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If d聞自已曲nvert1時也e compound由uineà intoaph缸m耳目配>llyaocept的'Ie a;iil 

addition 阻lt

Inacco汀也Z】圓明址lpro因“祖耳目taJ DIPEA {N.ethyldii目propyl-扭扭le)ls II.ddedto 

a血ixture of the compound of forrnuh 11 and the compound offormula III in 

did由，om抽油扭曲d 也emixt間自s ~tirred at temperatures between 35-40"'C. TIed錯rred

C[)mpound of formu1a I is yielded aftel p Llnfication in good yicl世一

The salt furmation is e缸~ed at 100m ternp位祖祖[1: în accordance with method$ 

叩 which are known per紹祖dwhi晶 a肥 falElili.紅 to any person 盛起edin也eart.NCltonly

salts Wí由 m凹'ganic aciw , but al間詞ltJwtb. o:帶血C扭曲盯F閥.bl，巳 Hydr血hloJides，

hY':ln:.bromid'叫Ilulpha.tc-ð， nitnl'恤， çitraíc向lI.Ccti1tc的 mi1kC1t間，1l~..ißi1tc-i:J，

rneth~借ulphonates， p-to1uen自叫phona:e:; and the like are e:xamples of such_旭】ts

The following schemes 1 曲d2血d且ampleld臼cribe的eproces紀sforthe

l' '"中arationof也""咽.pound of fornnla 1 ín morc detaiL The s個Lrtingmaterialsof

formulae III. N and VII are known compo叩ds or rnay be pr叩aredac四rding to rnethods 

knowninthea前I

Inthe sciJ，釘nes the following abheri泌的目 t珊珊k阻 um

PivCl pivaloyl 晶loride

20 THF tetrahydrofuran 

TMBDA H，N，N'，N'.tru叩咄才1咱ylenedi阻血E

DIPEA. N 叫yld"個prop抖叩開
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Asmentioned 自由前" tbecompOl1ndofforrn叫a 1 and its pharmaceu'包圍lymable

addi臼onsaltspos瞄，.咀uablepharma叩.logi個1 properhes. 1t has been found that the 

compound of the pres個 t invention. is mantagonist ofthe NelJrokinJn 1 (NK-l.s由此扭扭

5 的 receptor

τ'he compound of formula 1 wasinves包gated 扭 accor曲n血 W咱也etests gÌ'ven 

hereÎ!1after. 

Thea血nity' ofthe∞mpound I)fforrnu旭 1 for the NK[ receptor w;祖昕a1u.al:edat

human NK1 recep甜甜 inC日 Ocellsin1ected 明白由e human NK[ reæptor (UStn~ the 

叩 Semliki virus 且;PICSSlOO 叮當tem) and rldlolabelled with [~H]subst扭扭 P(linal

concentration 0.6的{)。出了lding a!iS~ -were perforrned 組 HEPESbuffl虹 (50 mM, pH 7.4) 

目前咽ing BSA (0.ü4 %), leupeptin (8μ$ Jrnl) ,MnCI2 (3m閥 and phosphonmid:m (2 

μM).Bin社ínga阻戶 consisted of25O μ[)fmembrane 5uspension (1.25xl05 cell! / assa'γ 
tube), O.125 1ll ofbuffu ofdÌ$plaong 奄entand125 戶lof[治]sub .stance P. Ditp1aα==t 

15 CUI'Veswere d.e間'roined with at 1eastsev回 CQnc曲叮咄咄S ofthe compoundτheassay 

tubes were incuba蛤d ror 60 min at rocm temperature after which time the tIlbe cα白n"

'Were rø.pidly Ii.1ten:d四.l"喃叫um tluo 'llg !J. GFfC Ii.1ters pre.omd for 60 mi:n叫.tltÞBI

("叫叫出 2 y 2 ml wa.dte~ ofHEPESbllffer (50 mM. pH 7.4). The radi個cthitr Ii臨ined

on 血，efilt自~was measured by scintillatüm counting. A1l assays were performe(i恤

2(J tripli個teinatleast2s中arate experimml:s. 

