WD 2005/ 073191 PCT/ US2005/ 002149 TITLE OF THE
I NVENTI ON HYDRO SO NDOLI NE TACHYKI NI N RECEPTOR
WORIABINYSTS BACKGROUND OF THE | NVENTI ON 5 SubBeTaisem®s/802149

is a naturally occurring undecapepti de belonging to

the tachykinin famly of peptides, the |latter being

so- naned because of their pronpt contractile action on

extravascular snooth nuscle tissue. The tachykinins

re dlstln ui shed by a conserved carboxyl -term na

TTHJECEEH@% NIHNddi tion to substance P, the known
HYDROI&)]N@OI&NHMPIKKMMSIE@EHT&]R&AN@AGQNIT& A and

neuroki nin B. The current nonencl ature designates the

receptors for substance P, neurokinin A and
BACKGROUMNIX Off THIBINSENBIOMNOKI ni n-1 10 (NK-1), neurokinin-2

5 (NK- 29506k Imﬁgx Qb %calrﬂimrﬁ)ec Béﬁﬁg %Qﬁ)ig(ﬁé t% the tachykinin family of

Tachyki ni n, In particu stance ant agoni st s
peptides ghelatigrfeirie somamd becrusgof Rt PEFIRS FontRptilA petion OB GHEVESCBiAGSmooth

muscle t‘é@iec Fha 'Ea%hﬁhﬁﬁ@zfr& @fshﬂg@@h&i’b}t ah@mﬁHr%QﬂﬂﬁxﬁlﬁerﬁﬁhaE%@%ﬁe In addition
of tachykinin, icul ar act i,vi

o substptf i MO EPEE ke B S gt SyRgeii B The curren
nomenclﬁlﬁﬁal deighitentharderia@s for sutgasts Binstekininn®land haoelden 8,as neurokinin-1

r.der n iratory
10 (NK-D), 8?“5 okérsuél st(lqéz)gﬂﬁj%ﬁvk&fn %hge %h\/%%ﬁt%épﬁ e present
i nvenTaduking, aid s patidularcsubssance Prankagenisls 81siuseivl i Hi treatment of of

clinical &gﬁﬁgﬂpgﬁlc}f@fa%ﬂaﬂt@rlze&' §§ fridlpredgnch %F'z[rpé?dc&is Rf tllcf(ykﬂﬁml Jn particular
eceptor antagonists, and inhibitors of tach inin and

substanCP R pardty-doglading dispsdarnpiche gentralnerons, Biemy Hoﬁl?g% nggd pain,
gastroin@ S LHBGHerdd diddrdeait FR@edt thineeibn fal mephatoryodissagonpr i si ng
these 20 conpounds as active ingredients and the use
15 of the conmpounds and their fornmulations in the
SUMMAREOHEAE ISVENGEN ai n di sorders, including enesis,

&%R?Léﬁb%ﬁe%g&'v%‘rﬁ&% d@é@t@ﬁ%sc%hgﬂ kﬁ@r%goi%ﬁ&in%trcbeﬁg%o#tnds which are

useful a§ weperkininn (NE- Direespiopentaeonissrmpd diuitost ofsby Rt A 1 psticular
substanceP3 THeNRvehti&h S alsd cRe&ned\wB pkmaceutical formulations comprising these

20  compounds as active ingredients and the use of the compounds and their formulations in the treatment of

certain disorders, including emesis, urinary incontinence, depression, and anxiety.

DETAILED DESCRIPTION OF THE INVENTION

The present invention is directed to compounds of the formula I:
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wherein:



wherein: -1 WO 2005/073191 PCT/ US2005/ 002149 Rl is
sel ected fromthe group consisting of: (1) hydrogen,
wO02)o5@01318al kyl , which is unsubstituted or subsPCrmSew®s/002149
wi t h hal ogen, hydroxyl or phenyl, (3) cycl opentenone,
whi ch is unsubstituted or substituted with hydroxyl or
methyl, 5 (4) -(CO-Cl-6al kyl, (5) -(CO-NH2, (6)
- (CO) - NHC1- 6al kyl, and (7) -(CO-NC 1-6al kyl)(C
1-6al kyl); X is independently selected fromthe group
Rl is seleateiisfiane thagrayp consiting 9 hydr ogen, (2) fluorine, and
g;) n%[:gélm and pharmaceutically acceptable salts
er eof i ndi vi dual . enant i rs, a i ast.er
o ot st BB SO BB 2 Bt BB e,
GNC g(t@eﬁ)p@rﬁéﬁéﬁél, Whﬁi léﬁsgliistilfuwdﬁ kubstitated \A@Txiilyg&@yl, ar rdethSE
a erein R1 and X are
> @%fi ngg&)%gﬂglkhﬁyl and pharmaceutically acceptable salts
Bher ed€ORNH2i ndi vi dual enantiomers and di ast er eoners

@69ere_g@0)_Nﬁ@1§6qh@ghﬁaent of the present invention
I ncludes._ co e formula Ib: -2 WO

ds of
6605/é$§i§igppg?l#]@8©§ilgbzl49 CF3 H3C,

X is independently selected from the group consisting of:

10 ¢y hydrogen,
(2) fluorine, and
3 methyl;

and pharmaceutically acceptable salts thereof and individual enantiomers and diastereomers thereof.

An embodiment of the present invention includes compounds of the formula Ia:
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wherein R1 and X are defined herein;

and pharmaceutically acceptable salts thereof and individual enantiomers and diastereomers thereof.

An embodiment of the present invention includes compounds of the formula Ib:
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. r& CF3 ,0X HHN RIb wherein RL and X are
defi ned herein; and pharmaceutically acceptable salts

woheaers@os19and i ndi vi dual enanti oners and di ast ePeD/SE®S/002149

t hereof. An enbodi nent of the present invention
i ncl udes conpounds wherein RL is selected 5 fromthe
group consisting of: (1) hydrogen, (2) Cl-3alkyl,
whi ch is unsubstituted or substituted with hydroxyl or
phenyl, (3) cyclopent-2-en-|-gpe, which is
unsubstituted or substituted y#h hydroxyl or nethyl,
(4) -(CO-C1-3alkyl, 10 (5) ) - NH2, (6)
- (CO) - NHC1- 3al kyl , qégf)
-(CO) - MClekw)(m_ “tLhin this enbodi ment
t he present invention inclludes conp%unds wherein a 1
is selected fromthe grofip consi gting of. 15 (1)
hydrogen, (2) nmethyl l ethyl, (4)
2- hydroxyet hyl, (5) en-1-one, 20 (6)
5- hydr oxycycl opent - g+¢ (7)
4- hydr oxycycl opent - (8)
2-nethy|cyclopent-z-eniﬂ-one, (9) acetyl, (10)
acetam do, 25 (11) netinl - acemam do, and (12)
di met hyl - acet am do.

wherein R1 and X are defined herein;

and pharmaceutically acceptable salts thereof and individual enantiomers and diastereomers thereof.

An embodiment of the present invention includes compounds wherein Rlis selected

from the group consisting of:

) hydrogen,

2) C]1-3alkyl, which is unsubstituted or substituted with hydroxyl or phenyl,

3 cyclopent-2-en-1-one, which is unsubstituted or substituted with hydroxyl or rmethyl,
4 -(CO)-Ci.3alkyl,

(5)  -(CO)-NH2,

6) -(CO)-NHC}] -3alkyl, and

@) -(CO)-N(C1-3alkyl)(C1-3alkyl).

Within this embodiment the present invention includes compounds wherein R lis

selected from the group consisting of:

¢)) hydrogen,

(2) methyl,

3 2-phenylethyl,

@ 2-hydroxyethyl,

®) cyclopent-2-en-1-one,

6) 5-hydroxycyclopent-2-en-1-one,
N 4-hydroxycyclopent-2-en-1-one,
(8) 2-methylcyclopent-2-en-1-one,
9) acetyl,

(10) acetamido,

(11)  methyl-acetamido, and

(12)  dimethyl-acetamido.
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-3 WD 2005/ 073191 PCT/ US2005/ 002149 Further within
this enbodi nent, the present invention is directed to
woanpoasids wherein RL1 is hydrogen. Al so furthecTmiStdsno2149
this enbodi nent, the present invention is directed to
conpounds wherein Rl is nethyl, 2-phenylethyl or
2-hydroxyethyl. 5 Also further within this enbodi nent,
the present invention is directed to conpounds
wherein RL is: which is unsubstituted or substituted
wi t h Fipdeowipiin giis srboiprent, ledaesenfipyraiionf diffeigd fo,gogpounds wherein
lehy&ﬂggdlnent the present |nvent|on S dlrected to
conpo ereln ,
oty Bugi i B bt RO aATRAT B ssmpoumas
whmmn@ﬁ1§m@hﬁrb@ﬁmphﬂmMaaﬂwmmxwmQﬂudes conpounds wherein X
'S YAIQAGHer wiilly BIRAHHRR Ao R RRRA HAYRRYY Qfhpounds
cl udes conpounds ereln & 'S FTuori ne.
whﬂmn wdi ment of the present invention |ncludes
conmpounds.wierein X is nethyl. Specific enbodi nents of
t he poes i nvention include a conpound which is
selected” 15 fromthe group consisting of the subject
conpoWh@%“dmmﬁﬁémEiQﬁwg%§mﬁ%WéhhWEWa Lrastheceut i cal Iy
acce DAQB @ theawitEin tH'lsﬁdnﬂﬁflmﬁaﬁQ thdﬁés&ﬁtdbk&hhcﬁhﬁﬁdﬂdc@ﬂﬂf Smpounds

tereo rs t her eof. f th
Wh“mn3$é§%ﬁw A }WE$38@H? ’ﬁﬁ%ﬂgﬂgfgﬁ%é%oasynﬁetric
centeAsenﬁmﬂmﬂamfﬁMpsmmmummnmm1m$¢bnam@&mahdmmaméﬁméydmgmx
An embgﬁigélgrﬂ lof %}B \?isela Ve Jﬁi%ﬁ EHC RPE ogrkgg"h%feﬁl (luGrifl. XAH EfBodiment of

ast er eoner tional asymretric

the preseng ftveRtion wdb%cq@rpes@ﬁwhéfép’e?ﬁaﬁ mghilpon the nature of 20

the VQ%écﬁié%n%H{HﬁkhtE Ulﬁlﬂé &e%@ﬂt {nR&ntioR :nﬁzﬁidla € corfgRuhd GHiERis selected
o D i L B Bty
acceptat® &tk BlefoD@idiiedidias ORliGmanshdliastanemtiiréofi n m xtures

?2& 33&? gcilﬁ?ptoﬁli{dﬁ {%}8 prelsr%n¥ %nQ/u rt{oP n%d cI(o:rh glggu éjrsino?’ﬁ_?e]sgmetnc centers
and can grue Semt as PRI pighra¢egnienmantrey, @mglo epangibeersl digdsterepmetic mixtures and

1nd1v1dua15&1£g?é’réocfne§so ﬁﬁﬁﬁal%&@?ﬁetg@ R:W%r belp TEsBM ld@;%ehdlﬁg QY6 tﬁé‘ Qature of

ructure o npourids ‘W t ho referred

the van@ts srsBEpRAPB e JolerHe E%?Béb‘é’r?dlélﬁlﬁle%lﬁ et gall méfpezéenflh ggduce two

optical 1gérﬁ§§ ﬁ{dqpigﬁft&ld&{ thhth@liof tlfé"ﬂ)bé%‘f@é @;ﬁfc@lﬁmnﬁérsﬁﬁ@ afaﬁbﬂeﬁrﬁ&s MByhixtures
e acnl

nown 0
and 0 D PRE BF LB SPHEHEOHOBOPGg) T BERGPHER Ef ron. The present
1nvent1oﬁ hﬂnéan&h&@fnpﬁe&etﬂfaﬁ rseuhd bveris tforyhs Wﬁgheb&:omd@tnésr rifon@ala byhows the

structur¢ Ofethff‘ Fﬁ%%f r11¥p r%{s W %B&B)E]e}fer\%{%l s?e%é/o%fxﬂuLtk CriRf; &?&g@m%?ntheses of

|ne|n erne eri vat
these dlmwmcy theji ahtpratageiabye IepataianBR bﬁgﬂC@ﬂvedémeln ghe art by

approprﬁx%&flﬁc‘aﬁorkm%@tl%&%hdé& ﬁlsagggd'hgféf@t'ﬂ‘h@ﬁ‘ absbfutedsﬁa?écfcﬁgmstry may be
racenmi ¢ m xtures of Oun be se arate

SO
determipe Ry theistay SEvsipRpsaphy Oéﬁy%ﬂg’i’ﬁ KT BQLHQI'S§ T 5¥y§tallllg%llnm@1atelsﬁ’§hlcrl are
derivatiges@PHAhédetsaty, AN a RRgdhddnt@dnOad ashyimericReds otkddwnkibeoMie i N

configu}aggn.aﬁaésirgé{ %zlgcer%ﬁ: mixtures of the compounds may be separated so that the individual
enantiomers are isolated. The separation can be carried out by methods well known in the art, such as
the coupling of a racemic mixture of compounds to an enantiomerically pure compound to form a
diastereomeric mixture, followed by separation of the individual diastereomers by standard methods,
such as fractional crystallization or chromatography. The coupling reaction is often the formation of
salts using an enantiomerically pure acid or base. The diasteromeric derivatives may then be converted to

4.
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the coupling of a racemic m xture of conmpounds to an
enantionerically pure conpound to forma
wdizesstogswoneri ¢ m xture, followed by separati oRCOfUSRI96/002149
i ndi vi dual di astereoners by standard nethods, such as
fractional crystallization or chromatography. The
coupling reaction is often the formation of salts
using an enantionerically pure acid or base. The
di asteroneric derivatives may then be converted to -
the pure pggnsionysis by slwceg@@m@z‘e@slmbmﬁ@% Tihp ErcicanisE Y |d8§rﬁ?P§’°“ndS
can also l%’ séplaﬁ&:‘daiﬁl@ct@fbytchl%nﬁd@ﬁ@hﬁ heftRls 6tBSind UBiral Iﬂaﬁorfaﬂclﬂm.e@ which
e of tgg ounds. can al so b%iseF? b db
methodsqfys i Wwwn IHGPREH A FEPHISEST 2t P ?w& f%ﬂw. p gptained by
stereoselettiMeisgithesis uoing spiscaliybire ktarting hriaedsls ar eageetslof kangwrronfiiguration by
nmﬂmdswéﬁﬁgo% E)Iﬁlhtelrnatlvely any enantionmer of a conpound
ar ned by stereosel ective synthesis usin
opt i c&hdrg anggeverad acgentpiemathpdsaf ah@n@ thercemg@mﬂ&:,dlsq‘usa@g Hexpin.
configuration by 5 nethods known in the art.
There are several acceptaht nethods of nam ng the
compounds di scussed her, 0-O\NCH3 ,CH3 OO
CH3 For exanple, the ab conpound can be naned
ei ther as "(3aR 4R 5S, 7aR) tert butyl -
hydroxy 4- phenyloctahydk 2 50|ndole 2 car boxyl at e"
or "tert-butyl (3aR 4R 5%, 7a g hydr oxy-4 10
phenyl oct ahydr o- 2H-i soj he- ﬁérboxylate" The core
structure may be generally referted to as
oct ahydr oi soi ndol e, hexahydr oi soi ndol i ne,
per hy HPIGaBPIAdBE heue conrerpd @ibaauRidrithergs “(3aR4R,55,7aR) tert-butyl-5-

hydroxyWﬂfeﬁ&lS&hH&GﬂJ ﬁf—lS@ﬁﬂ&@Q%ﬁmxﬁ&e a@PERLChuf €ShRR, I5TRRES Blydroxy-4-

al.o or._hal ogen as used her
shenylofighdipdl oG o R iR R GoP S BT BB B Ghe S FREe © o
octahydiSisaindate] hexal@lirofsoindslinenpddiydoasdkdiolines hytiedisaisibling or hydroisoindole
entify the group 15 as having 1, 2, 3, 4, 5 or 6
arbons in a linear or branched arrangenent, such that
Cl SaMyPPrSCp@%d 1yi thedelof skt &1 thelers hﬁlétOhkrfl Ogeétahyﬂed herein are intended to
include fludtbQBYdre, by Md @cpy)l slrﬂliemyt @16, ds HOC€ hgdlpl is defindd doudentify the group

oo baisB3 0 1 S bt g Datibet Pt Bhe e ST B By S @Rypgpeciticany

includedd@ethy) A@RENOEBHY Yiso-Srapa] i blhﬁtyle@o%hﬁyh teffLtutyil HJeﬁtyl’J Lt @&:8/1.Q4 group
utic

wich i SR B TR el ke S oo B PLTREREL BB ¢ pgempencs
substitufeH avitheodtigle cahteys doedpubdtientaon- t oxi ¢ bases or aci ds

i ncl U%Q%rﬂln@{ &gﬂk&mqu cg@@l&sanéﬁgém%@giaws ggg&@@'ﬁsm or
or anic acid eri fronllnorganl ases
pharmawmaum acogplable Aeioxiarbatss PLraidsdegludingrporgdifpeorsantedpses gnd inorganic

or orgari®4didU Saltd detiddmBm REHARIS ibbd®k mﬂ]%ﬂegﬁﬁ‘m&uﬁlaérhrﬁomum calcium, copper,

ousS, potassiu sodi u zinc, and.t
ferric, ferroug %Rhlum magnesium, mz{rrllgamc salts rpnanganous potassmm soJmm zinc, and the like.

compoun(gs

Particularly preferred are the ammonium, calcium, magnesium, potassium, and sodium salts. Salts in the
solid form may exist in more than one crystal structure, and may also be in the form of hydrates. Salts
derived from pharmaceutically acceptable organic non-toxic bases include salts of primary, secondary,
and tertiary amines, substituted amines including naturally occurring substituted amines, cyclic amines,
and basic ion exchange resins, such as arginine, betaine, caffeine, choline, N,N’-dibenzylethylene—
diamine, diethylamine, 2-diethylaminoethanol, 2-dimethylamino-ethanol, ethanolamine, ethylenediamine,
N-ethyl-morpholine, N-ethylpiperidine, glucamine, glucosamine, histidine, hydrabamine,

-5-
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Particularly preferred are the ammoni um cal ci um
magnesi um potassium and sodiumsalts. Salts in the
weabisth7$et m nay exi st in nore than one crystal PCT/US2005/002149

structure, and may also be in the formof hydrates.

Salts 25 derived from pharmaceutically acceptabl e

organi ¢ non-toxi c bases include salts of primry,

secondary, and tertiary am nes, substituted am nes

i ncludi ng naturally occurring substltuted am nes,
isopropydapiPe, &y siafi iy sluensing BISTREOliRsnPigX R Biger @as: pelyareig Fesing
plocameaﬁlﬁ‘inaé ﬂ%obﬂ@ﬁﬁr@l dﬂi@thyﬁﬂ;flfeeﬂrlﬂ@thyﬁh@ﬂd Brop larmne tromethamine, and the

like. kany%l ec?oh@%tgﬁ] o[ﬁ g&%%grgl?ﬁvegtll%:’nﬁ@){swfag%ng% eelerﬁ%%q from pharmaceutically
acceptabt dvariotiandidse incitling irengdican oiganic Midst ISyth mnfspllitd)llldemeatlc

v LR AR SS90 SRSl e

hydrobrqrslg,piwdmhlam, irsthidiycs fanfés, masichyrelyt, aeadrlinanethrvepifonic maycic, nitric,
pamoic, Bélﬁ’@cﬁé}ﬁd Bﬁ‘os mrﬁegdcé‘lhl@ esvulfﬁ’t‘?(J Ya@tq}@ %—tBlﬁéieE\ﬁfoch\EﬁCﬁidQ% like.

puri nes, t eobron1ne trlet an1ne tri nmet hyl am ne,
ParticularlyngFeigsA e e, hStdFQhﬁ%‘PlﬁdW?Wéhloré“n EpaleifeDNPICEIS, B fifearic: and
tartaric RRRPRWAL bOfindeR®op 1R AN hisell AMEM] ﬂeﬁ:@enlcés tbaRicompsaldt 8f theresent

) . be prepar f h I t abl
imventiof g ita i (oG P BhaiBRoRS peskrr BESIE o gani o

aci dsExcauydifyimcthe snvemioh ictbe el ihe cobphedyd srdssad foghd Bxamples and
herein. ? @Kfﬁ'c‘ém &ﬁﬁ?&ﬁﬁlﬁ %e 4}?&5&[ ’mv%httiJnﬁﬁ%ucﬁtarl@glr?&l'fhfv@p&hcselected from the

uconi Cc,
group ccrmyléltmgcqf n@&o@pom@éﬂw ol & the Ef%,lpww,g Exainelpsand phprraceutically acceptable

salts thefSBNARI hdividiB iRABRSMEE BRRleef. Mucic, nitric, panoic,
sucgci ni c, sulfurlc tart

pant ot heni c, osphori c, ric,

D ol bt oL i et o 8t erca n el esment o a
wide vaiisteb®dlingl cﬁ:ﬁﬁtlﬁnstvvhnﬁh, aré]g&ﬁfa@hﬁmahlfy thd'tyekémel'dfﬁm exwess of tachykinin, in
particul%%n!lb%l%’a%éﬁ l?rz]tgt%{) 0 géus’u %03 g;llgaf i Iogﬁ %)ﬁ:e%ﬁ%lf aghy&\gle 4 aﬂée r%reqtaﬁi”c'uﬁr substance
P, activityg$ enmicatedintaovatibie of disgyderndishofentrilmeryouseypiem] Guch disorders include
mood d1§<ﬁé(§§] Gh@hs ﬁéﬁtfs@rﬂoﬁ 3f mb@ p%é@laﬂlﬁ@ép%ﬁvet (ngorcliersf for eéamllz]le single

arnaceutlca accepta e sal Y
episodic| g REHIF FIEIOE CERTESSiys diseircrs AR f&ya%@meﬁ@rd&ﬁs%q RiRelqy disqrdersefor

exampleE&@Blﬁf Efiso?dtd, bighdr@l disordep 8 dcybl@tt@ﬂxfmﬂ%f’diﬁ a‘ﬂlkf&fj}'ld‘ilsdd&% such as panic

t. t h |
MO T T T —
for exaniptte, speeiffcahinaipingyiasxsacipl ghebian dbspisarerameuitive disdrjer, stress disorders
includin %8§R}aﬁltﬂhﬁt§tr ldgs%rcfepfﬁld glgte QtEQS ?]lgahé{‘l ﬂxﬁ%lene‘ijdlﬁec‘é i %nﬁ{o‘?dem

nmpoun rese I nventio
schizophyewif gppd qthprpﬁ@hcpﬂceh@rﬁersofpr akghples @@gqqglﬁ@n1fg)rmghsox,qe@eschlzoaffectlve

dlsorder¥ Qfelu‘é‘ﬁ)}rfal QA sofdkdsbred bsye ] 'dtsbﬁ’l@ﬁs Whieg Esy@ﬁc%c‘%lﬁk@fd@?st 0 b#ekbtic
presence of " an exceSS of tacﬂ% rnn, 1N

t he
dlsorder,s it delybiars & e TR plelegiupy Jemeptia, ppdamneptis ang psfigppegnitive or
neur ode@éheﬂn&@éﬁlsor@efrs tsahy kilaheimer adlickakd) seﬁﬂE tiérndnkiardesuinsd A mieeAlzheimer’s

type, va§c|jilglr gem \{l}lt yand 8therrg3e:ment1as t(cj)r ex@tgg ! Itc? f-IYV glseadsé: 1.2 rcfjte fna oftarkmson S

cen F'vVvous syste sorders i'NC
disease, FbotngidE pdickass Plcku;cdliseag, Creprfeklsy qknb dircapmp prdue to mu1t1ple aetiologies;
Parkmscﬁla{ (ﬁlkeﬁlyé ﬁlo%eg%a?éﬁhﬂ@dl %§8ﬁqu d?ordefr@éhcﬁ M1&1¢10§ hﬂg&e@

episodi c or recurrent maj epressive disorders
movem@héllsmi%rﬁ HerAxemple SSRIpEPYS- méPCCB |Pﬁfé>l“é?m~°d1il Seralepdc maligpant syndrome,

neuroletanRlced adateRQk®Bhia, |nedﬂofe9ﬁéjﬁlﬁuceb h@ed ﬁ(rathlska ﬂétﬁf&éﬁﬁtmcﬂlﬁ@ﬁ tardive
cl ot hym.c disorder; anxiet

di s sugc
cyskineg S BEHR H B Lo B OB S AP HE B e o fhe useof
wi t hout history of panic disorder, specific phobias,
-6 -
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for exanple, specific aninmal phobias, social phobias,
obsessi ve- conpul sive di sorder, stress disorders
wonaedswdsmg post-traumati c stress di sorder and BCUAUS2005/002149

stress disorder, and generalised anxiety disorders; 25
schi zophreni a and ot her psychotic disorders, for
exanpl e, schi zophreni form di sorders, schizoaffective
di sorders, delusional disorders, brief psychotic
di sorders, shared ps¥chot|c dlsorders and, psychotic

alcohol, gmphsiaRipes (o4 aphefaingiin subsaness) aifeinmsemghis:; Coavémeehaluﬁﬁnogens

mhalantﬁﬁﬂaeltols@ propBithnBMHES inle Copadiak, 9lﬁe|ﬂ§lﬁgly@ﬂﬁﬁld%h%ﬁv&r sedatwes hypnotics,
atlve dlﬁPP ers

n
and anxffs i SEE SR RN PR s £ et RS rspic
withdrawal getoxiva®a dklariudenehdtava) dﬂﬂdmnbblelstu@l’mmhmaaﬁsyclﬁm disorders, mood

