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.2-(3,5-Bis-trifl - phenyl ) - N- et hyl - N- (6- nor phol i n3@-Jgnuaty 8093 y| - p
yridin-3-yl)i SObH""W%’@MWWF present invention relates to the conmpound of
formula | N~ CF o0 J cF3 and to pharmaceutically acceptable
acid addition salts 19¥92eof. The conpound of fornmula | and its salts are
characterized by val uabl e therapeuti C"E}‘properti es. It has been found that
the conpound of the present invention is a highly selective antagonist of

t he Neur oki Z{}5-Big-tiflupromethsk pheayl) Y- mastb gV o f-mSBpbslira tyb 440- tolyl-pymdint 3 ¢)-| v
occurring undecapeptide bel ongi ng t oisohetyraoidgki nin fami |y of peptides, the
| att er bei ng so-naned because of their pronpt contractile action on
extravascul ar snmooth nuscle tissue. to The receptor for substance Pis a
menber of theThepeaséminventioh réfates oi themompophd df formet ors. The neur opepti de
receptor for substance P (NK-1 ) is widely distributed throughout the
manmal i an nervous system (especi al brain and spinal ganglia), the
circulatory system and peri pheral sues (especially the duodenum and
jejunum and are involved in 15 ati ng a nunber of diverse biol ogical
processes. The central and peri pheral actigAs of the manmmalian t achyki nin
subst ance P have been associ ated wtk et DUS SR q;%mmtory condi tions

i ncluding mgraine rheumatoid arthri @ and i nflamuatory bowel

di sease as well as nedi ati op”ofFNUChenEénetiT ref¥ex and the nodul ati on of
central nervous system (CNSp di sorders such asgpParkinsonl s di sease 20
(Neurosci. Res., 1996, 7, 187¥214), anxiety (Can® J. Phys., 1997, 75,
612-621) and depression (Science, 1998, 281, 1640-164S). Evidence for the

usef ul nesg, iy ﬂlﬁ?&ﬁ&u@c_ﬁﬂf REGAKE 280%ageiBh3hies thereBi N, headache, especially
m graine, Al zheiner's disease, nultiple sclerosis, attenuation of norphine

wi t hdrawal , cardi ovascu changes,, .oedema, ,such as  oede caused b
ther i ur §he SOMGRT S COTHRR L AR5 e Soete ey Y8 R b apat o
art hri i spropsitiesHt hisheehif@dnd thaBthetanipanyd 20h2 presehyp@entaci ahighdy- and
ot her respjrator I S s el pdi.n | er g Q1L | Qfl.amag, or

i Seases BeRERORTaT B NARRINS (UL bl Pl eftop I BRTER B
ocul ar i npatmsallzedowciog andeqptptidehaonging todhe tashylsinfewmily oépepides) thelatter
" Tachyki npdinRes fphed b@é}qSeT&‘%Hé’ﬂ‘PftLrﬂ?R&%%QEﬁlE aAUPGP BhtBdvisculat smOBHPN:
Pharmacol ., 13, 23-93, 1993. Furthetnore, Neurokinin 1 receptor antagonists
are bei ngm(eléﬁ}%t‘ﬁﬁéd for the treatnent of a nunber of physiol ogical

di sor der sTRefeEitat R sibstdhca P iEX GemShed bf tHeabaiarilpdf G pedteinl-iupled N
particul ar substance P. Exanples of conditions in which substance P has
been i nplie€EHRRE i ncl ude disorders of the central nervous system such as
anxi ety,. depression and psychosis (WO 95/16679, WD 95/18124 and WO

95/ 23798) . The neuropeptide receptor for substance P (NK-1) is widely distributed throughout

the mammalian nervous system (especially brain and spinal ganglia), the circulatory system

and peripheral tissues (especially the duodenum and jejunum) and are involved in
15 regulating a number of diverse biological processes.

The central and peripheral actions of the mammalian tachykinin substance P have
been associated with numerous inflammatory conditions including migraine, rheumatoid
arthritis, asthma, and inflammatory bowel disease as well as mediation of the emetic reflex
and the modulation of central nervous system (CNS) disorders such as Parkinson’s disease

20  (Neurosci. Res., 1996, 7, 187-214), anxiety (Can. J. Phys., 1997, 75, 612-621) and
depression (Science, 1998, 281, 1640-1645).

Evidence for the usefulness of tachykinin receptor antagonists in pain, headache,
especially migraine, Alzheimer’s disease, multiple sclerosis, attenuation of morphine
withdrawal, cardiovascular changes, oedema, such as oedema caused by thermal injury,

25 chronic inflammatory diseases such as rheumatoid arthritis, asthma/bronchial

L
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1o The neurokinin-1 receptor antagonists are further useful for the
treatment of notion sickness and for treatnent induced vom 80Qgnudr2003
addition, in The New Engl and Journal of Medicine, Vol. 340, No. 3, 190-195,
1999 has been described the reduction of_¢isplatin-induced enesis by a

sel ective neurokinin-1 receptor antagonist. ~5 The useful ness of neurokinin
1 receptor ANRQARIEY Snl Othet R&pHLBAL dTRAes Hclld MeFhid Q6ATRs, AL

i nconti nencgﬁ%s furthep_gcgse_riged |gln Netf?o;ge ti"d,ese ,°1328 1 ’,Ig_ﬂf%,gt%yw%)
and Eur. J.distasesaichs gutt %cflsg ulcergtivexgphitis %ndlg@@yl.s diserse iRy Isdpegiap 938
gescrhbesbamméhh@ﬂ_ _oxnyiise_Es’eeﬁisi;chgn@evﬂb%éh E.ﬁ‘@?‘mﬂ@hi@%@;ﬂ& ﬁlhdpﬁa)éﬁ Kﬁi(%rmf)i c

i sorder by_adninistration at i nin,recep such as -1z
recept or anfSGBIRTNtAgOnIsE 52215‘3150“( gg@é)"‘,corle%’g’)’f%di:?’iOOl descri bes) that
astrocytes express functional receptors to nunerous neurotransmtters

i ncl udi ng subst BmtkerRoreNentokisindrrecepporttgonist arabeing developeddot thee
astrorytes rﬂgatlg\éﬁt ?f&’ 1%1995}:?)?: g?yﬁﬁ&ﬁ&q HRBr 3RS sdoMiat¥dbeitt Ih QL& Br g}ﬂg@in%e of

