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ALKYLSULPHONAM DE QUI NCLI NES FI ELD OF THE | NVENTI ON

This invention relates to quinoline derivatives,
woheoageat i cal conpositions conprising them =aau/sSER®6/001408

use of such conpounds in the-treatnent of central

nervous system and peri pheral diseases or disorders.

This invention 0 t : such

compounds in coﬁLRXh@LﬁHWBng%'Wﬂ@%Sm her CNS

agents to potentiate the effects of the other|CNS

t unds of this invention are also

FIE@E@Fﬁ%M@@@f or the localization of cell surface

r ed‘ﬁ]@timreﬂtioyBMﬁ{&R@iﬁdﬁhh &Eeﬂbﬁzdtib?ﬁmﬁ;al%@ﬂ%w Ié'bﬂtﬂbﬂsitlicins

receptors are the targets o [ a structura
compGFiEy kmp aft Tiresa g1abEh FombeHss b e diketnet ckpyntal fervdus system
and IpeTi;FhEﬂétl niisdadey Morg@é: meisrikentidmalBo (&) 1o the use of such

tively tac Inins." Tac nins are .

compicidt PIBRIAIT VY Safiof Bore ARG 08Re i punpte tptiects o
the ptaed QNS agknts) Theesmpuledsaof thelnveriintard aksarisefuy a®probes for the
l %i?g.l o%t\ﬁqll ctivities. Three tachykinin receptors are
OCATIRN P HNBFR 9RO neur oki ni n-1 (NK- 1),

neur oki ni n-2 (NK-2) and neurokinin-3 (NK-3) receptors.

< : are expressed in a wde

BA%%%@&BO%EE’IE{@W&@I ssues and NK-1 receptors are

al Facieyigni I remedto'rsnar'tgh@e faNetabes mﬁi_lgwﬁsﬁudt@r@ﬁ)pfeqﬁtéd péfides that
, essed in : e neuro in ,
ol e sUBvigpte L8P RESTH i A S L detRg R riofsstvaly
“tachykilieyi Tachykfnirscdrs syiitagsitatoh mczerﬁrraan@r%@esmfenp(CNS), and
o4 R L S0 Mo DBk E Lo
receﬁpmflf aCnohve varidh setriamguotburdKinien (Nk%f)hnmmgimn@ (NK-2) and

' respo S, | tion, o ot ensive _
nougRriEt DX Ph e PRl Qe B arS BRSGPaNR uide varety of
peripnetalsisiunasl aidi NK-10Ecapictecird lgo aRstee3cROn HMECHBaéreas NK-3

cretions..In the vation of NK-3 receptors

receff?gogs BRI &3 émhﬁta(gl\t] opani ne, acetyl choline and

selTob eBlUroking @asstorsTHEYeBtd Vigict dfh@jr?mﬁmtétmﬁtédj biodgical effects
t of ayv

thatgfgPechemingot o 1g by et prebgrals 1 6 O A eonem (.o pain
signalsy] neduegtiol of Shosthesuscle @ntrastl& altivay, b &ioh P Mimbikeand
AT TSR A NAGAE T R
vasdutiep! aidstintul@tonl @ eatieshineanlleioriiat it SibrétRHEoNs in

;E&g@:ﬁ%l aé;gxyﬁ%tn%ﬂ\IW%C%Bt%rszﬁa{]s elerr]Fs ro%v%’to ?n %{Jlgte dopamine,
acetylcholine and serotonin release, suggesting a therapeutic utility for NK-3 ligands for the
treatment of a variety of disorders including anxiety, depression, schizophrenia and obesity.
Studies in primate brain have shown the presence of NK-3 mRNA in a variety of regions
relevant to these disorders. Studies in rats have shown NK-3 receptors to be located on
MCH-containing neurons in the lateral hypothalamus and zona incerta, again suggesting a
therapeutic utility for NK-3 ligands for obesity.

Non-peptide ligands have been developed for each of the tachykinin receptors,

however known non-peptide NK-3 receptor antagonists suffer from a number of problems
such as species selectivity which limits the potential to evaluate these compounds in many

appropriate disease models. New non-peptide NK-3 receptor ligands are therefore desirable
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therapeutic utility for NK-3 ligands for obesity.
Non- pepti de |igands have been devel oped for each of
woOheoTioagdty ki ni n receptors, however known non- peprTiSE2006/001408
NK- 3 receptor antagonists suffer froma nunber of
probl ens such as species selectivity which limts the
potential to evaluate these conpounds in man
for ugp Bp Jpraraudc aoeda gad ap dualsto inkastiaaa itp%bipiog@a?(wqr@equences of NK-
3re(56%g&p,t,(ggu|dnbgands are therefore desirablefor use as
herapeutic agents and as tools to investigate the
b| ol ogi cal consequences of NK- 3 receptor nodul at.i on.

SUMMAYARY: BhE TiFEAMNGHNTI ON Di scl osed are conpounds,

particul arly al kyl sul fonam de quinoline derivatives

wi Piscioseil aiq somraunli-mrieiasiyedivis uffpandgly quinplingederivatives with
affmﬁy?fH?W??ec@B%?s P8 TRbsd @Smpdifal had g&eht.aqffora}h@frea%m ofa

arra di seases, disorders and conditions includin

broﬂﬁ'u?t"aﬁcﬂf diseagasedisersetseasiceepsiiiians wakiisgybut Beiinitsgrie dﬁprsssmn
e

B B S ot Sl It AR @dases
inclydig igiekie b@\yelwworrm wiaf@mm@ﬁ@asb@wei piserdss] engsis, fre-eclampsia,
chro‘ﬁf&rd%)étrﬁct%%hfrﬁﬁﬁaw’ &s@éﬁe”@@@r@ér@éé%@é vils & %@srl\?e gonadotrophins

associ ated w th excessive gonadot rophi ns an
and/ahandsgeens lnﬂwlrnmﬁvﬁgnmmﬁd@&nwmﬁ@m brpesplagieaurpetatic cancer,
and lﬂéé%ulQll @tlcdr in WhRSH AbdRatkd i fhe adVy bOFK] '3% %to&@ﬁ&‘eﬁc:al

n whi ch nodul ation of the activity of receptors

i s Llﬂé‘ﬁé$ fog Nag-3 rqqee@ffd@s%’f-ed\wdastﬁ@@@pmr% eaa@tt,qmﬁ%dn vivo-
hydrRNEaSiE Br&RtS BRI PphRRABE I RAR/)- ?ocebféb}é' ééfP(Ql’ngQJ)fyﬁé‘@brﬁpounds of

precursors and pharmaceuti cal | y-accept abl e sal
Foryad.eof are conpounds of Fornula I, wherein: Rl i s

selected fromH, G .4alkyl-, C3.6¢cycloal kyl- and C

-4al kyl OC(O -; A is phen I, or C/c D,oalkyl R2 at

each occurrence is indepen y sel ected from H, -OH,

-NH2, -CN, hal ogen, C1-6al kyl - 6{_!‘?3'3 cI oal kyl -,

Cl- 6al koxy- and C1-6al K» 6al'kyl - njs 1, 2 or 3;