11扭曲mpo四dofformulaI的ap()t血t血d selective antagonist at recombmmt 

hunun neurokininl (NK]) receptors呵relsed in CHO ce1Ls. 1t恤血泊血，ty甸的。f9.0

forthchum血 NK1r民eptQr O'feI 2 ord.帥。fmagnitude of selec包'VityfortheN夙蛤也許。r

由mpared [0 N~ and NK3 rec叩ton 血dωmparedt。 α=50。也er bincling sitts that have 

25 been 研'"血.ted
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Theactivîtym 的tTO W3S exun拉led by studying its effecí on subs包ncePinduced

eaZ+ Înffuxes inαfOcells且:pressing 1hfre四mbin血t human NK1 receptor. In these c:e]隘，

substanCEP 且自"'.∞ncentration dep且d~nt 凶fluxofCa2+ w扭曲曲nberne~扭扭d山ing

FLIPR technolo軒 Increasmg concentJations of2-(3 ，5-bis-trifluorom的yl-pb叫Il-N

5 methyl_N_(6_morpholin-4_yl_4，_o_tol】，-pyri曲1-3-yl)-iωIbutyramide曲u~arighn他，d

shift in the∞n甜甜且已oneffea叩開e (Þf lubstance P. Expr的~ing these data ona Scb.íJd plot 

aJlo明恥 cakulation ofthe antagorus1 a溢血ty(pAz) fur帥四mpoundof8.9(d中， of

tb.e S.:hi1d. resreaai個 -l.l).Th酬叫 indicatø 叫:l-(3，5-bis 出Iluor咄咄J1-rhon0l

N-methyl-N-( 6-mo中holin_4_yl_4 。“1}l-ryridin-3-yl)-i，obutyr.am掉1抖的帥的，tive

10 antagonist at human recombinant NK1 r~ceptoTs. 

Jn 惆咱也e compound of formllh Iant唔:onìses foot-tappingb也叫ourm血，ed ìn 

G臼bilswi曲 intracer由roven出血Jar(i.cγ)injec甘ons of an NKl receptor agonist. The dose 

f扭曲iscompound“lculatedto i.nh.ib草:Q %of也e foot-tapping behaviour foD.owmg 0間l

administra益。nwasO.2m砂 kg 百1e p1a田alevelsr呵uired 10 comple甜yantagools( 由Js

15 beha吋0叮 have also been measured md 主 was found that a total plasma con開ntraûonof

10 nglml ill requîred to completely blo也the foot-tapping behavoiur. This ant吧。nlsIll

persisted for a number ofhours叩d h&:l 1 functional ha1f1ife of 8 hours in出smoilel

.2_(3S_Bi~_trifluOTCJmf'由vlp1ten'計)-N-me:由yl-N﹒(6-marpholin-'-)7l_.4.Q.tolyl­

p而din-3-yl)“isobu加amidewasals。回1edas 扭扭扭扭包C祖:ent jn Ferets. Etres.s was 

20 indu田dìnF卸的肺varìous emet.唔:em(apom。可hine ， morphine, ipe回回血恤.cüP祖祖

and CUS04. Pretrea回叫 W抽血拉回mp::lUnd (0.3 mgf峙， p.o.) 2 hours b曲re th.e

em也"0，∞mp恤dyblocked 正h，咽e岫induced by all emetogens. A full dose-response 

curve was constrllcted ag臼nst apomoT j)hlne-induced em.e甜阻danEDs~do;eofOl

mg/kg, p.o was cal凹lot吋

Z5 In a model of motion sickness 10甘:e !w!cusmurtr1啞， thC': componnd was found to 

have an EDsoofO.2 mg!kg, p.o. 

τ'hcrcfore， in ∞nclwion，叫}，5-bill-trifluorom咕了yl-phenyl)-N 恥咱J'-N-(6

曲目pholin-oi--yl-令o-tolyl-pyrid血 3-yll- iI>obu時ra.mide i3 a. poteDt cmtosoni的 d J..I:K1

indu..ed b也aviour& inG叮bil :md bloch: em6i~ in Pereu 曲d 叫做世 m"n間~withrunilar

30 potency 

τhe pharrna曲lcineticpar，甜let~rl bave been evalllated in both ra't!;血ddog'>_[nra包，

the compound has a t叮minalhalf-life [)f23 hours, aclnranceof4 m11m血/旬， avclumeof

d甜甜u虹011 of8 l/kg and an oral bi帥、副Ja.bilityofS日輛自 Ind啤.sthemole叫，e h.ad l1 half­

lifeof40 h.o帥"cl目rance of 16 ml!min'kg. a volume of distribu世on of221/l;g :url an 