mal i gnant glial cells orli ng 1rom astrocytes are triggere

t achyki ni ns taghykinjg, in W?@@épbmeﬂ’oﬁxa@réﬁsoé canslitionsdn ibdrhsubstancg rl%lhap 0

i n;:r ease : hBédn ia{)pnutt@]gr@ltud%aisbadees of thedeatal ervaig s Rednm ylfz:t}lu%a%;dé@p&e@}&sion

ant agoni st's us r ic r o trea

mal i gnant , gFﬁT%ﬁﬁ@ﬁ‘?shs (S%é 9?&29&%59 ﬁg%%’ésgglﬁ?%g?@r e (London) (2000),
405(6783), 180-183 is described that mce with a genetic disruption of NK-1
r ecept orioshow aTheseurokinirhé receptar shtagpnistoqe furihes usdful for thh kregtmedoof motion

Consequentlgic Esslax{d%\jfa‘gﬁ.éﬂeﬂ?ﬁﬁgg iv%hﬁtilggay be useful in the treatnent of
nptons of addictive

wi t hdrawel Sy rugs stich as opiates and nicotine and

reduction of their abuse/cravi n%1.Fl 30 January 2003 -3Mhjects of the
present i nvent i Bhadgitéon freThoNps naland Jausnahef Medicingd Vel diioc dUHPap) 199

accept abl e 53 Betn UBRFBEL thelrb®icAbE BRI AtRNindlicddtencald By @ sélBdivk ARGEkaRIROouUNd,
medi canent s cont ai ni n%%hl s conpound ‘and their manufacture as well as the
e

use of the 5I56RA! ARAEIMied conpound in the control or prevention of
illnesses, especially of illnesses and disorders of the kind referred to
earlier or in tThe nwulhasbdimeurafinindrreeppmradiaggnistes dorchereadtment of carthinr st

t, thegj L: i . : ON
sspect, gy BNop AL R PRIl Rk B 57 b 01 o
t he conpoundndEudédtrrmel af3id, 8HI3H, pi¥9Pkaceuti cal | y acceptabl e

excipients. In a third aspect, the invention provides a process for
preparing the cpaRRaRfbrOfUS 0710838 describestomethb &St tAdBHEa pHRhSIhRERASSS or

conprises a) reacting. a.co und of. formula NN Owth a ound of
formul a CF34 PS)@ﬁOiOr@%lg%ﬂSpr@ gy QEWHH 06? tayg{ywpéeceptor, such asCISEPI

20 receptor antagonist.

Life Sci., (2000), 67(9), 985-1001 describes, that astrocytes express functional
receptors to numerous neurotransmitters including substance P, which is an important
stimulus for reactive astrocytes in CNS development, infection and injury. In brain tumors
malignant glial cells originating from astrocytes are triggered by tachykinins via NK-1

25 receptors to release soluble mediators and to increase their proliferative rate. Therefore,
selective NK-1 receptor antagonists may be useful as a therapeutic approach to treat

malignant gliomas in the treatment of cancer.

In Nature (London) (2000), 405(6783), 180-183 is described that mice with a genetic
disruption of NK-1 receptor show a loss of the rewarding properties of morphine.
30 Consequently NK-1 receptor antagonists may be useful in the treatment of withdrawel
symptoms of addictive drugs such as opiates and nicotine and reduction of their

abuse/craving.



I N/ CFa NNJ 0\ o-J cF3 and, if desired, converting thesg 9?RRH?§ 03
.obtained into a pharnaceutlcally acceptable acid addition sa 8
January 2003 - 3a In a fourth aspect, the invention provides use of the
conpound of forrmula | as described above for the nmanufacture of a

medi canent for the treatnment of disease.,Iln a fifth aspect t he invention
provi des the use of the conpound of fonﬁLTa I descn' bed above for the
manuf act ure of @bjgrte fethespresant ipventipR Arenhe cgmpqwiaéé@nm@ dtandgphymene
NK-1 1 ecepdegtically mcéeptdbld Ralasiiredof, theeprepy@tion @f ¢he cabotie mentiendds eompoddaie
conmpound %@&%ﬁ#ﬁ mxﬁﬁlﬁectﬁﬁcé ;x&gﬂma A8 Wi fn?a[nuia*&&u@‘%é‘ WeRtClsUWhE RE of the

medi canment trea epressi on, anxi or emnesi.

b ef or 1 ed PAY-BEAHGHE CHNBAUES I HICONPL B PRECRBL Rnerieseprcily of dneRgse,
whi ch i nclandedigorsersdefr sheotkindheferestt tcalearlier vous thy smamfadtare efx aonptspondiog
treat ment Qidigmenention of certain depressive disorders, anxiety or enesis
by the adm ni st t.he. to maj or depressive
epi sode has beef;l déngﬁaﬁgéct tﬂe hhﬁléhaﬁrgwggsaéo‘ﬁg&ﬁgﬁgg%tfo *weeks duri ng
whi ch, for nost of the day and Qg€ y-every day, there is either depressed
nmood or the |oss of interest or sure in all, or nearly all activities.
As described therein, the term™ arnlnce tically acceptable acid addition
sal ts" enbraces salts with i nor gahi ¢ \andMor gani C%Faci ds, such as
hydrochloric acid, nitric acid, | dsphoric acid, citric
acid, formc acid, fumaric | e ef ioc ady g acetlc acid, succinic acid)

tartari c acid, nethanesul floni ad’i‘d p-t ol uehesul f oni < aci d and the |ike.