R3 at each occurrence is Yndepen —@l ected from
’ )Ci -I6al kyl -,
t; Ghis'1, 2 or 3; r

H -OH -NH2, -NO2, -CN,
G . 6al koxy and O e
is 0, 1, or (:{R)

wherein:

R' is selected from H, Cy.alkyl-, Csscycloalkyl- and Cy.4alkylOC(O)-;

A is phenyl or Czscycloalkyl-;

R? at each occurrence is independently selected from H, -OH, -NH,, -CN, halogen,
Cy.ealkyl-, Csscycloalkyl-, Cysalkoxy- and Cy.salkoxyCsalkyl-;

nis1,2or3;

R® at each occurrence is independently selected from H, -OH, -NH,, -NO,, -CN,
halogen, Cisalkyl-, Cy.salkoxy- and Cj.salkoxyCi.calkyl-;

mis1,2o0r3;

ris0,1,2o0r3,

R* is selected from Cjalkyl-, Ci.salkoxyCi.salkyl-, Ca.scycloalkyl- and E-(CHp)e-,

. where E is selected from -NR°R’, -SR®, -SOC;.salkyl, -S0:Ci.alkyl, N*(0)R°R’, -NR°SO,R’,
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R4 is selected from C1-4al kyl -, Cral koxyCtal kyl -,
Ca-ycycl oal kyl - and E-(CH 2)P-, , where E is selected
wonramoedRBR7, - SR6, N+(O ) R6R7, - NR6SO2R7, aryl PEMSE2006/001408
N- or Clinked 5- or 6-nmenbgred aromatic or
non-aromati c heterocyclic ring having 1, 2, 3 or 4
nitrogen atons or an N-oxide thereof and p is 0, 1, 2,
aryl apdandi- o6 C-IRked 5- ea@mentmned anoatic sr nerdejeetatie hieteyocyclic ring

v 8 S8 AP ol Wiy 8 p T, T

- andR°RT eath ecmivenceisindeperdently seledegdredeHt 1GH,s6Ne balegen, -R°,
OR&R@B# _8g6 §6R35E§i—§atliisor branched al kyl group, a
- ’ or

st’rai gh Fanched al kenyl or al kynyl group and
a @BisAcamob8ryclic group having zero, one or two
nggﬁble- or triple-bonds, wherein said groups are
either unsubstituted or substituted with one or nore
noi RftdnelsR’satleach ectuieone aHndep@ndemiizselectEd fraal-o géh s straight or

I i = 3akkoxy- RS |
ora b i obhonferesition Flplengnel ARaB’ 18R ol lad,
Ca.sgarbogyolib graziprnasiap derp; onpsr wroedasibteh or triplesiodnsisi wikreih s@id groups
e ; i o ' ; )

ae SREA Sy I QBRI 5T PSRRI B N,
-N}-anmN,\m!amgeﬁazlaryl:anE-%@Ik@ny- and said E thereof is an N

or . - -

o & b BRReer Pl SpTEBREAA AL B BT
groumsbbsin $aid grbups aressither ulsubstiiBteduts substigad with one or more moieties

' dept Ly sehec - =0, 2, -CN,
oA PRAR O 4. N e SR il es T e,
andaryl and a 5- or 6-nenbered aromatic or nonaromatic

het g€ +~ing havi ; ' epy & :

oA U8 SRKD0 heor 2afy HAEIBEE, 81 ires
aroatakio ry naT-amhiatis palekydyclivoiret o andhioddetiicsedfesaic Eds unsubstituted or

u RV} E _hy sHbsiist ugRt
e TS S hoy S SO SO LU UBN, fooen
C1.saly2, Cr@Noxphenlkyabo- ARS8 mryl Ahd @ &dios 6irasnatblrad gromatic or non-

' N tions
2ot APt o BTS2 3 BF e PR B! g™ hem o
and,reat di seases and conditions either alone or in

conpi nati ' ot her i Ve ' , .

o BbATEL oS, BT 1 B8 GRbl 2Rk moiy, i
moieties are unsubstituted or have 1, 2, 8, 4 or 5 substituents independently selected at
each occurrence from -OH, -NH,, -CN, phenyl and halogen.

Also disclosed are pharmaceutical compositions and formulations containing the
compounds, methods of using them to treat diseases and conditions either alone or in
combination with other therapeutically-active compounds or substances, processes and
intermediates used to prepare them, uses of them as medicaments, uses of them in the
manufacture of medicaments and uses of them for diagnostic and analytic purposes. In
particular are disclosed compounds, compositions containing them, and methods using them
for treating or preventing conditions and disorders associated with a wide range of diseases
or disorders in which NK-3 receptors are considered to have a role.
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i nternedi ates used to prepare them uses of them as
medi canents, uses of themin the manufacture of
waoradi7oayent s and uses of them for diagnosti c aRdT/SE2006/001408
anal yti c purposes. In parti4«ul ar are discl osed
conmpounds, conpositions containing them and nethods
using themfor treating or preventing conditions and
DETAIL$6r DEBSRASEON QF ddHEUNVENT IANde range of di seases or

di j i -3 nsidered to

AR P S N T S Y

Compounds of the invention are cgpq?punds of Formula I,

wherein: Rl'is selected gkom A~C . 4al kyt-, Cs-

cycl oal kyl - and C-|. 4al kyl O-; Ais phenyl or

C3- 7cycl oal kyl -; R2 at CfaCh 0 cu:g_len@ is

i ndependently sel ect ed "y - .__-g\l_ 4

hal ogen, Ci1-6al kyl -, C3-7¢ycl oal,l(yl/\, Bl d'. 6al koxy- and

Cl- 6al koxyGi . 6al kyl.n (CHOr %3 R3 at each

occurrence is jJysdependght| y]sel ected fromH, -OH,

-NH2, - N2, -CON ’hdl ogeln, Clal ky! Cl- 6al koxy- and

C - eal koxyGi -eal kyl ¥ mTN" 1, ™Y 3, § is 0, 1, 2 or

3, R4 is selected from Cl-4al ki) 3 )E- (CH 2) P- |

where E is selected from -NR6RZ R6, -S I kyl,

- S2C1- 6al kyl, N+(O ) R6R7, -NR6SO2R7, aryl and an N
whe®din:CG- 1 i nked 5- or 6-nenbered aromatic or non-aromatic