35 凹al bioavailabilicy- of 30 冊%
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The compound offormula 1 aI ~e] as 加 pharmaceutically usable aαdadditbn 叫"

can be used as 回回也aments， e.g. in the form of pharmaceuticaL preparations. The :pharma 

ceutical preparatio田 C阻 bea，曲linistered orally，也g.m也eformoftablets，回，ud坦ble包，

dragée丸 h"d祖d soft gelatine capsulel. 阻lutions， emmsions or sllspensions. The 

5 a扭扭曲tra由n 且且， howevεr.alsobeeffectedrecta且.y.e.g.m 由eformof曲pposito 間， 0'

parenterally, e.g. in the form of inje也onsolutions

Tbecomp叫苦d oHormula 1 andit. pharma削tlcallyu曲le叫“咄咄咄咄tsc祖

bepro間甜甜hph!!rm~間包4年血叫 llluri5llIllçU[ 呵間已闊，主叩1m thc 

production of tab1e筍，四ated. tablets, dr"f;ees and hard gd曲曲 capsu1e~. Lact血肉的由

10 starch or derivatives thereo f, talc, st切訊cladoritssaltsetcc叩 b，田ed孤 such ex:åpi血的

eg.fortabl醋， drag缸s and hard gelatillecap阻l且

Suitable 血口.pientsfur 叩ftgelatine臼p"，1αarc c.g. vcgctablc oi1.s. w旭搗亂 hu. 5emi 

solid and liquid pol.yols etc 

S山table excipients for the manufadure of 501u丘ons and SJTUpS are e.g. water, 

15 polyols, sacçharcse, invert sugar, gl臨oseetc

5ult曲lee甜:plemsfor 叫ecr10且阻hllloßS are e,g. wat缸， akohob， polyob, sl-yccrol, 

vegctable 0曲臨

Suîtable excipients for supp岫岫lESare呵 natura1 or hardened Q ils, wax:es, fats, 

齡rni-liquid or liquidpolyols e且

20 Moreov<缸，也，Epharmace咽t:i.caJ. pieparations ç扭曲ntain preservatiVf$, !òoltlbii2en , 

stabilizers， wet由19 agenL'l. ernu1單位間，開自tener5，∞Ilor血ts， dtvo冒曲"，組tsfurvarying

曲的咽。tiçpr曲ure， bu叮叮'$， O1asking agents or 阻tJ.o泊danu. Th叮國nal曲目祖祖n也E

。由自由前可eutically valuable substan，目

Thedos曙e國n vary within wìde lìlIl扭曲dw曲. of course, be J1((ed to 由elnd1v1dual

25 reQl山挖到nentsl且曲曲 pa呵呵lar咱也I1l gl目前剖， 1n ùl巳且se ofora] a也巫囚甜甜lJ[l lclailT

doôage ofabout 10 to l 00D mß: per penOll ofthe∞mpound of form'叫aIsh。叫db，

appropriate, although 也e above uppeI lirnit 個nal曲 b，目"ed吋 whennece.ssa.ry".

The following Example 1 illustr::tethe present invention without limi凶g沈岫

temperatures are given in血耳聞吋叫
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Inm到e'

2-(3.5--Bis-世.ß.uClrom抽lyi-ph妞yl)-N'-meth.咧 N-(6 冊呻holin-4-yl--4--o-tolyl-p-π姐M

yl) 也obutyr自世e坤世ochlori血 (1" 的)

到 4一 (S-Nitro品.nvridvn-rnoroholim cxm 

5 To a solutiDn of 20 g (126 mmol) of2--chloro-5-nitropyridinein 1叩 mltetnhrd<晶m，"

weIe add，甜 dropwise 27 rnl (315 mmol) Illorpholinewithin 10 min. The r曲呵呵 mntur，

'W....e rofluxad for ~tion:d 2h.. .Aft~r c()o1i.r苟 toroombm可pe-atu咱也l! !:olvl!nt wu:.

r咽。.vedil1叩cuo:md也e residue was re .. dks:olved in 200 ml e曲I a.æt:ate_The叫mic

p.，牌 was washed with 200 mll N sodiun bicarbonate solution, dried (magnesiun 

10 snlfatf) and evapo目，ted to give 27.3 g (qt.aJltita加官) ofthetitleωmpound as a ytllo'W曲Hι