The present conpound of f© | and their @FRar naceuti cal |y acceptabl e
salts can be prepared ods known in,the art, for exanple, b
processes desc rlle T iFCpR vaﬂ? c’ﬂv'f:fft’(S’ng“éfgnapmeg‘@?n%{;% CPE‘&BE‘?%%’etcﬁé’pc?H%ou nd
of for nul asdesqribpd ehaveaadp p pharanaseuticallyacreptable QICIplenty3 |1 to the conpound

of formula I o eiitdoas e&QﬂhB inverfton piekviddsS Proicéss des prepalingedie \cefripongd bhe
conpound qB}ah2%4s H&Eﬁb&l L rmﬁgplgllogégg Lé{mﬁ&%gpt able acid addition salt.

a) reacting a compound of formula

N Y I
with a compound of formula

CF,

cl CF,
[

to a compound of formula

Y f!l CF
(\N \N | 0
O\) CF,

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

and,



5 In accordance with process variant a) DI PEA (N-ethyl diisaqpr | - aj.pe) is
.added to a m xture of the conpound of fornmula Il and the c%@p‘%ﬁﬁﬁ"yﬁog
formula I'll in dichloronethane and the m xture is stirred at tenperatures
bet ween 35-40C. The desired conpound of forrmula | is yielded after
purification in good yields. The salt foymation is effected at room
tenperature in accordance with nethods 10" 'whi ch are known per se and which
are famliar tdnanfousdrzpects el ingehtion prowides use dbtheopdmpeuid of fotnmla 1 as

i norgani ¢ d&tésed éb@ife ﬁﬂriﬁe ﬁﬁhﬁfﬁct‘ﬂetdf a%élﬁdlhﬁn@fb'rﬂ% t?éaﬁn&ﬁ%‘f dBk&e,

Hydr ochl ori des sul.p r.at | trat a
mal eat es, é@c&%‘ﬂi gr‘rs@?‘lﬁaﬁlee g)f@@des t!h% (?’rg‘?e%fafc “‘{aﬁs Ilke
are exanpl &C eFe 8}5|th%mam#ectﬂ@|q & n@@tﬁ e!memn;zo

descri be ttheMidqe .for the 15 preparation of the conpound of for rrul a l

in more detail. InTQ‘é‘xxﬁ{ ) bt”&e”ﬁ(r&{éioﬁ Cp?-oﬁgesf Gk 'Uéé af elJ(:jom bk fghhﬁﬁrleas
known corrpg Ere ar.e cor ﬁ'&?}@s ge S ‘known i nd e.art.
In the sch&fE eldh%quS ltl°5v51h g"“%lﬂg‘fcé‘b‘? i BRdic e Hie BrEimept 08y eBF"\?%{P%yI
chl ori de Z@WHFOltmlﬁsahydr ofuran TMEDA N, N, N , N -tetranet hyI et hyI ene di am ne
DI PEA N-et hyl di i opro e 30 .Januakry 20 chene
NV RN PG ) e e Bicatnii Apranes WAk (i pregt Svepbon sgdeser
~c | HI N Qrhith NcludVIdlseﬂddrs of thibiZenthl hhﬂv&&s?stéﬁﬁfo@bxmﬁﬂmd trdatiemifoy - ' /
VI N H e O'}Drérehuém 8P Sertain elepres(s)we disorders, anxiety or emesis by the administration of the
NK-1 receptor antagonist. A major depressive episode has been defined as being a period
of at least two weeks during which, for most of the day and nearly every day, there is either

depressed mood or the loss of interest or pleasure in all, or nearly all activities.

As described therein, the term “pharmaceutically acceptable acid addition salts”
embraces salts with inorganic and organic acids, such as hydrochloric acid, nitric acid,
sulfuric acid, phosphoric acid, citric acid, formic acid, fumaric acid, maleic acid, acetic
acid, succinic acid, tartaric acid, methanesulfonic acid, p-toluenesulfonic acid and the like.

The present compound 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

a)  reacting the compound of formula

% ‘ NH
'/\N Xy [
oS
with the compound of formula
: .
cl CF,

to the compound of formula



Pd[P(Ph)3)4 ~N N VIIl ~J 1. HC(Owve~ 130C 2. LiAIH4A 0OC\ N~ \ CFs O/ ~N N
oJ CFR3 f NH 30 January 2003 -6 Scheme 2 OO0 Il Il ~NH ~30amuaty 2003-~~
o O THF ~-NNXIIl G NXCIHI NO~NNQ v HZ/Pd-C PivClIN Et3 As
mentioned earlier, the conpound of formulg 1 and its pharnaceutically
usabl e addition salts possess val uabl e pharmacol ogi cal properties. It has
been found that the conpound of the present invention is an antagoni st of
the Neurokinin 1 (NK-1, substance receptor. The conpound of formula I
was investigated in accordance witiX the tests given hereinafter. 15 zo 25
The affinity of the conpound of for t he NK~ receptor was

eval uated at human NKI receptors in_f M edtled with the human NKI
receptor (using the Semiki virus g $ m and radiol abelled with
[ 3H] substance P (fi nal concenlwah' OR D Bt Adi ng assays were perforned
in HEPES buffer (50 mM pH 7.4) gontai ni ng BS ?.04 %l’ | eupeptin (8 p.g /
m), Mmdz (3mMV) and phosphoro rdon (2 pM. Binding assays consisted of 250
pl of menbrane suspension ( 1.25x105 cells / assay tube), 0.125 p,| of

buf fer of di%@raci ng agent and 125 pl of [3H] substance P. Di spl acenent
curves were ermned with at | east seven concentrations of the conpound.
The assay tubes were incubated for 60 min at roomtenperature after which
time the tubédesinedaongerting thercapipalipd phtaingd énto arphermacautically a¢veptable aGe/ C
filters presgpigad hrr 60 mn with PEI (0.3%9 with 2 x 2 ml washes of HEPES
buffer (50 mM pH 7.4). The radioactivity retained on the filters was
measured by scintill aéi on counting. Al assays. were perforped.in triplicate
nat least 2 sOpECEATAsISR AT IBRPSYaritRc:) SR BOUNASBT I SPrReR i amine) ieaddee i
and sel egt i venmmgalcﬁmesdolnqio#hewf&inﬁm gﬁwﬂﬁm&ﬁ@un?&gmg&?u(ammih recept ﬁl[( S
expressed In,. celds. It has.an aff.lnlt 1) 0 . o unan I
recept or oveP BTN asnec?f]drlfléegrﬁfj?‘ffaés %’fregér%e Hef/%t‘tlvs P%Wef'hgg'ﬁ@?:‘eﬁrrg%g%ﬁ??l
conpared t o ddrpound oNKSmudckipyieldsd afict poifipatfomdntgoodyields~0 ot her bi ndi ng
sites that have been eval uated.