: : Pay ki -
s EARBA By L SRR B AT B 5
demyeligting tigfas¢sgtich g M)S‘ba@ Alehad other nehyepatholagiskt dim@rs such as peripheral

neuropat®§! tbeé)&&bE%l&thR%’lh CASRhea é)qlln%ﬁl@&?ne%ﬂgat%' h&& postherpetic neuralgia,
extra-pyram dal novenent disorders such

igemingnglstd. SR HALRE GCTCMA) GRERERARS 6ﬁharéyegralgfaérané>earﬁwlevascular
disorder§l@nto hami dr@hiofil ueRBropACH @A Stich AedeFedl Rifir€tion, subarachnoid
h g Nt é%grone neur ol epti c-induced acute
zwnmngﬁgt B8 ' NP8 epti c-i nduced acute akat hi si a,

neur oTapykicinj and ircesditi¢udar dilhsancedy sktivig 89 @scaineblved in nociception and
pain. Tl%“c%?&!ﬂd?@fth@%%ﬁﬁip%ﬁw il thEl%{%W u§é%*ﬂ§1‘6%!}§\%nﬁo%' A8 ment of

ders ari romthe use of 073191
diseases p@'pqgggwmépgm PagdOBRRsLeS, 13%@5 %gfq tipaue a@é peripheral damage, such as

acute tra@ffi) rt%te@ﬁﬁ%ﬁs |rhdtghafoiDStHRI%S Qﬁﬂscﬁ@%lﬁe@étﬂ%amcﬁﬁmﬁﬁk@ after trauma, spinal

pain, myﬁ? C%Iéllnqeaw rctrﬁe?sl Eetagzﬁ:gxe eaﬁiogqt}%lsp%?%a%ﬁw g%eggg%\élsceral pain, such as
heart paﬁiemusc&t pamesye ;ﬁﬁdabfa\zﬁspam Y@reabdmgls, odo@aidiagabdbminylt gaids

gynaecow% (fgfl abnge e;@a Idg e grgho% Sagg g)% %a{lllcpalfg gsggcgﬁec{] \g?hnr(l:e?ve and root
damage,dethegsipaim assw:ltathél wathabrighetabrdrvendisqudars ifeteikargplelemen t:mteapment and
brachial Mﬁbﬁgﬂsfbn@aﬁgﬁt%nsper{m&gl ne%ro%hlﬁfgg %%H%ulo@x@ﬁ(ﬂ Qg%cal facial pain, nerve

I sorders, sexual ys uncti on an sl eep di sorders;
root dan@g@ |aé?) gr;achnwwq ]gbalrsa},spwaéqﬁew1th Wa,, ﬁféﬂnl rﬁf@rraq @éagaétger pain; central

nervous S¥€din febin, Mzhal ﬁalﬁ\ld& @REIABLT orbedis 85Il loG@ack pain; sciatica;
s su eri pheral neuropathy, for exanple

mmﬂo“&?ﬁﬁ?gﬁgwéﬁﬂtﬁ lﬁ@?apy i nduced neuropat hy, and

post h&nghgkinio, andun pdrgéudgr sul‘bs[ang;el?nantagomﬁeumw gsoehe of use in the treatment
of respn’?x%%f'ﬁ%%?els Sp?ﬁlttlchlghcglﬁégi s?t}cm\?egl;{%:l egd:(%s gﬂg%s%gggtéon dsuch as chronic
obstructiye @tr@aﬁrdls@#pdmr@h@@p@b@rw &benic épronebzﬁagéstlg didrpsiggnd asthma adult

respiratdr§ ﬁﬁ@és@lsyﬂdfgr&r sl b%’hch&’ﬁlp@{ fi‘iﬁcﬂﬁﬁ%a%r} &séh@?s@élf fagBinhatory bowel
cerebral oedema. Tachykinin In parti

discase, GESR e, SEPIUTES: TR s g ﬁ%@?@eﬁ{er%ﬁ such as
eczema adithinftt Myperkigitionypocties swh at pesdaries @phthilmiatidch @ sush s
conjunc{dwgsé é/grélglecgrﬂancclgﬁlg? at%dg}gesﬁk? eop\?\%hayeg tcclm% 10101£ ast cgc?ﬁl %}Jﬁﬂ] ceﬂ proliferation
mmhasmnh&uﬂwngm3@¢mumﬂb$@emanms@ewwphedawc@awaganmsm$hwasdmnmuns
urtlcarlaa%ﬂt cﬁhér @zgﬂgtmd%&%‘?ﬁgt 'Mc'hgllhﬁm zfnla ?r?‘@@ﬁ&ﬂg séﬁ'sfangé 1i 'aﬁtagomsts may

muscul o- l'etal pain, particula ter trauma,
also be %fmsqng thq_tgeaggﬁnhof W@F%@Wﬁ“adlﬁa bﬁagyﬁﬁﬁum@rogqgg@g@ﬁ@mas and small
cell carc@f¥insek QlcBRAY skl 31l l@a@akyer.ns; deep and visceral pain,

such as heart pain, muscl e pai n, eye pain, or of aci al

pai n, for exanple, odontal gia, abdom nal pain,

gynaecol ogi cal pain, for exanple, dysnenorrhoea, and

| abour pain; pain associated-with nerve and root
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damage, such as pain associated with peripheral nerve

di sorders, for exanple, nerve entrapnent and brachia
woheosus3avul si ons, anputation, peripheral neur spatisSz@®s/ 02149

tic doul oureux, atypical facial pain, nerve 20 root

damage, and arachnoiditis; pain associated with

carcinoma, often referred to as cancer pain; centra

nervous system pain, such as pain due to spinal cord

or brain stem damage; | ow back pain; sciatica;

anky| gclhhlamgwﬁ dlypqrglqtgar S%Eﬂnce %ﬁatag%%ﬁ;s P glso be of use in the treatment

of gastrc;fﬁ@siﬂiﬁlﬂl((}l) RisoRI3E, inBlu@lﬁg iﬂfﬁﬁﬁr&forﬁﬂ&bﬁﬂe’m&ﬁ dReaRRbBPOCT Sick such as
lrato

f t he t
IR IR L e e
neuronahtoots] of eiseeed, nlzaati selaiitia Crollr'saliease 2ibritatls bowed B}'nde:)me and emesis,
mcludmg agu\t{\@ Mé@gg 3F %%%ipa d}%}ﬁégﬁ%ﬂ&uﬂgﬂ'{eﬁs 1n81n:reg B%g El%e%ﬁl%&'ﬂ_ly trhcﬁaﬂon

rosi s "an respi

toxins, \emahqrrbe@@méyﬁ@tlomﬁepremcsbwmﬁr@hlerscbasciprs Mﬁkaamimrmﬂﬂyn sickness,
vertigo, HizSiRAS &Rl ML 3UiskAE! AFFIRL B 2RO WRiatiofl 18 8RS Eranial pressure gastro-

psoriasis, fibrositis, osteoarthritis, rheumatoid
oesophageaf Flpt fligcasqy A eSO FSHIERRce 3 g B B ksigidptogeach, waterbrash
or regur@iCatioMBeaibdrm, Rir BkdnhySs, ebijcﬁtﬁd’ Slecﬂﬁﬂnhll oY hfeM—lﬁHLS:étI BaftBurs,uab dyspepsia.

22 nfgﬁ%@%#&%’@d(?@ge}rﬁ qlar (?8 Ia\r}tlggonls?s may Gal%ohbe o'f u&e in the treatment
of a varieylof h@brm'ocditimdnctlmmtlassrobteéts‘adatwdtShrdclei teflex sympathetic dystrophy
such as H{oﬁdlﬁ&lﬁﬁ@&;’ngﬁmesghvéﬂg Hlll’ﬁ&h SgQ/J 1fe§crt1@1t1§ € as rejection of transplanted

reoreti'no hy, cut aneou 3|seases such "as cont acP
tissues "Gé Idﬁ‘ﬁ‘fif'rﬁ redate @WH%WWWWSX SUpQFesiTaFpas sypieris s

erythem%&ﬁrﬁisﬁiad:xgﬁfamtoh Edsﬁltmér B6RYkioRing cheaidtheiaPy, Wofdeﬁslﬂf Bladder

functloxf’ qﬂgg%s%g%%s,&ga Cfg T yper ﬁ eélafgﬁ u‘H{% glag{tlo# a?efbllﬂﬂnélry mcontinence,
including eierpagamtitni od bt askwrod sveamtivs biadder witk bmpr@ancofmogeasingy ddrontinence,

mal | 7319 : s
orgene TR Pt g e SRt MO RRAAMERE A ogynonnite
fasclohagzub@scam@fpblooarﬂoafg@megfos varagilatios endovasasbastis diseasestshigh as angina,
vasculat l{egt?atcﬁ@e B grBBe %ﬁié’y%d&% Ak azlnd &Jgﬂ bor %c?c@ﬁt%rz@mbutable to or associated

I ncl udi ng anmat ory di sorders and di seases of the
with anypt e igEseOiag ewdasons Garseinlly the tragassion o BHR Henisfinee lge compounds of

the pres@xﬂ%v%ht(bnféﬁaf AOINEIGe indBS trédngedt &Sf@mmiﬁtlordbf&ﬁé 8@F/&conditions, in
I ated wi neuronal con

paricul i e A G 5 PP PGPl P SRR Bt A G g romit
syndr @hecanpdusiyes ik, pré&ent Immenmbm’age pectitnyly dedfalyie the prevention or
a d
treatmexﬂ%tf Erﬁés é{“nglruxm gglgé g%llﬁ%{a;d%r Aitic %/ gi{l/f%s{rga 91?95 (%Q{eglts ér}duceid by
chemotlimﬁpécmqh@im; tOpme@mnwy vetswzx@ d}salidere,u rg%waeﬁuﬁgerw, gYigraine, and

varlatloﬁ‘sxlﬂ rmér@nam b Qe SESKASSSle, thy &JnkdoBiRis ofling BicReS avakifn are of use
iere' s diseasg, surgery

| fg I ne, varl tlonm&AT d
options|/ PP ATy S BRET G T B I AURL i ALycyed nausea
and vmﬁtlﬁgezasce]ateﬁ(wdl ihirielli z@é Sépemitoueasaif nioetut gegy emetbgmit @ncer
chemot%erzglytl clu ng 1%1%h gose Sk ]Iayva t l@lrogr B hlall)Q n}gcct%glg{)]%)idg gttrtlhg Efesent invention
are of uppgiathei tndluceicbf h@am tmducrqrd ba nnh@y;s@@p §iytptoxiq) ageatsh ykluding those
routinelg:ﬁ.]lgedI il czfﬁ@é'rtch&ﬁgtﬁé'ra g}ﬁt e%(églg nﬁucé'arb& %gﬁpf)lﬁhﬁacmlcﬁl aﬁaltfp for

use 1 nt a varrety
example, gpfeprant: dhgmples Pﬁ%lidh @hwf@?@ewg a&%‘%‘n‘élb‘il‘?ét“fyéat’&g agmiefos example,

ethylellélﬁﬁﬂeQXmWhm?lt duﬁ)hGIY@fIs raﬁ@ Bﬂ’ler (ﬁ)ﬁffaburﬂ§ wah et hlﬁﬁﬁﬁﬂ'g&ﬁﬁ’on such as
react.i

muno
s GUP O B PRI ATPB VO FedeemSHlD Oh-sBl AR or pimidine
related to i mmune enhancenent or suppression such as
system c | upus -8-
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eryt hemat osus; plasma extravasation resulting from

cyt oki ne chenot herapy, disorders of bladder 15
woumstore1 such as cystitis, bladder detrusor PCT/US2005/002149

hyper-refl exia, frequent urination and urinary

i ncontinence, including the prevention or treatnent

of overactive bladder with synptons of urge urinary

i nconti nence, urgency, and frequency; fibrosing and

col | agen di seases such as scl eroderma and eosi nophilic

antagonﬁﬁs@i%trq iglipigors, dpresypgle svinge aliplotsla and difivethigs epaggphyllotoxin; and

cytotoxié aggdbtlcat Pa@ncu@en@xmmamm&hempsﬁ@&g&tws Hes@ﬁbeﬂnﬁir ih@tance by D.
ral ne_a

| ar headache, | S
5. StewafE sl AE T CBAOs i at RPDh A ST A aeeb S oR ISRk e al
CRC Pryusflix. albya _R:ﬁtoﬂ foridar @@‘D(ng)cmgeﬁillﬂ%@% esresipiypak 11§8.t1 E@mmonly
used ch% {Béagtzén e?tg \}ﬂén?% g nﬁlé}}rgh%ﬁ%bﬂﬁ D@% g&:{’iﬁ&%ﬂ%ﬁ w2 hlorethamine,
streptozpc?lea:memhosniﬂmadec@mnum@ (B eN@¥ lopyeting hE G Ug.aledprubiond adriapycin),
daunoruBREd, pfotdrBizideNmbthigydif, @ RLABAL, eRpoSRTRINBHRRSS 'ﬂg&%ﬁﬁtzﬂl Whblastine,

aln and post - operat | ve nausea and vom ti ng.
Vmcrlst%r%’aw& agd Cftl?féme%‘s@n{ Graflpenelite forzges T’ﬁ&?’fﬁ"&’ﬁﬂpétﬁi‘ (1984) 68(1),
163-1720.s &ffuidther Rspbdi@f e PYRE: irdBnth colpr@as e Nte ¢Tfa c@MBGInG of the present

1nventloggor a|g:r€ g{;}gg 3 Fc]lg%og el ca pirgaéi%rg F@inlﬁxé Pllédg% g}g téé e%fec%wd aﬁevuﬂmg

circadiah glyithns dispriey meaoymmule Sthe pebaat ingéngion ddnsher divédtairtp the use of a
compouﬁélJ Bgtﬁé %fresem ﬁi@@h‘n@ﬁ for%ﬂ)‘ékm% ﬁlre ﬁésls OntRig réff%xgg ﬁl’ lﬁ:gﬁlﬁﬂ' aq'llammal
For exanpl e go ounds e present
| nv e nﬂ‘h@ﬁre&n@nwﬂtl@s is fugshr rl@mﬁdltse/ the gsefrtsiomRewngrpf ietpresent

1nvent10<ﬁtoh 53 bhaﬂﬁﬁdeﬁﬁ@!ly GeRBERE Salf tBEredtBr SHhEN@HH dr%px‘%flmgﬁ'é&;ﬁquahty as well
ea and vomSt g assocl at ed

a
1 preve i 4 =Ly R ap Do PSS RaETdt 6 BRI gRIFgrcular, the present

1nvent10®l]m\m@e Anethod ﬁﬁehhanellng ﬁﬂﬁrfpﬁi’vafg)sleep q@ht;cbmgcmasgig-swels efficiency and

augmenﬂl ﬁée ma.lnten e. Ir? 2 ?olna! éx}esenpmven?n{? VRS 2 I etﬁnr)]? for preventing and
nveﬁi are Re'treatvent of

treating ehegdlsordqxdm@&ebyhsamamm opt memingl iigh enpxisio} thegdmingstration of a

compou'n&] 6t t'l’lg f3ent ﬁ@éﬁon prﬁﬂaﬂﬁéogutﬁﬁ}dach%btﬁ%k%ﬁ thereof. The present invention

chenot erapy, enesi s i nduced

is usefubﬁéﬂlﬁér@@p@@ ok élpe];acagqaﬁlegs nfc&dlng&sa)ﬁﬁrseof Imgptprkgragﬁ]l\damtammg Sleep
(msomr@samlnﬁs")%@w@ﬁ alGRRErH ﬁ@a@pmu&gm@g@m@ dsAGbhkduence of psychiatric

asondefy b Sl PP i iR B GBIk b BOADIT Ao durine

withdrawal S&igk%)l chtldhmgd agdet DIMS, Lnobtula)sl myuctonmss Gitroeyslgiac meglegtaim sleep apnea
xample, folic
and resRGEARRLBEGLOR: kBN WBEHARSL b il im0 67 3101
PCT/ US2e 9@110@?215’493&@% godinents of e instapeiny ek e dhrestreatment of

emesis, iRfiar ¥ROMNBace VdeBfedsid &ahQibq By aMHinA8 Ak iESmBOunds of the present
podophyl | ot oxI n; and cytof oxi c anti bioti cs.

“Wa““ﬁé??ﬁ h “@%%Wﬁ@@gabWIEﬁ5#6WWéFQB?BY|c agents are

descr iThe ﬁ];esefnofnvd:rﬂﬁ)h adiectedio dnetholl. folShe wahifadtire Mo Sedicament for
antagonizi dn% th/é)é?fﬁ%t c%%gl?séaznc ept ttlfz 5 ‘F’(%%t%%%ﬁ%g?%g%e c?(ac&e @gl\eéugrgégltn 1 receptors in
a mamni@l oethptising U@Abl(ﬂ_bggli))mpag]égf th7 Pre208 ;nvggpe G&{I@I a Bharpag@mcal carrier or
diluent. 1’&% prmmht){on‘ﬁs &lgl‘ &Fé?ﬂg@ ! erﬁéf? %f the ﬂﬂﬁlﬂﬁ&uﬂe %ﬂ\ ngt.(ﬁcament for

atin, dacar a2|ne , dactinomycin,
the treaW@E?f&rpéW%lﬁsl?Pé disowler; fémceﬂﬁédﬂw an ey oYty haNG Her mammal
compris@ebl déldﬁtnhlfgﬁl oBEdIA, of It&rﬂ#&éﬁt M ehifdNdh, a ﬂﬁ%ﬁcbﬁhic@ﬂ darrier or diluent.
(adriamycin), daunorubicin, procarbazine, mtonycin,
cyt ar abi ne, etoposi de, nethotrexate 5-fl uor our aci
vi nbl astine, vincristine, bleonycin and chloranbucil
[R J. Galla et al in Cancer- Treatnment Reports (1984)
68(1),
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163-172]. A further aspect of the present invention
conprises the use of a conpound of the present 10
wonvesrrsien f or achi eving a chronobi ol ogi ¢ (ci r eadiuazn05/002149

rhyt hm phase-shifting) effect and alleviating

circadi an rhythmdi sorders in a manmal. The present

invention is further directed to the use of a

compound of the present invention for blocking the

phase-shifting effects of light in a manmal. The

pr esenhhe PRYBhIVEHOD &lsq BrPflﬁi‘esra nikthsipk e treatpRe o i vestionof
physmldgﬂﬁpdlwﬂ&jarﬁisséd'k@edm?lﬁﬁaﬁfﬂxcesk Bﬁ/tﬁcﬂiyklﬂﬁls %pé&lally substance P, which method

comprlsgﬁ,] ' rm]gt%tolla ?oaz{ | .PIg\(]:,I? p]%ﬁ g}gléegﬁcs)&fg‘fl}ypv{ngrgd% g amoya 05 a compound of

the prespit énwenttcnrog a amdpdsitiea tompyistlgeespmgowdrod efeprasaet islestda. As used herein,
di a rti ar. th r.esen

the termI rt}l%!it ?(0 EP ﬁ? 8"\6}? d%gé?%{mﬁét ?ﬁlﬂl&;ﬂ;tga?iogé tglrs] goﬂﬁ%oun(?s g I’presgnt énventlon

to reducg] agghorgigady dligningie dither thasyimptpnss| s epdesly ngchesn @i/tha n@ied disease

conditicAb SE UbiddB(halnSEH ARhAN tﬁﬁ@ﬁ‘@&s frbil 1 bt R or Hi@ﬁaﬂ i€ tindicators
i nvention provides a nmethod for preventing a

thereof. + Thed¢rn §reyPRIy” B ‘$OPIGEsnS” 181E 18 r@éBWIS;‘WIb%fﬁB%@n}pﬁu@s of the

present {fREATBhH tdé\ﬂéﬂl]!ci‘ch ﬁl@h lpPfateS bﬂ’@mﬁﬁh& taél ﬁi%rﬂikél@ﬁdo@ Bf 6dcu@ence of the noted
: conpound of .t he present vent i or a. .
discase ERTBRICD bl PRERE AP feripores i cantiin
i nvenfThoeon@®unds ofi e invention art heeftl fectnmentiziof tashyd@ns, in particular

substan&ii' Pslﬂrtl%et{:esatmén {}(J Qfo'ﬂ‘?es%é%sgﬁres% (,%EIB% E}g{\)o@'g Wﬁl%grders inflammatory

Mai nt alnlng I nNsomMmi as
diseasesp P @t PigERCFe) eHyphips reirge dnneed af el tre%aglela This activity can be

dmnmmﬁﬁ&ﬁ@gﬂ@ﬂm@wg{aggyghlatrlc di sorders (particularly

rel at 0 anxi et froﬁb% s an al%@g%gggyﬁngpgwumﬁﬂ
abuse§€E@F¥§%Qﬁ%¥%§&99§

(NKlR)(Ihilnklékthdﬁi Cosstit cDNNSor tnemwnnﬂtlmw@s:dlmusmo the expression vector

pCDM9f VIVhlgh v%/s C#egve% fronx e%sﬁi)ﬁS Q%Eﬁ}l’%éb?ﬁ? Baﬁlrs]eer?m lemr 1ecslf'1n R8iRtance gene

non nces as Se
(nucleotaiyelﬂﬁigto 284 flfh@ BlARSCRIPFRFKY) iptoghePacdbisiend wdlsﬁeretmm@f Y ug of the

lasmldt]jNaA it @&Iméﬂ’é’@@ LdiR Qva@ Eﬁuetvgt?byl él%g&gﬂonqg 806 BBt kefnsfection buffer

(s SR 19 e AR o L pLshiros, 1ot s,

10 mM HBPES) pHcrm) bO26B V5AHA 980 LF LEIHSTEB IR GRNEZRIPDER (IBNSRHE Haben, CT). The

cells Weﬁ%i%lglgjate ﬁfvp tetallrﬁeﬂ&;eg éﬂ]@l\d@hu@%ﬁ% ag@)@ I]??l’lllfr:l ]%Es?rgptgr(r)lyc?n and
90% DN rprsi (ﬁIB@Ot frandistaadtNVfin TP nmAE° Plaathre duys bedepthyrassay.
SI te q abfe%xp_ e@&orp k?ﬁ-@d’ﬁo & abﬁﬁ‘nuar sth)llep&eﬂ 1&1&: egp(fgs?tng Lh% clofled human
a Comprrsing c

NKIR, @pe@@ﬁt wasAVeaE ntarihe HeciorpReEMACENY TGS lrenstegion of 20 ug of

the plasfhid HRAAto CHO &:‘H? %@Q&chie@é’@d}tél&ﬁoﬂ)&atfoﬂrlﬁ @@f ul@'f fr%?e@ﬁ’ontﬂﬁffer
t.hod for % manuf act ure of

suplemapeg QY a2 GHe ‘31 18 By PO atéP%Xraa%?S%‘éFskb%‘}géP%@I WZAPPER

(IBI). Tb trenstesd celfs \t/a@i‘myWamdmﬁCHm rﬁedlfﬁillﬂ'% fetal O4TPdeiih, 190 U/ml pennicilin-
conbi ent

streptomggcm hrr]nl\/?g]tul iy n@éw g Px%ltrthl%e tﬁ %ne (AS%@?%S@}]#?t hg (JRH

BIOSC 5 562 Dalgme/mh &4 bt €ZBRP)itn v &t P ot 34 votp eeonierenere
visible. %aﬁ?&&{l‘g’ &a@r ?ﬂa fedlah€ gxtoggéﬂedorl"hgge ?&%I\’ﬂﬁ]l tﬂé hi hest numb?r of human

S1 0 I cCa sord SSOCIate an e cess
NKIR ‘t"ﬁéﬁ‘?‘?&? h@bS@g@éemwcmpngwétaa#@ésqveenmr ch met hod

C orrpr |A§§§ P@&mdﬂhsﬁﬁ}f @bs encho: & h@@ﬁlﬂlﬁé‘ﬁsshﬁoﬂﬁlﬁﬁn NR@R@Rfressed in

either C&Seog g 1938 rr(?lel g}e | ng%ﬁgglgjﬁ%%tp&q %ﬁ@gﬁ ng POI%{] eBoston

conpound of the present invention. As used herein,
-10 -
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5the term"treatnment” or "to treat" refers to the
adm ni stration of the conpounds of the present
wonesrrsion to reduce, aneliorate, or elim nat eCeiUSk®s5/002149
the synmptons or underlying cause of the noted di sease
conditions, in a subject (human or animal) that
suffers fromthat condition or displays cIinica
indicators thereof. The term "prevention" or "to
event" refers to the adm nistration of the conpounds
MA) as 6fadeqﬁ‘éﬁvelyrlé‘§@ﬁtllgﬁ?ﬂ/\¥wb emnetss il yelebelethbstyca P et anypother ligand for

bmdmg e ﬂhﬁhlﬂaetnﬁ\lltﬁe MbsKayef cdll dﬁ&bfeh@mb@sr ©90 WefeRli$:6cifbd Byhe non-

ey L RS GREEpFEOUL L0001 85U S0 MR OF e oo

binding phiderd Tm@fb? St Finit MnantiO(mMeN%@l L()s,@fmﬂ/mi bacitracin, 0.004 mg/ml
leupeptlﬂrﬁ 9%18/%1 %'S%?%E)ﬁﬁm Fmg@%l?%t) { thzﬁ lib@ul of T fl gunsge%smn would give

tre i nal dlsor
rise to ab@ﬁ 110.800 q@m@f@uwfgy éﬁi’ bindiog (hpproxinpately é@rﬁwtto 290 000 cells). In the

binding gés§§ aB& 8l of @é‘llsnve?é adBe @A {16 RRAidRt IR of N5 ﬁ) f@ﬂﬂ%‘f 125}.SP and 20 ul
ed of such treatnent. This activity can

of unlabglefiaphsepcsto a8y oot GPRANH g s ubs; gverellsc%éfé% BOF or at xoom
temperaEX@foE$ Ko WithipekMdShakifg. emarbeslsd Ihmeadﬁlvmm@k d@pumed from unbound

sSSP B ESSRHEL oL, RTINS Wl i 15

polyeth v@ew Thedbio Wahethehardh d el iof washrbudie ﬁé@mbeTnsp 7.5, 5 mM MnCl,

150 ml\/hg#iéﬁ thie eor}?i?’l(tjs ergfﬁ dc 1l/1ﬂgw:%shig ﬁ?ﬂé&i)}t B%ah}l?é%?}g%} g‘& Mfctlvation of

PhOSPhq%th‘S@ G hyNISHE mpy alsg b@nearvra%@f@é@ icelts eppressinaie lpmap AR by
determiyihggiractuiilatiomsfdnds@olnhérdoplospkataSyisieh 1ss degradation pﬁ)\iﬁ!ﬂ ob¥3. CHO

cells are(eslf%ﬁ %&%{ ;I)lgtg a%@fﬂ%&a%lf?gg \iet: a&f%{ ect a%?lg glu(fj}tl e%ica)l for 4 days,
cells arel@4de@dith 0.085 nM/ﬂ(l—lﬁFsﬁflmydiﬁbs[tM bglouemget lncdb@tlcﬁﬂ\/lTHEE’Eﬁcﬂl'dlar

radloathVlt%)is r%{qe%ﬁgg\&/aaﬁ Q]Qphﬂj%ha% bulgii'ereg sahne L% E%tﬁ\ tho %e Vi%]o}t final

were I nc U
concentfagipmdf (thinM with anlt@uhm phtrorpbynd, antiG@dubation is contmued at 37°C for 15

min. Sd%@tﬁﬁc% IPI 1L &daeé;{or tﬁ@&v@lm(tcf nglv coﬁ%trat%@f @M%MI {Beaq{@até tﬁ: Mn NKI1R.