heterocyclic ring having 1, 2, 3 or 4 nit at ons

or R MeptpdiEon e Garindspoicloayt and £ al9eioNs. R

at Aﬁ@‘bﬁeﬂﬂ%ﬂ%.@@l@aikggi ndependently sel ected fromH,

-OH, -CN,” hal ogén, -R6, -OR6, -ngGg?, - SR6 ﬁ%G g}

_ st agh peourengs igindspepgently selectegiiom Hy e (61 Galogen,
01_BﬁlkquIcg%ycwalk@r-,ao@amxﬁl andl C.QaRURALalRylG3- 5 cycl oal Kyi

group

| erein said groups are either unsubstituted or
subsiBilt 4PEd with one or nore noieties selected from

- O3 gE@ach HEdrrenédNs iMtdpragshtlydelscteditbneli; I3H KOs -NO,, -CN,
wherein: R6 and R7 at each occurrence are :
halqgeh epebidht ¢ ysakeres A E il @K1 st rai ght or
mis1,2or3;
ris0,1,20r3,
R* is selected from Cy.alkyl-, Cy.salkoxyCi.salkyl-, Cascycloalkyl- and E-(CHz)p-,
where E is selected from -NR°R’, -SR®, -SOC;.calkyl, -SO.C1ealkyl, N (O)R®R?, -NR°SO,R’,

aryl and an N- or C-linked 5- or 6-membered aromatic or non-aromatic heterocyclic ring

- CN,

having 1, 2, 3 or 4 nitrogen atoms or an N-oxide thereof and pis 0, 1, 2, 3, 4 or 5;

R® at each occurrence is independently selected from H, -OH, -CN, halogen, -R®,
-OR?, -NR°R’, -SR®, -SOR® and -SO2R*;

gis1,2o0r3;

R® is selected from H, a C_s straight or branched alkyl group or a Cs s cycloalkyl
group wherein said groups are either unsubstituted or substituted with one or more moieties
selected from -OH, =0, -NH,, -CN, halogen, aryl and C,.;alkoxy-; '
wherein:

R® and R’ at each occurrence are independently selected from H, a C,.¢ straight or
branched alkyl group, a C..¢ straight or branched alkenyl or alkynyl group and a
Ca.carbocyclic group having zero, one or two double- or triple-bonds, wherein said groups
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branched al kyl group, a C2-6 straight or branched
al kenyl or al kynyl group and a C3-7carbocyclic group
woavirgwzer o, one or two double- or triple-bon@86T/SE2006/001408
wherein said groupsare eith®er unsubstituted or
substituted with one or nore noieties selected from
-0OH =0, -NH2, -CN, hal ogen, aryl and, Cl-3al koxy-;
are %r%r Uw@ﬁ“frﬁg%OéS@S(t@IP@yv OBAQr @ar%me'er'ﬁ%?%rter%oanw =0,
-NHQECK, halmda@ramcﬁgampered aromati ¢ or non-aronmatic
heterocyclic ring or an N-oxide thereof, said E is
and,ynsubstituted or has 1, 2 or 3 substltuents
i H%QEWWE-L(EH%J @r@‘d &d4d f.—'.ﬁﬁé?eoick'an:f\por C N*ﬂ'?ed 5- gNGmembered
a 9 ¥ , Cral kox %} NR6R7
aromgfig|o Bhiraspraatc gotasoMelin aron’ A Dt eiohaMe Siap dostiuted or

has he2 ermwdtltuénrslumed@auémg sbrec?ed fRor@LOK, KO NPYECNHRFRyen,

Jis an al kyl, cycl oal Kyl
G 4@‘&&%@@% @a%iwr%q- -rNﬁ & yAIYIdR refr G TRbgesl aromatic or non-
aronetiRHesdrbéydliethdiavy € 21 3 of 4 nrogbn@ltoras;SUbsti tuent s
i ndependently sel ected at each occurrence from - OH,
and,. NH2, - CN, phenyl and hal ogen; stereoi soners,

enahith ATERS R® PRIk dg@@ﬁlk?r, QFkS%rSéMoS%@lR? morety, said
ar rraceuibl cal | yacceé)t abl e sal €r eo articul ar

i S g %@eéroa5®§Pﬁ'tmwﬂapqnden§\u%€ﬂected at

eacwmm@naéfrmlog QiHZchrmbr@nyr aMae is O wherein
R8 are as defined

F o BtESRiSHe eron P IRIS N O POV EOl5 e ond Mpamaceuticaly-

acce;pjmmguhé,@aﬂ | y-acceptabl e salts thereof. 0: her
pariDtl Cukgr conpounds. are those of Formula I

wher
agicu COMRPOURE'S apg thgge rrhaccprda\ﬁrgr Rarmuyaell,zauch @pmﬁgwds being of
Forrﬁ@élﬁﬁémrﬂ Eis 0, |n wVMohydr ol ysabl e precursors and
phar maceut i caI | yaccept abl e sal ts ther eof and wherein
R4 is selected from C3. 7cyc| oa and E-(CH 2) P-,
where E is selected from! - SCCral kyl, -S0
2d . 6al kyl, N+(O JR6R7, - S(IZR? aryI and an N- or
G i nked 5- or 6-merrbebed gl C Or non-aronatic
het erocyclic ring havi ng; r 4 nitrogen atons
or an N-oxide thereof and p |s/1||2 3, 4 or 5 Oher
NG D ofSER Ul a | wherein
Rl, A R2, n, (ﬁ@»), r an R4 are as defined
for Formula I, ablg precursors and
phar maceut i caI I yaccetabNa saly] f and wherein
R8 is selected fromH, or a C t or
branchedal kyl group or a C3-5 Cy& oaI kyl grgup which
groups are substituted with one or nore noiéties
wherein R', A, R? n, R%, m, R%, q, R*, and R® are as defined for Formula I,

in vivo-hydrolysable precursors and pharmaceutically-acceptable salts thereof.

Other particular compounds are those of Formula | wherein R', A, R? n, R%, m, RS, q,
r and R® are as defined for Formula 1, in vivo-hydrolysable precursors and pharmaceutically-
acceptable salts thereof and wherein R* is selected from Cscycloalkyl- and E-(CHu)p-,
where E is selected from -NR°R’, -SR®, -SOC;alkyl, -S0;C1.salkyl, N"(O)R°R’, -NR°SO.R’,
aryl and an N- or C-linked 5- or 6-membered aromatic or non-aromatic heterocyclic ring
having 1, 2, 3 or 4 nitrogen atoms or an N-oxide thereof and pis 1, 2, 3, 4 or 5.