M.p.142-1的。ι

b12.2-Dime出_vl-N.(瓜 mnmhnlln.4_vl_nllTirlin_~_vlì_nrn而nn~mi.-lp IV、

Toa 岫lution of27.3 g (126 mmol) of 4-(5-nitro-2-pyridyl) 血。中.holine în 600 血I

methanolw，的 added. 2.5 g of 10 % ofpalladium on activated 由arcoal_ The reacti凹

的 m:ixture 明$ hydrogenated (room 悟mpeJature to cι45吧， 1 barJ un世l 也，'"目前回

~rn.rlllnt Qfhydrogen was 包ken np (about 3hl. The catalyst was fil個吋 off曲dWlSW甩血吋

twice甜甜 100 ml portJ.ons of methand. fIle fütrate was 研aporated m vaα.tO(() grvez :z.og 

of a purple oil which consisted to 且 95 % ofthe desir吋a甜hne derivati:ve accordiJ.gto 

analysis by也in layer chromatograp1ty, 

20 Thi這 crude product was dissolved 田 a lIlirture of240 ml tetrahydrofuran and 甜甜甜址lyl

ether. After 血。，ling toOOC，扭曲 (lS9mrnI)1) oftriethylarnineweread血!din 咽eportion

StiIringwas 目前inued while 23 g (189mmol) ofpivalo抖 clù咽dew，位e addf<i dIOywise 

m趴詛 aperiodofl0min. Theieebatlt 、~a~rcmoved祖dther倒也onmixtureVi扭曲rr.d

fÐrlhatroomt血lperature. Th曲，位esdvent was removed 1ft閥α，oand由eresldu.ewas

25 suspended in 200 mll N sodium bica.rþooate solution. The product可""位臨的:oi thret 

tlrnes 'W1血 200 m1 portLo醋。fdichlorannlt祖局面cl(四d回n叫futc) 祖d 口upoßl.tc也

京師l'個lli.zation of the 相，lid間iduefrom 抽yI.<由te/h帥的 1:8 gave 2B.6 S (869的d血

btle compound as whi記<1")"包J..

MS rnfe (%):264 (M+H七 100)

3() cl N~(4-Iodo-6-mol"Dholinιvl-nVI'ldm 可 -vl1-2.2-dimeth 恥d們，on 門們目 mide 內II\

A 曲叫lu岫且岫岫。叩nof口叫2站8.4何g(刊10閒8血血o咱1曰)2，口2.'"闊tO向蚓h旬蝴yl-N吽叫-刊(徊6-叩叮moc吶P肉岫恤nl血d恤i沮n 蚓 pyn站.din-3-i渺1口) 

propl0n咀îde祖d49ml (324mmol) NN，N'.N'.t，甜amethylethylenediamineun曲缸'gon
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詛 000 叫出r曲ydrofur血 was cooled n 1 dry ice國th to -ì6~C. within lh. 20Z ml (324 

mroo l) ofa 1.6 Nn-butylli血泊且 soluti::U1 in hE臨newerea甜甜曲。P‘由e. Therea兩個

mlXtUre咽sallowed阻間m up to _3,oC uvernight. A扭曲olin時ainto -7肘， 37ε

(146 mmol) iodine diss 臼 lved in 60 rnlletrahydrofur祖 W官e ..dded dropwise durin, 15 

5 血in. Tbe chy ice bath was re抖aαdbymiαbathandasolu包onof90g(3由 mmol)

sodiur剖面osulfatepen包hy企ate in 250 rnl water were added wi仕血 10 min whcll 1h.c 

ternperature oftlle間çûon mixturch.drclæcd O.C. ThcD., 1000 wl dicthyl cthcr 閑自

...dd.ød.個.<b.。苟且也 l<1.}'<lr W2~ ~QP:n-bL T'he 叫ueoru hY2f ur.ru: 2rlr.ld:M. twi.且 viih.r:;個

ml didtlot'ometMne :and the combinelαganic!ayersweredri址 1m，扭曲llms1Ùfite)and

10 evapotated. Flash chromatagraphy ga當 15.6 g (37%) ofthetitle cornpoundasali~t 

brcwn oil whichα}"I>血zeduponstar吐illgatr曲mtemp叮當"'~

NSrnle (%):389 (M;-, 71), 358 (25),304(43), 57 (100) 

dn 2.2-Dime血泊 N-f6←momh叫司卜4-vJ.-4.Q.tolvl-tw吋din-3-'叫1也 roni們 1amiderVTT門

A rnixture of3.50 g (9.0mmol) N-(4咱也-6 血。可holin-4卅開ridin-3-y日屯，2-d.indbyl-

15 p[呻叩namide， 35 rnl tolu冊為 18 m.l 2N lodi四1 且rbonate solution, 312 rng ((1_27 mmol) 

t:~tIakis(triphenylpb呵，hîne)palladi凹的 and 1.34g(9_9mmol) 0吋拆boronicaád wa.s

kt.，dU!l也， _n 且是 8日。 Cfor12h. Aftei'的。line: 10 r，曲mtemoera旭且也eaaueOllsDhase

V1aS separated and 附心hedtwl臼'Wlth dllp'laαtate.The∞m恥neaorgamclayerswm

-washed 'With 50 ml br姐也 drkd(sodiu凰山臨吋阻d 們'3porated. Pw:ification byfi叫

20 cb.rom恥graph月間 323g(ql且由tative) of也e title compound as a white foam 

MSm/e 仙台):354 (M+H'-, lûO) 

