et hyl napht hal en- 1-yl net hyl ) - 6- nor phol i n- 4-yl -4-o0-tol yl -ni cot
i nam de (Exanpl e 60) using 2chl or oneteéﬂxgl g - di met hoxy- napht hal ene i nst ead
of 1-chl oromet hyl - 2- net hyl napht hal ené**HP&%%p b). M me (%): 512 (MH +,
100). Exanple 70 5'-

(3, 5- Bi s- t2-(3,5Bi-aifidiyetishphbiyl it (Bynogshiddiaryl- k-oAtol W-gyeldn-331%, 5, 6-tetra
hydro- 2H [.1, 2Itl'rbi pyri di nyl -4-carboxylic acid A m xture of 200 ng (0.33

mmol ) isobutyramide

S' - [ (3, 5- bTige tifld édmﬁ%ﬁ&mmdbtzbﬁélf-%' whitedWdee & Qriipathile $ietdd-at@rilimgIo b, 6-t e
trahydro-2H[ 1,2']bi pyriwgi nyl - 4- car boxylic_acid ethgl ester (ggan%le 45) ,
10 m 1N aefeesiwsesracnibadiaparoter dee risparaiom ot mde 43 Detemili o128 WeiBPed 144 ed
at room t PRy ALEKISrAY &t WsPibpardd t €r Washing with 2 portions of ethyl
acetate the aqueous |layer was acidified to pH 4 wth 1N agueous
hydrochloric acid solution., Extraction w th dichloronethane, drying with
sodi um sul Matre/edfe): $3%RE@W+Boi WA chr omat ogr aphy afforded 81 ng (42% of the
title conpound as a white solid. Msnme (%: 580 (MH t, 100). 26 August
2002 -~5 Exanple 71 N-(3,5-Bis-trifl @[ag?gﬂyl -benzyl ) - N-net hyl - 6-[ 4-(
1Htetrazol -5-ylinethyl)-piperazin-1lyl)-4-o-tolyl-rlicotinam de A m xture
of 0.10 g (0.17 mmol) '

N- (3, 5- bi s23.5fBisrsmiBneromethiahepy)-Nsl4' 42 chiorerrbenyl) Fidvdpdotrshydrgi2H-N- net hyl

-4-0-tol yl pge i nam de (Exa I (i ! ..5odi um azi de and 36
ng (0.26 %WFW@%&JM%@E@H@% I nﬁﬁﬁ%gﬁipyrrol i done was
heat ed at Thé fitlx céropo@ir wa¥ ebdninedas 2 whit¢ powdarin cemperabteyriedGaasdrdingtothe er

\Fl)\ﬁr i- gdgﬁgprozggur@ éés%{igedl\a%%vg%r%é Lﬁega%itog O%%li(?rxgl% 95 r&'sf%?p?pe@ﬁirge i?l&ley& bP nto

morpholine in step a) and using 2-chlorophenylboronic acid instead of o-tolylboronic acid
in step d).
MS m/e (%): 583 (M", 20), 296 (78), 255 (100).

Example 29

2-(3,5-Bis-trifluoromethyl-phenyl)-N-(6-dimethylamino-4-o-tolyl-pyridin-3-yl)-N-
methyl-isobutyramide



extracted with dichloronethane. Drying of the conbined extracts with sodium
sul fate, concentration and flash col um chromat ography aff c26l&dgéét 2092( 88%)
of the title conpound as a light brown solid. Msnme (%: 619 (MH +, 100).
Exanpl e 72

N- ( 6- Benzyl am no- 4-o-tol yl - pyridin- 3- yI')392‘ (3,5-bis-triffuoronethyl -phenyl)
-N-net hyl i_sobut yram de .a) 2: Benzy

~~1 -, pyri diffdils’ g Thou s ?h@llﬁdﬂs&%@ﬁ%ﬂ?’f&%&arﬁwﬁmaﬂ%ﬁw@wﬁl'ge the
procedur espr@'&ﬂﬁfds Riestrible@ Bovedfbr tH&?:r@@laiﬂithﬁﬁd)fSEfonple 23 usin dlmethylamme

met hyl - 6- rmrpholln 4-yl -4-o0-tolyl-pyridin-3-yl)-amne (Exanple 23) step f).
MS me (%hyd g@h.l()(qqppgsteapmf)moqpholme in step a). No’hydrochloride salt was prepared. M.p.
Benzyl - ( 5-1p&iyé@m no-4-o-tol vl -pyridin-2-vl)-carbam c acid benzvl ester To
a solution of 2 03 g (6.7 muol)

N2- benzyl - o-tolyl -pyridine-2,5-diamne in 100 ml

di chl oromMﬁ&Hé(" )rgdszzideHN-l@PEyl di i sopropyl ani ne was added dropwi se at 0C
a solution of 2.1 m. ( 14.09 mol ) benzyl chloroformate in 50 ml -
di chl oronet hane. After stirring for ZFR.gbldsPem tenperature the reaction

m xture was washed with water (2 x 50 m), brine (50 ml)) dried (nmagnesium
sul fate) and evaporated. Chromnat ogra[o of the residue afforded 2. 36

(80% of the¥- Be&félfhmmmﬁwl-abewlbﬂr 4b¢/ 2odorer phangl)o-dimnethylemonae-peridive3 i e
(9%: 438( ,%,Q deC) Benzvl - (5-~

| 2- (3. 5-bi’s- tl’llfl Lor ot hv| - phenyl ) - 2- et hyl - propi onvl | - met hyl - am nol -

o-tol yl - pvii tltleZ:ovmgowalembmlmﬂzd:vﬁatezsohdestcenparalﬂeylﬁxymtmﬁMO-tﬁﬁ To a

sol ution of

penzy - ( s v e hacrtbedaBH Or shoprermraton of Bemmisd wing AP BHSPISst er i n
1 iC stamdlo phsliat Iydteb a wing zohlosophes pw se
0 mM di chiydtodbdridenastand ﬂmmr Hdliat by Jsajalr ol ylbddmﬂc@hid) i

at 0C a sal t| n. of

o (3,50 b SofiERd TSNPt Tk aloprerasiprids ek vasPERARIbM Bl 2 m
di chl oronetd3ame and the m xture was stirred for 3h at roomtenperature. The
solution was washed with water {20 m ), saturated i, aqueous sodium

hydr ogenc 0 S on .+ ( n1) and brine (20 m)> dried (nmagnesium

sul fat e) 21}43‘8@6(6%%[49@4 %h’r t ography of the residue afforded 1.15 g
(62% of the title conpound as a yellowoil. MS me' (%: 720 (MtH+) 100).
d) N-(6-Benzyl am no-4-o0-tol Example 31
r~l-pyridin-3-yl)-2-(3,5-bis-tri ffuorometphvl phenyl ) - Nret hyl -i sobut ~rram de