Other particular compounds are those of Formula | wherein R, A, R?, n, R%, m, R, q,
r and R* are as defined for Formula 1, in vivo-hydrolysable precursors and pharmaceutically-
acceptable salts thereof and wherein R® is selected from H, or a Cys straight or branched



selected from-0OH, =0, -NH2, -CN, hal ogen, aryl and
C . 3al koxy-. OQther particular conpounds are those of
woéanimes7y or 11 wherein A is phenyl. O her paPCT/sE®@5/001408
conpounds are those of Fornuta Il wherein: Ais
phenyl; Rl is selected from G -4al kyl -, Crecycl oal kyl -
and C1-4al kyl ? R2 is selected fromH, hal ogen o
alkylaeupprsubss ¢)C aroup whicthgroupsrBe isubsitged Wil ege Ar mMRE: moieties

selebted FofY - dFPU@)"NH” @PEh?!b&ér? a&f?&ﬁd &, ARfywhen R1 or R4

I's _an alkyl, 'cycfoa oxya nolety sai d
nmo Qe egrtiguiar ngwldistalﬁ B@seof ﬁ@i’Wleﬂ.l Or'L“ wigerelp Aois phenyl.

7 oRhdripRRL Ry bHABBRRERAL s8Rt Pl Rlveash occurrence

, CN and hal ogen, stereoi soners,
endvi¢ PoeMis, in v/ Vo- hydrol ysabl e precursors and

phap § %émmc B! L& oRAIE ahe SakyoBt s

part, ounds aré°those wher ei n:

A P ipsrienjed frean H, @a@QBé@ﬂé@anQﬁﬁU@d—Q@Bl@W and Cs-

Cyeeqalibyhaiogéie 1s selected fromH, halogen and
unsybstit Uted Gi - 6al koxy-; R3 is Hor halogen; R8 is

H & ‘Srﬂétohme’ihyih and mare both 1; R4 is selected from

Cral "a?’é“@oﬁﬂ 2)P- , where E is a substituted or
unsu tltut %Mnked 5- or 6-nenbered aromatic or

hoNhan Giher L lsm alkcsyslaatiyh iongkeaikyhmaietyp saig meties are
unSLEBsttlfL@&?& 2B, @rhdor%E’SIJ tlﬁdenﬁtlr?tfe%@h % S€lected at each occurrence

enantionmers, in v/ ysabl e precu sors and
fromptedt, i eu@ﬂ\hﬁquiﬁéﬁgﬁépt abl e salts thereof. Still other

Paistdr&aibSthers CSRAHBAS A Evit AR FoIPLantedpridbliBorslanihiBE fhateutically-
acceptable salts thereof.

Other particular compounds are those of Formula Il wherein:

A is phenyt;

R' is selected from Cy.alkyl- and Csscycloalkyl-;

R? is selected from H, halogen and unsubstituted Cy.calkoxy-;

R®is H or halogen;

R® is H or methy!;

n and m are both 1;

R* is selected from Cy.alkyl- and E—(CH.),-, where E is a substituted or
unsubstituted N-linked 5- or 6-membered aromatic or non-aromatic heterocyclic ring having
1, 2, 3 or 4 nitrogen atoms, and

R%is H,

stereoisomers, enantiomers, in vivo-hydrolysable precursors and pharmaceutically-
acceptable salts thereof.

Still other particutar compounds are those of Formula 1l wherein:

A is phenyl;

R'is ethyl or cyclbpropyl;

R? is selected from H, F and -OCHg;

R%isHorF;

R8is H:

n, m and q are each 1, and

RS at each occurrence is independently selected from H, -OH and halogen,



A is phenyl; RlL is ethyl or cyclopropyl; R2 is
selected fromH F and -OCH3; R3is Hor F;, R8 is H,
wao200moasd7q are each 1, and R5 at each occurr eRCE/SE3006/001408
i ndependently selected froffiH, -OH and
hal ogen, st er eoi soners, enantioners, in
v/ Vo- hydr ol ysabl e precursors and
ph alerenisamers,Anagiaoesst tam:\eﬂwdrqmsabieeme@frsorswhﬂ phatnaseutically-
ounds are those in accord with Fornul a
acc%%ﬁb‘iéogérﬂs\)ﬁ?r%?ﬁfv wherein RI, AL R2, n, R3, m r, R4,
R5 Stihathgr paréculay apefriobads arertheasy imgiceord withrf-ormula Il or IV
v/ Vo- hydr ol ysabl e precussors and
phar maceuti cal -ac&e‘ﬁ?&bl e salts thergof. Af)a’r('i‘ |)rcul ar
conpounds are selgct ed from

3- Met hanesul f@nyl | henyl - qui ng)) i nq\]ﬁ carboxylic
acid (1 -pheny™-prop irde; e

3- Et hanesul fony) am - phenyl - qw nI i ne aylic
aci d (|5 ~ pPrppyl Y)zanq)de PR

| uor orft)h | f oyl and no- qui r{gl)n c acid

(1- phenyl - am oe; %Phenyl
| uor o- et hanesul f ony §
(1- phenyl propyl)- amde; 2- Phenyl 3- (propane-
- sul f onyl am no) ygui nol i ne- 4- car boxyl i ¢ jgci d
(1- phenyl pro ym am de;

whegeiPRaMIR*30,(R, 81, 3-RG Af an@ﬂ@r@)aégafwr@djfor Formula [,

in wv§M cﬁrBP é@}Q’BF%&rS%\'H &gJ pIEMACGRCRRX X ebtaBR Shith thereo.

enyl propy
3 waﬁf@p@ﬁ@mﬂsf&ﬁﬁ9¢|§ﬂ’ﬁ8ﬁ6’0mphenyl qui nol i ne- 4-car bo

3- Mé%bgém@fgl‘é}garf‘n Ponyﬁgéﬁnwl %Lﬂé&mélél) ﬁ"rﬂbﬁﬁ fld rg phenyl PE)OOD%I amlde

3- E’r@gne@suf@mdamlpp@pghenph@nmlmﬁ'élrwngyllcaﬁqzldé1 phenyl propyl) amlde

2- Pﬁed\’Pé ﬁ&?gﬂ#%ﬁ%}?@gﬁ%{ﬁﬁ@gﬁﬂ% ﬁq{%gr%bé@i;% i@ RNl drSpyl)-
amlge I\/Et hanesul f onyl am no- 2- phenyl - qui nol i ne- 4- car boxylic
2-pisHyA3 8 B SLARE R Btdndad AR foline-4-carboxylic acid (1-phenyl-
propyl)-amide;