叫“_Momh 、，lin_4_vl -4_阱 '01、rl-nvrirli~弓吋lilmine lT文九

A"帶個s:ionof2.93g(8 站 mmol) 2.l-4imethyl-N-(6-morpholin-4-yI-4-o-tolyl-pyridin-

3-yl).propionamide in 80 ml3 N bydndloric 阻dω，Iution Elnd 5 mll-propanol v溢

血 :beatc!dto90-9S'吧。，vernisht The readi田 rnixture W 3,!; cooled to room包mp釘到ure.

'u"，_Ju，d咽也 th，~盟 mlpûrtions dietìyl ether and 宜ltered 肌膚 celi能 Thefiltrate岫S

diluted with 20 ml wat位曲dwas岫mte:i lopH 7-8 by act，也tlCD OCZð '% sod1um 

hydroxi也，，1叫on underice 目吼叫口普::: product W II!l ~aded wi也four 10() nùpo>rtion6 

ofdichlorometl沮.ne. The 四mbinedo喀曲，已Ioy虹$werew啥也hedw油田 mlbrinι 缸"d

3~ (maguesiumsulfate) and evaporated to {ive 2.31 g (q田ntita吼叫 of由etitle且也pcnndas

awhitefoam 

MSrnie(%):26 !i1 (M+'100) 
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f) Ml'thvl-! Fi_mnrnholin_4_叫 4-o-túlvl-tJVrid出 3-vlì-amine rm 

A 曲Iu面。n of2.24 g (8.3 mrnol) 6-m01pholîn-4-yl且 4_。包lyl-pyrirlin-3咽amine in L7ml 

trimethylor曲。focmate血d 3drops血直1l0roa~世c ar:id wa~ heatf:d for 2h at DO'巳 Th.

".晶。nrruxtureW3e阻porated 2nd dried in 祖凹o for 30 mÌll. The r，臼id阻loilwas

5 dis叩 lved Ín 5 ml tetrahydrofuran and was added dropwise u txl.er Îoe cooling to 63~ mg 

(16.6m血01) lìthium a1umin阻nhy'企ideîn20 ml t甜咄.ydrofuran. The reaction m圍=

was .stirred fur lh I:It :rQom temperaturc，的。ledto OCC llSAÎn 間d.臼dified. {pHl-2)卸

od耐。n oflS fVO hydrochlo血阻dω訕。血A:ft:m...I:tirring扭 5 min， 1& <M，曲di~

hyd.roxid.e soluû閻明s addéd to reacb p H: 10. The oolution was filtered 御街叫扯~，
M 軒'aporated and puri益ed by flash chrl)mato~aphy to give 1.56 g (66軸) of由etitle

回mpa阻dasa 、I>'I:ri.tefo缸咀

MS mle (%), 283 (M', 100)。

的? 門 _S_Ri.._h們4月"內rnm l'thvl-nh們n叫 ).N.I1lPthvl-N-r Fi_rn 門"你。 lin-4-vl-4-o-tn 叫-，涓涓 din

主通道些堪E且且且

15 A 田，lutionof 1.4陷 g (5.15 mmol) m吋yl-(ó-morpholin-4-yl-4 。而olyl-pyridin-3-yl)-amine

曲J l.32ml (7 月:o:unol) N-ethyld.ioopropylamine in 15 r叫 dichlorome由血e_cα~.d

inmi且 b，也位世 18 g (5"67 mmo1l 2"O_5-bis-仕ifluorom吋lVl-ph血吐1-2-methvl

propionyl chloride were added dropWlSe 了hereaεtJ.onrni:xture w:且 warmed to 354口。Cfor