I sl and, at 37C for three d

After 3%@@# pcHlEoRESHILC, iy %11@8 Bqacwé% 371 NrF@ipdaa) Bach well i
sonicatedsit 4101 angd Iaxtmcsatl &bﬂhé:H@ll_v,Ametham (EXprEsagmgud phaseck appdield to a 1 ml

Dowex 6%"%}0 t he l%\%}*g\/\)/?an;& fSNIu !i g"? Egd I\G]gor@%cha%id\égl Jw%[i by 0.025

M ammgpigis rﬁordla@m N lﬁttrmlc(‘ztd@ Clthe lireosingd sncaoptiospletd ibgiuted with 0.2 M ammonium

formate@ ﬁﬁ téc%gx%?aré:glt a'n@ HP]E{H taZ glg)yl’betf'l%}) 1{1% a@ﬂ?‘é]a%&tullag ?%Q%LER?{C tacg%}?')nin receptor
antagon\?t %Frﬁlidltl%‘(’f thereomppygls hide PBFeU@E‘(EZMPPER be dermpstratqthley these assays.
The corﬁﬂo@ﬁk&%@%@&lo@@ﬂé &a&%l'é?hdv@ qathal @kl Rrofdneni®idh asshykGn M range of

et ser.um penni cilin- streptonycin,
0.05 n% 1§ Wf a’%LheﬁéUVﬂfPéé@ PP EY i&fﬁl’t‘c}’ﬂf‘ﬂ%m%%}?ﬁ Rgidgmons m%w thg ewy
discloset MpIkirerdil. AB1fitkRIA Mrlﬁi cCORQIENGES 62 [.EBE)(a KS) 0.7 nmy/ i

i si ot o 4 Qoo i peot Y bR PR P Sesppgmpouna
of the preeduk ing¢rtine fqmutsernStahemhosgth@shat maprbe ndmlﬁnstq:cﬂdm a siNffdcRnwasd of a
such as drug
it SRS i SRS gopt oo o) e O
bi ndi A§e K& 8PmPPsiHemes uwﬁﬂiﬁ{e@%brr@é%tmeﬁconmaiswod@@sompnsmg
specifie® ingkddan 6 & ﬂn@ddtéirmlﬂﬁﬂ Qhoftls (Srri@oﬂéﬁﬁ)ngfas 20 s S1yPPdRAGRIdR results,

ONI Bos,
directly g)r 1n§1rec§y from combmatlon the speci 1e<5] mgredlents in the specified amounts. This term
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WD 2005/ 073191 PCT/ US2005/ 002149 MA) as a
radi oactively | abel ed |Iigand which conpetes with
wanb@meswd substance P or any other |igand forPChiuseiosgo2149
to the human NK1R. Monol ayer cell cultures of COS or
CHO were di ssociated by the non- enzymatic sol ution
(SPECI ALTY MEDI A, Lavallette, NJ) and resuspended in
appropriate vol une of the binding buffer (50 MM Tris
5 nmM \nC12, 150 mM NaCl, 0.04 ng/m
in relat@glg)i Hharél@ic?ptlc@ cgmos#@nms infends, Egeepjqu)rﬁpasga Qrop@:,t ﬁ@mfggmg one or more

active nﬁgr&ﬂenfdvhm%@h&{aﬂéﬂrﬁ’&l%mﬁr%ﬁg ihd1BingR80nd) as Qxfelltabﬂly%duct which
rise to about 10, 000

ens| lve
resuls, 3ERT PF o ostl e e oR A iEgFeBe B ghy o or mor of the
ingredi2@0ordBHn ¢igdokmdion d>fn>nt=, hiemomiofithis ngramayor f&ﬁhﬁ)oﬂhér typ‘es Gﬁﬂehcslons or

1nteract)/(\$§ %2@? g%goxte of ﬁjﬁ grers d1en? n?ﬁlleﬁérglgph%g zlflce téctala%oc go?ﬁ ons afe rprepared by
uniformgt 4ndrintirgasely bmgymjh@actlw elgtedbetsnm@s@cuan@ubah eliqud ca¢®r®r a finely

divided @blid Q848r of m%ﬁ@fhgﬁ &f r(e@éssajry r&ﬁeﬂﬁng\’{’hé fﬁ'o@@c@ fhSthe B@slﬁ’b@ﬂn‘mulatwn In
The bound radi oacti'vity was separated from unbound

the Phalﬁlaa?%laéﬁpval%ﬁhe@crl@ hjqet emnomrNNEludeds @waogrﬁavf@cmt to

producel\ﬂil) dd&diid:cﬁéffe‘daﬁ)oﬂ E@ﬁﬂ&%is&ﬁi C(\Md‘ithbn Qf &158&659 Qlcy@?{cﬁgllyetﬂé Phab@aceutical
er

composigii gt ess OGP CR Db iR et e b o the
present nrtvsntroadnd)apluarmacteytmnﬂ$ agteptebletanést. By "plaumecectinally axceptdthe' it is

td |
o SESABR FR FLOLESEE MO  3, e iion
and not deleteripysiip Ag reciien ghetpefil at i on of i nosit ol rmnophosphat e

whi ch phgrmacA8ed] @Qxﬂﬁdsﬁfén@ﬁl&g&@tfoﬁralw §ma%!ﬂ> ﬂﬁ?ecpa%l:clr&ng to any
ce er wel

method ' (?Vér? teoet]gFgeﬁ—btlg? %émpﬁj @% e %gcpgt%gh(%gg)ygtlons(a@ Flgih a?rgposmons may
contain looadtatbravhgents e 10R&d fiudzh (il grap caﬂrsl-lsﬂyg)bﬂ’mbﬁemhg Byents, flavoring agents,
colorm% zg%{lts al%'] Vlgergsleg %J%?%te%[s 1 or(-irer ?chprohl ];()Ji}e'ﬁl acelgt ]a]fl\é?aldl 98 ag%i p\ﬁlléttta%le
preparatipng) Ta@etad@éédn the atthe nmttdlenatn adinirdgire Wit moetrixicathammcaftically
acceptane lxcr%ﬁ% %vﬂlcﬁ) Qle%ﬁ:a%ﬁ%r ﬁl@ﬁlaﬁlﬁacttu%rg SRR dTh&Q gx éplents maey be for

I ncubation is contl nued or 15 mn.
examplgp inegt dilyendy sych ap FACiyBICRIbaRALT, Fotm ewbroetst ka@tweowlcemm phegphate or

sodium @Msbﬁht@%ﬁdnﬁl@ﬁ@ atnh%sﬂ%gmmﬁuﬁéelﬁts 2P e:Adp®S, c3A stdich, &falgmlc acid;
i o emaved and

t
sncing 4 Bl Mad i o By ol AR G Rt Ls e desivm
stearateyt¢alnic @4CoBahe Thamblets(rlaylbe .unddaed agthepuay phamedibg known techniques to

| ] [ GOl . .
oy SR 1 e (R AAR 0, PASABO B 57| W s
over a lpfgeppepipd. Campasitions {orpiabusema aljo be Nesentediag hard igelatifdapsules wherein

the actd/é’iﬁéb(ﬁlgﬂt ﬁﬁﬁﬁ@@@ﬁﬁ RORER sd1Rt Bt G Wafnble! ca?cuMl @H%ﬁieu&ﬂcmm
formc acid and quantitated bet a

Phosph%erﬁiggvn of # %ﬁﬁ?%ﬂ%?aaﬁuleaqunh@? PHYP éngr%slawﬂww with water or an

oil medhvag ﬁﬂteﬁd‘m;ﬂépa’iﬁﬁt&ﬂpﬁfltﬁd paddttih \or bii@Soil0 fA dubsus G spPRLAE Sor®din the active
materlafs m acpngl?gt%re nt; 1thI er;(\clle net a%g%/fo thx de m%ncgtrg agae d € b tsh ST Qil
g 5 Risali ot i TRTF RbBsdtee oy O
susPensams may byfqrmulathé b)aﬁtmp@ﬁmgttlilecmévch ingsdiyg in msiitable odNQ8-imfvater
t
emulsm%}saglé}é Qgéoﬂ@eﬂpg e}%% erQBl px{vae}f%ﬁﬁ %&Elgleg E!ﬁlﬁlg% fg@?%ﬂ%ﬂgﬁj Sf an
aqueouq_@ppen@pn by the acB}{qlqnl cg hvag:r plpﬁyélp the@efive, 1ngg§ent dpadnpgpre w1th a dispersing
or wettlﬁ%Qg%t) susﬁ&fe‘iﬁfg%&ﬁ athdPor of Hiofd R¥se@htivak.t er native aspect,
e present invention provides a conpound 30 of the
present invention for use as a conposition that may be
adm nistered to a subject in need of a
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reduction of the anobunt of tachykinin or substance P

in their body. The term "conposition" as used herein
woOoisrrended to enconpass a product conpri si NngPCT/US2005/002149

specified ingredients in predeterm ned anounts or

proportions, as well as any product which results,

directly or indirectly, from conbination of the

specified ingredients in the specified amounts. This

term-11 WD 2005/ 073191 PCT/ US2005/ 002149 in relation

to phdPiEeewtice apmedsiions pitheorigsepiscopmpwiigawy bpin the form of a sterile

1n_]ecta‘tﬁ@é‘q@m%§olaag@ﬁ&ﬂ WedperERAP ﬂ’h@éd’ﬂ@oﬁlﬁtﬁ oPthePadsént 11@@fltﬁd{13nay also be

adnnnlsiteﬁg:{lgg}il egé{n% of sggg%?rpes gctglr%n a(i.ﬂ%g{ﬁﬁlatteor onﬁ{)ic?sllélgglclfegr%s ointments,
jellies, shluti®ag dnysuqrenmm; dte pctohlyumrfgrthfrnompﬂﬁnds af the Presao ifyk@ioa tohag e
employgc? ﬁ%qgﬁgl 0 gso cgf tg { rgsga t OIPV 8%‘2“ 1’6159) Jlso be fo#mnﬁﬁed fg 50%%?@&% by
inhalatipin fihe dérepriugds of thef mmtomwgmomw@ésocbﬁ agdmpndstdreshlyy aoffangdermal patch by

methodh RifmagtHeQRs of one or nore of the ingredients. In
general , pharmaceutical conpositions are prepared by

uni f orlhe FORRIItIORE FaREHTENSLOBPPHRGS AbthE RkseRt ivgRiion may be presented in

unit dosa@@foaﬂ |aﬁ:nﬁ1ay mlﬁe@s&m@laﬁ bfake wkthbdsavdlli Khdivel (SR it 6f piafmady. The
0|Id carri.er

bot and t.h if .
erm “uy fSSed ol s G Rgnieha SREb oo Heror G i ve inkeedients ace
combingdinrmskigdbilorystemnsuch thet tpdnpatlnmne s @eddniioning ittel dowg t ke patient can
I
open a ngél Xo%ta%@r SPﬁacEa%ggﬁ 1 tehﬁre ggge cl(')g% ? Pg,ge::ﬁl 8%%&%& HOt have to mix any

|C|ent to esire
compongpls ¢eggierpirong b’rm¢rtmqsﬁCmalwr%amgesmwﬁwpgﬁs of gt dosage forms

are tablP BF Qﬁéétfbl(@lﬂ adhiGRARDShEk a8s valls ﬁ)f‘ﬁje@ﬁ&ﬁ %mupposnones for rectal

Invenlone ny .conpositi on adm xi_n
adnnms@a%b Hla létf tl.lﬁ]é os&gee‘rgg%/&m p(%glgmdlegw kgﬁgmgng };1 any way, butg merely to
represeﬁﬂ'tﬁnmie;ellntpllﬂad ihy phametaal bﬁurﬁtafoléage fforniSYy The composmons containing

ceut acceptabl e
compougﬁ; (?fr tg?pres&:n{ 1nventt1Xn SE)O be perens nte& asta té mg%reﬁ aftwobc]r more (ionponents

which miyebeatineror umgm\@dngﬁmgltsotamd:re, dilogntyy bad the ke, aw@rcpmded with instructions
for preﬂiﬂﬂ%ﬁ 6f tth WSl 90&%@%&5 E* B %Qﬁenf J;}Sﬁre?sgﬁ ad ﬁf & ﬁllétdh%QB the patient.

onmposi tions I nt or ora Se nmay prepare
Such klé?dé@rhﬁlpﬁt)“‘%eé ARyl IscessstyHBdeTIaRARA Htgéedmés C@mamr«é phegefpg or they may

contammu&aﬁ@ £y @sifd oPNAGIEBERMHal sCR CorBRIHRAS tHat MBS ba BbtaiBetCinde é)endently by

SItI ontain one or nore agents selecte
the pauF‘?tcS’ tHE ﬁ%ﬁﬁe%@ﬁgq (er‘*% R heet eni ng agent s,
fIavoﬂhﬂ@hagmnﬁmpﬂwQak@mMngtag&mhghanﬂn@wmhenwnagmﬁannmmbe
compatﬁ)gee\mtl’? h«L, gthgl{ 1qgrred1'érﬂs gi: tgvfogrﬁul&@ragﬁ ﬁ?t%eie?e?{olh}/ to%l% IQE’}EEEm thereof.
act i v eT herﬁgméaﬁd@nmsﬁrarﬁloadfnoxtadmlmmqg an 6Pl @hould be understood to

mean p M%{%ﬂ%@b&ﬂ df¥he 1%9% 18 MeQn(ﬁ%ﬁﬁa@ iEite oi’@éa@rﬁer@[nea form that can be
suitabl e. for the manufacture of tablets.

iteoduga T s P OB B R RB A e FEang el beffive

amountaﬁxcmalhg | Bubh ot Sibded &: Bxal &ﬁﬂbelﬂdﬁﬂn@ﬂdublﬁ)ﬁhﬁtﬁlﬁets oaﬁsIthS Ssyrups, suspensions,

e or gr.an | at.in
and thegi(a i e@alﬁ g%srg%etatto%s %ucg as ]S/ ﬂ{/?b qg,x gn,g?eelike Lans egliﬂ%l dggage forms,
including credngsi jellics,@oivders, obpatmes;g)uagbdﬂssge thars; athalafpdrepostdensciprays,
afnlgthed | 1 &
suspen%&l&nes Irtlllljem[kegzﬁlggc%cgal s%gsfl é)g?{ (;I(flggél th%ﬂl?)@t?tﬁal {rﬁgecﬁﬁ%{muﬁt refers to
a sufficipg{ qusatity 9é glgtcg@p@ndst Hféle neppntievepiden &cp Pitallp eeppposition, and in a
suitabld @SRRI FEAES tleft or PRNvaM 1Rindled iREHsatoRRioANd absorption in
the gastrointestinal tract and thereby provide a
sust ai ned action 25 over a | onger period. Conpositions
for oral use may al so be presented as hard gelatin
capsul es wherein -13- :
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the active ingredient is mxed with an inert solid
di luent, for exanple, calciumcarbonate, cal cium
wohosphae or kaolin, or as soft gelatin capsuPes/US2005/002149

wherein the active ingredient is mxed with water or

an oil nmedium for exanple peanut oil, liquid

paraffin, or olive oil. Aqueous suspensions contain

the active materials in adm xture with excipients

suitabl e for the manufacture of aqueous suspensions. _

O |y 3oesompamds Pk nresputdavenbomums eeﬂdlnb@wtgregwe:ﬁaﬁbwgﬂon with
anothertstigst:meé thehak Hérﬁ[ﬂin@ﬁtar}i dTfedt tS ltﬁettﬁdhblﬁnﬂli and s@@standeP WEAb®drs of the

enul si ons y also be enpl oyed. D spersible powder
present iianiion, Ncrordthely; .4 Rie ERonF BR4PER< AmgHS. 4O PBRHIL G, fbe present
inventiap pEEhegisghinisgnjeesiomtith pihorangfenitic egenisr opécirdly SHE3 awthtoe
antagoﬂiﬁsg Elﬁ:‘ﬂlag Brtldah&g"&g g&'zﬁsg{r%, Wonéjgktr%n,dﬂalséﬁgsreﬁbﬁ] %ld zgtrise%ri, ta ICQI%COSteI'Oid,
acligent .. suspendi ig agent “and one ‘or nore preservarives.
such as dgxanigghasenesyr &7 reR repeRtorIBRBHS Ferli2t 2erlofph gl ifgrds, fr dag prevention or

treatmefﬁmgﬁafn.b QRSmMunll BEMP pRSEMnvGRER HAPES u iR Yn B8junBidnRith other anti-

L L R ——
or rizat@pts) be administered in the formof suppositories for

rectal, agnministration.. For topical . use,. creans

o1t b e o R PR o Bt atHEaind PERERtvep gompound of the
present gonttainnnaygetubel iv ompasticswitli othérempriesesstntionweirdnxety agents, such as
norepinggnrﬁle Frgig{ag% ﬁlgibita-ljg esel%&f@?%gﬁl C}Eu Itt%tg é@%‘ﬁﬁ’g{,@mﬂy %L&a%ne oxidase

S a formul ated for adm ni _ .
mhlbltqrﬁw&%@%@,éwrsrhkem@éw@ ahsenoging lpsidpied BEYAs), spvaserin el negadrenaline

reuptak@ kihbild e (BﬁRisﬁlb@id@én@fic&Hor@nltaE&ﬁ‘s‘ég efypRhl aRalached¥nts, benzodiazepines,
met hods known in thglgygfm_IT T ositions containin
it

e. co g
5 HT i SR ARG &PB e LT RO $ESH SiRaSP RoUTpRIE Seie B actpr (CRE)
antagonistd, bndigmageeitionity anchtabieysabethpe el Foethe Myatalit 0dhretdidion of eating
oS O, KU 0k e B AT R Sy e
inventiggyeayeierysed ih camtiolien withl otherpabievtis dgaggs-elf meélhbsapgresiated that for the
treatmeﬁ'miré\]/@[qioin 13 Fair By ﬂo@ﬁ!&ﬁioﬁ P ﬁlﬁ%mﬁﬂd%i%]éa?ets, J&ﬁl |8 e present
. _or person_adm.nstering the drug to the patient can .
mventigygsy b ugshig CRBHoRPHB e HiiinSleleniney & amhlsptieagshispeas an opiate

agonist 0GR x GNiB iirﬂﬂﬁtoE,E&thiifs Bn inf{bitoEGTSSligoRY ceh@¥ a dyBloBtye@Y inhibitor,

components t L ner romitwo., or. nore, contal ners [ ...
such as § GRS ry DB S BTBU R Bl “B &2 Petlritin Dlpigitor,an
NMDAtaatkatis, arintdbips of @gicfoaideor ad inhidivouruf shier syhthexts, of aitfigb:ede, a non-

' . e : . , foct al

BB R P o YRR g

not i rit ehlRedpprecised thitivhen nging anyzaenbimagion drgeribed habip, hogh the
compoun@ PF 88 §Ftserdt ﬁf]blﬁﬁ)ln aﬁ@l(_ﬁh‘l%{h%sacti(/b BRI BBEMiASERd & a patient, within
a reaso%%&%ﬁ%@fquﬁe. ?Irﬁérg?}p]écglgﬁlﬁf Igzglprho;z% %lﬁleg%gﬁgl%%?%%g@mggy acceptable carrier and
therefojeragsimidia@e dsuldankdusly. Whey @HYbel iveparatd FhatnRonRanenies,such as

i be active or, inactive ingredients, carrier
convenifglohafBteel o N ol DMK UG B RwBPh afg roes o
the casef wherpihe pempaundreroprovided iactpaste dhosgedernfsomdnisypdiningtered sequentially.
TherefR&1bY Sy oPLxaRBl-SHHR AT Binorehd Y Bl ! ithi

o 2l1Eat ;yen O ,ZXCE)l Sch Ki ts Cmag ‘%e pfg’o}{/ei ggg{l%/{\n&te @1%5]] tF@et and then, within a
reasonagig PEE ey ineathe secardacsieiciirgpe Men be adminisEradihar hesnegral, dosage
form suGlk ad d¥@hletBrY: fase-0RIoMiRY drilSobdgs FdrRN ByfOffask &'s:ﬂ)g/ixgr orfT8infihtion” is

eatmat rd'ﬁls ?r conmponents t attlrrust b obtaig.e | thin about 10
m n,?l’h(&‘glpg &ﬁé% qrgr,wgvr%wwnpace on the tongueo apatlent, 18solves within about
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the patient or person admi nistering the drug to the
patient. By "pharmaceutically acceptable” it is neant
woheospasmier, diluent or excipient nust be corpatiSkios/002149

with the other ingredients of the formulation and not

del eterious to the recipient thereof. 25 The terns

"adm ni stration of" or "adm nistering a" conpound

shoul d be understood to nean providing a conpound of

the jnventjon to the individual in need of treatnent
secondy. (P, gagenPlerpaEiobafrinse 1S PHIRY Hide Beof Hiaistoiip excess of about 1 hour.

That is,I fockixainglld Al thelTRel Yctiva campdifitaPpratideddsl atatisiehed Wftlﬂﬁ BheSlMfdr, the

second |ac|:11ve rg&%n'g&ash?%i ged%dgrgt ét\ér'%g,r erulghxgﬁélgétlygg li‘lcgrm? grt another
dosage ﬁaps;uhlcéqqm‘agﬂsaﬁsmlvs ddpaen&]f oresnedicamentt he | | k e
i nj ect lcgm?&ﬁxaggf t{uQ Frﬁ;gntloﬁ lllr?ag fbgﬁddn}{is?be'gl to tleats rgammgs and humans)

the |i ansder ma osage-forns
in need ©f @&hﬁreatp)éml in desaggs b @rlhprovde piitnesh e@fmmut@al efﬂq@agb will be

apprec1£t@<ﬂ fﬁﬁﬁ thé ahe kfulr QNP QGRS paﬁﬂ:{lﬁy%phcaﬁiléﬁ R@m%{r? BSm p@fh to patient,
;. and rectal suppositories.

notcnly WH%P]&@@GW B PPORIK B CRIPRAS RS ElFried. Pl &/ ghe raue of administrason,
the natgeIbff th@d:(ﬁlﬂttloﬂ being tréyfedothe taflfarﬂ@ﬁiitﬁthb’iﬂ& ti@f patidi, Ph@S@Mtmedication or

special dleys%ln 1ng folpowed?)u% table co

SRS PO IRPAE PR él%?ré\%lﬁg qtloﬁ%sh?]%etdéla the art will
recogmgﬁ g\@tgglg: a(ppmgn@tp dorage ull;l_@atbﬂ@bgﬁ@ BY tb7 @id@dtion of the attendant physician.
PCT/ U%g %Q{eg&%ﬁéo? th &ﬁdlﬁ&%@%@ﬁ%d Qflthtdﬁl gxoggs%ﬁ’?algfl I%nlns a suitable
I nvention may dm nistered 1 n conbi nati Wt
dosage jengltof gie C@%@%ﬂ&h@féh% PratenHA¥enHoR @ﬁphtairwvtmagly adepietlc 1abs thereof, i

about 0l e td ﬂ)&hykg perAag ﬁlﬂpaz[h&ﬁa‘i‘ QlBlﬁl@O B1 tdUbbi A5 B fuch ! I3§fr0m about 0.05 to
CCOr