The salt formation is effected at room temperature in accordance with methods

10 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 are possible. Hydrochlorides,
hydrobromides, sulphates, nitrates, citrates, acetates, maleates, succinates,

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

The following schemes 1 and 2 and example 1 describe the processes for the
15 preparation of the compound of formula [ in more detail. The starting materials of
formulae III, IV and VII are known compounds or may be prepared according to methods
known in the art.

In the schemes the following abbreviations have been used:

PivCl pivaloyl chloride
20 THF tetrahydrofuran
TMEDA N,N,N’,N’-tetramethylethylene diamine

DIPEA N-ethyldiisopropyl-amine



30 January 2003 _; The activity in vitro was exam ned by studying its
effect on substance P induced Ca2+ influxes in CHO cells expo@asidtg2008
reconbi nant human NK1 receptor. In these cells, substance P causes a
concentration dependent influx of Ca'+ whisch can be neasured using FLIPR
technol ogy. I ncreasing concentrations of
2-(3,5-bis-trifluoronethyl-phenyl)-N5 Scheme 1

met hyl - N- (6- nor phol i n-4-yl -4-o0-tol yl -pyridin-3-yl)-isobutyram de cause a
rightward shift in the concentration effect curve oﬁ sulpst ance P.
Expressing these data og a chjlqyglot al | ows & ion of the
antagoni st affinit W, f or PVRYNEte onpound of|8>/ (soope Qf&kpﬁméyﬁlld

regression = 1.1). se dat aTHiP?@;Qatg t N~ N -
2-(3,5-bis-t t hyl - phgayh kN hyl - Ny (6- nor phol,i n- 42 y| - 478ct ol yl - py

ridin-3-yl)- ESPptyranidﬁ/is a conpetitiv nt agoni st at hunmah reconbi nant
NK, receptors™>Tn vivo the conpound of fornula | a goni ses foot-tapping

behavi our induced in Gerbils with intygacerebrovent lar (i.c.v.)
i njections of an NK,'reCﬁptor agoni s The dose f 'iﬁ conmpound

calculated to inhibit 501 % the f ~tappjng behavi f ol Low pg or al
adm ni strati on was 07 ~The pl asom, | evel s regtiy el npfgﬁEiy
ant agoni se this 15 |behavi odur have arso beem measurled and It was 1%Und t hat
a total plas cyrcentration of 10 ng/nml i s iTegrto cBnpl etely bl ock
the foot-tapphng Jbehavoiur. Yhis aﬁ?ﬁﬁ%ﬁﬂ8n1 ﬁ;ﬁisted for a nkber of hours
and had a functronal half life of 8 hours in s nodel .
2-(3,5-Bis-triffuoronethyl-phenyl)-Nmethyl-N(6-norpholin-4-yl-4-o0-tolyl
pyridin-3-yl)-isobutyram de was al so tested as an anti enefic agent in
Ferets. Enesis was 2@
nor phi ne, 1 pecacuanhg
(0.3 ngy/ kg, p.o.) howtrs before the eygtg gen, conpletely
enesi s i nduced by all et qgens. A fuH—dose=**esponse cur
agai nst aponor phi ne- ifndio¥ed ‘emesi s @Al ED, ~ dose of 0 g/ kg, p.o. was
cal cul ated. 2~ Ina _model of notion sP&ness in thﬁ/@ﬁﬂ NATuri nus, the
conpound was foﬁﬂa*&o Nave Bn EDSO of 0.2 mg/kg) p,lo. Therefore, in
concl usi on, 2-«3\5Jbis-trifluoronethyl-phenyl)-N— t -N-(6 i
nmor phol i n-4-yl -4-o0-tolyl-pyridin-3-yl)-isobutyram de is a potent antagoni st
of NKi induced behaviowrs in Gerbil and blocks emesis in Ferets and suncus
murinus with simlar 3 potenry. The phagmacoki netic paraneters have been
EEED

bl odked t he
rewds! construct ed

eval uated in both rat g d dogs. Inr t he conpound has a termnal half
l'ife of 23 hours,@a X| &r &hce of 4 kg, a volunme of distribution of 8
| /' kg and an oral bioavailabifity of 50 % s the nol ecul e had a hal f
life of 40 hours, a—Ttearafe of 16 nl /M Fof distribution of
22 1l kg and an 35 QPR bi oavail abilit 30 January 2003 -s The
conpound of forrmula | as well as¢dUNPh§ y usable acid addition
salts can be used as nedicanentsg e.jg. in the form.pf pharﬁaceutical
preparations. The pharnaceuti cal epar ations can be®adninistered orally,
e.g. inthe formof tablets, coated tablets, dragees, hard and soft

gel ati ne capsul es, solutions, enulsions or suspensions. The 5

adm ni stration can, however, also be effected rectally, e.g. in the form of
suppositories, or parenterally, e.g. in the formof injection solutions.
The conpound of fornmula | and its pharmaceutically usable acid addition
salts can be processed with pharmaceutically inert, inorganic or organic
exci pients for the production of tablets, coated tablets, dragees and hard
gel ati ne capsul es. Lactose, corn 1o starch or derivatives thereof, talc,
stearic acid or its salts etc can be used as such excipients e.g. for

tabl ets, dragees and hard gel ati ne capsul es. Suitable excipients for soft
gel ati ne capsules are e.g. vegetable oils, waxes, fats, sem solid and

| i quid pol yols etc.

2



Sui t abl e excipients for the manufacture of solutions and syrups are e.g,
water, ~5 polyols, saccharose, invert sugar, glucose etc. S80tailaey 2003
excipients for injection solutions are e.g. water, alcohols, polyols,

gl ycerol, vegetable oils etc. Suitable exgi-pients for suppositories are
e.g. natural or hardened oils, waxes, Fats, sem -liquid or liquid polyols
etc. zo Mdreover, the pharnaceutical Egeaiabi ons can contain
preservatives, solubilizers, stabilizers, wetting agents, emulsifiers,
sweeteners, colorants, flavorants, salts for varying the osnotic pressure,
buffers, masking agepnts or antioxidants. They d%n al so contain still other
therapeutically val uabl e subsgaqces. The d tan vary within wide limts
and will, of caqg Nipe fitted 4 oXithe |nd1y|§;aIC25 regyffd=@ent s i n each
particul ar cazﬁfﬁiﬁ’g@nerak—ﬂﬁ++*m»fas% Ne al_ adni pi-stratiem-a daily
dosage of ahg t 0x 1000 ny THér pe of "t he *onpouméCHNEY or nul a |
shoul d be appropriate, although the @ e upper limt can also be exceeded
when necessary. The follomnng Exanple 1 illustrate the present invention
wi t hout Ilnltlng |t eratures are given in degrees Cel sius. 30