[Tg ?333' E.t%?? P%];lf gfb&‘é}gmmﬂ HW@ E}?@vﬁ%-@wﬁrw|1]Y1#é?ﬁ9lvl-am1%}3 Wo-to

Iyl - pyri di Boutytamigar bam ¢ aci d benzyl ester in 13 met hanol and 1 nml
N, N- di net hyl f or mam de was added 40 gg 10% pal | adi um on actiyvated charcoal

and the ni k® aselufias ofjef @@éﬂé?%anwl 103 Ohipdri Beeromethyliphenylyd¥-maghyl-N-[6-
Filtration 40&&}@!1;:?15&5’5@{ §ty1pah- &}{ﬁg@frﬁﬁﬁ QDylpfsoB@&rerhE '(é@a%lﬁé i%)dﬁﬁl 7tg MO

(quantitativ etltle co as a yel
( MrHE, 10080 O%Qx-gml)el &{lpls(dJmethylammo)naphthalene m 1 ml 1 2 dlchloroethane at 0°C were

\- ( 6- Ami no; adtiefAsqhy Lo BT lily B 'o}o%nﬁ%h{?r@ﬂog@ue' Aw%qaﬁg (v eV ) - N- et

hyl isob utyram o ution o
N- ( 6- benzymartureofor 1hat 80°¢ mpwlvmtmerV@z@ 3acoland the interoredinse wWgd pyrifeady| ) -

N ety | SRR BN B e 3 Pl et a5 A1, BT 0 O

hydrochl orrcacid in € was “evapor a ness "an resi due was
di ssol ved throdtategrapiet dean 66 n@‘(d?%)@lfdgeemmmpdmnﬂhew;hutd@ﬁme of 60 ng 10%
pal | adi um on activated charcoal (roomtenperature, 10 bar) for 20h. After

filtration he, ¢ +a evaporation of the solvent the residue was
di ssol ved @%eé%’fﬁﬁwiﬁé?gq)e washed twice with saturated aqueous
sodi um hydr ogencar bonate solution and dried (nagnesium sul fate).

Evaporati on of the solution afforded Bi«nplg3281% of the title conpound as
| i ght brown crystals. Ms me (% : 496 (M-H+) 100).

2-(3,5-Bis-trifluoromethyl-phenyl)-N-(4-hydroxy-4'-0-tolyl-3,4,5,6-tetrahydro-2H-
[1,2']bipyridinyl-5'-yl)-N-methyl-isobutyramide

The title compound was obtained as white foam in comparable yields according to the
procedures described above for the preparation of Example 23 using 4-hydroxypiperidine

instead of morpholine in step a). No hydrochloride salt was prepared.



26 August 2002 -57 Exanple 74 2-( 3,5-Bis-trifluoronethyl-phenyl)-N

(6-(di met hyl am no- net hyl eneam no 26 August 2002
)-4-0-toiylpyridin-3-yl]-Nnethyl-isobutyram de To a solution of 100 ny
(0.2 mmol) N-(6-am no-4-o-tolyl-pyridi n_-go-_yl )-2-(3,5-bis
trifluoronethyl-phenyl)-Nnethyl-isobutyramde (Exanple 73) in 4 n

N, Ndi et hyl f o ] d at 0C 11 ng (0.252 mmol ) sodium hydride as a
60% di speﬁ\élgtl#r{g?&ng)'ﬁo\qgﬁﬂqt’ﬂgg)rﬁ xture was stirred for 30 mn wthout
cooling. Then 28 ul (0.218 mmol) benzenesul fonyl chloride were added at 0OC
and the solution was stirred over ni dgixamale 3300m t enperature. The reaction
m xture was added to water and extracted with ethyl acetate (3 x 10 m).

ari ed (mageeet o SRR EE R RROSAK: L A Byt e ¢ Bl Gue
?M%degowm@bﬁ%{-mﬁmyh&obhtﬁrmound as a white foam Ms me (%: Sb51

) anple 7 . . . . .

2-(3, 5- B i 4 %Rﬂ‘@aﬁiﬁs-"l?%?ﬁ?‘l 3 litedormmin SARBATEP A dyAcRordnetortbe y | - pyri +
(o o samaloninepimaian Lol IS (0,0 0D
5- am no-4-o0-toly|-pyridin-3-yl)-2-(3,5-bistrif]upronethyl-phenyl)-Nne
yl - i sobut wsﬁmﬁ@amﬁaﬂgﬁﬁu@@éﬁ morphelineiy steg iahé\mwﬁ'oaaa@ée st was prepases.
nmol ) met hanesul fonyl chloride and the m xture was stirred over night at

room t enpeN 8t A3 eMAP@ORt | on of the sol vent the residue was
di ssol ved in ethyl acetate, washed twice with saturated aqueous sodi um

hydr ogencar bonate sol ution, brine and dri ?q%‘é magnesi um sul fate).
Chr omat ogr aphy of the residue af f or dckapyp (42% of the title conpound as
a white foam Ms me (%9: 574 (M+H+, 100). Exanple 76

N-(6-B Yq- 1 . L i6di DT - LBl g th
e i e e

N (6- am nopwidint3oyNAN-methydiispbetyramide (3, 5- bi stri f | uor onet hyl - phenyl ) - N- et h
yl -isobutyramde in 4 m dichloronethane and 85 ul Nethyl diisopropyl am ne

wer e addedrpb; 4l c%nq QLo m&aiggﬁgs%%ﬂo%ﬁﬂxlcoﬁ'l@lapaﬂe%elaggccgttlﬁnmoxtthgr e was
stirred over ni g‘f’n N room tenperat ure. e reaction’‘mxture was washed
twi ce wit hpmatdures daicrtopdebose o dhapnehydriogehExaningnas esisgkRi-Bon and dri ed

i ) f ). .aof .th id
a1 or aea 20/ R Sk enad s S e B R RSB L AS P E 654

(M H+, 100). Exanple A Tabl+ets of the follow ng conposition are
manuf act ur ¥$ mfe OheSo6(MEHmHWer : m-I tabl et Active substance 5 Lactose 45
Corn starch 1 S Mcrocrystalline cellul ose 34 Magnesium stearate 1

Example 35

2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(6-morpholin-4-yl-4-o-tolyl-pyridin-3-

yl)- acetamide

To a solution of 300 mg (1.1 mmol) 3,5-bis(trifluoromethyl)-phenylacetic acid in 7 ml
N,N-dimethylformamide were added 185 mg (1.14 mmol) 1,1‘-carbonyl-diimidazole and
the solution was stirred for 30 min at room temperature. After addition of 283 mg (1
mmol) of methyl-(6-morpholin-4-yl-4-tolyl-pyridin-3-yl)-amine (as described in step f)
for the preparation of Example 23), the reaction mixture was heated over night at 90°C.
After cooling to room temperature, the solvent was removed in vacuo and the residue was
re-dissolved in 30 ml ethyl acetate. The organic phase was washed with water (2 x 30 ml),
brine, dried (magnesium sulfate) and evaporated. Flash chromatography gave 506 mg

(94%) of the title compound as a light brown foam.