RO T LT P N T
which mmmﬁmtmlnbmgm dluiti’ple(xmﬁ@su Pedfératly Whet (h)s@e hﬁfge will be about 0.5
mg to 566‘1‘(1' ] gﬁ%&érﬁ P 2 1’?id)re %i?'e? g g !11%03(11:0 Q grrlils rtcr> 5905 Ig% P rﬁ)atlent per day; and even
more plpfegﬂb yga(]yp\d‘rginmg g)aﬁOgmyepat@nt em dayz g&ppgé@ d@mges af the compounds of the
present %ﬂtidﬁoétﬁlﬁ%ageut1cﬁ%ce@%bfé%&lmﬁérg&fsﬂpQd &Etr%ﬁ%?lude 1 g, 5 mg, 10

recwot or oni st SP such as bacl of en. eVVI se
mg, 30 peelfl 0 g atmREFHicHCOmPetignhiel tae pISHBbiHRNtigN mebe provided
in a forpti@G@NonpAviaH bbon0. R t QOG@)Sﬂgjaduﬂe BQRHIAE tbRprbiaRly comprising

o o3 e RIBLE SHFOLS S 05, JOLAILCS 01 g

active ipgyediet. rSpp‘tiﬁm phagmaceiiat ¢onpbetions ¥or treatntentrlprevbstion of excess tachykinins
| g (0] r
compriRBBRG i Sthel E@Iné I 9fmd. B b ea%g 380 e OF acHEPRER LA 0,
used i V%@}ﬁ]lqﬁli*f@ﬁ foa mropping the mpoarrﬂs jof ﬂl@pﬁ@@gmre dlustrated in the

follown@g"}E)taI@Ml SlaMtin@ QR Bls aBUHB rRBisitd MERERRRNYL D& ofE LRESKBmercially
|b|§ors sel ectjve serotonln reu take i nhj bi tors

available it DS PragsrRLA NG i Hsralre ATFHEAFR Bros | R Lerein. All ‘B NMR

spectra wexeatbgiidet en instrirbértaton aof fighd secapgihrog 40Xordas 81HAR MAS) ,
serotonin and noradrenaline reuptake inhibitors
(SNRI's), a-adrenoreceptor antagonists, atypical
anti-depressants, benzodidabPilbds, 15 5- HT1A agoni sts
or antagoni sts, especially 5-HT1A partial agonists,
corticotropin releasing factor (CRF) antagonists, and
pharmaceutically acceptable salts thereof. For the
treatnent or prevention of eating disorders,
i ncl udi ng obesity, bulima nervosa and conpul sive
eating disorders, a conmpound of the present
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i nvention may be used in conjunction with other

anorectic agents. It wll be appreciated that for the
wonre@toTeIot or prevention of pain or noci cepti ORCDMUS2005/002149

i nfl ammat ory di seases, a conpound of the present 20

i nvention may be used in conjunction with an

antiinflamuatory or anal gesi c agent such as an opiate

agoni st, a |lipoxygenase inhibitor, such as an

i nhi bitor of 5-1ipoxy Enase a cycl ooxygenase

inhibitor, such as a ?clooxygenase 2 t'i3hi bi t or, an

interl eukin inhibito Neuki

i nhi bitor, an

oxi de or an inhibi

oxi de, a non- oi dal antiinfl atory agent, or a

cyt oki ne- suppreé ntiinfla S gent. 25 It

wi || be appr editdt e t when wpi-ng onbi nati on

descri bed herein, both the conpound of the present

' i_0 t he_ot her ac ive ent
Gar A TR SR RS S S Db R s dlrapheay bstatiiro-LE-
isoindolfantl (319,45 PRI 2 E)FPIGSNOS-BE Y ribdeoromethyIpheiyethoxy }-4-(4-fluorophenyl)-
Odﬂhwﬁoehnﬁgeytlcally acceptable carrier and therefore
anmr T STer ea” Si mut ldll(:‘UUbI y |l|ey ey ue N bl:‘pdl ate
SEQ__phar Vele : g X% pomde
dosagerd @tott&mmfef ﬁhv Qtﬁ)shfﬂﬁﬁ&) gu ﬁ%t%pﬁ&gwééux acid 'Ihedr§r fetBylene

"conbi nation” also refers to wher e

chloride pqseRiHagenAfROSERBY Paetldrhl 52 drtao @%&%&dm@mhﬂwyl amine, 20
mL meaiyemalwmm 8 ( EIvem&en Uﬁlﬁhétl%hin)inopy}-lhﬁé eerAe) a2 VBN 406 mrnol) EDC.

t
R LR N N AT RO -
washedtchesesmyetydmatdt Nve HOAnporentura@yagbNalAd0] anddties. €Theairgdnérlayer was
dried o?e? d% és 1 t‘?i?e?é’%lga%d tl{eosrgmexﬁ légzt%)foet\?ed%ng&b/a&ﬂlpqg gge 21 g of the crude title

compmatﬁ EﬁngVl nﬁ-t oL Wgér{p =246 2 H, m), 7.02 (2 H,

PR b RgFdon o 1

m), 37¢eijser%5f(gmy\A3|2@|(gn;h n placed on the tongue of a
patient, dissolves Mﬁtﬁln about 10 -14 WD 2005/073191
PCT/ US2005/ 002149 seconds. By "reasonabl e period of

Step B:t i me" 1-@-Fre@tpheylibuiBepelon®d that is not in excess of
about f%a exa the f

act i veromRRal 2P aaRgTHETRr Fplet B i i 9o mL 1o

was addpd drdpouine, unfldyaitragerc gnmdseteiaye Ctmrpuimemf 2566 @ neol) 2-(4-fluoro-
phenyl)"”i(ti %e[ﬂoﬁ% ﬁ/rlﬁfg 1§€eta e (Etﬁ}i) }\}zﬁ‘l ~51§6@Ltd ?he?f? QR 346n B]?){tlgpe was stirred

or anot osa e I‘%ﬂ ective
at 0°C Efé|0|5\mrﬂ§ﬁn@f>ulteﬁ élOWb/dP‘@&ﬁtﬁ‘?tZN 5 Htflaniggrep dbaasuigng migtere was diluted

with etlhem uﬁmrnentraﬁaﬁénb@to@cte};aﬁmty%@@ 4n@ tltaatrgaettt@yeé ?eﬁbbﬁ&lds TAO&kganic
trea

tayer vl VRO Wik B F A HEB LT B TR 0yFvan el pder vacuu
togwebezgaﬁﬁmenﬂahﬁdammamndhﬁmm@@ﬁmmethmeﬁnﬂewmmﬁemkm SWMR

(CDCIP28: 7 10Ub &, 3P G af 1,91 M Hb), ¥ ¥ fr Ry, Rafl £ Jl911 Hz). 6.34 (1 H, d,
i 14£at|ent not only with the partlcular conpound o

Brpd86 (i . dellddHad 3Rt &l so with the route of
adm nistration, the nature of the condition being
treated, the age and condltlon,of the patlent ) i

Step Ci on e urkieand LZger-buty il HA(4Auorpenzylidene)progi2eanal -yl hylsilane
fol | ovieda dayutioh@r n:raatrmemm oaﬂdolottteqm\t p&taqrm\@hu@&h dfﬁb@fa&mm tert-

t eco
bucosidh i rEind o' B B a8 Syt Bt o atgsdgtyion of 142
g ( 86.cofmplh & eativ.pofdla@t flypnypbenilant:3-enkrotenetep BeatdniBrit g G6.6tolveol) rerz-
condi tions associated with an excess of tachykinins, a
sui tabl e -16 -
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dosage | evel of the conmpounds of the present
i nvention, or pharnmaceutically acceptable salts
wohers@a$ioli s about 0.001 to 50 ny/ kg per day, PCIUS2005/002149

particul ar about 0.01 to about 25 ng/kg, such as from
about 0.05 to 15 about 10 ngy/ kg per day. The dosage
range wi Il generally be about 0.5 to 1000 ng per
patlent per day, which may be admi nistered in single

pl e doses. Preferably, the dosage range wl |

butylchlBng%]@tls@ngm Wgnq,élrysw r@heﬂgqctlﬁla{ql@wp Vg ptnﬁaéyxt T8¢ €or 6 hr and at
RT for @ﬁr&fl@f fhdhed Bt adiBorEF 50120 &e/ T LR @Jsu]ﬁﬂ htre RAE wak@ed to RT,

ve nor e f erabl y about
diluted Wi ﬂi%ﬂﬁls AT %Pﬁaeavgfégne n4 tﬁ%oréeﬂr% blideagted. The
organic fayer wiprvesbeult wittnitenL boms, do¢d qeadnipdon maabdiym alﬂﬁ@pﬁm}édi‘and the
solvent %\% é%teh I@lg&e% ggwumqr ]d % g'g%” %t IB@e & l u%gnd]s wr[gc%h wer{'ysed without

further iR | TGAMALCDLD) &rngé%ﬁ% P TS was BT B o odp 2 Ho, T

8.5 Hz)] ib?(lf}ﬁrswlségl fing ganpy 3 ﬁi)nﬁlﬁé@ﬁd P-3.5W,)t o 1000 ny
active ingredient; nore preferably conpr|5|ng about

0.5 ng to 500 ngy actlve ingredient; or 0.5 ng to 250
Step D:NY ac {(BASRLR, TAGY-L B eA-5-{ Pért-But PR ethHy Bk y } ACULfUBrophenyl)-3a,4,7, 7a-

{Eg,&? g %%%49% brehre 5%‘%@2@‘%%%%‘9‘%%?2#%%9@-%&%% i
about ni alley

act i Ve éo‘i]lg{ g%k ?ﬁ?é Sﬁl?OSmtﬁglv?E 1v1(llﬁ ]fZ Qerrt Mt?@@ r(h [Plgorobenzyl—

t he conpoun nventi on are

1dene>P1f0612rfz§lv\Ji -Hgoexdmpthuksilang(gen Origd A d @rlphf gln@Hd\T bmylmalenmde in 150 mL

dry toluéﬁqulu& Iﬁ@ogeﬁ h@ﬁdﬂﬁ@ke&baﬁ%eﬁé&at'réﬂlﬁcm RS c6ARIRIFH. atteYolvent
avai | abl e, or according.to literature

evapora&ddlegqjdfuégmbtp gg/g 3|1 |g|olljﬁ gtf.]%qn@oHn ds gyhjichyaaniggpest the unreacted N-
benzylngpewide anduerie umvalthmedfuuhﬁmpmsﬁmtme NEaN MBI CRCL3): §:i7617e0.26 (3 H, m),

1220 Bty 3 8h b Pl bstia S OEk W FeP el Aty i 1o o,

4.15 (1 H, ¢Ni= 16 Hz)(gg@(mgz 65= P2 512 (1 H, t, T = 7.0 Hz), 3.14 (1 H, m), 287 (1 H, m),
2.68 (1]?1(1%3 1)[9"2 @S (gl 8(@'}?9}"@ ‘(i‘M‘ S))phqr;gh] gt hoxy

-4 -quoro phenyl Yoct ahydr o-1 I soi'ndol e and
(3aS 4S, 5R, 7aS) - 5-j

tep B: 1( S) - [(BasatstiaS)- ibéﬁzym{[mm drRABEL 18 PAYd-filorofhrehi1yio

27 4 PR R ML RO SR Ce Ry P BB e Srfeg-

sol ut ibotyl(@fmeliy])dilydlok 108 (Aflumrapdheny1¥2.8 Baidg Ophexuil Jrad Htikgindole
aci d II gcgu¥1d 'EEt‘iJH ﬂ%g%“fé g@eg I:7| %j( i&g&i %:rrnoFI 'e%e?% %ﬂnum aluminium

at nosp me\msad

hydridep @mith?étlmar niPENEKYPISP e itfé) °Cz go tlilﬁLrewtmtrmwuanW@dded dropwise a
solutlonlcﬂr 34 o&bf (}ﬂaje%d% nﬂ%{e)éaé -of 'st_@ljh?bhﬁ{ h@NARYHiEI18R &Mﬁnd@f‘ﬂtrogm

(140, e reaction mxture
stmosplgfe gl?%desg%tmﬁwt&e w5 frrechi R TPy itreaip iy genched at 0 °C by the

dropwiss@pditiad of )2 il mart, thehe nill X0 Mrag. M&SH. The resulting suspension was stirred at

RT for 0.5 hr and the solids filtered. The solvent of the filtrate was evaporated under vacuum to give the

crude title compounds which were used without further purification.

Step F: (3a5,4S,7a8)-2-benzyl-4-(4-fluorophenyl)octahydro-5 H-isoindol-5-one and
(3aR.4R,7aR)-2-benzyl-4-(4-fluorophenyl)octahydro-5H-isoindol-5-one
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10 washed consecutively with 2 N ag. HCl, brine,

saturated aq. NaHCO3 and brine. The organic | ayer was
wdnrbesd7ewer drying agent, filtered and the sol PemtUs2005/002149

evapor at ed under vacuumto give 21 g of the crude

title conmpound which was used w thout further

purification. 1H NWR (CDC13): 6: 7.26 (2 H m, 7.02

(2 H m, 377(2H s), 3.65 (3 H s), 3.21 (3 H,

s). 15 Step B: 1-(4-Fluaorophenyl)but-3-en-2-one To a

sol ut i bhd ﬁsﬁutmmhe(lqte@lematezvi oisrsliy Odmlvinnireionisile sndgrpitrogen

atmospBére Bl RIE whiladhe® 100-mIl I(,”;750 mely oﬂﬂ@@ﬂ{ S RRMOSBE UBfonitrile. The resulting

nitroge r fo] on of. 21
mirtur g S8 R 00 Bt D anried R bt Hoks SrWat Ryftebat S gl 50N a
NaOH. (Etﬁeee;aetébntmla wad SQptradd yndek hmnumﬁhdathe eaa]ltm@ﬁqumustrmmre\m dituted
with etﬁ' er a}:\cimater a%resultlntg%ngturise%hars trtags erre%qg 5 gel%arscltoll}/\/\%u){nel Qrtlcf) th& organlc layer

Separateld | The@du@s mcﬂwaeteh@wedwdthml adéltlomaﬂ awgﬁreqvfre@@r t Bheggombined organic
layers \§§r9 Y@ lrv@fth%@ %ﬁ?ﬁm@n@rletdrb@eﬁfr?ﬂg héén ﬁ}f%d %Rgbr Rhedk evzﬁlﬁated under

ani ¢ a er was wash br i ne dried over

vacuungy eﬁ@“‘é"@é’fﬁﬁ pusified byrfiagh eplemn Fheomyperarhy o viisbedd elging with
EtOAc(axiaes (180 taugive 9.0 ggif the rddmi: tifleabmpbunde r HESMRI (ODE13): §: 7.27-7.23 (3 H,

7 SOR R 0, P T L TG H Sl Y LA FA00- 105 1,
2.93 (1915, JHz§.5 HE),208(2152H3 Hidh), 243=2.331(22H 1), 222 (HLh1), BiRY (2 B, 184
(1 H d, J=14.2 Hz), 5.86 (1 H d, J =11 Hz), 3.87
(2 H s). 25 Step C |E and 1Z tert-butyl{ |
Step Gy - ( 4- f439%%%%&%)12rh§fewérflpﬁﬂ1§1p30@p@ﬂylioquhb/@m;l iedohytos pady

ne TO @aR thstsWQRT) @f)eleA!l ALadod Qe 1B ydrol 1 F2is8RBIS-JI of
a (]\/I sol ut| on pot assi um tggpt butoxide in THE a

100 mL TR ¥ Igtiqn %H&é?telﬁlilefllﬂ 9 ﬁ{,gpplﬂ Hpdsr Qyjrogen 8tn@sm§:§e in dry ether
at -78 ‘adar ddéedsol. M iselntief of1ghidm a@mﬁm&ﬁ h@driaeaBs.3 hLemher.) TIod resulting

mistrg s gt T R R ol fi iS00y S b B Vet 0n R vater ten
5.0 N aguiNy®idh Ty welil it dmy;besmblawss stinredl @A fod Oyp hiT kil thabrdids filtered. The
solvemr cﬁ ﬁl&ﬂe Wagqe grayé@%n E\q t@%lve § g dre Qfie & ouﬁﬂ ds major

compom év?nchﬂz?ée Psgg mnlhgtﬁguqhe&wj éeﬁgl% 3 -1.20 (7 H, m), 7.05
(2H, tOhJ ot e, wiZshe B59), 8ts hepranes. s-otcrsqmﬁ ﬁi}rze@d) @9, eﬂ) 2.50 (1 H, m), 2.38 (1

0157 by L i G b S b ?~ﬁ%@p@@é§?%¢§35*261-9-

anhydr ous magnesium sulfate, filter ed and the 5

step HEO! Ve”{3a§¥§‘%%%&)e£’ (LRSS RTINS o SN2 ofn Rk 55,7aR)4-

TEe'co out
punﬂfﬁaﬁh@@p@ﬂ%ﬁﬁ@@ﬂﬁﬂmndom o7 52 (2 H_m 6 QR

( 2 H e 1m@rr;31e':)d1z(téL oﬁt?ncw Was] dTb diedl diiZ0 P§Ialyﬁrog§x @veﬁ?@% by weight of

10% P(a-C i3 e&aalgal g‘-JorIJIf)hI atéi‘igp @ca@@a@%ﬁllvﬁ)anéths)éﬂm oéhé flltrafe was
evapor[ué@ tiidebutdcyhra @b gieé thy lejude tid domppunds which were used without further
i %t (4-fluorophenyl)-3a, 4,7 7a- 10
purthe écinrahydro 1H i soi ndol e- 1, 3( 2H) - di one and
(3aR, 4S, 7aS) - 2- benzyl -5-{ [tert-butyl (di- neth

Ste I'l'l_z S'S'O%/en Lowyl (%fs Ai&ﬁ?gﬁghﬁ&%{)ﬁe}ﬁ%-‘hyZmZﬁ'cttaﬁ}d’réBM-‘i!o?ﬁdole-z-
utyl (3aR,4R,5S,7aR)-4-(4-fluorophenyl)-5-hydroxy-octahydro-2 H-

carboxylate and tert
isoindole-2-carboxylate
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A solution of 15 g (54.0 mmol, 1 equiv.) of |E and 1Z

tert-butyl{ [1-(4-fl uorobenzyl
wOders@ypivop- 2- en- 1-yl J oxy} di net hyl si | ane (st epPCl/Ua2@®5/002149

12.1 g (64.6 mol) N-benzylmaleimde in 150 nL dry

tol uene under nitrogen atnosphere was heated at refl ux

for 16 hr then cooled to RT. The sol vent 15 evaporated

under vacuumto give 31 g of the crude title conpounds

whi ch cont ai ned the unreacted N benzyl mal ei m de and

ver e uSed sArimod(7 -5 3L Henmelyefi the intermeshate ofiyteapRin dry methylene

chloridé maﬂtrog& atﬂlo%?ler% 28RT (Ws lﬂidem)a() (41 5 mmol) of ditert-butyl dicarbonate. The

resultlnggjiy&sglre wa (gat'_RT BJr l§ ﬁr_tzl t%H cjlvent evapora?ed gndoez S/zil'cgurtn >}"he resulting

mixturédwaSdidsblveld 1}1—15}1&11!2&1)31 ZhdBB{ NHqL‘N aDEbwhd-klfleB . The (rdshlting dextu@ s stirred for

2 hr anéfh%‘n%eﬁ%d‘(rg \%:dSL)?n ergfagafht. 3%55?6218qg§o]1'1s [f'e‘didﬁl zv§so c?_ilglgesd)(“:/lith%OAc,
transfegpci,glp a.Eepz(rag@ fﬂ@e?g@)th@gl‘g@niq gaf,/erSeﬁarated- The aque,ous la3;er was extracted with
an addl{tlt)ﬁﬂ EOI%HB ¥t E@AEE Xy abihyd Jrgﬁc lllyef's \(/éfe vaaHQEl QRABHL) brine, dried over

7a- exayrol I'soi ndol e
magnesclga FéﬂfPF? ?%tﬁ)ed 2udyiBp sQlyent eYapprigd podep M%prd ﬂ‘hﬂeﬁwea wys|purified by flash
columnloh}omatography on silica gel elutms with EtOAc/hexanes (1/4) to give 2.8 g of the racemic title

compol(l)rfﬁéné lI-i[ Mﬁ' E]élbégo & g(—? @‘th g(gD?lI?,? 8 AI-‘I KI‘I\Z@ &@Z%@g%gr%'(% II_—t k‘n%, 7.07 2 H,

ask was a
m), 3.78 1DH, 1), ﬁsmspa 3e@RdAesw) 3.21-8AD @Hahu@iShi UH 25 2H$di HdeJ =r10.7 Hz), 2.25

. B YoPE 901 B S0RED TR B8, Tim PS5 o v
singlety). ko tshlatedripd @ niiperemepel of the nyktuzetof gis quOhol 1By mbr)d tey-butyl (3aR 4R,-
5R,7aryBL(HY Yﬂu@fb@h&m)@ ﬁﬂ%xymﬁ{ydmm REBHle-2IABSBIRL Sad IR Butyl (3a5,4S,55.-

7o)+ E R R T R T B b Sk, YalE fapcgy 072

H, m), 125 - Hyw), 8195 (i Imem),lz)smiz(‘ﬁ(m Ml)amos NG HT tved doaBletsfli agy.3 Hz) 2.77

o1 RIS S 0 T 1 8 S o . v i

evapor ated under vacuumto glve the 30 crude title

Step J: C Oﬂpoug%l}@ﬂl (§%‘t M@ al5‘§§q ['3*/\5 Blg@rﬁiuomﬁﬁettm%enzoyl]oxy} -4-(4-fluorophenyl)-

purlflcatlon

(3aS, 4% tahydyo-2- EﬁéWﬂ?lP 2arbexylpty ardygrempl 6B LRIy drp-SH3iS-bis(tri-
S%‘ zgohuogmﬁézlﬁ%lmgzovﬁoxv }214 -(4- ﬂuoronhtl?]nyl)Oftahvdio—ZhH-ls01nd%lﬁ7—ca1boxvlate
ar, e ropnen ocC (0] |

i ndol - 5° aaﬂgnon Orfl*zPy L@%% 21 4 st @3#@ 2 fagmetene

chlorida usddr uitfogen afnotphereianRErwiL dddetl 6.089 g $0. &pmmoi) pf §6-biktirifltgtomethyl)-

benzoygglgze)r%f%g.g% lﬁ;@ 'lf%gﬁd q ca:ia)l}qg amou%twgig Ir e. I‘%Srl]l tgl Vr\xiag"%ure was stirred at

RT forgdethsnittapifereed t7hecpaetary fuomgl, wiskediwish seaqsNaHG@glag KEHRD,, and brine.
The cofrfB{‘ne& @rggﬁlc M}@ﬁ dﬁH@H&e@ 'ﬁﬂﬁll?etslugl SRy ﬂl@f‘edqﬁ@@l@“sﬁeent eva orated under

tion of NaOH. The acetonitri

Vacuurwsaf@vda%& &9&@6 ﬁﬂ’&é Flﬂ?/ca‘&ilﬁﬁ’ﬁﬁldéﬁﬂ“‘%hﬁ’éef? st ey ‘gaﬁ@%@caﬁw 'H-
NMR (@DG1g)r & 8ats(1dH, IsutBe@ (B Hnb)t h2e2HErmando @aklen), 5Thél H, m), 3.59-3.43 (2

(R m t ferr 0 0
i, m), R G Pt g 1208 R e ke d T Fh bR s L m 202
H, m), 1 &9€r70Wa %1, ent k.3C tledd (W twoasmgiedkdi t i onal portion of
ether. The conbined organic |ayers were washed with
50 nmL brine, dried over drying agent, filtered and the
Step K5 o venterfeB/laﬂd?%ﬁ Be/agherét - [3\ﬁdésﬁmﬂuorpﬁ@ﬂwésheaﬂéwmg)xy) ~4-(4-fluoro-

purifi gdmwocftdh@&% 00 HRHo16 DI ABBL DS ARNYr By Bk F859AR)-5-({1-[3,5-

eluting with
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Et OAc/ hexanes (1/1) to give 9.0 g of the racemc title
conpounds. 1H-NMR (CDCl1l3): S 7.27-7.23 (3 H 10 m,

w6 2047308 (2 H m, 3.75 (1 H d, J = 12. 9 HzpPCTASED5/002149
(2 H d, J =48H), 3.61 (1 H q, J=14.5 Hz),
2.93(1H,t,J=8.5Hz),2.68-2.52(3H,n),2.43-2.33 (2 H m,
2.25 (1 H m, 2.05 (2 H m. Step G
(3aS, 4S, 5R, 7aS) - 2- benzyl 4- (4-fl uorophenyl ) oct ahydro- |
H i soi ndo| - 5- ol and
( 3aR, AR(BGuorometipDpksaylyinvt} ea)-Hrgreprheayior ey dRyidsendole-2-
1H | sQhmdiiae-ol 15 To a soI ution of the internedi ate

(9.0 of step n|t n.at nosphere in. d
ct her " TohoE oS B UG ob SR SOFTRBH P | By REF under
nitroge@htwiphieterat DYdriag @dded 8 .nd. dilﬂ.a)O § N fdtion of Tdbbe re@gatlt ini toigene. The

. m St caref ul J.
resultm& lﬁ%tgﬁgvcf\ggérr%% O[j r%gor\?\(} SS lér tg%}l dcafe(}ulll,?/ %u?nclﬂec% f@l &0 {hhogwme EéidétYOn of 0.5
L waiRf, sy ORGIbioT TRV e NaOH; e maglpemsasmmmwasdllquedﬂmthyﬂ?atetate

stirred z(t‘krT 1%1’ 5 5 e LR BRLEAST ﬁé rlsgu@c[n%%ltréwﬁlrreﬁ %%Qﬁft mPk f 5.0Naq.