2-Phenyi-3-(propane-1-sulfonylamino)-quinoline-4-carboxylic acid (1-phenyl-propyl)-amide;
2-Phenyl-3-(3,3,3-trifluoro-propane-1-sulfonylamino)-quinoline-4-carboxylic acid (1-phenyl-
propyl)-amide;

3-Cyclopropanesulfonylamino-2-phenyi-quinoline-4-carboxylic acid (1-phenyl-propyf)-amide;
3-Methanesulfonylamino-2-phenyl-quinoline-4-carboxylic acid (cyclopropyl-phenyl-methyl)-
amide;

3-Methanesulfonylamino-2-phenyl-quinoline-4-carboxylic acid [1-(3-fluoro-phenyl)-propyl]-
amide;

3-Methanesulfonylamino-2-phenyl-quinoline-4-carboxylic acid [cyclopropyl-(3-fluoro-phenyl)
methyl]-amide; . .
2-(3-Fluoro-phenyl)-3-methanesulfonylamino-quinoline-4-carboxylic acid (1-phenyl-propyl)-
amide;

2-(3-Fluoro-phenyl)-3-methanesulfonylamino-quinoline-4-carboxylic acid (cyclopropyl-
phenyl-methyl)-amide;

2-(3-Fluoro-phenyl)-3-methanesulfonylamino-quinoline-4-carboxylic acid [1-(3-fluoro-phenyl)-
propyl]-amide;
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met hyl ] - am de;
2- (3- Fl uor o- phenyl ) - 3- net hanesul f onyl am no- qui nol i ne-4
woeceenr7mesyli c acid (1-phenyl-propyl)- am de; PCT/SE2006/001408
2- (3- Fl uor o- phenyl ) - 3- met ha®esul f onyl am no- qui nol i ne-4
carboxylic acid (cycl opropyl phenyl - nethyl)-am de;
2- (3- Fl uor o- phenyl ) - 3- met hanesul f onyl am no- qui nol i ne-4
2-(3:-Fdegraphgnylc3-asihenpsuliogylemina-auipdliseyt- yafb@%ﬁ@)@@}i {euelogeopyl-(3-

fluoré=gheni)-HREQRAGAY! ) - 3- met hanesul f onyl ami no- qui nol i ne-4
- car boxyli ¢ aC|d [ cycl opropy

3-
3- M@ﬂhg@@%ﬂfglﬁ\éﬁplp’) Zr@myquwmhpg@ca(rboxyhc acid ((S)-1-phenyl-propyl)-amide;

I
3- Etﬁaﬁ@éuh@@?‘a?hﬁh& %@r?@?nq%@qoowg@%b&egw%a 08)-1SRERAPHfyD-amide;
2-Phgngt-$, ﬁ@gmm@wueawmwlamm@wyolmcﬁ pYPPdc acid A(Hoxghany!-propyl)-

am,@é}l d ((S)-1 -phenyl-propyl)-am de;
| -3-trifluoromethanesul fonyl am no-qui nol i ne*-ca
2~ Pipqwk%(é/ &, zgaﬁll@rq etpnesuligREARInoyabinpline-4-aatogylic acid ((S)-1-phenyl-
pro@n)@{pﬁaé(l -3-(2,2,2-trifluoro-ethanesul fonyl am no) - qui no
I’I'ne- 4-'car boxy!l | c acid ((S)-1 -phenylp ropc}/ % am de;
2- P@wh%ﬁwppgxqbs@ﬁgﬁ@mno) quinoline- 4—carboxy||c acid ((S)-1-phenyl- propyl)-

am|de9U| fonyl am no) qui nol i ne-4-carboxylic acid ((S)-1
henyl - propyl ) - am de; 2-Phenyl-3-(3,3,3-trif
2- mekéi%%*ﬁa qprczpaneﬂrﬁulfamlmamnaqgwn@lmerﬂecarb@mlb@sevyil((sa -1-

pheﬁ}m dyfRmib@henyl - propyl) - ami de; _
cl"op ro anesul f onyl ani no- 2- phenyl - C1UI nol i ne- 4-car bo
3- Cy@;lq’nrep%@ﬁ\é! qylgino-2phemyauisetisy f-raraigecid ((S)-1-phenyl-propyl)-
amide; Vet hanesul fonyl am no- 2- phenyl - qui nol i ne-4-car boxylic
acid ((S)-cyclo ropyl phenyl net hyl ) - ami de;
3-Megthrpe ﬁ@é@mmo phenyl quinoline-4-carboxylic acid ((S)- cyclopropyl phenyl-

metﬁ)ﬂ)lhﬁmeno 2- phenyl qui nol i ne-4-carboxylic acid [(S)-]
3-fluoro-p ] -am de;

3-Mg %@Mﬁeﬂwm@r%w@wﬁwaolméhwb@mm 8l H&)-4-(@dkpwxgneany))-

pm@glaqn,{,é .S) - cycl opropyl - (3-fl uorophenyl ) - nethyl]-amn de;
3- Fl'uor o- phenyl ) - 3- met hanesul f
3- Méﬁ?ﬂ%‘?ﬁ”ﬁwl%{”ﬂmﬁ@ phesyladaglivexiysareowts acid {(§)-cyclopropyl-(3-fluoro-

pheny gy Rlaffyd;) - am de;
2-(3-Fluoro-phenyl)-3-methanesulfonylamino-quinoline-4-carboxylic acid ((S)-1-phenyl-
propyl)-amide;

2-(3-Fluoro-phenyl)-3-methanesulfonylamino-quinoline-4-carboxylic acid ((S)-cyclopropyi-
phenyl-methyl)-amide;

2-(3-Fluoro-phenyl)-3-methanesulfonylamino-quinoline-4-carboxylic acid [(S)-1-(3-fluoro-
phenyl)-propyl]-amide;

2-(3-Fluoro-phenyl)-3-methanesulfonylamino-quinoline-4-carboxylic acid [(S)-cyclopropyl-(3-
fluoro-phenyl)-methyl]-amide; ‘
3-(Methanesulfonylamino-methyl)-2-phenyl-quinoline-4-carboxylic acid (1-phenyl-propyl)-
amide;

3-(Ethanesu|fonylamino-methyl)-2—pheny]-quinoline-4—carboxylic acid (1-phenyl-propyl)-
amide;