MS m/e (%): 538 (M+H", 100).



Tabl et wei ght 100 Exanple B Capsules of the foll ow ng conposition are

manuf act ured: m-/capsul e - Active substance 10 Lactose 155 g®Angaét2002 30
Talc 5 Capsule fill weight 200 The active substance, |actose and corn
starch are firstly mxed in a mxer and then in a conm nuting machi ne. The
mxture is returned to the mixer, the taftk-is added thereto and ni xed
thoroughly. The mxture is filled by machine into hard gel ati ne capsul es.
26 August 2002 -59 Exanpl e C Supposi thxemple 3 the fol | owi ng conposition are
manuf act ured: Active substance Suppository mass ng/supp. 15 1285 Total 1300

The supposj_ . | S ag Q! as b Rieel ves moixed thoroughly
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added t herzetamadd stirred until it has dispersed conpletely. The m xture is
poured into suppository moul ds of suitable size, left to cool, the
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gener al f odimetlaylfoRmaniddwedeedéed244RBg {h5 mmol) 1,1°-carbonyl-diimidazole and the
solution was stirred for 30 min at room temperature. After addition of 283 mg (1 mmol) of
methyl-(6-morpholin-4-yl-4-tolyl-pyridin-3-yl)-amine (as described in step f) for the
preparation of Example 23), the reaction mixture was heated at 70°C for 7h. After cooling
to room temperature, the solvent was removed in vacuo and the residue was re-dissolved in
30 ml ethyl acetate. The organic phase was washed with water (2 x 30 ml), brine, dried

(magnesium sulfate) and evaporated. Flash chromatography gave 347 mg (75%) of the title
compound as a white foam.

MS m/e (%): 462 (M+H", 100).
Example 37

2-(3-Fluoro-5-trifluoromethyl-phenyl)-N-methyl-N-(6-morpholin-4-yl-4-o-tolyl-pyridin-
3-yl)- acetamide

To a solution of 266 mg (1.2 mmol) 3-fluoro-5-trifluoromethyl-phenylacetic acid in 7 ml
N,N-dimethylformamide were added 195 mg (1.2 mmol) 1,1‘-carbonyl-diimidazole and
- the solution was stirred for 30 min at room temperature. After addition of 283 mg (1
mmol) of methyl-(6-morpholin-4-yl-4-tolyl-pyridin-3-yl)-amine (as described in step f)
for the preparation of Example 23), the reaction mixture was heated at 90°C for 6h. After
cooling to room temperature, the solvent was removed in vacuo and the residue was re-
dissolved in 30 ml ethyl acetate. The organic phase was washed with water (2 x 30 ml),
brine, dried (magnesium sulfate) and evaporated. Flash chromatography gave 432 mg

(889%) of the title compound as a light yellow foam.
MS m/e (%): 488 (M+H", 100).
Example 38

[2-(3,5-Bis-trifluoromethyl-phenyl)-2-methyl-propyl]-[4-(4-fluoro-2-methyl-phenyl)-6-
(4-methyl-piperazin-1-yl)-pyridin-3-yl]-methyl-amine hydrochloride (1:3)

To a mixture of 400 mg (0.60 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-{[4-(4-fluoro-
2-methyl-phenyl)-6-(4-methyl-piperazin-1-yl)-pyridin-3-yl]-N-methyl-isobutyramide
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aqueous saturated sodium sulfate solution was added dropwise. The mixture was dried
(sodium sulfate), filtered, concentrated and purified by flash chromatography to give 93

mg (23%) of the title compound as a colourless oil.
MS m/e (%): 439 (M+H", 100).

Example 40
3-(3,5-Bis-trifluoromethyl-benzyloxymethyl)-4-o-tolyl-pyridine

a) (4-o0-Tolyl-pyridin-3-yl)-methanol

Lithium aluminum hydride (439 mg, 11.6 mmol, 1 eq) was suspended in 23 ml
tetrahydrofuran at 0°C under argon. 4-o-Tolyl-nicotinic acid methyl ester (2.63 g, 11.6
mmol), dissolved in 12 ml tetrahydrofuran, was slowly added at ~5°C. The mixture was

stirred 5 min at room temperature and 1h under reflux.
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| -4 o-tol 3700l i88 g8, dissolved in 4 ml dimethyl formamide, was added dropwise and the

mixture was stirred 1h at room temperature. 3,5-Bis(trifluoromethyl)benzyl bromide (627

mg, 2.04 mmol, 1 eq), dissolved in 2 m!l dimethyl formamide, was added and the mixture

was stirred 2.5h at room temperature.

The mixture was concentrated and the residue was partitioned between water and
dichloromethane. The organic extract was washed with brine, dried (sodium sulfate),
“filtered, concentrated and purified by flash chromatography to give 196 mg (25%) of the

title compound as yellow oil.
Starting material (0.24 g, 65%) was recovered.
MS m/e (%): 426 (M+H", 100)
Example 41

N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-(4-methyl-piperazin-1-yl)-4-naphthalen-
1-yl-nicotinamide hydrochloride (1:2)

The title compound was obtained as a white solid in comparable yields according to the
procedures described above for the preparation of N-(3,5-bis-trifluoromethyl-benzyl)-N-
methyl-6-(4-methyl-piperazin-1-yl)-4-o-tolyl-nicotinamide (Example 12) using 1-
naphthylboronic acid instead of o-tolylboronic acid in step d) and using N-methyl-6-(4-
methyl-piperazin-1-yl)-4-naphthalen-1-yl-nicotinamide instead of N-methyl-6-(4-methyl-

piperazin-1-yl)-4-o-tolyl-nicotinamide 1n step e).

MS m/e (%): 587 (M+H *, 100).
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compound as a white solid.
MS m/e (%):'557 (M+H ", 100).
Example 43

4-{5-[(3,5-Bis-trifluoromethyl-benzyl)-methyl-carbamoyl]-4-o-tolyl-pyridin-2-yi}-

piperazine-1-carboxylic acid tert-butyl ester

a) 6-Chloro-N-methyl-4-o-tolvl-nicotinamide

To a solution of 3.41 g (20.0 mmol) 6-chloro-N-methyl-nicotinamide (Example 12 step a))
in 80 ml tetrahydrofuran 50 ml (50 mmol) of a 1 M solution of o-tolyl magnesium chloride
in tetrahydrofuran was added dropwise at 0 °C. After completed addition the reaction
mixture was allowed to warm to room temperature and stirred for 1.5h. The mixture was
again cooled to 0 °C, followed by the dropwise addition of 5.7 ml (100 mmol) acetic acid
and a solution of 5.1 g (22 mmol) 2,3-dichloro-5,6-dicyano-1,4-benzoquinone in 18 ml
tetrahydrofuran. After completed addition the reaction mixture was allowed to warm to
room temperature and stirred for 15 min. Addition of 30 ml 2 N aqueous sodium
hydroxide solution was followed by dilution with 11 ethyl acetate and 200 ml water. The
layers were separated and the organic layer was washed with 4 250-ml portions of 2 N
aqueous sodium hydroxide solution. The combined aqueous layers were extracted with 3
500-ml portions of ethyl acetate. The combined organic extracts were washed with

saturated aqueous sodium chloride solution and dried with sodium sulfate. Concentration