血， cool吋 to room temperature a伊血aIldwas抽rred witb 25 ml saturated 且“urn

20 bi晶晶 onate $olution. The organic la}'Er va~ 5eparated血d也e aqueous phase was cctracted 

with dichlorometbanc. The combinedo喀aniclayer趴呵呵企ied (magnesium 剖Jfate) 組d

間porated. The rESldue was purifíed by !Ia~h chromat呵呵hyto give 2.9 g (q阻ntlta帥的

()f the title compound as white Cl")'5t al.s M.p. 1日-1320C

1h) 2-(3.5-Bi~-tri個Llorom"，曲vl-nhen叫H心f.methvl-N-(~mmTlholin-4-vlι郎'0'叫 -0胡同din_

25 3-vl)-isobutvrarnJde hv 兩 rochlorirl企(1:1.45)

Toa Sl回叫帥0叫咖lut岫1昀耐lon仗叩n 。倪f口2.9均g(愣5.1臼5 血血o咱叫 2-訓刊-(咐('叩，5-晶岫M枷s 回E加n叫oro帥蚓吶e閃吶月枷刊-剖N-m抽F什-N-州N恥叫.刊(

m叮F阱10咱1n-吋+嘻'-y抖1←-啞刮吋0-'叩ol~世-pyI1咀dln-'γ啊吭~-回b呵Ta睏dei切z耳"甜O m1 d副L吋E可咐手升1 吋1阿U~C曰a出ddε司d 

凹d曲，，'悶吋切oling 2.8 ml3 N hydr揖ltloricacid咄咄叩 indi咱抖咱位Aft"由即可[0，

15m血 at O"已 the suspension WlU evaþαated to dryn臼:s， re-s且pend.d凶 100 m! d.i甜lY1

到 咱...曲終"d 阻d 晶晶 '"咽個 togheU2g(即%) ofthe tit1e com戶回閹割吋誼e

ccystaIs 

MS mld%). 566 (M十日t， 100), 588 (M• Nat, U) 
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fUmJ企h

T曲letsof甘當 following cornp:>srti咽 are manufactu.red în the usual 回回nor

~ Activc:: ~ubruu:u;c: 

!.act()SÐ 

C叮叮，..，晶

M口ocrysta血necellulose

M唔nesillmst，晶rllte

主且拉且

且也盛起

" 15 
34 

1 

Table先 weigbt 100 

臼Ipsules of the following çomp間ition 缸e manufactured 

且早且早盟"

AClÍYC 間ib~tan'"t 10 

u laçtose 155 

Com血X也 30 

Talc 

CaFsulc fill weight 200 

Tbe activesuh血Dce， lac個.，血d 白血血地".宜的吋 mixedinamixer 個<l thenin

創造且mmiDuting machine 百emÏXt1Jreisreturned 10 the rn:ixer. 也e talc is added tbereto 

組d血:ed thoroughly. The m曲Jrel$日ed by machine into hard ge1atine C8.JlSules 
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區且處五

Suppo~itOI間。f出efollow台海回rr.p()Sl泣。narem血ufadured

且且早已

55 28 
Z

岫

訕
m

悅
叮

u

個

mm kh 

5 

Total 13口。

Th，叫.ppo叫。中nassismel怯tinql訕。rst他，lves~elm血d也orou出y..d

cooled to 45"C 官回間:pon，由efìnelypαvdered active 8ub位扭曲的 added thereto md 

slÌrred 阻ti1 ithas .fupersed 的mple包1(. fhe rnixture is poured Ïnto 叩開阻torymouldsof

lO sllitables啞， lef凹的。'"由esupp咽tcci(s are then removed from 出， moul也 andpacked

illdivid田l1y in 'WaX papcr Qr met叫 fuil
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.!Jiimi 

1. The四mpound ofthe forrnula 

。EA叮
zτbe compound 2.Ccording ul daim 1, which is 2-(3 ，5-bis 回flnoromerhyl-phm削­

N-m咱叭-N-(6-rnorpholin-4-yl-4-o-t~1'}l押ridin-3-yl)-jsobu恥咽岫

3. A medicament目前ainingtbecαnpound “ claimedincla且m.J阻d2

剖dp凶r阻但uticaHy aCl;eptable exdpieI1ts. 

i. ̂  m"d.i=m"!lt "'''''0沾沾stO" do.1m. Jfor 恥。h<.出問tof品甜corcbt<<lt"，位e

岫 NK_lre<:ep切r

S.Aprocωsfu玄 preparmg曲ecornpo阻dof{(凹mula 1 u defined in claim 1, wmch 

P由~"目mpn..'i~~

a) rea叫ng' ∞mpound of fonnul :a 

品

。=血a compound. ()f farmula 

9FJ 

α-x 、f 、CF，
.; " 111 
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to a∞mpoWldof如mula

JII可
阻止

if丑聞re<Ì， converti.nε由ecomp叩ndobta血吋 into a pharmaceutically acc中table

5 acid addi包onsalt.