January 2003 -9 Ie
2-(3,5-Bis- trlfluo o hy phenyl) - N-net hyl - N- (6- nor phol i n-4-yl -4-o0-tolyl-p
yridin- 3y|)- ydrochloride (1:1.45) a) 4-(5-Nitro-2-pyrid

1) - nnrpholln I)“B To a solution of 20 g ( 126 mml) of

2-chl oro-5-nd r yridine inw50 nl tetrahydrofuran wer e added dropw se 27
m (315 mmol ) norpholine within 10 mn. The reaction m xture was reffuxed
for additional 2h. After cooling to roomtenperature, the solvent was
renoved i n vacudsarmitiphed eaglidrdthe covapourel afifemmily and its Podmateusitillylusaldet at e.
The organi ¢ ,ahR8G iéﬂ@?o‘é‘&%\% aWeyﬂaglqgofEEm}l &ﬂk&ﬁ?}ﬁ%ﬁ@ént}e?‘@cllj BaPfifeut i ON,

dried (nmagnesi um ulfate evapor at e t g@ge antltatlve)
of the titl| compapediplths presentdnyesiion isiapgntagpgst of. ny)l -1, substance

2,2-Di netﬁylg&hk@mgnrpholln 4- vI-~yr|d|n 3-vl)-propionanmde (V) To a
solution of 27.3 g ( 126 nmmol) of 4-(5-nitro-2-py~ridyl)-norpholine in 600

mlL met hanol mer added 2 % 0 di um gn_act. t ed char coa
The reaction mi GF%‘“R&%“CEV%P ‘élﬁgfvéﬁmﬁsﬁe%e‘?@rﬁ%? ﬁemh)&’ gswé%‘@n 1 bar)
until the themmifiecal anount of hydrogen was taken up (about 3h). The
catalyst was filtered off and was washed twce wth 100 mlL portions of

met hanol . The f%&gﬁnﬁywale%m@?g@ sﬁfohg%tg?r?&ghé m@'ré/c% tf wis Eraffardd RUT P! €

oil which consisted to'ca ani | |ne derivative accordi ng
to anal ysi s Mynaniyiy neegpaors ime-Bieelyingsiegd withothe hpmap Nigdegspint sasingthe
di ssol vegh i Bemlili vitudle mm%@staﬂq) hued FadlnydbeDddu A 8T sLHeAn6d P dfied hyl et her.

Af I 0C, f h

bort on_ st it %eﬁgamgg@ﬁ% gt e s %etr{o'r%%tﬁmﬁ%??f@%ﬁeﬁa@w% bR de
wer e added quammBm {(h04%3, lprgreptinl ( 8);f1b Afal)pMnClTBenN ren dopttdsph@ramidmized and
the reaction m’%h'%ﬁg‘é&iys &h&&@@'o{ﬁb o Qfxﬂgmﬁ%%@“sﬁ% 35@%1“553105?3&&236%*}

sol vent was re m 1 N

sodi um bi cartbkmal. B25g8lofibuter. ofﬂhelagngelzp@t angh B25al of Hiét]eubstaneel Elﬁmnwnt h 200
mL portiens cgivegwafald@fe?ﬁ%;ehaﬂ&, atWab@dvenTBHEARL YN GHieRe ccﬁﬁ%lﬁl‘daﬁﬁ’é 25

Recrystallization of the %g residue fromethy|] acetate/hexane 1: ave
28.6 g ( 860/()“1131%5 WerfaineRated bﬁ%%‘hﬁ‘ ragﬂ%ﬁmwaweg "e‘[l ich g 1og COHZGZFS
(MtH+) 100) .wedéra ﬁ)dly filtered under vacuum through GF/C filters presoaked for 60 min with PEI

N (a1 odo- - ug 00k 11 4 Bl bR Vst RS D). R RUSRATY Sl
2, 2- di met hylonaNthé¢ ﬁkmmhmﬂeasurelilyyl scipyiHatdtinrco8ntihg. plossapnweieperfarmeddi@ nl (324

mrol ) N, b NyilficatGh Bl Bikskhv kenediar ne under argon

The compound of formula I is a potent and selective antagonist at recombinant
human neurokinin; (NK;) receptors expressed in CHO cells. It has an affinity (pKi) of 9.0
for the human NK| receptor over 2 orders of magnitude of selectivity for the NK; receptor
compared to NK; and NK; receptors and compared to over 50 other binding sites that have

25  been evaluated.



30 January 2003 - 10 in 600 nl tetrahydrofuran was cooled in a dry ice bath
to -78C. Wthin |lh, 202 m (324 mol) of a 1.6 N n-butyl i t89 Janoy 200n in
hexane were added dropwi se. The reaction mxture was allowed to warmup to

-35C overnight. After cooling again to -78C, 37 g ( 146 mmol) i odine

di ssolved in 60 m tetrahydrofuran were added dropwi se during 15 5 min. The
dry ice bath was rePphagedithis dhro mﬁe)daaﬁrh:dénd;uaiyﬁﬁg ititeiffact onf sub§argre (P30 dudadol )

di t hi }.f.a te i m t ded wi
ohon the 't ohBeraiGreR HE ALY SIS G diof B oS h R P R et el o
Fll et hyl et heuibsm;rcep asldedh ﬁﬁﬂex?}tfﬂmﬁl’c@ﬁiﬂd&nﬂ inflex ofl\ﬁﬁ+ swhnﬂhrcgh bd meIheecaqsiﬂ@us
ayer was e wi ce wit.h 500 t ha an e .Co
orgoni oF av B oty St arsmiralans Bt 2] S5t GoRefRebau e
chr omat ogr ap{uh)gaik% irforphg)in-8-941- o@folﬂip@nthnt—?o-@l)am’hmqumlcbxaaseIa|rgghtwhﬁom oi |
\;mll) ¢ h3gr8y?tzgl§1lftl égl}f ceﬁ%‘ntrs gl’rl] ?ﬁ@:gfurvaj)f) su[l?stanc x{)rlilagsmg tIXB serga?a én/g Sch?l% l<gtlvt