2-(3,5-Bis-trifluoronethyl-phenyl)-Nnethyl-N(6-norpholin-4-yl-4-o0-tolyl
pyridin-3-yl)-isobutyram de, 26 August 2002
2-(3,5-Bis-triffuoronethyl -phenyl)-N(4-(2-chloro-phenyl)-6-norpholin-4-yi
pyridi n-3-yl]-Nnethyl-isobutyram de, <

2-(3,5-Bis- trifluororrethyl phenyl) - I\I-rrefﬁglr-l\l-{G (et hyl - (2- nor phol i n-4-vyl

ethyl) am no X but yr am,de

2-(3,5-Bi sgat #ﬁ@oorf(%% rXé Rgngf% C?ék'%%? "i\#‘f%awmf‘?ﬁ %Jl?lgﬁéuy%%}gof)era2|
n-1 yl)-4- mhetmlle;bmpymndhaﬂa th/t]y.éllews«ﬁibht yr arri de,
2-(3,5-Bis-trifluoronethyl-phenyl)-N-(6-norpholin-4-yl-4-o-tolyl-pyridin-3-
yl') i sobut

2- (3, 5-Bi S%FP%C%/Q%%QMWHBMI% —l\%3(9 (2-chl or o- phenyl ) - 6- di met hyl am no

pyridi n-3-yl1J-isobutyram de, --

2- (3, 5- Bi sbY4-(3-Mahgombimbylphertlyl -phridit yl)-pibérezipeNedarBoxitid apl tekt-Butyl VI
pyridin- 3- é&'i sobut yram de,

2-(3,5-Bis i fl uoronet hyl - phenyl ) - N- (4- hydroxy-4'-o-tolyl-3,4,5,6-tetrahyd

ro-2H [ 1,2' Jbipyridinyl-5-yl)-Nnethyl-isobutyramde, 2-(

3, 5- Bi S- t I AfrhitQ{ro GES. Bthhewh&»k)Nd}@oroEN(rRethyMJathyelnliwtmaﬁmm|53amsﬂo] 4-0

( % o (3, sl s ”’S'E#ﬂw'ﬂsﬁﬁ%%m W(ral E35rpmebdy-spydiserearlemipe ) - 4- o
-tolyl pyrigt ficatalytid adoGRE GBA- (N 0B SHARIER) - pyridine was heated at reflux over
N (

2-(3,5-Bis- trlfluoro et hyl - phenyl ) - N- ngt hy| - 6- mor phol i n- 4-yl -4-o-tolyl
py§| di n- 3- Pght- Adter seelng tgﬁgom ternp?erature the mlxture was dissolved in dlchlgromethane Y

[ 2- (3, 5- Bi gnd WhJHeH%Q{WdrnQH%% DN ﬁ&smydp&%ﬂdac{d‘lsomﬁd aggﬂmet hyl
phenyl ) -6- (4- et hyl - pi perazin-1-y ﬂr I n-"3-y am ne
medi canment seshwmait mgndﬁ@n@ntrﬁﬁ@@gwrﬁ@dwwdsthasrucllearmtﬁasérwlumte of clains
1-5 and ph | ordi ng
to o i m 6oFor PRl BarERs RRSORYEE M TRk Rombou M AP SETRIE B8
ant agoni st s.

MS m/e (%): 411 (M+H T, 100).

c) 4-{5-[(3,5-Bis-trifluoromethvl-benzvl)-methvl-carbamovl]-4-o-tolvl-pvridin-2-vl}-

piperazine-1-carboxylic acid tert-butyl ester

The title compound was obtained as a white solid in comparable yield according to the
procedure described above for the preparation of N-(3,5-bis-trifluoromethyl-benzyl)-N-
methyl-6-(4-methyl-piperazin-1-yl)-4-o-tolyl-nicotinamide (Example 12, step e)) using 4-
(5-methylcarbamoyl-4-o-tolyl-pyridin-2-yl)-piperazine-1-carboxylic acid tert-butyl ester
instead of N-methyl-6-(4-methyl-piperazin-1-yl)-4-o-tolyl-nicotinamide.

MS m/e (%): 637 (M+H ", 100).
Example 44

(4-{5-[(3,5-Bis-trifluoromethyl-benzyl)-methyl-carbamoyl]-4-o-tolyl-pyridin-2-yl}-
piperazin-1-yl)-acetic acid ethyl ester

The title compound was obtained as a yellow solid in comparable yield for step b) and 3%
yield for step c) according to the procedures described above for the preparation of 4-{5-
((3,5-bis-trifluoromethyl-benzyl)-methyl-carbamoyl]-4-o-tolyl-pyridin-2-yl}-piperazine-
1-carboxylic acid tert-butyl ester (Example 43) using 1-(ethoxycarbonylmethyl)-piperazine
instead of 1-tert-butoxycarbonyl piperazine in step b) and using [4-(5-methylcarbamoyl-4-
o-tolyl-pyridin-2-yl)-piperazin- 1-yl]—ace‘t1c acid ethyl ester instead of 4-(5-



26 August 2002 -64- 8. A process for preparing a conpound of formula | as
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formula ~R~ ~n R NHRS R4 NJ il with a compound of formula ~RZ ?n CI R3 R3
Rz~ 111 to a compound of formula ~R~ ~n 5 RR R3 R3 ~Rz ~n N4\ RN\ Rz~
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reacting a conpound of formula Cl Iv 1. with a conpound of fornula 26
August 2 o@Qethylga;bampzl—%q)-mlmipﬁrRQ-yR-plperazine- 1-carboxylic acid tert-butyl ester in
step ).