6 甘le c(lmpoond according to 曲了。ne ofclaîms 1 個d 2. whenever prepared. by a 

p'0自由甜 claime<i in claim 5 or by an equivalent me也od

7 甘le use of the compound of f()rmula 1 品r 也e treatment of dis目ses

8. The use of the compound of formula 1 in ac∞r血nce Wl血 claim 7for由E

Hl treatment of d間asesrelatingto由e NK:-l receptor 

9. The use ofthecompoundofformula Iin anyone ofclaìms 1 and 2 for tI:也

血祖ufacture of medicaments for the 訂e血nent of diseases rel.a由19to 也，eNK-1Ie仗:ptor

1O.Theuseofthe∞mpound offormula 1 in ac∞甜甜ceto daim 9 :fi扭曲e

manu自.ctureofmedi臼ments for the t了自個目tofd中reSSl間. anxiety or emeSlS 

15 11. The invention as hereinbefore described 



indexation.lst QCOK tags.lst



。
。

峙
，
.郎

"

MM 

岫
叫

EZD 
hm 

恤品u
h 

句
m p u vd n E 

…m
w
一

(51) Int.CI.1: C軒'D213月5

(12)P且盟主

但l)AWlict'咽。n KEfP120001000323 
Numbcr: 
但再:FUlng Date: 28/1 ]/2000 
個l) Priorily Number: (32) D.I.: 2'/11日H!J'} (3日) Country: EP 
'，心扭曲且2

(73) OWuer(s): F 且OFFMAN - LA ROCHE AG of 124 -GRENZACHERSτRASSE 
αf.4070 BASLE, S研ITZERLAND

佇2)10陣Iltor(s)
佇4) Å.gentladdress for J. W. WtuJ.yaga & C() Adv<lc&:試 P.O. Box2S275. Nairobi 
曲rre:8DOlldeJlce:

(54) Tia.: 2.(3 ,S. BIS.lRI且.uOROMEl宜YL.PJ直到VL).N- 卸血甘fYL. N-16. 0". 

MORPHOLIN-4-YL.4.<口-IOLYL- PYRIDIN.3.YL)-IS口BUTYRA品位DE
(57)Abostract: The inv凹蚯onrelat酷的 acomp叫nd ofthe fonnula whi曲 is2-(3，5-bis­

trif1uorom拙yl-phenyl) -N-(5-- mol']必l恤 4-yl-4 tolylpyridin -3-yl) -
的。bu研runide.It旭gb揖nfound也atthis四mpound has a hi且 affmÎ甸的1heNK.

1 re咽pt(lr 個1d itis 由erefol自由eful inthetre咀ment of díseases, whi也由徊，區別。
thisrecentor 



τhepr田ent invention relates to the compound of fonnula 

JJ內
已"' CF. 

回d topharma臼uticallyacceptable acid addition sal包 th訂閱E

The compound of formula 1 and its salts are characterized by valuable 由erapeutl巴

5 proper岫 It has been found that the compound of the pr明白 invention Îs a highly 

sdcc世veanta耳onist ofthe Neuroki且in 1 (NK-l, substance P) receptor.Substancc P i5 a 

naturally occurring und阻peptide belonging to 也etachykin田 family ofpeptides, the 1甜'"

being so-named b眩目U甜 of由e叮 promptcontrιtile action on extravascul:ar smo()血

musde tissue. 

10 The receptor for 叩b血ncePîsam自由er of 1he superf扭曲y of G protein-coupled 

receptors 

τ四11，刊n，叫u叮r叩o呻P叩咽tid血.er阻缸e叩pt，伽o肘r 品伽rs叩岫U由bs蝴t阻an間但 P(N限E忘趴-寸叫1吋)

由趾e回祖mali且i祖且血e盯rvous 恥健岫m(es中pe缸ClaDy沛brai岫工由na祖n吋3吋d ，叩pma咄1旭祉al 耳伊伊a臼胡n呻Eψglia吋圳)，t也趾he叩C口叫Jr肛叫rc間cαt凶曲d由ator可Y'叮咖Y'血tem

and peripheral ti曲U自 (especiallytheducxien山n 祖d ;e;unum) and are祖volved in 

15 regula'區19 a number of diverse biological processes 

τhe centra] and peripheral a也.ons of也e mamma1îan tachykinin substance P have 

been組前iated明白 numero田 int1ammato叮囚咄tions 田cluding migrain已由eu閉目Id

E由封曲，扭曲血仇叩.d infl.arnmatory bowel disease as wel1 as 血ediation of也，cemeticrefl.cx

and 血e modulation of central nervous可晦m(CNS)晶ord的，u晶晶 Parki帥的d晶晶e

20 (日間r由d.R筒， 1996， 7， 187-214)，姐姐ety(臼n.J.Phj樁， 1997，唔， 612-621) 祖d

depr間ion (Science, 1998.281, 1640-1蝕5)