[trate was ev gorate under vacuumto gl ve the

NaOH @f &%r frpl theesoignidtiprtrbronsh & Al ofdjler 22 0TReRPEUTS Sypr@ted under
vacuune lgre Wigetthudd title@anpbundt Reich uefd dsb@@fth@bfurthéHNRcation. "H-NMR

(CDCI%%%)(%EP )27’5[%‘%2% 507 57(%7 ?‘!31(2@{ m779§(7 ﬁgm)"'g Ml §)r§3ﬁ1H ),
4.25 (13, 60, 1.35-330 (§ H, 8), 507(3115}32}!:)11,) 28138 H, 1, ] =H2.71Hz)J2.60 @.H, m), 2.40-30
. 1 (2 H,
@ H, g rghon st M. o83 o (R ndey 120 Bl 4s
5R, 7aS) - 4- (4-f | uor ophenyl ) oct ahydr o- 1H i soi ndol - 5- ol
Step L. r.and ( ?l@erB‘hB’l 5@521@8)2 ASPR{1R[3, S-bls(trlﬂuoromethyl)phenyl]ethoxy} -4-(4-

(4f|u hen ) oct ahydr.o- 1H-i sol ndo

i nt er RS SRl G i B b R AR 55 TaR) -
hydr Og{ﬁlﬂ’-[B‘ﬁ&i‘is(ﬂ:ﬂ%lbmeﬂﬁl)ﬂfmyl@‘thoxﬂzQ%(P—ﬂu@opm:nﬁbd%&ﬂh@dro 2H-isoindole-
for 1 RT. Th

sol ver cbarrl?oxty}gllte e%nd tei {th %ay Z% & \/as f ! {]tlgzg g% &@rlﬂuorometm/l)phenyl]—
to gi vathaxly &:*4d#1ﬂ!ieroph€tnb’]éocltam¢1@tﬁfd§0mml©h -cobpeylalgrerd-butyl (3aR,4R.5S,-

\(Mst go?saRgﬁf{ﬁR% 5 b?s%&lﬁ&%ﬁ%ﬂh%pheﬁﬁ]eﬁo%’} Aqa h@&Bptﬁwl)é'ctahydm-zH-

7as) - ad IRHRAS
e- 2- Cﬁfehﬁt)ébﬂlﬂﬁz@e &QE& tCEGvI\S' K}kﬂdgknated at 50 PSI hydrogen over 10% by weight of

ol SRR D R %er%%?@?s%%%éa% AR B

evapora‘?&ﬂ'l' UndS2Q0&d ) 62 4Othe a'mdatlﬁeodouﬁpbmm @fhich. vergpuiditd 8y prpT)LC eluting
with Et% c’hg}%%lep{}% qggff&h ?hquvo‘fi ?t@rednﬁﬂ 'ﬂ{e)i?s Ei_lg%lal%qua %r% Cfméler "H-NMR

(CDCI 1135 Firdl 5612 b Do £3 Gy el & GrRat 8 e 323530 G H. m
3.20-3. me tnh)ng sﬁkixﬁgtf £-18Ss HSL? 4594 Hahﬁrﬁ(?g%’lét?%o {i1Bem i he), 1.50, 1.43
ul ti

o PR, USPSHRLIL AR, YR T SAgh iR s oo

7.70 (1WRS), added d, $he o5 €M) ), BS7 K Kf ), aw&smﬁm r3r4ed1Hofn) 39721 H, m),

s.153 01 o ot T B o R AT B LR 8 a8 P2 (1

1.50 (1depar bi@riyisf(Bikhe), 140 B Hhwoalogadeks.d 4 @Y 8r). separ at ed. The
aqueous |ayer was extracted with

Step M: (3aR,4R,55,7aR)-5-{ 1{S)-[3,5-bis(Trifluoromethyl)phenyl]ethoxy }-4-(4-fluorophenyl)-
octahydro-1H-isoindole and (3aS,45,5R,7aS)-5-{ L(R)-[3,5-bis(Triflucromethyl)phenyl]-
ethoxy }-4-(4-fluorophenyloctahydro-1H-isoindole

-20 -
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an additional portion of EtOAc. The conbi ned organic
| ayers were washed with 50 nL brine, dried over
worysdssem sul fate, filtered and the sol vent evapasaiosdo2149

under vacuum The residue was purified by flash

col um chr omat ogr aphy on silica gel eluting with

Et QAc/ hexanes (1/4) to give 2.8 g of the racemc title

10 conpounds. 'H- NVR (CDC13): b: '"H NWR (CDCl3): 6

1H-NMR (CDC13): 8 7.22 (2 H m, 7.07 (2 H m, 3.73

(1 H, T-he lesg pglgr @a]ggdleQerppmemof intermgdigte Ppp (Lz;qu dlsﬁglvedzn dry methylene
chlorldé dndreat®ll with-ahBole Jmc!i"l" FA at BT For b7 ThZ dolvedt v eviplaralf&d uidier vacuum and

remdue fvag iak% 1%111(]%2)’5'0 Hle soiutlg)g W %w&%leggutp' aqﬁgﬁp}% ét?eﬁ é)lr-%e[ gsled over drying
agent aidl Bleeréds Ol tatsele@sis avaporaad vadem waduuaf to hve th¥icxidd tide efmpiuads. 'H-
NMR (%B@%Jg% 7(7'7 13131 f%oi' 86 2Hts?f7t28 Q'H/gnr W BeRo4R 7 -3 2Hp), 4.07 (1 H, m), 335

uor ophenyl) oxyoct ahydr o- 2H i sol
(1 H, my. @-&1(13@12 HomyBaﬁOél éhdl),t?e&i(l@mdyl (Ba¥z1 3,658 HIGT =113 HZ) 2.50(1
H, m), ZARr d-hyh kY li%fsQ@?leﬂ%' 1)535(1 'H’ﬁg M@ﬁt}@*}%}% &5 (%"1’1 'dSPL @‘@'}%)
e- 2- car boxyl at e
7.05 (2 H m, 3.95 (1 H n, 3 50- 3. 20 (3 H, lﬁ
3.08, 2.95 (1 H, two doulpetneprF2= 14.3 Hz), 2.77 (1
H nm, 2.65-2.55 (2 H mM, 2.15 (1 H n, 1.82 (2 H
m, 1.58 (1 H m, 1.45, 1.40 sH, two singlets).
Step. J: tert-Butyl
(3aS, 4S, 5R, 7aS) - 5-{[ 3, 5- Ms8( 8pronethyl)benzoyl]ox
y}-4-(4-fluorophenyl) 20 s
oct ahydr o- 2H i soi ndol e-
(3aR, 4R, 5S, 7aR) - 5-{ [3,{
fl uor oi net hyl ) benzoyl |
1- 4- (4-f 1 uor ophenyl ) oct ahydr o- 2l i soi ndol e- 2- car boxyl a
te To a solution of 0.09g (0.26 mmol) of the
(3aRAR. 1Y @ di(Bel -3 5-bis@piflpoiomeidy Npheny lpph st b4 -c¢hflerrprhenydlediehydro-14-
ISomd_o[ytrogen at nosphere at RT was added 0.089 g (0.32

dﬁ*%%&? bIS trifluoronmethyl)- benzoy] chioride,
&P—o 07 B )3 Ec?&%%Mhﬂeo g ogihy Byl -isqipgol-5-ol and
resul t(Bmm4mx,vur)ez Mgyl Sit (4 HTuetbpBény ) 3&atlylird H-isdinbisl-Std1en

o LSS S S A O LR A
ﬂuorophwépgalmdroewwmdm’hgms (ARARSS, 50 2- b vy b S Tucaombotyioota-hydro-
1H-1s01ﬁ&’31\5661t(1n€e¥1ﬁ&9{t95191§’x H'gﬁjeef ste}] B W&V%%a@tifbggﬂragf%ﬁc%i% CHIRACEL

unds |ch w t hout

he crude title co ere use
AD colpp elygpg mjlp hexapes(EtOR (94 4o aijorl thebat gytinggsorger 3.5 @4,5R, 7a5)-2-benzyl-

4-(4-fludyaph&nybBcthid dib-18YsoinfloRS ol #d fthe s@%ong’gh%ﬁ% (()sgr(ngf , (340, 4R 55, 2ek)-2-benzyl-

A ﬂ“%“@gé‘tyi?"ﬁahytdm‘bﬁ 1555 Pg) 2.62 (1 H n), 2.43 (1 H,

m, 2.20 (1 H mM, 2.02 (1 30 H m, 1.90-1.70 (2 H,
Step B:I(Tz%é 8}4%,54_?8[ lf%aR(A% é's" 7atRy\Q (E hH&JoSﬁe%}l) 5%8/31%}(%&&%}%&-2 —1sandole-2—
1-13,

ro- phegylogchanyde gélz o [b@%le%ec%ng @fuﬁﬁ’%(&l)rﬁér%m 58 7aR) 2-

benzyl- tig%%lpgr%tgl{@f()%%%yggz@bgp@@@f4@ 1ntermed1ate of step A) in 80 mL EtOH was added
4.31 g Qb I (duhdlf buditearatyn yicmh@wdn}i\d mgbf J0%Pd-C. The resulting mixture was

oro 2H- ol e.2-
o LSRN o o 5 o
was addedt dheredveat waodvagtrapd ﬂndenvaztmymTEHEa aqmd@rs resrdut magéited with EtOAc,
transfe@écf@%%gﬁliﬁoelgtfurglepw\ﬁ@éd %ﬂ %gng 'ijﬁkd Qver a‘rygig‘:igé\ét Sfﬁ!e}&i'agdlthe solvent

of be gent in toluene.
-21 -
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5 resulting mxture was stirred at 0 C for 0.5 hr then
carefully quenched by the dropw se addition of 0.5 niL
woavesro73mdhen 0.5 nL of 5.0 N ag. NaOH. The r esBCTiUS2005/002149
suspension was diluted with ethyl acetate, stirred at

RT for 0.5 hr and the solids filtered. The resulting

filtrate stirred wwth 0.5 nL of 5.0 Nag. NaOH for 16

hr and the solids filtered through a pad of filter

aid. The sol vent was evaporated under vacuumto give
evaporatpdyandgr yaeup. tThe resishp oan Berifigei by Hlashesodmysedaorpgtegianty on sitica gel
eluting Vflt}lll‘Ef@"&C/IﬁHXﬁﬂlefs i(yay ﬂo(gma tHeHitNVRBipOurdCHEINYR (GDCIB): B37.24 (2HH, m), 7.07

(2H, m)412 %?, ( 235%_%3' 3. %2 @—,H (n:i)O@‘Zl %10&%141 %@51 (LHO% (2218'?1 }{'? 7 =10.7 Hz),

2.25 (1 B.nDh 13)83@1—(,31)J-L 9M).85 . B,imB3 155 ({1, i), 1r$)1 1.40.(8 H, ), 1H9 1,43 9 H, two
J =12.7 H), 2.60 (1 H nm, 2.40-30 (2 H m, 1.98
(1H m, 1.83 (1 H m, 1.55 1.47 (9 H two
singlets). Step L: tert-Butyl (3aS, 4S,5R 7aS)-5-{
1R [ 3, L kf | pbenv G 1B 4.
Step €& fluor égﬁgﬁlsyf §3o§t4§%§ ?)gﬁzl—gél S)S]%I ndoIO}e&%ehgg%%noz%lfo ¥}é zgm
tert- n_dqlefZ carboxylate

1S [ 3,1%r ebsloﬁl(tlbﬁ bf 4. w@g pmi Ihmbl)) @hﬂleyﬂt&rﬁfem@%w} stép B 4n dy wRElene
chlorldelug ?Iy IB{EOCt an ghe&%al_tl- wa?sazég %4 :ZF g ?1a/r0b Xll) a% ?5 %1s8r1ﬂuoromethyl)—

benzoyl difefide, - lanS (117 r3i rfulnoidy ﬂ‘EI”&Bﬂhhylc}\lp]yam yhdunt ef INEAP. The resulting mixture was

stirred a% R’? 1i42 E)xl t#@xf t?%gﬁﬁ)%ho%ﬁé&l}é@%% %El Iv&?ﬁeﬁ% hesat%ra?e%r QIO N)d—lé03 and

brine. The p@bBed pg@mg tafyprg drierheveh magwm}ﬁplf@p Hdyed and the solvent evaporated
under vabaftn(td afrbd ORI e ) BEb &M A HRctAlEs udQ without further purification. 'H-NMR

v ST AT BB aﬁ%%’?&a%é@%'%%@ A1 BeFbReo R 2. m)

3.30-3.20 0@ nf, 2.83 @tinanot 1? DHz1 6. GPr(l ﬁn; m?{l?l.%ﬂnel ﬁa,tQalO)(SBt[-I w,2.02 (1 H, m),
8 ven the filtrate was
1.90- 17@\%%’2?& ]eggﬂ 432? vtav‘(':ouSl "give the crude title

conpounds whi ch were pur| fied by prep TLC el uting

StepD: W T h ng}ﬂ@gﬁ[%ﬁ%s(ﬂk%( [385f1§1 L?u%gbﬁgEWFhen%%v1nyl}oxy) 4-(4-

singlets)

d astereo
1H N pppherpbegihydg-2F-ispmdo -- arko) ?2 58

7.25 (1 eHaold'ﬁ})n 93 g]{Q4 02arhb]) Mthe é]ru@sz(eﬂmédxlatmf st C21%'d%l 'BLQF under
mtrogenlqg)lospélgzﬁsa E) C pyas i:f:}dez é(gré }_!’(315‘21]01 )rﬁf a%zélédgiftl%{so §bl|’)_ff re?ﬁent in

toluene. 1THeOresdltid@mixt@e Has ttitred i YL & 2 )by tHan ObefuBy l;-hendwd by the@lr&@wise

.. = 1:,0-0 8 H Py ] ' ' MR .
addltlonz_o'ééélgl}gvager, t%erg’éS (r!{_, ﬁ?S.OSJ;E’aS.ﬂ" aéig-?z’gﬁesﬁ?srﬁggng sg%ﬁglgm(nzwalg"stmed at RT
for 0.5 hrpnd ehegsplidfiligrednThe desylsing filtigte siyred Yith§ ol ofi.0 Njpg. MNpOFyfor 16 hr and
the solids lzl)liéremuougﬁflﬁé ant. Ofhe G&lvERt Wik eva%oﬁl?ed (Jgdervactuum%nd_'th@ les?due purified

by colur(ulclp.rorrmogre@by g_lugleg \(/1111 EfOAp}hexg_neS B?/ 3)]§o g}ge fl@ qqe cgrypouyd 361 -NMR
(CDCI3Y: 8: A, 73t(hl, GDO’EIBIS éiH S),J7 30-B19(HE)m), B0 E Wi m), 4.67 (1 H, s), 437 (1 H, s),

25 0 RS A -2 O T LT3 SRRV ST 4t o 64T gy 24030
(2 H, my, dv@tse(mH »2), bed dH;I/dn)ol 554 1. 40P il ov @singlets)
and- ( 3aS, 4S, 5R, 7aS) - 5- {
1(R) -[3,5-bis(Trifluoronethyl)phen ’}* et hoxy ?
Step B: - 4- ( 4- f?ﬁﬂP@be&%@#ﬁl5ﬁdé©aMG§%li “bisgi wpreethﬂ%hmllethoxy} -4-(4-
2005/ Ot he RO LSOO Q2AR - LhRbdxOhE ROLAbUlRI(PIR 4R,55,7aR)-5-
di astereoner of internediate Step L was dissolved in
dry met hyl ene
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chloride and treated with anisole and TFA at RT for 2

hr. The sol vent was evaporat ed under vacuum and
woesisdagionas taken up in Et OAc. The sol uti on wasTwastedo2149

with ag. NaOH, then brine, dried over drying agent

and filtered. The sol vent was evaporated under vacuum

to give the crude title conpounds. 1H 5 NWR (CDC13):

8:7.77 (1 H s), 7.60 (2 H s), 7.28 (2 H m, 7.12 (2

H t, J =8.2H), 4.07 (1 H, n]) 3.35
(1H m {,(SR)ZJQL@'EL@%QW%@%’?XBE’PEW} oy el fiyorpphenyogpbyyiro-2H-
2. 65 (idoikdlold-2-carboxylate 3 Hz), 2.50 (1 H m, 2. 40 (1 H

3’? o5 1 ( g Z(é_ll&t'i(glsof‘(]l%._zgé)_f @ei_c&ljde m@@ cg) siegbg l wa's Eg-gogenated at
50PSI hydrokén i ~1 b ol 107 BaRorBRrabRTaRhe E&ta]yst was f11tered and the solvent of the

filtrate ?[%@v(aé r%%d %nc@r %S anll fth) gl(\)lé %u'&! ltlh? IE:](DeI'll”l] 11(? t\{lﬁé}éwere p}&‘lﬁed by column

uor op he ) dro-|
chroma{cBeeghy Susing Walsﬁt%oﬂ@mm (%3)(t4 affbrtskﬁrﬁbgaﬁé Ayholpoibe Mdﬁa&fﬁrqomers with

the maﬂ?i" dsagiaﬂgﬁbmg’r qlhlﬁﬁ%ure was taken up in ~150 mL dry THF under n1t1ogen atmosphere
4R, 5S, 7aR) - 2- benz 4-(4-f] uor ophen ) oct ah ﬁ ro-1

and trea&pq \g]élp %@F (80 61|mol)13§ a d\l[tsplﬁaor\\,\ﬁ)ftgqtagsngn @ertolfuthpf@ ip AEEmTRe resulting
mixturelWasthdhited &f40(°8ES: 19, &RB1cdaSRTZ2nd Qﬁ%yiled%y(tl‘?e addition of water. The mixture

ves an O SENSIY ) SSL AN oL SRUoLs B0 ey e s

filtered 2hfl thecoIveltlevdpooited(und¢renemdi. dfhe refiduExasprgied by $lagpcoimn

chroma{’éﬁlsalpﬁﬁ Bf?&ﬁ&aﬁge% gl\)((lg n@\kfi?@i g_jiﬁ%‘l'gf(%fe ?93)@?%&&‘5"1%88 é@mcz%, z%ﬂl}l
BaR AR ARG IS B B irsrop RS o sy e florophen Docta-hydro-28-
isoindofe=A- é‘mﬁéx@ﬁf@ﬁ'ﬂ@lﬁﬁ/&ar@ 951@#‘&@[}91 @a‘lﬁ@&' 3daky-51QR)-208 5tH@rifluoro-

methyl)EE?nzﬂ?ﬁhgygﬁop{%lgt}llli/olrcs I%y(a?%ctahy r Rggilééobn%?&é%z-cagboxylﬂ IZIQ\H\%R (CDCl3):

3: of thé R&d pdBattiymer: 8: 7.73 (1 H, s), 7.58 (2 H, s), 7.25 (2 H, m), 7.10 (2 H, m), 4.05 (1 H, m),
323-3. éz(fé% Afﬁﬂhggﬁ) 5%5)(7 fr Slg f§5‘{?{ﬁ°?$ ey ?Hzf} ?X?Q ¥1%C£ gg}ﬁdﬁ ), 2.20-1.55
(3 H, =30 61 H. 10 e 0 dbiid Toit g Mok 82 C HL, i, THENMR (CDCI3)

ofthen(o'%@ﬁ%léﬁs 7@5@ (1%{% 720 QR H, ), 697 (2 m), 685 (2 H, ). 4.47 (1 H, m), 3.43-
enzy - 4- uor OCt ah l | SOl N ]|.n

3.03 (4 H met ‘ﬂﬁs@%tr@ %f15 9,&)1 Pkl @ot FrE 1Qt5éi[4Ma%0 h%Vd@cH DZD 530, 1.43
H, two 8ng13®), 13000 k) 4.0f= @Igmyt butyl di carbonate and 0.5 g of
10%°d- C. The resulting m xture was hydrogenat ed at
50PSI hydrogen for 16 hr at RT. The catal yst was
Step F:f i | t er@aR,aRAS 3aryts5- (il RB1(B, No@(rifNaforhethyBsheaglftaithxy JHe4-
sol verg, s AU RRRRA S HxY GH i Gy 2gueous
resi due W
separ athsrmyore Dﬁlﬁéfllastmﬁé of inkermedipte Step i Sed2.6wmnol) was dissolved in
~20 mLAf XIFG iR ARRAne ol b RIIQERETE: 1 he 190 LMERH: waddva)¥Pated under vacuum and
2005/ 073191 PCT/ US2005/ 002149

residue was taken up in EtOAc. The solution was washed with aq. NaOH, then brine, dried over drying

agent and filtered. The solvent was evaporated under vacuum to give the crude title compound.
Treatment with HCL in dioxane affirded the HCl salt "H-NMR (CDCl3): &: 7.75 (1 H, 5), 7.37 (2 H, s),

7.13(2 H,m), 6.87 2 H,t,J=8.5Hz),4.63 (1 H, q, 6.5 Hz), 3.45 (1H, td, J, =4 Hz, J, = 11.9 Hz), 3.17
(1H,m),3.10(1 H,dd, J; =6.5Hz,J,=9.5Hz),2.90 (1 H,J = 12.7 Hz), 2.57 (2 H, m), 247 (1 H, t, ] =
9.5Hz), 2.25 (1 H, m), 1.98 (2H, m), 1.68 (1 H, m), 1.10 (3 H, d, 6.5 Hz). MS: (MH)" 475.9.

EXAMPLE 3

-23 .



evapor ated under vacuum The residue was purified by
flash col um chronat ography on silica gel eluting
WQi2005/0E81@Ac/ hexanes (1/4) to give the title coRpOWSZN05/002149
"HHNMR (CDC13): S: 7.22 (2 H m, 7.07 (2 H m, 3.73
(1 H n, 3.48-3.33 (2 H m, 3.21-3.10 (2 H m, 2.51
(1 m, 2.18 (1 H t, J =10.7 Hz), 2.25 (1 H m,
1. 98 (1 H m, 1.97-1.85 (1 H m, 1.63 (1 H m,
1.51-1.40 (1 H m, 1.49, 1,643 ‘9 H two 5 singlets).
Step C tert-Butyl 3
(3aR 4R, 5S, 7aR) - 5-{[ 3, 5- bIS tr
y}-4-(4- CF4
fl uor ophenyl ) oct ahydr o- 2H-| S |ndoI el2-car boxyl ate To
a solution of 4759(14 nmol ) of the internediate
of step B in dry nethyl (3 hl ori de under nitrogen
at nosphere at RT was ad F (17.0 mol ) of
3, 5-bi s(trifluoromet 49 - benzoy chloride, 2.4nL
(17.3 mol ) TEA and a catal ytic amount of DVAP. The
(3aR AR FESSTaRY-6 4101 RY IXB |5rtes(MaBuorSihethy1fthed] e Rbx§ 04-(Lfhivrophb@ym)-2-methyl-
?ﬁ§sfo§l{d0%d to a separ atory funnel, washed with
ag. NaHCS8—and—brime—The—conbined—organi c

ﬁp_l ayer §3€d*7r41éﬁ$ Wé*ﬁ -{fErleSi s @ ullheromethi D pheeylehoanidd-{ABuorophenyl)-

5 sol vent  aNakekRE&d 7 edgLi.vacuum t o af f ord t he crude
title _conpound which was used w thout furth

pur i f ilOatsobion of PONRER(O18H3manet) of (3alg 4R 85, 6€R>(51{(I1-F) k3,5
bls(trlﬂﬁor&ﬁet‘ﬁ?l)ﬂﬂsnﬁ)ethoZy }25-(4 Audio H&yl)&ta@?drﬁaHHsmﬁﬁole @x?xﬁplé }in~2mL

methan?l Vs a().lcied —38 mg%cixc?sss_ﬁc; 'f'd)rgl h)(df pi? 4(%ng s%cfubfrg aiej_att?_' Tlﬁ)resuﬁmg mixture

was stir@d20R [T ¥orH,0 mij theB .20 2ng df I‘H,BHI)was adde90TRe r2Oul@iy thixtund was stirred at RT
10  forlhr %ﬁ%aﬁe&w@é é}i% HT]%J %@h;ﬂoﬁ]@ ?év?i}mrat@& ﬁRdeP'\/ac'ﬁSrﬁtaﬁcﬁ%gi&lle extracted with

ether (2 K- 35315- Ehesqctrmhlrfeld Gorastiey ty Hiigshevey dying agenk.gitipled 4nd the sglgent was
evaporafdduRBEQRAGIN] )oe taiNdras gﬂiﬁe%lq;yq)@éy B-Cale LMY EdMe/MOR(9/1) to

give thesi(ﬁe CPmBOLB% %W%Eﬁe i ppnﬁI ({é { éi_%%g? %%g%ﬁema&%[ 51) 6.87 (2

H, m), ma&@ld@m SH0LH,()3878wb (3 Hoh),2.59.(2 HVhS al.45t3.303¢E, mhehbe2.12 (2 H,

ent ene. 1 ' re was stirred
5 m. Lo G 5ot HERE D07 of B2V i EnDHER YLy (e

dropwi se addition of 7.5 rrL water, then 7.5 nL of 5.0
N ag. NaOH The resultingy q;{’@l on was stirred at RT
25 for 0.5 hr and the so |ds tered. The resulting
filtrate stirred with 5 nL of 80 N ag. NaOH for 16 hr
and the solidsfilteredthro filter aid. The
sol vent was evapor at ed u uum and the residue
purified by colum chromat graph@':3el uting with

Et OAc/ hexanes (1/3) to he title conpound. 'H NWR
(CDC13): S 773(1H§ﬁ? 5(2H s), 7.30-7.18 (2
(3

uor onet hyl ) benzoyl ] ox

octahvdror

H m, 7.03 (2 H m s), 4.37 (1 H, s),
4.25 (1 H, n) 3.55-3 ﬁ),327-3.15(2H, n,
2.81 (1 H t, J =12.7 Hz), 260(1H n, 2.40-30 30
(3aS,4S(5R, HS)-F (1S )]:1—985 -bik(Thi fludomeihy®Bhdnd 11 édhoxyl} 42 -fBbropHendf-ot @hydro- 1 H-
20 isoindold tWo singlets)' Step E: tert-butyl

Step A:ny| ] éttwég-%yf}yl PBag.4S,5K,7aS)-4- (4—ﬂuo’rophenyl) 5-hydroxyoctahydro-2H-isoindole-2-
f1 uor QphgNle oct ahydr o- 2Hi soi ndol e- 2- car boxyl ate and
tert-butyl (3aR 4R 5S, 7aR)-5- -22
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WD 2005/ 073191 PCT/ US2005/ 002149 {
(1R)-1-[3,5-bis(trifluoronethyl)phenyl]ethoxy
w-24do5(0431h uor ophenyl ) oct ahydr o- 2H PCT/US2005/002149

i soi ndol e- 2-car boxyl ate A solution of 10.2 g of the

crude internediate of step D in ethanol was

hydr ogenated at 50PSI hydrogen over --1 g of 10%d-C

for 3 hr at RT. The catalyst was filtered and the

solvent of the 5 filtrate was evaporated under vacuum

to gi VB ifecemrpyad tas preprdehiseom ﬁe@a&fw e aBrdepuitted
fluoropH)ylRRtabyiR o ClIH-REBES FL A RIKY fiedt WiukiRgiswinébr Bk é I}l@ﬁéﬁ A§ According to the

procedu\%ﬁoxﬁﬂlxa%ﬁleaﬁ fs?egq?»)s S%f I\gdf{ i? egggée / ZtZI:F% %%@17%{73 Wz,gf%r(% H, m),