MS m/e (%): 623 (M+H ", 100).
Example 45

5'-[(3,5-Bis-trifluoromethyl-benzyl)-methyl-carbamoyl]-4'-o-tolyl-3,4,5,6-tetrahydro-2H-
[1,2']bipyridinyl-4-carboxylic acid ethyl ester

The title compound was obtained as a white solid in comparable yields according to the
procedures described above for the preparation of 4-{5-{(3,5-bis-trifluoromethyl-benzyl)-
methyl-carbamoyl]-4-o-tolyl-pyridin-2-yl}-piperazine- 1-carboxylic acid tert-butyl ester
(Example 43) using ethyl isonipecotate instead of 1-tert-butoxycarbonyl piperazine in step
b) and using 5'-methylcarbamoyl-4'-o-tolyl-3,4,5,6-tetrahydro-2H-[1,2']bipyridinyl-4-
carboxylic acid ethyl ester instead of 4-(5-methylcarbamoyl-4-o-tolyl-pyridin-2-yl)-

piperazine-1-carboxylic acid tert-butyl ester in step c).
MS m/e (%): 608 (M+H ™, 100).
Example 46

N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-(4-propyl-piperazin-1-yl)-4-o-tolyl-
nicotinamide

The title compound was obtained as a light-yellow solid in comparable yields according to
the procedures described above for the preparation of 4-{5-[(3,5-bis-trifluoromethyl-
benzyl)-methyl-carbamoyl]-4-o-tolyl-pyridin-2-yl}-piperazine-1-carboxylic acid tert-butyl
ester (Example 43) using 1-propyl piperazine instead of 1-tert-butoxycarbonyl piperazine
in step b) and using N-methyl-6-(4-propyl-piperazin-1-yl)-4-o-tolyl-nicotinamide instead
of 4-(5-methylcarbamoyl-4-o-tolyl-pyridin-2-yl)-piperazine-1-carboxylic acid tert-butyl
ester in step c).

MS m/e (%): 579 (M+H ", 100).
Example 47

(RS)-6-[3-(Acetyl-methyl-amino)-pyrrolidin-1-yl]-N-(3,5-bis-trifluoromethyl-benzyl)-N-
methyl-4-o-tolyl-nicotinamide

The title compound was obtained as a hght-yellow solid in comparable yields according to
the procedures described above for the preparation of 4-{5-{(3,5-bis-trifluoromethyl-

benzyl)-methyl-carbamoyl]-4-o-tolyl-pyridin-2-yl}-piperazine-1-carboxylic acid tert-butyl



V to give a conmpound of formula (R )., Rt2) n z' |1-2 wherein R-R5, R
and n have the significances given above, or c) reducing a 2®ApgustRosR
formula ~R~ )n R/ ~R3 R3 ~RZ) n ~-NI a~~RS~RNRzZI-2 - to a
conmpound of formula ~R~ )n R~/ 332 RR~-R)n~-Na~~RS~~1-4 RNRr
wherein the definition of substituents-i4y-gi ven above, or d) reacting a
conpound of formul a 26 August 2002 -66 ( R )_ NHRS with a conpound of
formul a ( Bfen (Exdmple¥B) ulng RRS)-3-(acetyl-methyl-amino)-pyrrolidine instead of 1-tert-

butoxycarbonyl piperazine in step b) and using (RS)-6-[3-(acetyl-methyl-amino)-
pyrrolidin-1-yl]-N-methyl-4-o-tolyl-nicotinamide instead of 4-(5-methylcarbamoyl-4-o-
tolyl-pyridin-2-yl)-piperazine-1-carboxylic acid tert-butyl ester in step c).

MS m/e (%): 593 (M+H ", 100).
Example 48

N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6- [methyl-(2-morpholin-4-yl-ethyl)-
amino}-4-o-tolyl-nicotinamide

The title éompound was obtained as a light-yellow solid in comparable yields according to
the procedures described above for the preparation of 4-{5-{(3,5-bis-trifluoromethyl-
benzyl)-methyl-carbamoyl]-4-o-tolyl-pyridin-2-yl}-piperazine-1-carboxylic acid tert-butyl
ester (Example 43) using methyl-(2-morpholin-4-yl-ethyl)-amine instead of 1-tert-
butoxycarbonyl piperazine in step b) and using N-methyl-6-[methyl-(2-morpholin-4-yl-
ethyl)-amino]-4-o-tolyl-nicotinamide instead of 4-(5-methylcarbamoyl-4-o-tolyl-pyridin-
2-yl)-piperazine-1-carboxylic acid tert-butyl ester in step c).

MS m/e (%): 595 (M+H ", 100).
Example 49

N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-morpholin-4-yl-4-o-tolyl-nicotinamide
The title compound was obtained as a white solid in comparable yields according to the
procedures described above for the preparation of 4-{5-{(3,5-bis-trifluoromethyl-benzyl)-
methyl-carbamoyl]-4-o-tolyl-pyridin-2-yl}-piperazine-1-carboxylic acid tert-butyl ester
(Example 43) using morpholine instead of 1-tert-butoxycarbonyl piperazine in step b) and
using N-methyl-6-morpholin-4-yl-4-o-tolyl-nicotinamide instead of 4-(5-
methylcarbamoyl-4-o-tolyl-pyridin-2-yl)-piperazine-1-carboxylic acid tert-butyl ester in
step c).

MS m/e (%): 538 (M+H ", 100).
Example 50

N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-thiomorpholin-4-yl-4-o-tolyl-
nicotinamide
The title compound was obtained as a white solid in comparable yields according to the

procedures described above for the preparation of 4-{5-{(3,5-bis-trifluoromethyl-benzyl)-
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methyl-carbamoyl}-4-o-tolyl-pyridin-2-yl}-piperazine-1-carboxylic acid tert-butyl ester
(Example 43) using thiomorpholine instead of 1-tert-butoxycarbonyl piperazine in step b)
and using N-methyl-6-thiomorpholin-4-yl-4-o-tolyl-nicotinamide instead of 4-(5-
methylcarbamoyl-4-o-tolyl-pyridin-2-yl)-piperazine-1-carboxylic acid tert-butyl ester in
step c).

MS m/e (%): 554 (M+H ¥, 100).
Example 51

N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-( l-oxo-17»4-tl1iomorpholin—4-yl)-4-o-
tolyl-nicbtinamide

To a solution of 1.24 g (2.24 mmol) N-(3,5-bis-trifluoromethyl-benzyl)-N-methyl-6-
thiomorpholin-4-yl-4-o-tolyl-nicotinamide (Example 50) in 25 ml methanol were added
689 mg (1.12 mmol) Oxone® at 0°C. After completed addition the reaction mixture was
allowed to warm to room temperature and stirred for 1.5h. Quenching with 5 ml 40%
aqueous sodium hydrogen sulfite solution was followed by addition of 6 mi 1IN sodium
hydroxide solution to adjust the pH to 7-8. The mixture was diluted with 50 ml water and
extracted with 3 150-ml portions of dichloromethane. The combined extracts were dried
with sodium sulfate and concentrated to give 1.20 g of crude product. Flash

chromatography afforded 1.02 g (79.9%) of the title compound as a white solid.

MS m/e (%): 570 (M+H ", 100).
Example 52

N-(3,5-Bis-trifluoromethyl-benzyl)-6-(1,1-dioxo-1A’-thiomorpholin-4-yl)-N-methyl-4-o-
tolyl-nicotinamide

The title compound was obtained as a white solid in comparable yield according to the
procedure described above for the preparation of N-(3,5-bis-trifluoromethyl-benzyl)-N-
methyl-6-(1-0x0-11 4-thiomorpholin-4-yl)-4-o-tolyl-nicotinamide (Example 51) using N-
(3,5-bis-trifluoromethyl-benzyl)-N-methyl-6-(1-o0xo-11 4-thiomorpholin-4-yl)-4-o-tolyl-
nicotinamide instead of N-(3,5-bis-trifluoromethyl-benzyl)-N-methyl-6-thiomorpholin-4-

yl-4-o-tolyl-nicotinamide.