3-(Methanesulfonylamino-methyl)-2-phenyl-quinoline-4-carboxylic acid ((S)-1-phenyl-propyl)-
amide,

3-(Ethanesulfonylamino-methyt)-2-phenyl-quinoline-4-carboxylic acid ((S)-1-phenyl-propyl)-
amide,
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2- ( 3- Fl uor o- phenyl ) - 3- met hanesul f onyl am no- qui nol i ne- 4
-carboxylic acid ((S)-cycl opropyl phenyl -

warRbiTcds7am de; PCT/SE2006/001408
2- (3- Fi uor o- phenyl ) - 3- net trahesul f onyl am no- qui nol i ne-4
-carboxylic acid [(S)-1 -(3-fluorophenyl) -

N3 b g e B e Ry RynalA-Reeryisislin e -4
carbexsmnilexyl i ¢ acid [(S)-cycl opropyl - (3-

N R BR R asrR e He T Syt veyarigel-Rehemauingin-4-
carbaxe‘omrdg,l | c acid ( 1- phenyl propyl ) - am de I .

N- [(1333 (& h Q@et&yi??&i @%%BW%%/P? éa u(rqn%llrrrr] %-earr]t?oxam(r:d%
N-[(13, (zwzhwﬁwnf ol pragy- mraﬁbmwsuﬁ’or@b%wor BUEhBRY o4

arboxylic acid ((S)-1 -phenyl-propyl)- a de,
carb%x ?%’anesul f onyl am no- net hyl ) - 2- phenyl - qui nol i ne- 4-ca

N-[( $)k(0](:}dpr@pw(ph@hy{)(ﬁé)hyl -3 [}()d%@mpro@ls@rwm)ammo] 2- phenquurnolme -4-
I S)-cycl opropyl (phenyl) methyl ] - 3-T (nethyl sul

carbemﬁeaqddno] 2- phenyl qui nol i n-4- car boxam de,

3- (Mw{aﬁéﬁ)rfoamhapyrewmh&)ae Fhémjr qa’ﬂ@meh) BEbBMiE aérd[((syﬁrtf[%rérﬁﬂ-
propg§ aTall ) am no] - 2- phenyl qui nol i n-4- car boxam d

- cytereﬂm’}érgtdmﬁhﬁ’rorﬁerb { eivoyy8idiy<aBl! praslirseth add PRamEcBLically-

car boxam de N-[ (1ft,
acceﬁ%%%s%?&?%ﬁgf 1- phenyl propyl ] - 3-[ (et hyl sul f onyl ) ani no
]- Zombenr)dscrhiItrﬁwbrleeerﬁ-rnveaﬂ@ﬁxm ’tﬂ@ advantage that they may be more

solu%,[é Sr?qlo %%cﬁenoﬂ%p q%:r S Wg,%/ﬁcrla&%rege\gersslrjéef effects,
be 1685 (dviid, Ibermwu |pbwﬁry|mdfétsbhébtn@rrb@ ‘Rﬂnger Q&El@gﬂﬁe @gé Rk 2et and/or
SRR S i kol

physfzoelamisalrsopattie Ph Rﬁ@ﬁubérﬁﬁédrwéc CRMgadds8ysS@ fubictional activity
resent i nvention have the

descg@%ﬁerg&ec?rﬁg Q‘%éﬂ/ﬁ'ﬁ’dg}"%’@ AMlEPesfoune fehaved Cepsral less than about
1 uMefaS NKy3 tﬂ@@ﬂb@dﬂﬂdnmnﬂocﬁfnﬁb GACHOMBINY B NAEAC R R HESEhan

about %\5 I\/Isflorj E\Ke’g receptors
ABBREVIATIONS AND DEFINITIONS

As used herein, unless otherwise indicated, Cy.¢alkyl includes but is not limited to
methyl, ethyl, n-propyl, n-butyl, i-propyl, ibutyl, +butyl, s-butyl moieties, whether alone or
part of another group and alkyl groups may be straight-chained or branched.

As used herein, unless otherwise indicated, Cy.salkoxy includes but is not limited to
-O-methyl, -O-ethyl, -O-n-propyl, -O-n-butyl, -O-i-propyl, -O-i-butyl, -O-t-butyl, -O-s-butyl
moieties, whether alone or part of another group and alkoxy groups may be straight-chained
or branched.

As used herein Cs ¢cycloalkyl groups include but are not limited to the cyclic alkyl
moieties cyclopropyl, cyclobutyl, cyclopentyl and cyclohexyl.

As used herein, unless otherwise indicated, Cpsalkenyl includes but is not limited to
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl and 3-butenyl.

As used herein, unless otherwise indicated, Cpsalkynyl includes but is not limited to
ethynyl, 1-propynyl, 2-propynyl, 1-butynyl, 2-butynyl and 8-butynyl.
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be | ess toxic, be nore potent, nore selective, be

| onger acting, be | ess netabolized and/ or have a
woebdreeoghar macoki netic profile than, or have 8CHSE2006/001408

usef ul pharmacol ogi cal or -gfysi cochemi cal properties

over known conpounds. Using assays for functiona

act|V|tg descri bed herein, conpounds of the invention

wi PF UBeY Peigi Ublgshathenyiesndicsist, hale or halageraiséais talfluenine,

chiofigy, bifnide ®G&IMOr s and many conpounds wi Il be found to
haye I%O 1Sof l'ess than about 100 nM for NK-3

r eC&HFD BereRpARERCINTeDIAPHENY andmarhthyloNs As used
hepgiubed HEeRS §rdi>rﬁahi@ roWn@@anﬂﬁétﬁ:%@éjrocﬁlc ﬁﬁééﬁ)ﬂ{:lubé‘éut%?ﬁot

o nethyl, eth

hml’cgac\J fﬁr%?ﬂfl }lqkelguwi lmlgamlwxazglylbgy%;/q)hdml éhxa@gryl tmghemy& pyrrolyl,
morrﬁioﬂﬂ)ﬂ ;ﬂ]bermw‘l piferana Waﬂﬁ%néﬁ%ﬁwwlgﬁ@m n‘f%‘gyl Rfinolinyl,

t - chaj ned branched

'SOQUPWEWE\H%G‘F?{GVICﬁvleaxa“m" RNz icPRenyhdieezerezolyk onbenzthiazolyl;

| i DICIveETdr8 1o SichBtdMdthane® et hyl, - O p-propyl, -G
-O /- butyl -Of-butyl,