(2, 2 DI) et vl e e ey of e alagbnit i) (e EaichisBoprphud of8 9 (ispecs
VI A m

N (4] odon 6B reeressop L lp’5 ?m%g) 2 indicase a3 5 hix- Filuor e bHphead)- 35 mu

t ol uene, 18 Nriithyl-dbH-tHorshal £ostol lpmdhn -Bd-isahuyPaiide l@Eompetitive
tetrakistrlﬁ %%Iphg)élg‘hln IIad and134g(99mml)
o-tolylb Pt DR g Sat 80C for 12h After cool i ng to

d
iyl acetate. TheeBsEPHEaL éﬂﬁrauﬁ’i%@?&%e?% taanond SRRub et e
dri ed (sodi Gerlsilsivithtielracenebreweapriqubar ¢ik.v. lepqctmnmﬁaoﬁﬂﬁweqfdpaghgdmst The dose
chr omat ogr a%}y%%@géu@ﬁmﬂ%&mm t IS8} oPthe ftR-thbfih§bARANRAH Rl oRtnfordi t €

foam Ms ni
6- Mor phol i nadm;mstml@ntw 0gymg/de e pdsemsilevels eauired te corprigtsliamtagonise dus g

(8.28 My ) behaviour have also been measured and it was found that a total plasma concentration of

2, 2-di net hyl._- i n-4-yl-4-0- y, ridin3- i onam.de in 80
m 3 N hydréeﬁségl ipreg 1r ogomHE ﬂvaﬁaﬁ@ rFJP ‘%P&&ﬁ%&?ﬂépﬁk‘%m&&wto -
90- 95C over peghted fdhentmbeatof houniant hada vrtiond helf lifenf 8dworsia tie frridel. €,

washed with three 20 mlL portions diethyl ether and filtered over celite.
The filtrate was di Bmﬁ,éeBlmmﬂquGmﬂﬁhylAphmyl)szneAhﬁ Md'pus¢r«puoﬁm4fyﬁ+47e-801ﬁy

addi tion of 28.% i.um [ thon un .ce. duct
was extract &4 %“t?swoﬁ %ﬁmgjxf v%gr §nt§d§ rbaiu%c:th erng%%e[ng?n #é}gq'hgm%mp
organi c lz(aymchxcmbtre[:e\z\asbyevhrmtm emb®geris (bpamexphire| mdriding, mgmsnhmrrspllaﬁat e)

a0, 200r L checot 2t ML LSLAE) ke Lt rcomauad o 2

Met hyl - ( 6- memetigdn, cordpletelyblackedithd e{misiirdiuaecsb)vall eractogmls(Aﬁ.)lldbse-méspbhan of
224g(83mm| toI Y, 7 m
Crmethyl ortRais RUPRERE it s reRieCintucclehett Bad Y KBS RSt o 2

at 130C. Theng/kgopta. emas calodlated was evaporated and dried in vacuo for 30 mn.
The residual oil was s dissolved in 5 m tetrahydrofuran and was added
dr opwi se2under irenmodel ofmgpotion ssXOesyun ¢he @108 muphis, thetdompouad was fommdigdr i de

in 20 nmlL te @ehé(ﬁ reactlon m xture was stirred for Ih at room
terrperaturethg1 e]gsf’HF@gg’J]gg:Pn and acidified (pH 1-2) by addition of 28 %

hydrochl oric acid S%afefo%m@é&cﬁfsﬁt Uﬂ‘sﬂ;@s fefiluoro byl yl-pifen @a@%mm%ox' de
sol ution was added to reach Th e sol ution was ed over’ cel'ite)
1o evapor at @@prahdlrpery'i-ﬂrce@lﬁ;pmrlasﬁrybnﬁqhmtre@mphy p@@niﬁuﬁgonlssef NK(66% of
the title c JoFeTL)) LME)s O

2-(3,5-Bis- '([? Igﬂg?%ﬁlgt% ﬁwﬁ e]jn ~rl l9£@§§e S§/{n/ﬁl{=l-n2t%grrr’)ruorphosl i n- us“g&lsmﬂ%rol vl -
pvri di n33%/IP0F@Gbutvram de (I) ~5 A solution of 1.46 g (5.15 nmol)

met hyl - (6- nor phol i n-4-yl -4-o0-tolyl-pyridin-3-yl)-amne and 1. 32 rrfL (7.73
mol ) N- et hyl di 158 phesiacakinetic Raﬁarmsteriﬂhatﬁ Resn svabiatediarhothueass anstslags Inatan i ce
bath and 1. ShéJcc(rﬁp(ﬁl?ldmIDh)ermmal half-life of 23 hours, a clearance of 4 ml/min/kg, 2 volume of

2-(3,5-bis- trlfluoro t hen nyl chl oride re ,a

dropwi se. T tHRUHAn lﬂéﬂ‘g?% 0\}//%&‘%2}‘%5}%' %@5} gﬁgoﬁ%‘}}‘eérhOICC éld‘ kiagfdr oom
t enper at ur e lidgafi 40 hand, walsarshierafdd mlithin/125a mblugetaf datriohtoodif A21/Rpand an

bi carbonat e b\ ic |layer was separated and the aqueous phase
was extract gggw(%ahgglbllﬁgfr%rngfﬂane The conbi ned organic | ayers were dried
(magnesi um sul fate) and evaporated. The residue was purified by flash
chromat ography to give 2.9 g (quantitative) of the title conpound as white
crystals. Mp. 131-132C h)