3.48-3.3B&kEnmyp.A 133, 1(1@(H,rrh) a5y (THEmMYr2dSr(1 H, t, 7 egev Ia:t)nmfph&i én), 1.98 (1 H,
e Ye] t i\on
m), 1'972?95 @thgg{ s) ) ur6ng\ﬁtdefr?1t ]%gut oxi( %p(lmf-li:% 'I%g ](? glé Mﬁ i ets)

m xture was heated at 40 Cfor 1 hr, cooled to RT and

Step B quenctk%ﬂb@byl 6313§4§§1ﬁ| h.$)o0; [91‘5 Bi‘@&&ﬁloroﬂa&l ThetbyiRx 4 nas
| ut ed c, t ransf (Celrre to aseparator
funne S ; e GEBNER 2
filt errﬁdnﬂél éorﬁﬂtﬁ?ﬁ @hyﬁﬁparﬁﬂﬁ@ﬁ rtt@tlﬁtdmwameeroﬂé@@ uumorzﬂag to the
rek f1 r r
st 51 02, il LIS ST FRIOTRIOH, 2850 g m 700
(2 H, m}, ha2 (eEsnpd ¥r3-43r @ Hhu)ys0-3.303a W], 4R, 58, AdR)-15= {2.7 Hz), 2.62 (1 H, m),
itk | 140 V<]

243(11(1]11?) 2120 fuor B (§ein(§}|1§ b | 9?1'?563& %xpr_fl?ri 45| BENEIY two singlets).

|30| ndoI e- 2- car boxyl at e and the nore polar tert-butyl

Step C: ( 3aR, %A’é@ay?@&' 495k (7:13_'}))5 (l'l-[[@ 551sbthﬁﬁ&rf)infatlhy'l%k@n}]lﬁ/myl }oxy)-4-(4-

?e E,rhygl M Phgegégbﬁ%% 0=2.H- rbo

te. 1IHheNMR3 €€zh¥chag was frepaéd frive thedssmpdlagy ofisep Bedccor@ing to the
procedu?e fZ?’E}(a%E)lé 2 Ss}ef U @ISNM%{ ?D@)},)S 837072.’:5% ﬁ-ﬁs)"b 59}2 H788 1'p3(£"218 (2 H, m),
7.03 (2 ﬁzm}—|4 Gﬁ')il I—’QS)E,S 3? j_lﬂs)t4 239(1H, 1), 355-}3)30’(2H451) CR7H. ISrﬂZH m), 2.81 (1
H,t, J_%%%{A)lzdrb %1@1 m)223,92]30§§ﬂ‘ Qn? 1"b8mH niB 1593 (4, (95 H ka7 O H, two

two single 1.°0-0.87 (
singletsfy . 1H NI\/R (CDC13) of the m)re poI ar i somer: 7. 71

(1L H s), 7.20 (2 H s), 6.97 (2 H n, 6.85 (2 H m,

st 47 (hbpofsts 820 200 15 Billuduto bl o

( 3 H, flngrpphenyDoctdhydd- Z(E—lsoi-ﬂ,dote\ﬁacasbdxglh‘(etaﬁ() terftbuB (3a8,4515R,7aS)-5-
d, J =

(sar SR & 75npe EEBpny plenybibo G el
ny|]eS: 20 Suor ophen 0 ahvdro-

hydr OQ‘hé Qfé Q@m h@s Wete H&%ar@@ ﬁ%mﬁﬁé ﬁferrgéc@a% @ir %@écc%lng to the

procedurez‘rtaleﬁ lle[\# Ii&\l l-lgl\loxa(gl ?I)da elr;r{r'r?seg 150ﬁ113r %S?H%Flﬁl-lil 51 7.58 (2 H,

s), 7.25 T, mplivere Hyag, 4‘6@’58([30{ aﬁ)e@lzuadem Ha@)) Greoanal (ZIPESH),CDJE (1H,tJT=

10.3 Hzggsﬁs ﬁg efly “%éénﬁ mSAS 2%1'%§ oveﬁ (9"‘@ sm‘éﬂﬁgﬁ 0.95(3H,d,J
= 6.9 Hy); 1.9-852 6 Hre %N\D@M Rels) @Vaﬁm%ﬂr@ : EFﬁEPé’r Véébﬁm)t 520 (2 H, 9),
6.97 2 H' ¥$ 6t8'9?2 H %664 by §1'L? nadﬁfﬁ%f(‘)@ (4ﬁf§1§1/R b, H%H Eh% 1.92 (1 H, t,

di oxane I f ded
T=10.5H2).4 8051)57(731§7m125pr1§% (9H300?mg@tsz23§4<3ilﬁd J@@?H(zz H,
t, J =8.5H), 4.63 (1 H q, 6.5 Hz), 3.45 (1H, td,
J1 = 4 Hz, J2 = 11.9 Hz), 3.17
(1H n), 3. 10( 1H, dd, J1=6. 5Hz, J2=9. 5Hz) , 2. 90( 1H, J=
12. 7Hz), 2.57(2H, m, 2. 47(1H, t, J=
-25-
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9.5 Hz), 2.25 (1 H n), 1.98 (2 H m, 1.68 (1 H m,
1.10 (3 H, d, 6.5 Hz). MS: (MH)+ 475.9. EXAMPLE 3 -23
wWORVBEA0SD73191 PCT/ US2005/ 002149 F3 H3G | / PCFUS2005/002149
H3C F (3aR 4R 5S, 7aR) - 5-{
(1R)-1-[3,5-bis(Trifluoronethyl)phenyl]ethoxy
}-4-(4-fluorophenyl)-2-nethyl- octahydro-1 Hisoindole
Step A (3aR 4R 5S, 7aR) - 5-{
(1R -1-[3,5-bis(Trifluoronethyl)phenyl] et hox
S E: o1 wpRAAWISHR B3 D SR BT B o -horo-
?gl lFJet éhv%%t&%d@m@s;fgﬁ&fmmlé of
aR, a - -1-13, 5-
b o APl SPAERY PRDRERYTY ROR Bk gy-a0 B3PS IR Iphefi o135
bis(triflwdr@hetblylgphtd jegok nd ol L1 (dxphiep) Ipochydro-2#2issthdoler@ chdoxoflate (step D)
accordlﬂﬁeé #R4H6d durd %ﬂﬁaﬁﬁ?&@e §b§ﬁ) Fahe fBfeTBlHRBMEE R ¢ @CIB@I{?,) 8:7.68 (1

sodi um acet at e. Teresutlng m xture was stirred
H, s), 7. BN (2fRrs), 100621, tne 6. 82 (R My, b SRABMA-Id Fadudedi28 TN, m), 3.20-3.05 (2 H,
m), 288f(§‘§#hb' @ta"ﬂllit&lﬁe M@SHz%tiSé @Ch aty R11.49.9, 9f40§ 11, n‘i)hfﬁb(l H, m),

he net hanol was evaporate

2. 10<1Ha1€h&rﬂ26{hél P@sli %ﬁkl Koyerr &EQ EaHlviny 30 63 Hed: 120 9<H215rM§ (ME)" 475.9.
The conbi ned extracts were dried over drying agent,
filtered and the sol vent por at ed under vacuum
The residue was purifiedEggagag%?TLC eluting with
Et OAc/ MeOH (9/1) to give the tigte conpound. 'H NWR
(CDC13): S : ppm 7.68 (1 H s),L7.23 (2 H s), 7.02
(2 H m, 6.87 (2 H, é(éﬁ
2.78-2.65 (2 H m, 2. 57 (
2.23-2.12 (2 H 15 m, 1.
m, 1.30 (3 H 6.2) M

f GF345-2.30 (3 H m,
, 1.83-1.68 (2 H,
EXAMPLE 4 F3 H3

CF3 HI1 [/ F (3aS,4S,5R Yad)
(1S)-1-13,5-bis(Trifluor Renyl ] et hoxy
}-4-(4- quorophenyI) hydro-1 H 20 isoindole Step

A: tert Butyl

- | uor ophenyl ) - 5- hydro§yoctah
3—[(3aR,éﬁ5iS’576{?ha-é{ 15)-2:[3,éat}19[§"55{§;1|10§?1gethy2}p enyl]ethoxy} 4« ﬂuorophenyl) octahydro—

2H-isoindol-2-yllcyclopent-2-en-1-one
To a solution of 12.3 mg (0.26 mmol) of (3aR.4R,55,7aR)-5-{(1R)-1-[3,5-
bis(trifluoromethyl)phenyl]ethoxy }-4-(4-fluorophenyl)octahydro-1H-isoindole (Example 2) in ~2 mL dry

toluene was added 2.7 mg (0.028 mmol) cyclopentane-1,3-dione and a catalytic amount (~0.5 mg) of

PTSA. The resulting mixture was heated at reflux for 16 hr. The solvent was removed vacuum and the

residue was purified by prep TLC eluting with EtOAc/MeOH (95/5) to afford the title compound. 'H-
NMR (CDCI3): &: 7.73 (1 H, s), 7.20 (2 H, s), 7.03-6.90 (2 H, m), 4.98, 4.80 (1 H, s), 4.50 (1 H, m), 3.62-

3.18 (2 H, m), 3.30-3.18 (3 H, m), 3.15,2.97 (1 H, d, ] = 11.2 Hz), 2.68 (2 H, m), 2.55-2.40 (4 H, m),
2.17 (1 H, m), 2.20 (1 H, m), 2.00 (1 H, m), 1.85 (1 H, m), 1,.62 (1 H, m), 1.33 3 H, d, J = 6.2 Hz). MS:
(MH)* 556.0.

EXAMPLE 6

-26-
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WD 2005/ 073191 PCT/ US2005/ 002149 The title conpound

was prepared from of (3aS, 4S, 5R, 7aS) - 2- benzyl -4-(4
wohoasroapieenyl ) oct ahydr o-1 H i soi ndol -5-0l (the PCTAIS2005/002149

eluting isomer of Exanple 2 step A) according to the

procedure for Exanple 2, step B). 'HNWR (CDC13): S:

7.22 (2 H m, 7.07 (2 H mM, 3.73 (1 H, :

3.48-3.33 (2 H m, 3.21-3.10 (2 H m, 2.51 (1 H m,

2.18 (1 H t, J =10.7 Hz), 2. (1 H m, 1.98 (1 H,

5m, 1.97-1.85 (1 H m, 1.63G1 H m, 1.51-1.40 (1

H m, 1.49, 1,43 (9 H, two Iets) Step B:

tert-Butyl (3aS, 4S, 5R 7a$C5e

[ 3,5-bis(trifluoronethyl)be zoyl]oxy }-4-(4-

fl uor ophenyl ) oct ahydr o- i soi ndol e- 2-carboxyl ate The

title conpound was pregarx omthe internedi ate of

step A accordl ng to ti-10 gdure for Exanple 2,

step C '"H- NWR (CDC13): 6: 8.63 (1 H s), 8.19 (2 H,

(3aR, 4R§%‘é7©;)352 Qéé) QS‘_Pw%rlYfg%P e%lgl)?éeuﬂ]étﬁyxy%f %%ﬂu(o&op:l}gﬂyp oc‘Ejlhydro 1H-

1somdole:127HZ\ 2.62 (1 H in) 2.43 (1 H m, 2.20 (1 H,

Step A H ’ ZD% A‘ {Hrt ?Ltygaln?&%})sgﬁ]o&gbﬂ@ morogjhe%%’)cy%loﬁgx i gne 1,2-
M%#%MMMW@%—

, two S|n l'ets tert
(3aS,

vinyl T@Malut{’on(o‘ﬁg’/'lgﬁ 80% gure 133.1 mmol, 1 equiv.) of 1E and 1Z-tert-butyl{[1-(4-

morobhpyT bR Yk S HRaY i SnhiTuly Relndol g 2L ear oyl AL (e 10as

mmol) dédtiep () dochemdiiogteio 200 el yytcaeadideenifrogen Bxasphee Ras Iehedat 160 °C

for Shr t?engcégtyﬁ‘lg@f.%]sargeng a?%é %/ pcir%e(ﬂmd%g Vacﬁurg?o %1%[){1'1 oif'avhich was used
without &)thar [8Fifieadion) , 4. 25( 1H, i n), 3. 55-3.30 (3 H, n),
3.27-3.15 (2 H m, 2.81 (1 H, t, J:127HZ) 260
(1 H _m, 2.40-2,30 (2 H, 1.98 (1 H, é
Step B: H m ’Raqp_ngz\:,l’)letilyhﬁlS(Qéﬁlf’)ﬁt( uo%heg]iyﬁgﬁ (@%ogyclolsﬁz@ﬁ lg. icarboxylate and
tert - Buthyl (1R.2R.35)-3-(4-fluorophenyl)-4-oxocyclohexane-1.2-dicarboxylate
ES |a]s ’eﬁl ﬂs’g gg?tZo%_Sc% -hl?e- eib%%es 2n_te]r'r_nLcﬁétg _inb§03 &Lralcgt(l)lgt?{leo trlrr%‘ézp 1}/1&2)&9 %tmosphere
at RT infal p]la:stlc)maemy kot adadded 2@ HnL $30Naodie oPa 2.8 M eotyticatof HE el acetonitrile.

The res Q;Jié/ \L/qosfsgﬁé% féfrsllif @Jé??%mﬁhe erf)xctlﬁeny Vhas added to a mixture of 125

mL 5.0 I}J.aq_ nddPe p fren fhensitredat drlcfop M@ The resultmg mixture was diluted with

300 mL &84 MR |r&nl%n§§£;@ﬁ?%a%ttﬁns-lfa€edttb b |s@pa95@(m9 M@ﬁanﬂ@ﬁeeorgamc layer
aredfromthelntermlateo r

separatefihig WS@@W? wafsosrau@gaq.rmt]é 2 tgflbeatrected pptﬁ“@%g% ; n%g)ortlon of ether.
The confbinet] d€zahie $§ep@dsaxashsdWih brife, drled/Bref dryhlg agdnt, filtebed a@@thklsolvent

4. .S
evapora%)l unc?aé g%uﬁlgt véﬁr}r%) 8%3015 gldc(t%legom?unds ]%ﬁNf\/ﬂ{ ? Cfl%). IS-I 7.%0 (2 H, m),

705 U, ), 428, 435}@91, mp, 3190-.80 K Hin), 3328BH( @, F,= 19 Hp.2640. 5 321 (1
= 12 i L) AR =
t,7= 129%{23'26@(2}@@%5&514}?1 1%902'dgéi %&gmzl”%@ }fgl)ELJI\—"C\’]RQ 7 6{3%‘)(3 Ht,J=72
Hz).  of the nore polar isoner: 771(1H s), 7.20 (2 H,

s), 6.97 (2 H m, 6.85 (2 H m, 4.47 (1 H m,

Step C: ? 14|?_’| ﬁfacenuédlettlyildq% 2;%?%%&&%%Hiorg&e(1§l)-é&y oxycyc@%%xa%ef—ié—
(9 H, dicwbosilangdnelt digthyl(1BQAR(3E4H)-3-@4-fldoroplendl)Ma)ydroxZlyclohexane-1,2~

dicarboxvylate
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WD 2005/ 073191 PCT/ US2005/ 002149 Step E

(3aS, 4S,5R, 7aS)-5-{(1S)-1-[3,5-bi s(Trifl uoronethyl)phe
waphjsarkioxy} - 4- (4-fl uoro- phenyl ) oct ahydr o- 1H PeDiUS2®EB02149

The title conpound was prepared fromof tert-butyl

(3aS, 4S,5R, 7aS)-5-{(1S)-1-[3, 5-

bi s(trifluoronethyl)phenyl]ethoxy

}-4-(4-fl uorophenyl)octahydro-2Hi soi ndol e- 2- carboxyla

te (step D) 5 according to the procedure for

2, st épalutipiedide 11961 mmo)) ebthe mntermedingyRl et@@:gg)lggj L ethanol under
mtrogeﬂatrﬁ&pﬁele atH78 SQ wad ac@l@d 43 o108l an)l)Q\'J_)aHI—% ﬂdwdm Th8 rBltih@Zmixture was

stirred a§-7§ OC ?r(955 l‘(r éﬁq_rf at )RT for %Kf (T]he reacggn rmxture wgs carefu{g quenched by the
additionrgf 3@ mBB{aldd.afi}l cZefliBly htididied with ZNHZ;) HZ1. 98¢ 3dlydnt Jad dvaPddatpd under

vacuum nifﬁle t%s%%p d(xs?)Heg Ilﬂ eg{mf té%lﬁ%)‘[ﬁl to Iﬁ sepa(lr]tgla/(fg rg_e]l wC?sI?e (\Agthoc,’at aq. NaHCO;
and bringlz YriedBer dirivHg -ageh7.3il@red hpd BAMPEIE eBapogiEg!l und@Gacuu@RoZivefhe crude
title conqiouncﬁ v[h(@'ﬁ%.ré‘ Parbiad A2 Benext{step. lH—NMR (CDC13) 8:725(2H,m),7.05 2H,t,J

Hé % %3 5- blS& Trifl uoroneth éﬁpﬁné éetho ¥
= 8.2 Ha). 4204 0% (2 drsh RéA 1> @ &1 ARy B2 378 (ot 1 27y Hz)12.25 (2 H, m),
170(1Hy1ﬁj 0pe Nt H21neN-2543 10 Rg T2 &z 0l8st( B, o0& 72H3. Ny (0. 26
mmol ) of (3aR 4R, 5S, 7aR)-5-{(1R)- 1- [3 5 15
b|s(tr|fluoronethyl)phenyl]ethoxy
Step D } 4 (Ibidt o hHh4d) )o@t thivy dydlehe dnear@liearBixylate

S{H‘tmg rV‘ylti 1 Hcera Qtﬁg 0% dtﬂw ( 1(9028%3%845?3811%1u0ropheny1)-4-

cyclopent

hydroxymﬁlOhéﬁaneﬂﬁshcal’flfﬁ?@/m@mﬁl Ctl¢thld (hﬁf %IK é$ éR)n%r§4 Hecrorhgnyi-4-
hydroxy’éﬁcflcl;h‘é%anfeQQ &@alhsxylﬁb@%e@ g\(ﬁ@%eﬁé@a&drb% pbu\é@a%m{md using
CH[RA%EIO&P;Q%IPUG(%QT\QI}B%«YHQJQJPEIPS% %Y)(I-ﬁ@? 1) tq gffor ﬁl% Lﬂ% te deq;q‘_ed first eluting
isomer M1 ( (LASIZR).4.5)B-(4AlubBorhényt)-4-Bydroxfcgdlofe2and; 1, B Hicarboxylate.
7.03-6.90 (2 H m, 4.98, 4.80 (1 H s), 4.50 (1 H,

m, 3.62 20 3.18 (2 H, m, 3.30-3.18 (3 H n), 3.15,
StepE: 2. 97 (IS)44[3.8:bislurifluptontiskphengl1§Ryl(22. Hiridnjoroc2ha fmifoat)

(4 H ArQ)lutlo% OiLZS é%% HOOerolgon(QS)(ll[?):i %ﬂfhﬁn xggk’l_fl)]pgé_rlxyjethanol in

200 der;@dlghﬂﬂher \R}Bier nlcj]ggﬂnmtglgqphgre V&EXA(NZFIIP_ ngn 1Q€:Q«Batq}\@ath Neat 3 mL (20
mmol, 022%@1511(/)(5]3@ Uhs RET1WSERASIAO2ALAR thdaIhdBiRture Whs Rirred at 0 °C for ten min.

Slowly 15 mL (150 mmol, 1.5 equiv.) trichloroacetonitrile was added dropwise over 15 min. The

reaction was stirred at 0 °C for 2 hr. during which time it became deep yellow in color. The volatiles
were removed under vacuum using a cool bath (<35 °C) to give a pale brown mobile liquid which was
purified by column chromatography on silica gel (3” X 10” pad) in two batches eluting with
hexanes/EtOAc (9/1) then hexanes/EtOAc (4/1). The product fractions were combined and the solvent
removed under vacuum to give 37.5 g of the title compound as a pale yellow oil. '"H-NMR (CDCI3): § :

1.74 3H, d, 7 = 6.5 Hz), 6.07 (1 H, q, T = 6.5 Hz), 7.82 (1 H, s), 7.86 (2 H, 5), 8.40 (1 H, br. 5) ppm.

Step F: Diethyl (1.5,25,3R,45)-4-{ (1R)-1-[3,5-bis(trifluoromethyl)phenyl]ethoxy }-3-(4-
fluorophenyl)cyclohexane-1,2-dicarboxylate
To a solution of 9.09 g (26.9 mmol) of the first eluting isomer diethyl (15,25,3R,4S5)-3-
(4-fluorophenyl)-4-hydrox ycyclohexane-1,2-dicarboxylate (step D) and 21.5 g (53.5 mmol) of (15)-1-
[3,5-bis(trifluoromethyl)phenyllethyl-2,2,2-trichloroethanimidoate (step E) in 250 mL of
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HN=1 i F (3aR 4R 5S, 7aS)-5-{
(1R)-1-[3,5-bis(Trifluoronethyl)phenyl]ethoxy
w-2do5(0431h uor ophenyl ) - oct ahydro-1 H i soi ndol e BCEWS2105/002149
Diethyl 4-{ [tert-butyl (dinethyl)silyl]oxy
}-3-(4-fluorophenyl)cycl ohex-4-ene-1,2- 5
di carboxyl ate To a solution of 37 g (-80% pure, 133.1
nmmol, 1 equiv.) of |IE and 1Z- tert butyl{ [1-(4-
quorobenzylldene)prop 2-en-1- y} di met hyl si | ane

cyclohe)@g{é&@h@rq_ethagg @él)@pd@ﬁﬂtrqun m_mqsg_ r@at -1 42 wes adegdP- f I mL (3.58 mmol)

of 54% HBtBI iR¥thef. 21t5)e r@iéﬁo@mﬁa@l@wats@n%&t tZ@?ZGtgtat ¥y ﬁﬁegﬁ tHagl aﬂuted with
Itrogen a S e e Was e or

cher. TH5 BTAGCPG° RITEAHIGD St oARThGS. SO5pSRAE GeerSPoy aut Giine seent

filtered &r@ thyg soeveatrbvﬁlbdratbmwﬂbr WRRumiS Ftle ﬂe@1dWI: Wli]@pﬂnffed! by fiesh column

chromat? é}l)hfé(lso%at lcggel E\ttlflg with ERﬁgc}n F)janﬁs @’45 %we %2 25 of theftlﬁ ccdm%ound as an
p%()gp%)eaaa}a (g;gt | 26 (JH ), 7.00 2 H, m), 6.85 (2 1, , § 8.5 Hz), 4.43 (1

H,q,J 44@1{%&%@1 1% (ﬁf‘fr Inl) %%(P@'??@yﬂ{)m)“z%‘??ﬁqnﬁPW% &R n%' £40 (1 1,

ate To tion ternmedi at e
m)zzggé %

ae®r b GQrHII@ hﬁéé? Hnﬁtlm@gﬁzhtlr%é%ﬁ’ef é= 71%Ha>s 0. ﬁ@r@ Ht,J=

7.2 Hz).l Oni@adddasdrtiny I@A6LoRIH e rdsdvers@ sy Adgd@sk tBOb1Mkn ¢RABLOAC and reused in
. of a 2.5 Msolution of HF in acetonitrile. The

dmabm?é?ﬁ???ng mxture was stirred at RT for 24 hr. The
reaction nm xture was added to a m xture of 125 nL 5.0

sepge 70 (13K 3?% + Rﬁali?’ ?F"ég@gﬂ“%&}“ﬁt@gph%%@°%8%3‘ﬁi‘
et her‘ﬂ 2 g Iidimptbanol ansferred to a

separ %@rsmuﬁcwf@ 2 gmti c,t llﬂﬁlog rdl eid zg%/ﬁMﬁ QF{QU@IIQ@ 5 The

) gueous r.-was saturated w hen extract

bis i G P P RAT %oﬂ't“?rﬁﬂli‘e@fl)cé‘flﬁléﬁ"a“e b B S in 100 mL
THF unddr gaﬂigé:n dtalysqﬂxemsmva\&h addedi2t (11021 Aol Hxc&6) IQBB]L p6der.NThe resulting
mixture w%& Hea’rtﬁdtaé lig % E)r %3Jntgen Q(gcflgcf tﬁéﬁF ifqeggaacg??%%% Ed lvjvra}if_irﬁw quenched by
the addifi@DEB8)mL @aterz tlr_bﬁ e.(tQacH;d wijhy EtOAcQ T hé¢ Rorhbiner) Qrg&’th@@trdCtS_ E'ere dried over
drying a&ént |_fﬂteFQd and 1236 Qve(i;%)r ted ﬁgder \%miﬁn l/_é 7 5 epcompound
as an OIIHVhIﬁt) waszls%dswtt}io‘k_‘lurt r - pugl Jéeytlctnl 1 'N 7"q ( %O (ZH,s),
7.00 2 ¥; R), 68 (2 8; 85=63 1), Jt;zoél H, c?J%6dr|Hl) 32§(§Heﬁ) @67 (1 H m), 3.52 (1 H,

3, 30?%?@%&?% ﬁ%‘ﬁ’l td % 1 ) ), 1.58-1.35
m), 334 (AT LSt Bttty A0y B O i 6RExErRY
(3Hﬁmn129(ﬁHaarbﬁxmﬂate and di et hyl