MS m/e (%): 586 (M+H 7, 100).
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ethanol and 46 mg (0.33 mmol) potassium carbonate in 2 ml acetonitrile was stirred at 45
°C for 70h. After cooling to room temperature 10 m! 1 N sodium hydroxide solution were
added. Extraction with 3 15-ml portions of ethyl acetate, drying with sodium sulfate and
concentration gave 138 mg of the crude product. Flash column chromatography afforded

85 mg (78.6%) of the title compound as a white solid.
MS m/e (%): 581 (M+H ", 100).
Example 55

N-(3,5-Bis-trifluoromethyl-benzyl)-6-(4-cyanomethyl-piperazin-1-yl)-N-methyl-4-o-
tolyl-nicotinamide

The title compound was obtained as a white solid in comparable yield according to the
procedure described above for the preparation of N-(3,5-bis-trifluoromethyl-benzyl)-6-[4-
(2-hydroxy-ethyl)-piperazin-1-yl]-N-methyl-4-o-tolyl-nicotinamide (Example 54) using

chloro-acetonitrile instead of 2-bromo-ethanol.

MS m/e (%): 576 (M+H ", 100).
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The title compound was obtained as an off-white solid in comparable yield according to

the procedure described above for the preparation of 4-{5-{(3,5-bis-trifluoromethyl-
benzyl)-methyl-carbamoyl]-4-o-tolyl-pyridin-2-yl}-piperazine-1-carboxylic acid tert-butyl
ester (Example 43, step b) using morpholine instead of 1-tert-butoxycarbonyl piperazine.

MS m/e (%): 311 (M ™, 63).

b) N-Methvl-N-(2-methvl-naphthalen-1-vlmethyl)-6-morpholin-4-vi-4-o-tolvl-

nicotinamide
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MS m/e (%): 466 (M+H T, 100).

Example 61

N-Methyl-6-morpholin-4-yl-N-naphthalen-1-ylmethyl-4-o-tolyl-nicotinamide

The title compound was obtained as a colorless viscous oil in comparable yields according
to the procedures described above for the preparation of N-methyl-N-(2-methyl-
naphthalen-1-ylmethyl)-6-morpholin-4-yl-4-o-tolyl-nicotinamide (Example 60) using 1-
chloromethylnaphthalene instead of 1-chloromethyl-2-methylnaphthalene in step b).

MS m/e (%): 452 (M+H", 100).
Example 62

N-(2-Methoxy-naphthalen-1-ylmethyl)-N-methyl-6-morpholin-4-yl-4-o-tolyl-
nicotinamide

The title compound was obtained as a colorless viscous oil in comparable yields according
to the procedures described above for the preparation of N-methyl-N-(2-methyl-
naphthalen-1-ylmethyl)-6-morpholin-4-yl-4-o-tolyl-nicotinamide (Example 60) using
toluene-4-sulfonic acid 2-methoxy-naphthalen-1-ylmethyl ester instead of 1-
chloromethyl-2-methylnaphthalene in step b).

MS m/e (%): 482 (M+H 7, 100).
Example 63

N-(2-Methoxy-benzyl)-N-methyl-6-morpholin-4-yl-4-o-tolyl-nicotinamide

The title compound was obtained as a colorless viscous oil in comparable yields according
to the procedures described above for the preparation of N-methyl-N-(2-methyl-
naphthalen-1-ylmethyl)-6-morpholin-4-yl-4-o-tolyl-nicotinamide (Example 60) using 2-
methoxy-benzyl chloride instead of 1-chloromethyl-2-methylnaphthalene in step b).

MS m/e (%): 432 (M+H ™, 100).
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MS m/e (%): 466 (M+H ", 100).
Example 65

N-(2-Chloro-5-methoxy-benzyl)-N-methyl-6-morpholin-4-yl-4-o-tolyl-nicotinamide
The title compound was obtained as a white solid in comparable yields according to the
procedures described above for the preparation of N-methyl-N-(2-methyl-naphthalen-1-
ylmethyl)-6-morpholin-4-yl-4-o-tolyl-nicotinamide (Example 60) using 2-chloro-5-
methoxy-benzyl bromide instead of 1-chloromethyl-2-methylnaphthalene in step b).

MS m/e (%): 466 (M+H ", 100).
Example 66

N-Methyl-6-morpholin-4-yl-N-pentafluorophenylmethyl-4-o-tolyl-nicotinamide

The title compound was obtained as a white solid in comparable yields according to the
procedures described above for the preparation of N-methyl-N-(2-methyl-naphthalen-1-
ylmethyl)-6-morpholin-4-yl-4-o-tolyl-nicotinamide (Example 60) using 2,3,4,5,6-
pentafluoro-benzyl bromide instead of 1-chloromethyl-2-methylnaphthalene in step b).

MS m/e (%): 492 (M+H ", 100).
Example 67

N-Methyl-6-morpholin-4-yl-N-naphthalen-2-ylmethyl-4-o-tolyl-nicotinamide

The title compound was obtained as a white solid in comparable yields according to the
procedures described above for the preparation of N-methyl-N-(2-methyl-naphthalen-1-
ylmethyl)-6-morpholin-4-yl-4-o-tolyl-nicotinamide (Example 60) using 2-chloromethyl-
naphthalene instead of 1-chloromethyl-2-methylnaphthalene in step b).

MS m/e (%): 452 (M+H", 100).
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of 1-chloromethyl-2-methylnaphthalene in step b).

MS m/e (%): 568 (M+H *, 100).
Example 69

N-(1,4-Dimethoxy-naphthalen-2-ylmethyl)-N-methyl-6-morpholin-4-yl-4-o-tolyl-
nicotinamide

The title compound was obtained as a colorless viscous oil in comparable yields according
to the procedures described above for the preparation of N-methyl-N-(2-methyl-
naphthalen-1-ylmethyl)-6-morpholin-4-yl-4-o-tolyl-nicotinamide (Example 60) using 2-
chloromethyl-1,4-dimethoxy-naphthalene instead of 1-chloromethyl-2-methylnaphthalene
in step b).