Evidence for the田efulness of tachykinin receptor 閏tago血S包 inpain， h個d.che，

espedaUy migraine, Alzheimer's disease, m叫，tiplescleros凶， attenuation of morphine 

w>出，drawal， cardiovascular changes, oedema, such as oedema calliled by thermal inju可，

25 chronic inf1ammatory diseases such as rheu血atoidar由ritis ， as由maJbronch且I

POP且8.08.20曲
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hyperr晶咱們ty血dotberres戶mωη c:l.is~a$es includ.ing allergic rhini恤， int1arnrnal0IY

di&部目。fthegutinclud.ingul目nti'閻明li山 a且dCrohn'::; dÏ5目斑， ocular 回IjwyardO叫1"

infiammatory disea5~ has b由lrmn把d in "Tachykinin Recεptor四d Tachylinin 

Rcccptor Antagon:ists", J. Auton. Phumtcol., 13, 23-93, 1993 

FurthennOIe. N叩rokininl rec申，，，目tagolU5ts 缸'e being developed fol the 

treatment ofa number of physiologjca òisorders as叩ciatedwith祖祖α“ orinbàan晶 of

tachykini且， rnp缸缸叫ar l:iubstance F. Extrnpl目 ofcondi世ons in which l:iubs阻"， Fh曲

b=l1 i固p~巳ø.tI;d. indudc di:K>nlcr3 of t1.c ccntrd ncrvoU3句前，m叫，ch !13IU111:Î.ct"(， do:p民的>10n

and. psyc:b叫訟 (WO 侶!1667Çl， WO 9SflS1U :ll1d WO 95，且叮9&)

叩Theneuro祖nln-lreceF成:or 血taEoaüts are further 阻efu1 forthetr田tmentofrno值。n

Slckness and for treatment înduced VOItl血且g

Inaddi組on， in The New Eng1阻rlJour咽lofM吋虹的先 VoL 340, No.3, 19(]-195, 1999 

h iUI been d~cnbcd thc roouction of ci司pktin.induced cm的isbY II. 5d仿tiV'C n叩I()kin血+

reçcptor祖包gomst

15 百leus晶llness of neurokinîn 1 re臼ptor 叩tagonists for the 訂閱tmentofctrtrin

的盯ms ofurinary iDcon丘且ence is furth('r ilescribed in Neuropeptides, 32(1), 1-49, (1998) 

血dEur. J.Pll且lll;n:;ol.， 383(.3)， 297-3田， (1帥的

h珀間more， US 5,972,938 descri~s a m抽出 for treating a psychoimmuncJ.。阱肘

apsychosom.a虹 disorder by admin:is回tiollofa 包chyki且mreζ;eptor，甜chasNK-l

20 receptor 祖國gomst

LifeS且， (2000) , 61(9), 985-1∞ 1deoscribes， thatastro可回回F由 funo血叫

receptors to numerous neurotr，祖smit1en induding叫lbst聞自 P， which is an important 

S由nulusfurreattivea斑。可t臼 in CNS devclopm回丸 infi:ction and injury. In braÎl1 tumors 

malignant glia1 cells originating frorn $t了前ytesaretri臨;eredby tachykinjns vi旭 NK-l

25 rec中心'rs to release soluble mediators tnd. 10 incre臼e tbeir prol:iferative rateτh結efore，

l5elective NK-l re<;;"11tQr ;mt..soui&te; au.y be U8efu1 as a也erapeutiç approaeh宜。 h.結

m:ùignanl gliruna~ in缸 treatm~Dt nfc:血的

In Nalure (10咽。n) (2000) ,405[6183), 1&0-183 is d自個be且也atmI目Vlith. ~ genetic 

disruptionofNK-l 間ceptor 晶。walo晒。正也e rewarding properties of morphine 

30 Consequently NK-l receptor antag個遁的may be usefu1 in the包圍困曲tofwithdr酬d

SY'可tomsofaddi也vedrugs sucl叫中恤es and nic:otine 血dredu曲onoftheir

abusdcnTving 



 