(1R 2R 3S,4R) - 3- (4~ fluorophenyl) 4- hydr oxycycl ohexane-

1, 2- dicarboxylate -27 WO 2005/073191
Step H: pCT/ US2§38 /602144 (IR0- lal3sobigtlirifinoraethy plenidet®xorhBt(}- of

the i ﬂh%%&l%ﬁloi?é‘xaﬁ& Q@ cﬁvl'ld?(n;eﬁglleme) cﬁhﬁﬁﬁﬁ@sul‘f‘cﬁﬁ&r

nitrogen at nosphere

mol ) RléBPl&tlﬁb%jle%Z = Gymmeb 1§.2ﬁg3l%ﬁwdr<b'?>vea@ $-bis(iriluoro-

methyl)phenyl]ethoxy }-3-(4-fluorophenyl)cyclohexane-1,2-diyl]dimethanol (step G) in 50 mL methylene
chloride cooled to -5°C in an ice/salt bath was added 1.0mL (3.5 equiv.) methane-sulfonyl chloride; 2.1
mL (4 equiv.) TEA and 44mg (0.1 equiv.) DMAP. The reaction mixture was stirred at -5°C for 30 min
then quenched at that temperature by the addition of 20mL sat. aq. NaHCO;. The mixture was warmed

to RT. The organic layer was separated and the aqueous layer extracted with additional 50mL methylene
chloride. The combined organic layer was washed with 20mL 2N aq. HCI, 30mL sat. aq. NaHCOs;,
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stirred at -78 Cfor 0.5 hr then at RT for 2 hr. The
reaction m xture was carefully quenched by the
waddadistorsnre1 of 30 nl water and careful ly aci di fi edTmiSeds/002149
2N aq. HCl. The sol vent was evaporated under 5 vacuum
The residue dissolved in ether, transferred to a
separatory funnel, washed with sat. ag. NaHCO3 and
brine,, dried over drying agent, filtered and the
. so] vent evaporated under vacuumto give the crude
brine, dyieq pver MeRBoinas 24wt &lierzd rad %ﬁ?lf%avamramﬁiémﬁ@wmts give the title
compouddaNMRI(VIEXELSs usddl withodbfuriBetpurifkation: 05 (2 H, t, J =
8.2 Hz), 4.20-4.05 (2 H m, 3.85-3.72 (3 H m, 2.85
(2 H mM, 2.70 (1 H t, J =7.8 H), 2.25 (2 H m,
StepL: 1. 70( (34RWR,55 76@)(21&;1@1 i—{elﬁko3I=ﬂ315-h1s<&1f&bb)neﬂ1yaﬁne31wah@<ﬂ 4-(4-
. 2Hz) .
(1S 2
1, 2- dulltw%xryltldleevas Seerd ¢ srjutigntof C@ﬂe H1OLRBRESK-bd €D-d-[3.5-
bls(mﬂﬁaréfﬁl&ﬁﬁ)pﬁényqbtﬁ&!})}b (@%ﬁo?é;hé@l)%@lo&xéée fﬁﬁgﬂ]ﬁf?ﬁ@t‘ﬂyﬂeﬂé)d"

C cl'ghexane- - di'carbox
dlmetha(l% FJf?F% es(gem{:@ 1n3vZ€) &Iﬂ-fqt%}obﬁfﬁjeln _(~43 equlv ) benzylamme The pressure tube
was sealeyl dfidheyey af rsb&txla g oil bZAho£3Hr D TKY Bt &af &dobfd tERTVWAS opened The

resultln%%;px%uragv%s tra fe e %\xgérﬁvﬁoé%%aa}é ?rfléplg? 8_|Ve(n§%Bovrlad(():'_| rg.F]f \@rcaum The

residue Wawl@doﬁtht HQ@IIII;I @&QA@ ovafshedswitle2Qntli My aq.i NafErdridd et MgSO, drying
agent, flﬁtél%d gl% t‘ﬁBso‘}@lf \g’as(e%aﬂ lalt@ci &M&P%L&m%ﬂé’ 1%%196@’ G 1%9%@&‘ g}pﬁash column

chromatpp S s ety v BED S iyt )Ryt righecuns, HHIMR (CDCL3)
§: 7.35-z.bd Fraehhand m@&y%@ﬂ& 0t 6.89(20f, 12P=82 18) (41001 mMTR] 1)= 6.0 Hz), 3.75

o g i L A i SR Pl 1

m), 1.98a 31, a0l ¥ 1iHh manl . $ec@/Myatet.shat H, mNaas (3 Hyt, J(E00 HayoBo (1 H, m).
]WS:@A%?%%% iv) DBU was added to the reaction flask then the
n?ture was stirred at O Cfor ten min. Slowy 15 nL
(150 nmol, 1.5 equiv.) trichloroacetonitrile was added

Step I: ?f OIOW'@% 4@6@7&)% m}?) 1- Bs‘§-b1s(ﬁﬁﬁok&ﬁht1}{3¢})§gé%'%{h8 34(49 C
wl e,

it becane
col Gu“,‘!. ASO1E nde M Us ng
a COOITolaablhtlc(nﬁ@a@)élR‘;SS Bisy-e b@nz@ﬁb%(lbi)q\l\ﬂ?& sm,amr fﬁlo}dnﬁmy@

phenyl]é/‘mcrxyE 4\—/@—ermr€@9eyl of%ggdﬁggl)lf sP]m séeé)t B Srvgépﬁn%/tﬂgpwstaﬁded 02¢g

(20% byhesigirtesl/ 1IB7OAOH)SLC1 Tht teantidrexanes it Q8cogeddtdd at STPS for 16 hr at RT.

The catz@§s@ @H§%:tefrerd§ﬁ& RS W E)Ftl’fécfﬁpétg %g %’l 01%{%8 ﬁ&r%%{;ﬁ:ﬁm to give the title

comporpe CLorpR TSy b ST gPIC T R RRRGOOL 67 (B, 1= 8.5 Ho),
4.42 (11, 44 (6> Hh), 855 & H:&n% §3dﬁ%1) H, £, Q710(2195Hz }ﬂ,m)Jz 561, dﬂziﬂo (1H, m),

2.52(1 éomgté%) (EH§&W 55 1.97 ?Z)H m), 180&1H m), 133 (3)H d, J 6.2 Hz). MS:
(MH)* 4783, 2S, 3R, 4S)-4-{(1R)-1-[ 3, 5-bi s(trifl uoromnethyl)pheny

| ] et hoxy} - 3-(4-

fl uor ophenyl ) cycl ohexane-1, 2-di carboxyl ate To a

solution of 9.09 g (26. EXMMIPLES the first eluting

i sonmer diethyl (1S, 2S, 3R, 4S)- 3-

(4-fl uorophenyl) -4-hydroxycycl ohexane- 1, 2- di car boxyl at

e (step D and 21.5 g (53.5 mmol) of (18) 1-

[3,5-bis(trifluoronethyl)phenyl]ethyl - , 2-trichl oroe

t hani m doate (step E) in 250 nL of -28

-30-



WD 2005/ 073191 PCT/ US2005/ 002149
cycl ohexane/ 1, 2- chl oroet hane (3/1) under nitrogen
wavosgpbiwie at -5 C was added 0.51 ni (3.58 mBCY/USF05/002149
54% HBF4 in ether. The reaction m xture was stirred at
-5 Ctoat O Cfor 2 hr then diluted with ether. The
m xture was washed with sat. aq. NaHCO3. The organic
| ayer was dried over drying agent, filtered and the
sol vent evaporated under vacuum__The resi due was
purified by flash colum 5 chromnafography on silica
gel eluting wth Et OAc/ hexanes 4) to give 9.2 g of
the title conmpound as an i OMR (CDC13): 6: 8:
7.70 (1 H s), 7.20 (2 H, 7.00 (2 H m, 6.85 (2
H t, J =8.5Hz), 4.43 ( H g, J =6.0 Hz),
4.20-4.10 (2 H m, S H m, 3.36 (1 H m,
2.90-2.76 (2 H m, 2.40N(1 , 2.28 (1 H m,
1.63-1.55 (2 H, n),6%4§§ﬁ€3 H d, J =6.0 H), 1.25 (3
H t, J =7.2 Hz) 782 (3 H t, J = 7.2 Hz).
Unreacted starting al cohol could be recovered by
3-[(GaR ARS8 RANG- I HE-1eB| Sthmn( Tnif ubroEe GAD pleen gl latieaxs ¢-d-(# filuotbPhdnlgB-octahydro-

2H—1son@lgpy ‘311&%}%8&& @rén l%ra G e N
R) - DIS}QIFITIUOFOH‘E[I’] |{)pnen
y| ] et ﬁ@gy?lutgm(qfﬂ 7{3 g (1.5 mmol) of (3aRA4R,5S,7a8)-5-{(1R)-1-[3,5-bis(tri-
5 ﬂuoromf:th%‘l%@@‘mﬂﬁék))}W@L@lﬁt@%ﬁﬁﬁﬁylﬂoc?ahﬁdraﬂHl@’dlﬁﬁ%ﬁé"@ﬁ@ﬂnp@@) fh ~25 mL dry
toluene (/i%l%é%? 6; }-'S%fll%a %n%t)é ﬁycla_pefltgng fgilone a}{d 0.03 g (0.15 mmol) of PTSA. The
resultindyinsfutre ivhd lua@tedl netiiyt Jop Rany The tdiosty JvaSrefbvdd whdeiopb@my dndahe residue

was purﬁlﬁg g{'&)é? %Ec%llglng{v?t%r&-g(ﬁy/&ﬁ; 3&€_ng)§ ()gélg g%a o(%cé 61(213 f;}llé 2 itle

trogen
compoupgrgThe cem@sld)cou_d Mrﬁnmrﬁed i ehirad BLPC o HIRAGHLr 4D welsmn eluting

10 with heﬁﬁé&mém@/l?%{é cbRbofndYouldRRrERA1E8 (hP= K6 5 I 5°C) from

s AR BB, R O R UFLEHSE 0 o o, o5

(2 H,t, The. 2@@5@ 944 D0 1R NY) 4. £XLLTAGH)S3 WE R 3A IHE eh) 03/ (1 iyl $198-3.17 (1 H,

m 299380044 581 600 QR Y P AR LB A6 e 193

H, m), 1260 (dH, m)Hi. 38K 1 Was), us 3@I(VHL tthiow 6. 0fHz).t MSr (NIHY'i5560at i on.
15 1H NMR (CDC13): 8: 7.70 (1 H, s), 7.20 (2 H, s), 7.00
(2 H m, 6.87 (2 H t, J=82H), 420 (1 H q, J =
6.0 Hz), 3.78 (1 H, m BXSYIPLE®H, n), 3.52 (1 H ),
3.30-3.20 (2 H m .58 (1 H, J =11.9 Hz), 2.32

(1H m, 1.87 (1 i—|, m, 1.65 (FeH ), 1.58-1.35 (3
H m, 1.30 (3 H t, J =26.0 25 Step H:

[(1S, 2R 3R 4S)-4-{(1R) - 1- '[*33 Fi f1 uor onet hyl ) phen
yl

fl

] et hoxy} - 3-(4-

uor ophenyl ) cycl ohexane
di met hanesul fonate To af’su gn of 1.82 g (3.7 mol)
[ (1S, 2R, 3R, 4S)-4-{(1R)- 3, pis(trifluoro-
nethyl)phenyl]ethoxy} 4 quorophenyI)cycIohexane 1,
2-di yl ] di et hanol qg in 50 nL net hyl ene
chl oride cooled to - |n an ice/salt bath was added

e T, PR Bt i

nmﬂukm@hwwobﬁqmmxmhﬁﬁmWasamkhrred at -5C for 30 mn_then

guenc t I b
2 ot i Qg 20 SIREOES HEB OB EEEHS) Bl ST
bls(Tnf@P@aﬁﬁhezl)pl@yné}eﬂwass}-ééﬁélpa@ehbnah@?tafnéroau{régméolb &parple 6) in ~2 mL
extracted wth additional 50nL net hyl ene

-31-
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chl oride. The conbi ned organic | ayer was washed with
20m. 2N ag. HCl, 30nL sat. aq. NaHCGO3, -29 WO
waQ05/00313191 PCT/ US2005/ 002149 brine, dried orer/usksdo2149
drying agent, filtered and the sol vent evaporated
under vacuumto give the title conpound as an oil
whi ch was used wi thout further purification. Step I:
(3aR, 4R, 5S, 7aS) - 2- Benzyl - 5-{
(1R -1-[3,5-bis(trifluoronethyl)phenyl]etho }-4-(4-
dry methylepp gldprisisiie RTI was @dded yenes] diops @lompidplisecyanaty. EK@@@HV@ mixture was

stirred af Rrbghﬂ/\@‘évd@éh@@(ﬁg of2 NQly UN:&(WF wefe zﬁiﬁb'djﬁ) thd RtRRmduftSrh&orkanic layer

was sepéraiig%, 5_13'11&4 (EIVSF %?}{grs?ﬁér)t laeH 3N &g%g 1gtgaxfe§}|u}1§ { r\]/(a)c?( urri} The residue was
purified QayrpieleCeeﬂﬂ)ng vathEOla raﬁdstlhb frﬁjmapeod(usﬁlﬁpd Hplated. TBé)l efidue was taken up
enz

in EtOAC an e soh%nggereg r‘q“he so?verlﬁ%%l he f%fr%e way Ei:movg%gtjl&r vacuum to afford the title

Compou’éfht H WP (§PF13)T¢1€ HybE. Waéz%@oﬂeﬁ @08 RTLamel6 §§é?nEdm> 445 (L H,
m), 400?5“?1 i'n? 3&%5(‘1”14 h{393 3@ (ﬁt}P%ﬁ é’mltﬁ%ﬁb%f@ﬁ 9 2377f(§l¥ﬁ91r2 55 (1 H, m),

m f | ask I'vent renpved under vacuum
245 (1 He@) ad%(wésd éir1 I&Se%@v@ QOnl 1@ 1 AAE; - N Ak awt- (1 ddrp- 1.30 3
H, d, J =54\ 8¢). MQvimds3zerd over MgSO4 drying agent, filtered
and the sol vent was evaporated under vacuum The
residue was purified by flash colum chronmat ography
on silica gel eluting WHEXAMBPICA® to give 1.6 g of the
title conpound. 1H NWVR (CDC13): 8 7.35-7.20 (5 H,
m, 7.50 (2 H s), 6.97 (2 H, F36.85 (2 H, t, J =
8.2 Hz), 4.42 (1 H t, J =6.0 3.75 15
(2H, d, J=13. 4Hz), 3. 50( 2H, dH3&. &: 3.30(1H, m,2.96(1H
,n),252(3H,n),219(2H n)198(1Hn),
1.97 (1 H m, 1.86 (2 H, ', 1.57 (1 H m, 1.33 (3
H t, J = 0 Hz), 1.30% . Ms: (MH)+ 566.0.

Step J: . 3 e
(3aR 4R, 5S, 7aS)-5-{(1 1-[3,5-bi's(Trifluoronethyl)phe
nyl ] et hoxy}-4-(4- 2

~fluorophenyl ) oct ahydr ooHH-i soi ndol e To a sol uti on of
(3aR, 4R, 5S, 7aS) - 2- benzyl -5-{(1R)-1-[ 3, 5-bi s(trifluorom

3-[(3aR, @R isy |735‘)—5 {(lR) -1-[3, 5-bls(Trlﬂuoromethyl)phenyl]ethoxy} -4-(4- fluorophenyl) -octahydro-
] } 4 ( -f Lior ophenyl ) oct ahydr o-l Hi 30| ndol
> " Qe

wei ght[‘)> a@élud&%fdo@kg) (E'O@mIﬁBI[DQ)fB@REdR ﬂnsm@@ﬂr{elmﬂsp 5-
bls(trlflucx %%ﬁ)?)g etgn 1—:4}':{ I—ﬂugfoc{;/) 1?1)&1 rtaﬁ)ﬁiéo- H—1 om 01 Q \XA chpent—Z -en-1-one
(Exampb?\ﬂap@r bBlew (Q@@emmqthuOHHtlm~%;mI;edrv AR untitrentchgec otmpophreek at -78 °C
was addehm i]g of 70 Kpso(Lf]cloHof @[—IM]ZS ZQhe( %s&lklngsﬁnxt@e Was stirred at -

78 °C fox 2@ tgenl.qzlynchgd @5 e g;d(ﬁmnfﬁf sat. glqgleH(z@l I—T helﬂuxtuge WE- eztrgged( VZIth EtOAc.
The contthind@orgagic 8Rtrdcls Whre Whshe@wifPbrink, Hriedbver d@/lr@&géﬂt ahl;l fll’@red The residue

was purHeé% greR Lf'égr%%mgl w1t3 é}#lm%lrl%{ Igl\i (R%%Q/H t f’grd 4%‘:]&6 cogg;ound asa

mxtureEMM@rﬁers -'BBNMR (CDCI3) &:7.71 (1 ), 7.23 (2 H s),7.00 (2H, m), 6.93 2H,t,J
= 8.2 Hz), 4.85,4.71 (1 H, s), 4.47 (1 H, m), 4.20 (1 H, m), 3.80-3.65 (1 H, m), 3.37 (1 H, m), 3.25-3.08
(1 H, m), 3.10-2.80 3 H, m), 2.58 (1 H, m), 2.50-2.30 (1 H, m), 2.15 (1 H, m), 1.95 (2 H, m), 1.35 3 H,
d,J=6.0 Hz). MS: (MH)* 572.5. The diastereomers were separated by HPLC on CHIRACEL AS

column eluting with hexanes /EtOH (85/15) to afford the individual diastereomers.
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WD 2005/ 073191 PCT/ US2005/ 002149 F3 H3G . | CF 3 F
3-[(3aR 4R 5S, 7aS) - 5- {
WO 26954013198, 5- bi s(Tri fl uor onmet hyl ) phenyl ] et hoxy PET/US2005/002149
-4-(4-fl uorophenyl)-octahydro- 2H i soi ndol - 2-yl |
cycl opent-2-en- | -one To a solution of 0.73 g (1.5
mmol ) of (3aR 4R 5S,7aS)-5-{(1R)-1-[3,5-bis(tri 5
fl uor onet hyl ) phenyl ] et hoxy} - 4- (4-fl uorophenyl) oct ahydr
0- 1Hi soindole (Exanple 6) in -25 nL dry toluene was
added 0.166 g (1.7 mmol 5FX&)Ldpkht ane- 1, 3- di one and
0.03 g (0.15 nmmol ) of PTSA. The resultlng m xt ure was
heat ed at reflux for 2 hr. The gofvent was renoved
under vacuum and the residue purified by prep TLC
el uting with CHC13/ 2N NH3 Haf- €@/ 1) to afford 0.49
g the title conpound. The canpound could be further
purified by chiral HLPC | RACEL AD col um el uti ng
10 with hexanes/Et OH (9#1)x compound coul d be
crystallized (nmp = 216. .52 from hexanes/ Et OAc
or hexanes/EtOH 1H NWR\(CDC13): S 7.71 (1 H, s),
7.23 (2 H s), 7.00 Oy, 6.93 (2 H t, J =28.2
Hz), 4.89, 4.48 (1 H,
3-[(3aR.8%.,58, 7457(5J{+cnnm 3, sms(ﬁrlﬂﬁfrdrkietﬂmmeﬁmeﬂfdxm 4-84-2Bor3phkhylf-betahydro-
2 Heisoid 95 oH 2,95 2.81 (1 H m, 2.68 (2 H,

Step 1 (2 H- [@aﬁ,z@e $07250-5H (LR)-1 -[8, BBis (i flspromethy pdenyl Bty -4-(4-
E:F6ﬂgoﬂd%ﬁenyw§ctaﬁm b rPRBifol- é@lﬁ%&%’&ﬁ Lﬁenegf 3. dléf&G’

O=r - I~ F NH é]%aR- 4R, 5 E -{
( 1R) - Tb§ ttlezoppaynryas P{?B?féﬁé‘loﬁyﬁa% A }%t5h8§(1§1) 1-{3,5-bis(tri-
ﬂuorom&ﬁlﬂﬁ(wﬂ}meﬂl@f}qm@rqydo}cphbnyﬂ}%hﬁhydro 1H-isoindole (Example 6) and cyclopentane-

REEC A R G AR

Step B: 3-[(3aR,4R,58,7aS8)-5-{(1R)-1-[3,5-bis(Trifluoromethyl)phenyl]ethoxy }-4-(4-
fluorophenyl)-octahydro-2H-isoindol-2-vl]-4-hydroxycyclopent-2-en-1-one

The title compound was prepared as a mixture of diastereomers from the intermediate of
step A according to the procedure of Example 6, step C (NaBH4 in methanol). "H-NMR (CDCI3):
rotamers; 0: 7.71 (1 H, s), 7.23 (2 H, s), 7.00 2 H, m), 6.93 (2 H, t, J = 8.2 Hz), 4.88-4.65 (2 H, m), 4.46
(1 H, m), 4.07 (0.5 H, m), 3.83 (0.5 H, m), 3.55 (1 H, m), 3.35 (1 H, m), 3.28 (1 H, m), 2.97 (2 H, m),
2.92 (1 H, m), 2.58 (1 H, m), 2.43 (1 H, m), 2.25 (1 H, m), 2.13 (1 H, m), 2.05 - 1.85 (2 H, m), 1.70 —
1.55 (2 H, m), 1.30 (3 H, 2d, T = 6.0 Hz). MS: (MH)* 572.5 The diastereomers were separated by HPLC
on CHIRACEL OD column eluting with hexanes /EtOH (85/15) to afford the individual diastereomers.

EXAMPLE 11
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bi s(Trifluoronethyl)phenyl]ethoxy}-4-(4-fluorophenyl)o
ct ahydro- 1H i soi ndole (Exanple 6) in -2 nL -31 WO
waQen/0038191 PCT/ US2005/ 002149 dry net hyl ene ebirmiszas/002149
at RT was added several drops of nethylisocyanate. The
-resulting mxture was stirred at RT 2hr. Several
drops of 2 N agq. NaOH were added to the reaction
rrixture The organic | ayer was separated, dried over
rying agent, filtered and the sol vent renoved under
3- [<3aRaé}5é§v7ﬁS>-5T{rﬁ R0y kB kie Tidlgoropery hrhery lsyhsw &4 arediyipbepmi-octahydro-
ZH_ISOII’{MoIﬂyﬁé\%elﬁ%ntlh&enaj or_pr oduct band isol ated. The

Steg 1r:le|S:: e ) (2cMe ,_{_ _‘l I'f —~et JOKY

under Thaﬁulﬂnnrrtpouraif warptkphied ﬁbnﬂ (enettc;dpmwﬂ:en&&did\m@ordmg to the
procedu(e%)%)nglesl s?epzo;l lthlblR @)Clgé| &3 .624H1, 3) 3.85 (P8, $3.63 31, 5), 3.28

(3Hs);i}3643®13§)1H n) 3. 68(1H m, 3.36(1H m, 3.08(1H, m, 2. 93(1
H m, 2.77 (3 H s), 2.55 (1 H, n), 2.45 (1 H m),

2.10 1HdJ—125HZ) 2.00-1.70 (2 H m,
StepB: 1 70- 1 enyhbut-3- emarona H 130 (3 H d I =
6.0 HZ")le tlt&&on{pwhﬁd'%&e redeEbnEﬁﬁéM?érﬁlealaﬁﬁof sk @ zicc@t_hn% the the

[ =
procet @ SGAT ANFR RN R w1 Peh g ¢ 1 0d 3= 1421
L,=11 }{2)46 B Lo T sphei).)5- Bl éhyl,dlr@ll 2t BOI(A#Ob)-2226. By dY. 0X

ccycl opent-2-en-1-one 15 To a solution of 20 ng (0.07

mmol ) of 3- (SaR 4R, 5S, 7aS) -5-{ (1R)-1-[3, 5-
Step C: i s( t AERN b sty bepayligape Yprop-2-en-1-ylloxy }dimethylsilane

- 4- (4hl ye é&@tp%{laa/d v RGad ﬁ%mlzthk 1|r1;€e9hféﬂi<ale7o%'sﬁéb B accordmg to the
procedurey gfl E%Qlﬁgla_],'_ft nC ! %?&Iﬁ%ﬁg ’P?&e 7 ﬁ)??é} %Igré%rggﬁp I‘Fg ﬁd,rl a= 13.2 Hz,

J, =8.58lz), 588 (CH, wassaddacﬂ %0. 1@26&5;15.1(9@1 15 dovelg)s 1) 227,8Q3|M ).
sol ution of KHVDS. The resulting mxture was stirred
at - 78 C for 2hr then quenched by the addition of
Step D:sat . &iethyNHCe-bihyE dmedtylsity nas) - (&-ratiydiemil e el eite@Aesne-1,2-
20 Thg;5@pRihned organic extracts were washed with
brine, dried over drying agent and filtered. T1he
resi dde tl%@%@wd‘ Vasdreppreg dep tig imteamgeiatepl iep & aceqeding to the
procedu[r@cbll ENkiRple B, VI ah D de) ust Dwk JubfilkhdrHurtfichdish. compound as
m xture of diastereonmers. 1H NWR (CDC13): S: 7.71
(1H s), 7.23 (2 H s), 7.00 (2 H m, 6.93 (2 H t,
Step E:J Racermc dlethyl (15,28,3R)-3- (7—methylphenyl) -4-oxocyclohexane-1,2-dicarboxylate and

( :
3.10- Zhg Dtle( earm@ouw}s wepe 18&)3(611 fH>m ihry mtzrnmmze @cste@P condng to the
procedude dfFExbrhplel6, s3p B.LIIOSMR(AHCIY 5: 126357.08 (441, m), 4.23-4.12 (2 H, m), 3.90-

380 3H, m),3.32 (1 H,td, J, =13.0Hz,J;=4.0Hz), 3.28 (1 H, t,J = 13 Hz), 2.67 (2 H, m), 2.50 (1 H,
m), 2.24 3H,s),2.09 (1 H, m), 1.25 (3H,t,J=72Hz), 083 (3 H,t,J=7.2 Hz).