MS m/e (%): 512 (M+H ", 100).
Example 70

5'-[(3,5-Bis-trifluoromethyl-benzyl)-methyl-carbamoyl]-4'-o-tolyl-3,4,5,6-tetrahydro-2H-
[1,2']bipyridinyl-4-carboxylic acid

A mixture of 200 mg (0.33 mmol) 5'-[(3,5-bis-trifluoromethyl-benzyl)-methyl-
carbamoyl}-4'-o0-tolyl-3,4,5,6-tetrahydro-2H-{1,2']|bipyridinyl-4-carboxylic acid ethyl ester
(Example 45), 10 ml 1N aqueous sodium hydroxide solution and 10 ml methanol was
stirred at room temperature over night. After washing with 2 portions of ethyl acetate the
aqueous layer was acidified to pH 4 with IN aqueous hydrochloric acid solution.
Extraction with dichloromethane, drying with sodium sulfate and flash column

chromatography afforded 81 mg (42%) of the title compound as a white solid.

MS m/e (%): 580 (M+H ", 100).
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Example 72

N-(6-Benzylamino-4-o-tolyl-pyridin-3-yl)-2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-
isobutyramide
a) 2-Benzyl-N5-methvl-4-o-tolyl-pyridine-2,5-diamine

The title compound was prepared following the procedures described above for the

synthesis of methyl-6-morpholin-4-yl-4-o-tolyl-pyridin-3-yl)-amine (Example 23, step f).
MS m/e (%): 304 (M+HT, 100).

b) Benzyl-(5-methylamino-4-o-tolvl-pyridin-2-vl)-carbamic acid benzvl ester

To a solution of 2.03 g (6.7 mmol) N2-benzyl-N5-methyl-4-o-tolyl-pyridine-2,5-diamine
in 100 ml dichloromethane and 40 m! N-ethyldiisopropylamine was added dropwise at 0°C
a solution of 2.1 ml (14.09 mmol) benzyl chloroformate in 50 ml dichloromethane. After
stirring for 2h at room temperature the reaction mixture was washed with water (2 x 50
ml), brine (50 ml), dried (magnesium sulfate) and evaporated. Chromatography of the
residue afforded 2.36 g (80%) of the title compound as light brown crystals. M.p. 110-
112°C.

MS m/e (%): 438 (M+H", 100).

c) Benzvl-(5-{[2-(3,5-bis-trifluoromethyl-phenvl)-2-methvl-propionvll-methvl-amino}-4-

o-tolvl-pynidin-2-vl)-carbamic acid benzvl ester
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MS m/e (%): 720 (M+H™, 100).

d) N-(6-Benzylamino-4-o-tolyl-pyridin-3-vyl)-2-(3,5-bis-trifluoromethvl-phenyl )-N-
methyl-isobutyramide

To a solution of 973 mg (1.35 mmol) benzyl-(5-{[2-(3,5-bis-trifluoromethyl-phenyl)-2-
methyl-propionyl]-methyl-amino}-4-o-tolyl-pyridin-2-yl)-carbamic acid benzyl ester in 13
ml methanol and 1 ml N,N-dimethylformamide was added 40 mg 10% palladium on
activated charcoal and the mixture was hydrogenated (room temperature, 1 bar) for 1h.
Filtratio.n of the catalyst and evaporation of the filtrate afforded 795 mg (quantitative) of

the title compound as a yellow oil.
MS m/e (%): 586 (M+H", 100).
Example 73

N-(6-Amino-4-o-tolyl-pyridin-3-yl)-2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-
isobutyramide

A solution of 750 mg (1.28 mmol) N-(6-benzylamino-4-o-tolyl-pyridin-3-yl)-2-(3,5-bis-
trifluoromethyl-phenyl)-N-methyl-isobutyramide (Example 73, step d) in 25 ml of a 5N
solution of hydrochloric acid in ethanol was evaporated to dryness and the residue was
dissolved in 30 ml methanol and hydrogenated in the presence of 60 mg 10% palladium on
activated charcoal (room temperature, 10 bar) for 20h. After filtration of the catalyst and
evaporation of the solvent the residue was dissolved in 30 ml ethyl acetate, washed twice
with saturated aqueous sodium hydrogencarbonate solution and dried (magnesium

sulfate). Evaporation of the solution afforded 514 mg (81%) of the title compound as light

brown crystals.

MS m/e (%): 496 (M+H", 100).
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at room temperature. The reaction mixture was added to water and extracted with ethyl

acetate (3 x 10 ml). The combined exiracts were washed with water (3 x 20 ml), brine (20

at 0°C and the solutlon was stirred over night

ml), dried (magnesium sulfate) and evaporated. Chromatography of the residue afforded
51 mg (46%) of the title compound as a white foam.

MS m/e (%): 551 (M+H", 100).
Example 75

2-(3,5-Bis-trifluoromethyl-phenyl)-N-(6-methanesulfonylamino-4-o-tolyl- pyridin-3-yl)-
N-methyl-isobutyramide )

To a solution of 100 mg (0.2 mmol) N-(6-amino-4-o-tolyl-pyridin-3-yl)-2-(3,5-bis-
trifluoromethyl-phenyl)-N-methyl-isobutyramide i(Example 73) in 2 ml pyridine were
added 27 ul (0.35 mmol) methanesulfonyl chloride and the mixture was stirred over night
at room temperature. After evaporation of the solvent the residue was dissolved in ethyl
acetate, washed twice with saturated aqueous sodium hydrogencarbonate solution, brine
and dried (magnesium sulfate). Chromatography of the residue afforded 24 mg (42%) of

the title compound as a white foam.
MS m/e (%): 574 (M+H", 100).
Example 76

N-(6-Benzenesulfonylamino-4-o-tolyl-pyridin-3-yl)-2-(3,5-bis-trifluoromethyl-phenyl)-
N-methyl-isobutyramide

To a solution of 100 mg (0.2 mmol) N-(6-amino-4-o-tolyl-pyridin-3-yl)-2-(3,5-bis-
trifluoromethyl-phenyl)-N-methyl-isobutyramide in 4 ml dichloromethane and 85 ul N-
ethyldiisopropylamine were added 56 ul (0.436 mmol) benzenesulfonyl chloride and the
mixture was stirred over night at room temperature. The reaction mixture was washed

twice with saturated aqueous sodium hydrogencarbonate solution and dried (magnesium
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Example A

Tablets of the following composition are manufactured in the usual manner:

mg/tablet
Active substance 5
Lactose 45
Corn starch 15
Microcrystalline cellulose 34
Magnesium stearate 1

Tablet weight 100

Example B

Capsules of the following composition are manufactured:

mg/capsule
- Active substance 10
Lactose 155
Corn starch 30
Talc 5
Capsule fill weight 200

The active substance, lactose and corn starch are firstly mixed in a mixer and then in
a comminuting machine. The mixture is returned to the mixer, the talc is added thereto

and mixed thoroughly. The mixture is filled by machine into hard gelatine capsules.
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R is hydrogen or halogen; or

Rand R' may be together -CH=CH-CH=CH-;

R*and R are independently from each other hydrogen, halogen, trifluoromethyl, lower
alkoxy or cyano; or