-Ogﬁ%hﬁﬁrsﬁ%?@wl%fat%et her alone or part of another

L ned or
y oo e @R A 1
€

??6‘{ to th?’?&ﬁi'%n‘?’fﬁ'@a%&%P peidg| k noi eti es
CYHEPESARIrs todLE-BRIGMlethyGHUCHIBBHY ! tl’?arr‘lg sglNGAIQQ&?iyrjnonosodlum

As used herein, unless otherw se iIndicat
sal, @3dga| kenyl includes but is not limted to 1-propenyl,

2 WEA@@I@VSJtotﬂet tamgl , 2-butenyl and 3-butenyl. As
d herein, un|ess otherw se indicated, C2-6al kynyl

| n RIAeRsSEE fesasibad hereinyimhate Raseasatyrdroxy. gnispyenather reactive
grougs ﬁ’faQFb)érbfbtectbd b}@lh? Wﬂrote@hr@@rﬁﬂbf bs %Bch%eQ‘tH t\ﬁB)élt rﬁ%ro“l‘éﬁd

erein, unless otherw se Il’é i cat ed \%IGI’]

"PFO{]QSF’& @ropps 1y Yrgrnia Synteeish iBn @d't&ndﬁ?% by&reemlarnré
USBﬁIleB@ btleAvis@bthted RElcHEIRSart PR uRled aR ‘ﬂ’@l’ttaﬁ%lospré?e

rein aromatlc or non-aromati c heterocyclic
pr efﬁ“?ﬁégn @ ilese AtmesRhate ANt prA yssdlly eonductsd atalrresset of about

one fdidbblut thrdd &teepidres, (Bﬁé\‘é@b)ﬁ) atla%érﬁ |p¥é§sﬁﬁé| (gb&h'oﬂé Atbsphere).

J,S 4 hen%%nds ﬁil{*giw?;mrﬂon Bye %@ér?n%d@@s mmdbmao?/atedwfd@fnwnelr
reactldrdmlﬁﬂres Wkt@ﬁ&érﬁ!&ohnio@@ﬂu' nol i nyl, qui nazolinyl,

benzol henyl , benzoxazolyl or

ﬁgg ﬁ‘ég'i'%‘i‘ §q1lts of the compounds of Formula I which may be mentioned include
salts of mineral acids, for example the hydrochloride and hydrobromide salts; and salts
formed with organic acids such as formate, acetate, maleate, benzoate, tartrate, and
fumarate salts.

Acid addition salts of compounds of Formula | may be formed by reacting the free
base or a salt, enantiomer or protected derivative thereof, with one or more equivalents of
the appropriate acid. The reaction may be carried out in a solvent or medium in which the
salt is insoluble or in a solvent in which the salt is soluble, e.g., water, dioxane, ethanol,
tétrahydrofuran or diethyl ether, or a mixture of solvents, which may be removed in vacuum
or by freeze drying. The reaction may be a metathetical process or it may be carried out on
an ion exchange resin.

Certain compounds of Formula | may exist in tautomeric or enantiomeric forms, all of
which are included within the scope of the invention. The various optical isomers may be
isolated by separation of a racemic mixture of the compounds using conventional



DCM refers to dichl oromet hane; EtOAc refers to ethyl
acetate; EDC refers to
wa-20@/0d9aTet hyl am nopr opyl ) - 3- et hyl car bodi i m de PCESEZ006/001408
refers to ethyl enedi am net-dftrraaceti c aci d; HEPES
refers to 4-(2-hydroxyethyl)-1-pi perazi ne ethane
sul fonic acid, nonosodiumsalt, and TEA refers to
techpiques:1ag- digciienal eiysighigations eschies HP-Be ditheedivaly thatiedibdual
enar‘i‘t%?r?e?y $ fay beWéHeoaSb’nea&man?fthé)ép B;S}%rte HERENY ¥&iv ge%lh‘ﬂ?qsc rg%tenals

protected using a protecting group as
undq%rrfe@ﬁ@nstpa@itm&;wlw@lwll"rmt 6BESEt RAYMIGRIKNPS i n Organi c

SYI\ﬁ)HESfIQ&! y sCRIEfhiEsli tion (1999) by G eene and Wits.
Unl ess ot herw se stated, reactions are conducted under

an GompoUngs effgsmaled mas b wade by thenmeihods Hstragestin the following
schethdPsphere and are usually conducted at a pressure of

about one to about three atnospheres, preferably at
Schemsilent pressure (about one atnbsphere). The conpounds
of the |nvent|on and internmedi ates nmay be isolated o
their aﬁal on m xtur es byost anotard tem

L tiga-gakts OF 't HFAthe crrpunc@. RiFor
be ntlongglnc d& sarts bf mneJr—a\l——aa—&»
ory .exanpl e 't hydr ¥i or and hydr obr ofeél/Ehandd/THF
J salts formed with organic acills such as_formate,
acetdate mal eat e, benzogte, tartrate, and rate
sal &y A doaddi tion s§ of conmpounds of i as|
he"T¥ee base or aosakt,

ay |
reaction be carried ta sol vent medij uma n
whi chiet he tisinsoluleorinasolve W CF

the salt is soluble, e.g., water, dioxane, et
tetrahydrofuran or diethyl ether, or a m xture of

solseasing .1 |Nﬂé'tr@fésﬂﬁé’sﬁﬁhémﬂwdoﬂné(@ﬁh’é’r@?nqus 8¥anki S Bcular the
The reaction a metathetical process or

Synth?é/ ﬁﬁEE@éﬂ%ﬁ rVagrepUR’ i ﬁtfé(h A i Rhard BRA §ed pBG Mare 0.

Schégetoai n conpounds of Fornula | nmay exist in tautoneric
"~ or enantioneric forns, all of which are included
vvlthlh t he scope of t he |nveqt| on. The various optical
i Sowe? s may be

LiOH

MeOH/H20
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i sol ated by separation of a racemc m xture of the
conpounds usi ng conventional techni ques, e.g.