Step F. Racemic diethyl (15,25,3R,45)-3-(2-methyl phenyl)-4-hydroxycyclohexane-1,2-
dicarboxylate and diethyl (1R,2R,3S,4R)-3-(2-methylphenyl)-4-hydroxycyclo-
hexane-1,2-dicarboxylate

The title compounds were prepared from the intermediate of step E according to the
procedure of Example 6, step C. 'H-NMR (CDCI3): 8: 7.20 - 7.10 (4 H, m), 4.15-4.07 (2 H, m), 3.88-

-34 -



10

15

20

25

30

25 d, J =6.0 Hz). M52 (MH)+ 572.5. The di astereoners
were separated by HPLC on CH RACEL AS colum el uting
waeizods/onewanes / Et OH (85/15) to afford the indi vCOwakoos/002149
di astereoners. -32 WD 2005/073191 PCT/ US2005/ 002149
EXAMPLE 10 &3 H3GCF 3 - | ~ OH
3-[(3aR 4R 5S, 7aS)-5-{ (1R)-
1-[3,5-bi s(Trifluoronethyl)phenyl] ethoxy
-4-(4-fluorophenyl)-octahydro- 2Hisoindol-2- |y
3.66 (3 ham’%ﬁar(bﬁy@y $oPdhtWR EH3H, ghé 24 -Gt g2 A, m), 1.68 (I'H, m), 1.57 (1 H,
m), 1293, 33R ARIB 50838 1o, { = 7.2 Hy),
(1R)-1-[3,5-bis(trifluoronethyl)phenyl]ethoxy}-4-(4-
f 1 uor ophenyl ) oct ahydr o- 2H i soi ndol - 2-yl | cycl opent - 4- en
Step G:e- 1, 3Ddétlyl €15, VBR.49) BH2-netyphetyt)-4B gdrpx epeaoledader DPAdicarboxylate

(3aR, 729).-5-{ (1R 1z - B ri : N
{1 uor SRR TRST B of S Ts 280 aS B s sy Pet g e velo
hexane-$,21di4atbopylad ehedicx A LB 363 et (P-wgtdly tpbemtlethbydroxycyclobexane-1,2-
dicarboﬂyl%@ f&t e QRAE spmafeh @%Plgpztr&iv% e PRI @ﬁﬂ@@ﬂ”\ﬁ cbtumn eluting
. \V/SX + 570.0_ 10 ep B: 3aR 4R 5S, 7aS
with heqta_qu;/l-gr_

) B 3-1( ] 5

B (B e affardithe dgdived fiet ﬁ{‘/‘Pl}%)’r?@ﬁW c}@brﬂd@2§>31§:4§>43-<2-methy1-

phenyl)f4liyaroRpdyeRyiéxan©.C L althoRyl A hdcsAlingde | theZprifdddurd-dd Ex&liple 6, Step D.
roxycycl opent - 2-en-1-one The title conpound was
prepared as a m xture of diastereoners fromthe

Step H:i nt er ieelbyd( 65,25,3R,4%) ¢ (IR)d €8 Srtdi(migl voeorhdiley phanyelihosey }ef-(2-
Exanmpl 481on8k 5 H4, s gnol). 1H NMR (CDC13):

aners, S /. } . . ) . 1. 2
H, m Thetidgcquapoppd was pjepareg frpmpifa firs elggnglisgrger(diethy] <h6§,2,8,3R,4S)—3-

(2—meth§rl ﬂt@lyl)—4—hydrox cyclohexane—1,2-dicarb0)ﬁ/late (step G) and (1.5)-1-[3,5-bis(trifluoromethyl)-
Hony . 4 7&. 5H m 3.83(0 5H m, 3°55(1H M 3.35(1 H
phenyljethyl-2 _,%glc lp c'qthaﬂz)rm ozyeéﬁxa(r@lq_ﬁ, sﬁy E) ‘according to the procedure of Example 6,

step F. JT-OMMR (CT 132 85863 H, Thys), 7. 148 Bk .02 - 852 (AHHD), )25 (2HLE, T = 6.0 Hz),
4.20—4.1%)?'(%@', @3;_?5%%65(2‘#{,21%6§%2 (E:’Zl-f, m)"\;s}l {1%@0 t}}@%? (?H—érgl)’, 2.35 (1 H, m),
2.25 (1 Hi ms RER6d Hes)s 1. 6R4 66 Seihamal 381 (1, BPI=C.0 bia), CHBRATEL ) €0.2 Hz), 0.77
GHt, ffﬁ by B, .,eJUHIehg?d éﬁ%rgé‘% ﬁ&?ﬁ@ﬂ%ﬁld%@m%’vé&%s\%ﬁ%h&x% tﬁ%_gg&l&l with EtOAc

e i ndi vidual er eoners.
and reuggd én the pbque reaction.

Step I: [(1S8,2R,3R,45)-4-{ (1R)-1-[3,5-bis(Trifluoromethyl)phenyl]ethoxy }-3-(2-
methylphenyl)cyclohexane-1,2-divlidimethan ol

The title compound was prepared from the intermediate of step H according to the
procedure of Example 6, step G. "H-NMR (CDCl13): 03: 7.64 (1 H, s), 7.16 (2 H, s), 7.04 - 6.91 (4 H, m),

4.24 (1 H, q,J =6.0 Hz), 3.74 (1 H, m), 3.60 (1 H, m), 3.48 (1 H, m), 3.35-3.20 (2 H, m), 2.90 — 2.70 (2
H,m),2.26 (1 H,m),2.21 (3H,s),1.85 (1 H, m), 1.62 (1 H, m), 1.56-1.42 B3 H, m), 1.28 3H,t,J=6.0
Hz).

Step I [(1S,2R,3R 45)-4-{ (LR)-1-[3,5-bis(Trifluoromethyl)phenyl]ethoxy }-3-(2-
methylphenylcyclohexane-1.2-diyvl]di(methylene) dimethanesulfonate

The title compound was prepared from the intermediate of Step I according to the

procedure of Example 6, step H and used without further purification.
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3 fl H3 =1 ~ -33 WD 2005/073191 PCT/ US2005/ 002149
3-[(3aR, 4R, 5S, 7aS) - 5-{
WO 26954013198, 5- bi s(Tri fl uoronet hyl ) phenyl ] et hoxpCT/US2005/002149
}-4-(2-iethyl phenyl)-oct ahydr o-
2H-i soi ndol - 2-yl ] cycl opent-2-en-1-one Step A
2- (2- Met hyl phenyl ) - N- et hoxy- N- net hyl acet am de The
title conpound was prepared from
2- (et h¥ Ehenyl )acetic acid according t
Step K: pr oce@ﬁ?} ARHETDRAIPE-SH (1B s ixbls(tPﬂNmn tb:@thSI}YUeg*OXY }-4-(2-
L 23) ﬁaéthbiphdﬁmo%h%)o(ﬁfs{bm&)ée 3.65 (3 H s), 3.28 (3
s L. S). e : . . .
1- (2- W }!@WF)"%P‘Eegilré‘ﬁff%%hf‘em%e‘{l?t? PiEp LRt ge
accordingte tha pextedurooh xeplk fit wepie dHAMRICDSIPpd:A.@dé &% 6 Ag247198 (5 H, m),

h [ e t ar <H N ) _
18 @ 5.7 RAES 4% FRFSTadud B Qo i IR RSP a1
13.4 Hz)] 240 (1HH»), 260 34 18), 8,53 =2A0ZHE) b, BT BHLG).2H2THAS, (3 M), 1.61 (1
( ( Step C | E and
H, m), 13§t(g{f %Jui%olaﬁz[)lpz’(d;ll\/bt Ryl benzyl i dene) prop-2-en-1 -yl | ox
yl di met hyl silane The title conpound was prepared from
Step L: t he | aguRrBEI7a8)S- mmst-@ps ﬁs(&ﬁmbﬂ)&rﬁ&yt)ph&lbﬂetﬂc?(y}—él ~(2-methyl

procedur e of anpl.e . step H NVR ( CDCl
b ocedur e, ol AR &

= 8. 5Tl-dzi)t1e c5nf§541(d]wab-lpr&par¢d ﬁmﬁtthe( ihtelflnecﬂate §tep:KZbBC(ﬁd1hg jq the
procedué- o%%x&nlplbs stbp 1Y 'EENMR (180137 528.64 31 H, 5)57.18 BLER), D04 - 6.97 (4 H, m),

4.25(1 I[quaﬂF Goiﬂtlgbl%(?ﬁéi I 3-33 (WHL Jiox 3P0 3-7042 e thyA-Grid Ay 1) ¢ K1 H, 1),
2.35 (1 BhBX 242 nA; s}, 205 @ir af) bosey! 2ta228 nhest (i HemE enBauUn (5 1, m).
was prepared fromthe internediate of step C according
to the procedure of Exanple 6, step A and was used

Step M:Wi t hOEI[(3E1RI,I4RJSSWaS)UIC{I(fR)ClaBlSQﬁs(TSﬂﬁ@roﬁethRaﬂQHyI&tldixﬂ—hﬂz-
(1S, 2948 g;egRPghe{lyg) oc{TExt/c{] 3/ gﬁﬂs%ﬁ%o 119\)/(0 S gtl ? fane- 1,2-dic

ar box

(1R 2Rh8B)e cgur(pﬁundewah }vtephretth irbl)l-(aalbékb,éﬁ C4:D1relX bityel-[B, 2bisltn-
ﬂuorom@tﬁ%%x&llﬁfeﬁl gyrﬁ éir &em th}l f%nﬁ I—Y\ﬁ&?gﬁ% Es%rqu§éE entane 1,3-
dione acgpr Ea)%é @roge cg xgnp eH_ rgtam?rs% 6 gl gs) 7 18 (2 H,

s)704(é91"'(4mm) 4783A.(18, H24.5h (1L, m)33%@ 32133 801, 3"60(‘])1;—1 m), 3.06 (1 I,

w0, 295216 b 28, gy B re»%%z?#?zrﬁa a5l m“ﬁ?—g P abhthym. 20

H, m), 2H0 9)94 (2 H0A),(1158K1 Hinny, 114025 K, 3y Hi.2¢ (3 H, &5 .62 1) MO (BB 552.43
(3 H t, J=7.2H). 30 Step F: Racem c diethyl (1
S, 2S5, 3R, 4S5) - 3- ( 2- net hyl phenyl ) - 4- hydr oxycycl ohexane- 1,
2- di Saimptheyprescduresredsediialylypparable to those described above the compounds of

the folldwhik BRnpRs ¥Re piephaeg ML hyl phenyl) - 4- hydr oxycycl o-
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hexane- 1, 2- di car boxyl ate The title conpounds were
prepared fromthe internedi ate of step E according to

woheos/psiecedur e of Exanpl e 6,
m
WD 2005/ 073191 PCT/ US2005/ 002149 3.66 (3 H, m,
2.83 (2 H m,

8: 7.20 - 7.10
(1 H t),
H m, 1.68 (1
= 7.2 H),

(4 H

H m,

0.83 (3 H,
(1S, 2S, 3R, 4S) - 3- ( 2- net hyl phenyifp
roxycycl ohexane- 1, 2- di car box

m xture of diethyl
S, 2S, 3R, 4S) - 3- ( 2- et hyHghe

(1

step C

" H NVR ( €DC132005/002149

4.15-4.07

1.57 (1 H
t, J

e

2.30 (3 H s),

7.2 Hz),

3.88- -34
3.09
2.24 - 2.15 (2
1.25 (3 H t, J
Step G Diethyl

(2 H m,

m,

-4-h dy

5 The racem ¢

@*droxycyclo-

hexane- 1, 2- di car boxyl ate anhd di et hyf

(1R, 2R, 3S, 4R) - 3- ( 2- met hyl.

1, 2- di carboxyl
preparative chi

eluting w th heptanes;
desired first eIutlng\k ofrer di et hyl

ate (s
ral HPL

9/1

(1S, 2S, 3R, 4S) - 3- (2- net il -
phenyl ) - 4- hydr oxycycl ohBxane- 1, 2- di car boxyl at e

- 4- hydr oxycycl ohexane-
separ at ed by

CEL AD col um
) to afford the

ey
7
d

H: RD| et hyl

)
+

r\r\nrrh nn to fhn nrnr\nrhlrn nf
O UT r.l

X
- {(1R) -

parent ion

1- [&hﬁﬁ);ls(t

Cvanple 6, Step D. 10

rifluoromethyl)pheny

2
IA _yj O \L
phenyl ) cy
ompound was pr

|eth¥£%$% enyl
——¢&{step G —and

t ep
1S SSR4S)-4
ethox
et hyl

hy

ja—y
N
/\O_O = TN

epas ed
S| 3R, 4S) -
) - 4- hyd
(1S)-1-

cl ohexane- 1, 2-di car

Tronggmgfir
3

roxycycl ohex
[ 3, 5-bis{tri

boxyl ate The title
st eluting isoner

ane- 1, 2-di car boxyl at
fluoronmethyl)- 15

henyl ] et hyl - 2

tep ccardin
' MR ( CDC]
.0 6.92 (4
.20-4.10 (2 H,

U
W
DTG

12, 2-tri

1TJOt

chl or oet hani
he Pr dure
7 65 Std0 1

4.25 (1 H q

3.185- 3. 66 (2 H

m doate (Exanple 6,
of Exanple 6, step
, 7.15 (2 H, s),

J =6.0 Hz),

m, 3.42 (1 H m,

2T (I H T,
.25(1H |n)

3,
.77 (3H t, ]

Al d bha A~V
Uur U uUc 1T CoyuUVv

,_..
~

79 (2 H,_m,
3 H s), 1.6
Hz) , 520.23 (3

Hz). Unreac

2.35 (1 H m,
9-1.56 (2 H m,

H t, J 7.2 Hz),
ted starting al cohol
colum with Et OAc

0 and reused i
(1S, 2R, 3R, 49) -
yl] G 3-
|net arfbl The

—_—
w

QST NG ORN

nt er nedi at e of]

H-ushing—the
bove reactio
r 1- [ 343959bi s(
vyl pheny )cyc
onpound was

step H according t

n. Step I|:

Trifl uorornethyl)phe
| ohexane-1, 2-diyll
prepared fromthe

o the 25 procedure

of Exanple 6,

step G 1H NWR (CDC13):

s),

7.16 (2 H, s),

7.04 -

6.91 (4 H,

8 7.64 (1 H,

4. 24( 1Hing tiEgBo®irys @sendflitompa8ble O thédendes@ibsd ftlovelthe compounds of

- to1dlin 2.90- 2. 70( 2
the follqH E%f%%%;‘eﬂgzl(w s) | 1(85(1H M. 1 62(1H M, 1.56-
142(3Hm) 1.28 (3 H t. J =60 H).
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W hRhwstonsmy } - 3- ( 2-

30 Step J:
[(1S, 2R 3R, 4S)-4-{(1R)-1-[3,5-bi s(Trifluoronethyl)phen

met hyl phenyl ) cycl ohexane- 1, 2-di yl ] di (net hyl ene)
di met hanesul fonate The title conpound was prepared
fromthe internediate of Step | according to the
procedure of Exanple 6, step H and used wi t hout
further purification. -35 WO 28,95/ 073191
PCT/ US2005/ 002149 St ep K
(3aR, 4R, 5S, 7aS) - 2- Benzyl - 5-{
et hyl ) phenyl ] et hoxy} - 41_% -
nmet hyl phenyl ) oct ahydr o- ﬁ-
was prepared fromthe int
benzyl am ne according _to
step I. 1H NWR (CDC13 ' 1§§| 732725(5
H nm, 5 7.18 (2 H, . 04 (4 m, 4.25 (1
H g, J =6.0 H), #H7p C :134Hz) 3.65 (1
J = 13. ./(1Hm290(2Hm,2.54
- 2.30 (4 H m, 2.22( H, s) 202-1.85(3 H m,
1.33(3 6.0 Hz), 1.30 (1 H,

-1-[3,5-bis(trifluorom

0 &.The title conpound
medi at e st ep J and
he rocedure of Exanple 6,

Ex. #

1D . L CQ l‘ r
, 4R, 99, laO)' J- 7

d
s( Tr iX¥ | uar opretitydd) phenyl ] et hoxy

m—-—Step L (3
1R) - 1- [B, 5- bi
14-(2- et hyI 10 phenyl )Mﬁ hygdr q- 1Hi soi ndol e The

16

[T1Ie conpound Was prepar ed IrUIIIIhe intermedi ate step
according to the pragcedure of HExanple 6, step J.

6. 9% m|, 4.25{(1H q, J|=6.5 Hz), 3.40 (1

m, 325(1 H m, 2.63 (1 H,

(1

17

.90-2.75 (2 H m,
2 A4 (1 ) M| 2.22 (3 H s), 2.05

i \4.||,

| ]
I H m, 1.86+ 1.72 m, 1|61 (1 H m), 1.33 -

(

}

T

K

1H NWR CDC13): S: .64 (1stg28), |7.18 (2 H s), 7.04
H

t -t

( H,

1{20 (S[M;é m. {15 $tep g-(#ﬁ:iaR, 4R, 5S, 7aS) - 5-{

(LR -1-[3,5-bis((Triflugronethyl)phenyl]ethoxy }-4-(2-

18

pt hyl phenyl ) - oct ahydr 0- 2H-i s_oi ndol - 2-v11

ycl opent-2-en-| 1 -one|The title ¢onpound was prepared
rom (3aR, 4R 5§, 7aS -54{(1R) - 1-[3,/5-bis(tri-

uor yI) phienyH et hoxyP387( 2- et hyl phenyl ) oct ahydr
1H1s dol e |(step L) and cycl opentane-1,3- 20 di one
ccording to the procedure of Exanple 7. 1H NWR

19

CDC13) . rotamers 6. 7/64 (I H S), 7.18 (2 H, s),
04- 697%1(4 H m, 4.74, 4.53 (1 H, s) 4. 42 (1H
; 31| ny, 35505(1 H, m, 3.06 (1 H,
,2.O m, 2. 86,2.76(1H m, 2. 57(1H m, 2 40(2H, m ,
28 (3 H, %), 2.20 (1|H M, 2.17T (1 H m, 2.10 -
94 (3 H m, 1.58 (1|/H m, 1.40 (1 H m, 1.28 (3

20

d J=6.0H). M5 |(MH)+ 552.43 25 Using the

rocedures sessentiallyjconparable{to those descri bed
bove t conpound$’ of | thé72.61 | om ng Exanpl es were
repgr .,,70%6

T 9T II—\I\Jgg\I"‘mO"‘—"_O

21

:Q/H’z F 572.5
O

HO
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WD 2005/ 073191 PCT/ US2005/ 002149 CF3 H3C,, CF3 X H
HN 11 R Ex. # R X parent ion (M%) infz 0 12 F
woR85453191' ' CH3 13 F 580.0 14 HO-/\ F 520.1 prOTAS2005/002149
NCH3 F 533.59 H Using the procedures essentially
conparabl e to those descri bed above the conpounds of
the foll owi ng Exanpl es were prepared. -37 WD
2005/ 073191 PCT/ US2005/ 002149 CF3 H3C,, CF3 X HH
11 R Ex # R X parent iaon

22 :j\/\:j/‘?71 F 572.5
(@]
HO
CH
23 o F 570.0
0]
O
"?Z/U\N/CHS
24 H F 533.05
25 7 F 519.0
E)LNHZ '

While the invention has been described and illustrated with reference to certain
particular embodiments thereof, those skilled in the art will appreciate that various adaptations, changes,
modifications, substitutions, deletions, or additions of procedures and protocols may be made without

departing from the spirit and scope of the invention.
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(MH#) mz 0 16 Z F 518.28 CH3 17 Me F 490.25 18 OH
538.7 19 o=<:~ F 572.5 OH 20 o ( F 572.5 "OH 21 F

w6 22sm730Fr~f A HO - 38 WO 2005/ 073191 PCT/ US2005,P002524®5/002149
22 F 572.5 OHO 23 CH3 F 5700 00 CH3 24 HF
533.05 0 25 F 519.0 "~ A NH2 Wiile the invention has
been described and illustrated with reference to .
certain particular enbodi ments thereof, those skilled

. ' ' hat vari ous adaptati ons,
WHAT‘CIE%S@%ny” appreci ate that vari D

1. A compound of the formula I:
CF3
CH
° CF4
© X
=~
\_/
N
|
R’ I

5  wherein:
Rl is selected from the group consisting of:
D hydrogen,
) C1-6alkyl, which is unsubstituted or substituted with halogen, hydroxyl or phenyl,
3) cyclopentenone, which is unsubstituted or substituted with hydroxy! or methyl,
10 @ -(CO)-C1-galkyl,
(3) -(CO)-NHy,
©) -(CO)-NHC] galkyl, and
(7N -(CO)-N(C1-alkyl)(C1-calkyl);

X is independently selected from the group consisting of:

15 €)) hydrogen,
2) fluorine, and
3) methyl;

and pharmaceutically acceptable salts thereof and individual enantiomers and diastereomers thereof.

-40 -



nodi fications, substitutions, deletions, or additions

of procedures and protocols nay be nmade w thout 5
wdeparorseg fromthe spirit and scope of the i nPemiSLN5/002149

-39 WD 2005/ 073191 PCT/ US2005/ 002149 WHAT IS CLAI MED

IS: 1. A conmpound of the formula I: CF3 CHs CF3 O

9-0/ N R 5 wherein: R1 is selected fromthe group

consisting of: (1) hydrogen, (2) Cl-6alkyl, which is

unsubstituted or substjtuted with Pa%pgen, hydr oxyl or

phenyd, (3% cepeeuapehtRiphel P ehla 8 unsubstituted or

substituted with hydroxyl or hyl, 10 (4)

-(CO-Cl1-6alkyl, (5) -(CO-NH2.2 (6

-(CO) - NHC1- 6al kyl, and (7) -(29.-NC 1-6al kyl)(C

1-6al kyl); X is independent] | ected fromthe group

consi sting of: 15 (1j;Oydrege éﬁ fluorine, and

(3) methyl; and pharnaceufically ceptabl e salts

t hereof and individual en@ntionmers and di ast ereomners

thereof. -40 WO 2005/6%3191 [AJS2005/ 002149 2. The
conpound of Caiml gr ala: CF3 H3C, J I
H H

N
|

R! Ia

I’ll

/
Ny

Ia

and pharmaceutically acceptable salts thereof and individual enantiomers and diastereomers thereof.

3. The compound of Claim 1 of the formula Ib:
CF5

and pharmaceutically acceptable salts thereof and individual enantiomers and diastereomers thereof.

4. The compound of Claim 1 wherein R is selected from the group consisting of:
) hydrogen,
(2) methyl,
3 2-phenylethyl,
@ 2-hydroxyethyl,
41 -
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15

wOonRaisw7sheal

CF3 rj::-'"0X H=HN Rl la la and
phar maceutically acceptable salts thereof and

3. The conpound of CAaim1l of the fornula Ib: CF3
H3Ca, CF3 X H" HN Rl Ib Ib and pharmaceutically
acceptabl e salts thereof and individual enantioners
and di astereoners thereof. 10 4. The conpound of
Claim1l wherein R1L is selected fromthe group

@Gdnsi drclomrgntaren-1-ney hydrogen, (2) methyl, (3)
@)phem}iycﬁbmyclopeat@ érA) o, hydr oxyet hyl , - 41 WO

(R .S rico (5

&) hy dzmemycgzélomm—eﬂl{ene 1-one, (7)

é)hydro cycl opent - 2-en-1-one, (8)
net%y cycl opent - 2- en- 1- one,

(10)  acetamido,

(11)  methyl-acetamido, and
(12)  dimethyl-acetamido.

5. The compound of Claim 1 wherein X is hydrogen.
6. The compound of Claim 1 wherein X is fluorine.
7. A compound which is selected from the group consisting of:
CFj CF3
H3C H3C
O

H3C/,

HsC., CF;

CF5

42 -

enanti oners and di astereoners ther eof/us25/002149



5 (9) acetyl, (10) acetam do, (11) nethyl -acetam do,

and (12) dinethyl-acetam do. 10 5. The conpound of
wahkeisrmrlionherein X i s hydrogen. 6. The conmpouRdTai2005/002149

Caim1l wherein X is fluorine. 7. A conpound which is

selected fromthe group consisting of: CF3 CF3 ( /

H3CIlI / HICCF3 CF3 3 0,,,0 15 HNF HN F CF3 CF3

H3C,, / CF3 H3C, CF3 \,0 HN=F F H3C -42 WO

2005/ 073191 PCT/ US2005/ 002149 CF3 CF3 CF3 I

H3C,"rd CF3 ,..0 F HNF O CF3 3

CFs
HsC/,.

CFj

' CF
HSC/,' CF3 3
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CF3 H3C,,, | CF3 H3C,, CF3 .\ ON=I / F HN=/ F O

CF3 CF3 | \ H3C, / CF3 H3C,,, / CF3 1110 N--:- N
WO 2805/0F31@1NH 0 H3C OH -43 WO 2005/073191 PCT/US2005/002149
PCT/ US2005/ 002149 CF3 CF3 H3C, | /| H3C,, | /| CF3 CF3
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CHB N/ ~ HBCN"F OO0OCF3 \ CF3 H3C,, I / CF3 3
,.,OHC CF3 F NF HO-44 WO 2005/073191
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CF3 ,,0,110 HNN HICNI / HICFYF OOCF3
CF3 I \ ~H3C'" /| CF3 H3C,,. I / 0 CF3 1,10 N=

CF3
HsC,,
\\\O

HaC~

and pharmaceutically acceptable salts thereof.

8. A pharmaceutical composition which comprises an inert carrier and a compound

of Claim 1 or a pharmaceutically acceptable salt thereof.
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N HZN N=* H3C Il F Y F OO0 and pharmaceutically
weaceeBsmraidle salts thereof. 5 8. A pharmaceut i catT/US2005/002149

conmposition which conprises an inert carrier and a

conpound of Claim1 or a pharmaceutically acceptable

salt thereof. -45 WD 2005/073191 PCT/ US2005/ 002149 9.

A nmethod for the manufacture of a medi canent for

ant agoni zing the effect of substance P at its receptor

site or for the bl ockade of neurokinin-1 receptors in

a mangal conpEth&d 1o the&@ﬂbﬁ'a&hfeg;fa nmmnmn dorafitafdizing the effect of

st 3T b e e o NE TR 3 ka8 LB compring
combini€lg h d@npound 6f thé\presdo odterition ot hghamameehacdlypecepthblasalt thereof with a
harmac utlca?c mepr or dlquent he treatment of a physiol ogical

P ares er ‘associated with an excess of tachykinins in a
nannal conprising conmbining a conpound of the present
i nvenyhon of mampRE BRGRMLTERI of :86RRMBRIS: tﬁ@t'réatment of a
thereof with a pharmaceutical 10 carrier or dilu

physiolagiggl disorder associated with an excess of tachykinins 1 a mammal comprlslng comblnmg a
compound of the present invention or a pharmaceutically acceptable salt thereof with a pharmaceutical

carrier or diluent.
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