R*and R? may be together -CH=CH-CH=CH-, optionally substituted by one or two

substituents selected from lower alkyl or lower alkoxy;
R? is hydrogen, lower alkyl or form a cycloalkyl group;

R* is hydrogen, -N(R®),, -N(R?)(CH3),OH, -N(R*)S(O),-lower alkyl, -N(R*)S(O),-
phenyl, -N=CH-N(R?),, -N(R*)C(O)R® or a cyclic tertiary amine of the group

28
R
or the group
i _ACH,) N(R®) —

R’ is, independently from each other, hydrogen, C;-¢-cycloalkyl, benzyl or lower
alkyl;

)
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N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-4-(2-chloro-phenyl)-nicotinamide,
N-(3,5-Bis-triflucromethyl-benzyl)-N-methyl-4-(2-trifluoromethyl-phenyl)-
nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-4-(2-fluoro-phenyl)-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-4-(2-methoxy-phenyl)-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-4-phenyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-ethyl-4-o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-cyclopropyl-4-o-tolyl-nicotinamide,
N-[1-(3,5-Bis-trifluoromethyl-phenyl)-ethyl]-N-methy!-4-o-tolyl-nicotinamide,
N-(3,5-Di-fluorobenzyl)-N-methyl-4-o-tolyl-nicotinamide,
N-(3,5-Di-chlorobenzyl)-N-methyl-4-o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-(4-methyl-piperazin-1-yl)-4-o-tolyl-
nicotinamide,
2’-Methyl-5-(4-methyl-piperazin- 1-yl)-biphenyl-2-carboxylic acid-(3,5-bis-trifluoro-
methyl-benzyl)-methyl-amide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-(4-methyl-piperazin-1-yl)-4-
naphthalen-1-yl-nicotinamide,
(4-{5-[(3,5-Bis-trifluoromethyl-benzyl)-methyl-carbamoyl) -4-o-tolyl-pyridin-2-yl}-
piperazin-1-yl)-acetic acid ethyl ester,
5'-[(3,5-Bis-trifluoromethyl-benzyl)-methyl-carbamoyl]-4'-0-tolyl-3,4,5,6-
tetrahydro-2H-[1,2'|bipyridinyl-4-carboxylic acid ethyl ester,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-(4-propyl-piperazin-1-yl)-4-o-tolyl-
nicotinamide,
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"10%t& () -3 Y&r(rﬂ,G-/Bi&tx(dluorBW&e@y‘l)-6—(4-cyanomethyl—piperazin—1-yl)-N-methyl-4-

o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-6-{4-{2-(2-hydroxy-ethoxy)-ethyl] -piperazin-1-
yl}-N-methyl-4-o-tolyl-nicotinamide, -
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-(4-{1,2,4]oxadiazol-3- ylmethyl-
piperazin-1-yl)-4-o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-[4-(5-0x0-4,5-dihydro-1H-
[1,2,4]triazol-3-ylmethyl)-piperazin-1-yl]-4-o-tolyl-nicotinamide,
N-(3,5-Bis-trifluoromethyl-benzyl)-6-(4-formyl-piperazin-1-yl)-N-methyl-4-o -
tolyl-nicotinamide and
N-Methyl-N-(2-methyl-naphthalen-1-ylmethyl)-6-morpholin-4-yl-4-o-tolyl-
nicotinamide.

4. A compound according to claim 1, wherein X is -N(R*)C(O)- and R®is hydrogen
or methyl.

5. A compound according to claim 4, which is

2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-{6-(4-methyl-piperazin-1-yl)-4-o-
tolyl-pyridin-3-yli]-isobutyramide,

2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenyl)-6-(4-methyl-piperazin-1-
yl)-pyridin-3-yl]-N-methyl-isobutyramide,

2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(4-fluoro-2-methyl-phenyl)-6-(4-methyl-
piperazin-1-yl)-pyridin-3-yl}-N-methyl-isobutyramide,
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pyridin-3-yl}-N-methyl-isobutyramide,
2-(3,5-Bis—triﬂuoromethyl-phenyl)-N—methyl—N-{6-[methyl-(z-morpholin-4-yl-
ethyl)-amino]-4-o-tolyl-pyridin-3-yl}-isobutyramide,
2-(3,5-Bis—triﬂuoromethyl-phenyl)-N-methyl-N-[6-(4-pyrimidin-2-yl-piperazin-1-
yl)-4-o-tolyl-pyridin-3-yl]-isobutyramide,
2-(3,5-Bis-triﬂuoromethyl-phenyl)-N-(6-morpholin-4-yl-4-o-tolyl—pyridin-3-yl)-
isobutyramide,
2-(3,5-Bis-trifluoromethyl-phenyl)-N- (4-(2-chloro-phenyl)-6-dimethylamino-
pyridin-3-yl]-isobutyramide,
2-(3,5-Bis—triﬂuoromethyl-phenyl)-N-methyl-N-(6-piperazin-1-yl-4-o-tolyl—
pyridin-3-yl)-isobutyramide,
2-(3,5-Bis-triﬂuoromethyl-phenyl)-N-(4-hydroxy-4'-o-tolyl-3,4,5,6-tetrahydro-2H-
[1,2']bipyridinyl-5'-y])-N-methyl-isobutyramide,
2-(3,5-Bis-triﬂuoromethyl-phenyl)-N-{6-[(2-hydroxy-ethyl)-methyl-amino]-4-0-
tolyl-pyridin-3-yl}-N-methyl-isobutyramide,
(R)—2-(3,5~Bis-triﬂuoromethyl-phenyl)-N-[6-(3-hydroxy-pyrrolidin—1-yl)-4-o-tolyl-
pyridin-3-yl]-N-methyl-isobutyramide,
2-(3,5-Bis—triﬂuoromethyl-phenyl)-N-methyI-N-(6-morpholin-4-y1-4-o-tolyl-
pyridin-3-yl)-acetamide and
(2-(3,5-Bis-trifluoromethyl-phenyl)-2-methyl- propyl]-{4-(4-fluoro-2-methyl-
phenyl)-6-(4-methyl-piperazin-1-yl)-pyridin-3-yl) -methyl-amine.

6. A medicament containing one or more compounds as claimed in any one of
claims 1-5 and pharmaceutically acceptable excipients.

7. A medicament according to claim 6 for the treatment of diseases related to NK-1
receptor antagonists.
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to a compound of formula

wherein R!- R®, R and n have the significances given above,

or

b)  reacting a compound of formula

with a compound of formula
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wherein R'-R% R and n have the significances given above, or

c)  reducing a compound of formula

to a compound of formula
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if desired, converting the compound obtained into a pharmaceutically acceptable acid

addition salt.

9. A compound according to any one of claims 1-5, whenever prepared by
a process as claimed in claim 8 or by an equivalent method.

10. The use of a compound in any one of claims 1-5 for the manufacture of
medicaments containing one or more compounds of formula I for the treatment of
diseases related to NK-1 receptor antagonists.
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