2-(3,5-Bis-trifluoronethyl-phen~-Nnethyl - N-(6-norpholin-47vl-4-0-to~l ~vrid
in2s 3-yl)-isobutyram de hydrochloride ( 1:1.45) To a solution of 2.9 g
(5.13 mol)
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crystals. Ms me (%: S66 (M+H+, 100), S88 (MtNa+) 11). 30 January 2003 -
1? Exanple A Tablets of the follow ng conposition are nmanuBadanuseg2008 t he
usual manner: ng/tablet 5 Active substance 5 Lactose 45 Corn starch 15
Mcrocrystalline cellul ose 34 Magnesi um stggarate 1 to Tabl et wei ght 100
Exanpl e B Capsul es of the follow ng conposition are nmanufactured:

ng/ capsul e Act i vigi3HRSbAAE 8 bPmdfa IIa@@felpieitslp%ﬁrr@creﬁtl@atllz'h%légﬁld-rﬁidﬁ:noﬁl Ghpsul e

fill weight 200 The active substance, |actgse and corn starch are firstly
mxed in a rRREE usgddps mediamentoe.g ie infPrnOf Abprmacitisd prapasationg The@hprna-

returned to ctea@caﬁbe&gspausmah% Qdﬂnﬁnﬁma@rmeé @tmmgrrﬁbiqat:Jlekhwa%qE&Ll&s, The

mxture is fill machi ne i nto (ge atine capsu es. January 2003
- 13 Exanpl e deasdappass qr@rSPégelennq@@sulcm Wions: erowpiess @r.saﬁpe@menmﬂm act ur ed:

Active su?staaﬁﬁﬁxséa&mqsmwvxr, a5 Be Q@Cwﬁgam&e éaﬁ%emhﬁ'oféﬁpg, sitdifes,

suppository mass is nmelted in a gl ass or_steel ssel, mxe orough%ry and
cool ed to 4Ferenftialeagoin the fesmiqf iriestiopsaliéioasl acti ve substance is added
thereto and stirred until it has dispersed conpletely. The m xture is

poured into SupAgRichApYuR®bf Mimah 138d &Y phﬁ%&a@elﬁicﬁ? ushat: beiHQd&iesh salisfaﬁn _
suppositories are then renoved fromthe noul ds and packed individually in
wax paper orbepEeeepsed #jith pharmaceutically inert, inorganic or organic excipients for the
production of tablets, coated tablets, dragees and hard gelatine capsules. Lactose, corn
10 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,

15 polyols, saccharose, invert sugar, glucose etc.

Suitable excipients for injection solutions are e.g. water, alcohols, polyols, glycerol,

vegetable oils etc.

Suitable excipients for suppositories are e.g. natural or hardened oils, waxes, fats,

semi-liquid or liquid polyols etc.

20 Moreover, the pharmaceutical preparations can contain preservatives, solubilizers,
stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying
the osmotic pressure, buffers, masking agents or antioxidants. They can also contain still

other therapeutically valuable substances.

The dosage can vary within wide limits and will, of course, be fitted to the individual
25 requirements in each particular case. In general, in the case of oral administration a daily
dosage of about 10 to 1000 mg per person of the compound of formula I should be

appropriate, although the above upper limit can also be exceeded when necessary.

The following Example 1 illustrate the present invention without limiting it. All

temperatures are given in degrees Celsius.



30 January 2003 -14 Cains 1. The conpound of the formula N~ CF3 N NJ C |
/ 0 J cF3 5 2. The conpound according to claim21, which is 30January 2003

2-(3,5-bis-triffuoronethyl-phenyl )N nethyl - N-(6-norpholin-4-yl-4-o-tolyl-py
ridin-3-yl)-isobutyramde. 3. A nedi canent -cont ai ni ng t he conmpound as
claimed in clains 1 and 2 and pharnmaceuti cal | y acceptabl e excipients. 4. A

nmedi canent accordi ng to cI aim3 for thExamplaiment of diseases related to

the 1o NK-1 rece tor. rocess for aring the conpound of fornula I
s def i ned iAOd BerBuoiRmehyIhsaEy S oY &@mypho@amlregoaokybm@n -of
formul a NH %lsj\g iBe B &gangggyg(lohg‘)orrml acCF3/ Cad \ CF3 III

, fanuary 20 oacorrpoun of formula S/ N~ CF3 NJ CF J 10 15 20 25
30 a) 4-(5- N1tro -2-pyridyl)-morpholine (XII)

10

20

25

30

To a solution of 20 g (126 mmol) of 2-chloro-5-nitropyridine in 150 ml tetrahydrofuran
were added dropwise 27 ml (315 mmol) morpholine within 10 min. 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-pyridin-3-vl)-propionamide (V)

To a solution of 27.3 g (126 mmol) of 4-(5-nitro-2-pyridyl)-morpholine in 600 ml
methanol were added 2.5 g of 10 % of palladium on activated charcoal. The reaction
mixture was hydrogenated (room temperature to ca. 45°C, 1 bar) until the theoretical
amount of hydrogen was taken up (about 3h). The catalyst was filtered off and was washed
twice with 100 ml portions of methanol. The filtrate was evaporated in vacuo to give 22.6 g
of a purple oil which consisted to ca. 95 % of the desired aniline derivative according to

analysis by thin layer chromatography.

This crude product was dissolved in a mixture of 240 ml tetrahydrofuran and 60 ml diethyl
ether. After cooling to 0°C, 26 ml (189 mmol) of triethylamine were added in one portion.
Stirring was continued while 23 g (189 mmol) of pivaloyl chloride were added dropwise
within a period of 10 min. The ice bath was removed and the reaction mixture was stirred
for 1h at room temperature. Then, the solvent was removed in vacuo and the residue was
suspended in 200 ml 1 N sodium bicarbonate solution. The product was extracted three
times with 200 ml portions of dichloromethane, dried (sodium sulfate) and evaporated.
Recrystallization of the solid residue from ethyl acetate/hexane 1:8 gave 28.6 g (86%) of the

title compound as white crystals.
MS m/e (%): 264 (M+H", 100).

¢) N-(4-lodo-6-morpholin-4-vl-pvridin-3-vl)-2,2-dimethvl-propionamide (V1)

A solution of 28.4 g (108 mmol) 2,2-dimethyl-N-(6-morpholin-4-yl-pyridin-3-yl)-

propionamide and 49 ml (324 mmol) N,N,N’,N’-tetramethylethylenediamine under argon



and, -if desired, converting the conpound obtained into a pharmaceutically
acceptable acid addition salt. 6. The conpound accordi ng to3adgnuame 2063
claims 1 and 2, whenever prepared by a process as clained in claim5 or by
an equival ent nethod. 7. Use of the conmpound of formula |I in any one of
claiml and 2 for the manufacture of a nedicament for the treatnent of
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ca] ca] calxajpeopidsahide,H5aa] whleas] 18 atl] 200wl h aibahaté adladd s, 2 &lg(0.27 mmol)
a] ca] c4a] caj
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Bl | i S SRR el D R A8 (e s b URPE AP R A o] caD
] ca] ca] ca] cal]eaaa/hﬁ@e]rqagcﬁﬁdt@aﬂ]ccﬁ»}qauf&ft} e@dlmg]tcedaﬁiaaraﬂema}ecm]eaq‘hm]s Base

$ESS5P5$%84 % YO% %694 %% Y0 Y0 Us 9 ca c4a calc
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] 043] CaLgéglzhﬁélﬂd234ﬁ5t}?/5@&n%5556ixne d?l;&(sbdlum sulfate) and evaporated. Purification by flash-

- $- Zu
a] ca] ca] & &€ ]Od%ﬁtegf@%}] te?é{?/?@;ﬁé&‘]‘ &Cth%\ﬁlec%ﬂ“cfa‘]”@g]aéé\‘?]hgﬁf%g} calcalcal ¢
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] ca\/] cal] ca] cMa] ca] ca\/] cal ca] c”a] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]c

Ci\tian N VAADR rokf T [ Vkf a\ W ca] caV] ca] ca] c”a]
ca] c™a] ca] c”a] ca] ca] caV] ca] ca] c’\a] cal ca] ca] cal] c”a] ca] ca] c”a] ca] ca] ca] ca] ca]
c”a] ca] ca] ca idspér!smhI%]f]Z]S)]S (8.28 mmol) 2,2-dimethyl-N-(6-morpholin-4-yl-4-o-tolyl-pyridin-

 cal cal e cap ERel SRR R E) Bl ey s R A A B G R, 5

{ bbb>c Pc et ¢ eateld ttf SDASRMINsHect Sehid it edieatrhixture vas ciolegl tgypotk et p¥rhtnad, ca] ca] c4

e e sl

10%1&’ () - co@lﬁ&dlmﬂ%ﬁ&’rﬂ jvated D3Greas(Adjusted to PHOBBDE pdditidH UHBS Yo)sodium

| ([);/TTEL % 1|00 /mg& ?@“‘E@E Cfd}éer 8}'6? SOQW,FQ T§2§ f(’j%la c&wﬁ eWaggﬁ 6\@}1’1 four 100 ml portions

& ()-Y @ $1fo’d&&lo®m&ﬁ$ﬂ€)%ﬁc()mbmed organic layers were washed with 50 ml brine, dried
30 (magnesium sulfate) and evaporated to give 2.31 g (quantitative) of the title compound as

a white foam.

MS m/e (%): 269 (M", 100).
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(16.6 mmol) lithium aluminum hydride in 20 ml tetrahydrofuran. The reaction mixture

was stirred for 1h at room temperature, cooled to 0°C again and acidified (pH 1-2) by
addition of 28 % hydrochloric acid solution. After stirring for 5 min, 28 % sodium
hydroxide solution was added to reach pH 10. The solution was filtered over celite,

10 evaporated and purified by flash chromatography to give 1.56 g (66%) of the title

compound as a white foam.
MS m/e (%): 283 (M, 100).

g) 2-(3,5-Bis-trifluoromethvl-phenyl)-N-methvl-N-(6-morpholin-4-vl-4-o-tolvl-pvridin-
3-vl)-isobutvramide (I)

15 A solution of 1.46 g (5.15 mmol) methyl-(6-morpholin-4-yl-4-o-tolyl-pyridin-3-yl)-amine
and 1.32 ml (7.73 mmol) N-ethyldiisopropylamine in 15 ml dichloromethane was cooled
in an ice bath and 1.8 g (5.67 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-2-methyl-
propionyl chloride were added dropwise. The reaction mixture was warmed to 35-40°C for
3h, cooled to room temperature again and was stirred with 25 ml saturated sodium

20 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 2.9 g (quantitative)
of the title compound as white crystals. M.p. 131-132°C.

h) 2-(3,5-Bis-trifluoromethvl-phenyl)-N-methyl-N-(6-morpholin-4-vl-4-o-tolvl-pvridin-

25  3-yl)-isobutyramide hvdrochloride (1:1.45)
To a solution of 2.9 g (5.13 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(6-
morpholin-4-yl-4-o-tolyl-pyridin-3-yl)-isobutyramide in 50 ml diethyl ether were added

under ice cooling 2.8 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

30 ether, filtered and dried in vacuo to give 2.82 g (89%) of the title compound as white
crystals.

MS m/e (%): 566 (M+H?, 100), 588 (M+Na", 11).
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5 Active substance 5
Lactose 45
Corn starch 15
Microcrystalline cellulose 34
Magnesium stearate 1

10 Tablet weight 100
Example B

Capsules of the following composition are manufactured:

mg/capsule

Active substance 10

15 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
20 acomminuting 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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The suppository mass is melted in a glass or steel vessel, mixed thoroughly and
cooled to 45°C. Thereupon, the finely powdered active substance is added thereto and
stirred until it has dispersed completely. The mixture is poured into suppository moulds of

10  suitable size, left to cool, the suppositories are then removed from the moulds and packed

individually in wax paper or metal foil.
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5 2. The compound according to claim 1, which is 2-(3,5-bis-trifluoromethyl-phenyl)-
N-methyl-N-(6-morpholin-4-yl-4-o-tolyl-pyridin-3-yl)-isobutyramide.

3. A medicament containing the compound as claimed in claims 1 and 2
and pharmaceutically acceptable excipients.

4. A medicament according to claim 3 for the treatment of diseases related to the
10 NK-1 receptor.

5. A process for preparing the compound of formula I as defined in claim 1, which
process comprises

a) reacting a compound of formula

15 with a compound of formula

CF,

Cl CF
HI
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if desired, converting the compound obtained into a pharmaceutically acceptable

acid addition salt.
15
6. The compound according to any one of claims 1 and 2, whenever
prepared by a process as claimed in claim 5 or by an equivalent method.
20
7. Use of the compound of formula I in any one of claim 1 and 2 for the
manufacture of a medicament for the treatment of diseases.
25
8. The use of the compound of formula I in any one of claims 1 and 2 for
the manufacture of medicaments for the treatment of diseases relating to the NK-1
receptor.
30
9. The use of the compound of formula I in accordance to claim 8 for the

manufacture of medicaments for the treatment of depression, anxiety or emests.