wonretocetal crystallization, or chiral HPLC. PCT/SE2006/001408
Alternatively the i ndi vi dud® -enant i omer s may be nmade
by reaction of the appropriate optically active
starting_nmaterials under reaction conditions which '
wi BPheTBe 2 disivales SeesHHIeeiSH CompRAISSHS ANDI SERRIPELan 0 and in

partiG@aPOLERASthedis bPEXEMMe B, My be made by the nethods
illustrated in the fol|low ng schenes. Schene 1

i | CEBeRHY cOMPRENGS Sttt Bivention radb made bimeacding 2ranigod-phenyl-
ethaamie amu Wékyl(‘s‘éh@{yl bmgmfé/nﬂttmﬁﬂe%eﬁée cﬁ"l@ﬁ’éﬁd échB ﬁ%\ Bn N-(2-

m are

[, Al .
0x0-S-PeRY: r?éh% %”FM'%PP%W'@% tfewémgwﬁ ﬂéﬂ?lﬁfoaﬁm@@mﬂw@@H and THF in
ethanbias ﬁbrﬁh & 31a15ky&0 yﬁmlﬁ@@%eh@nﬁ lri(ﬂné)-@[c,ta' tﬁ(ﬁ(glﬂf adidl eowd reacting the

nt hesi s of "Exa ner a
carbpgxyg REAIHt rul@rqw@ tg Plesaieas Qfd‘:'DCl and HOBT to form a compound of
Forrdal&m no- 1- phenyl et hanone and an al kyl sul fonyl

chloride in the presence of TEA and DCMto form an

N PHierGRmPguRdReat e BYHTHON TEANSR Barls bY. KRN a biogwRlb2-pheny-
qumblhfé @béﬂ’bbﬁyﬁbfa@ﬂaﬁétﬂﬁ et vithia, iR DSIFFHEF tdYofth BARRIdot Rrivative

thef%??dr qaying e vlyrtve With BOsHamhanglivalsr foferra ap azidesarbexylic acid;
reactiSd ﬂhe RRPWIHEAT hiyRehitdR tBapRAsYEd & I?@CICErW I-Q(BB’T"rtb form an azido

3 mne jn the presence of EDCI HOBT forma
quing %gﬁ?ﬂg\g&f\e ggp%plgol;ne \@h—]@qllagblm)%?@j’QO@m ch@wol to form an amine,

and l’d?a‘ém therantTaey aﬁ&aﬁaﬂiﬂ okl @ﬁlbh&glnathe presence of TdEA an(?]DCM to
qui nol i ne- 4-carboxylic aci

. r onoal kyl -
formeas?%‘?p%”?r? E@‘R@Lﬁﬁ DVF/ THF to form an azi do derivative

t her gafrthet agct 16 iMVRAtGHEFIAtES b%%rrYﬁobhd&Hégénbé‘d herein wherein one

et hgnol /water to form an azi docarboxylic acid
or mPE‘a%t‘ﬁ‘%@mm%éS aeadioigptene ahthgispmeraienaeitn In apapiceiseiose o this
aspdebel tha e HiFATthk @oM Pbtﬁﬂcﬁi@ |@7al oW G %chtrécﬁ@L b@%dtclbﬁwpounds

azi do UI nol i ne w al |l adi um on carbon I n et hanol

are $y5HeRA0 &6 &y inGREP YT feAig-lelpRlecpirrBgAnRicrals ar, iyihe case of
tnhuﬁﬂbi@ﬁﬁbe ﬁhﬂmﬂrdégbﬂ fbrntnﬁ@ﬁ b?rk%\ﬁrﬁ (ﬁ?etﬁ’c;ds-r%o@)ﬂqn%@st mﬁlude (1)

ma co further aspect

e‘ec‘if?%wtha&ﬂgeﬂ@ﬁ'% &C&‘Owad l% fﬁﬁb&h@tofdag briopeninibe @reﬁsence of a tritium
sourl‘z“én %reéx&n@ﬂ’@ b9ﬂ1y6r@b§néin“ontvﬂﬁ tﬁﬁ&ﬂﬁa& fn tfle E)?é%'eﬁﬁl Qrtapﬂﬁlaefum

In a artlcu ar form of S aspect

Cata'&!ﬁt P‘h&ggﬁ%ﬁ% Sﬁhx%@%’dﬁbfélﬂ% negforragsbindae presenaer ¢fttntm1 gas and

RidofadbPelafie et g hMaamRYREGNAL.E Synt hesi zed either by
asuln o?r)ggratler{;1 ¥ g:j% ﬁyed syt%artlng materials or, in

¢ hEOwRewNGSt ot he W%nﬂoné&m%@@l itiumyate yeefHl fooihetdiscoversnof novel
medieiakestpburas BRe Bind 6 ane nBRLRRI e RHiyIBy hddnism, partial agonism, or

antagonism, of an NK-3 receptor. Such tritium-labeled compounds may be used in assays
that measure the displacement of such compounds to assess the binding of ligands that bind
to NK-3 receptors.

In a further aspect the invention relates to compounds described herein additionally
comprising one or‘more atoms of a radioisotope. In a particular form of this aspect of the
invention the compound comprises a radioactive halogen. Such radio-labeled compounds
are synthesized by incorporating radio-labeled starting materials by known methods.
Particular embodiments of this aspect of the invention are those in which the radioisotope is
selected from "°F, 2|, '], '¥'| 8By, °Br, 7Br or ®Br. A most particular embodiment of this
aspect of the invention is that in which the radioisotope is ®F. Such compounds comprising
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el ectrophilic hal ogenation, followed by reduction of
the halogen in the presence of a tritiumsource, for
wexeTess77 by hydrogenation with tritium gas i nPCISE2006/001408
presence of a palladium catldlyst, or (2) exchange of
hydrogen for tritiumperfornmed in the presence of
tritiumagas_and a suitable organonetallic (e.qg.
one eampz?o@taﬁ*f of atraigisetopaipisehid 8s epsitrar emissionttempgraphy (PET)

ligarldeR@b et dthdriusks bihd EhAGBe Rt rmfiRd theh r&aﬁt’g{?&ﬁyﬁ Vec@f)tors

novel nedicinal conpounds that bind to an

Therapgutictses of OMBRHNGgoni sm partial agoni sm or
antrﬁﬁ%ﬂh&'ﬁsp@ét HinMNtdnreIeRB YO Eomﬁ&tﬁ@stﬂ bédo‘rﬁr\‘NLﬁP&lrﬁﬂa |

be used in assays t nmeasur e
deSCd' Egﬁ%mmt 61USQ GERHARPPRGHEES indherarrard inrempioaitiprsyuseful for
theré}:fy ligands that bind to NK-3 receptors. In a.further
Pect the invention relates to conmpounds descri bed

AW FSPPT G INVertiomsNFamnpRpsen dheserricemapwids dsiscribed
hereirﬂ@r PleIRéAPP of difoaded Addi a@éﬂ ﬂFng‘HrtHé Qct,tlo‘htHf NKa(? %ec%eto?’é‘ Such an

the invention the conpoun onpri ses radi oact

aSPQ‘E&P%“g%TﬁPaSS‘EFcWGWQG? et ﬂf%ﬁ&@?@boréﬁmm@sof aiseassamnrivesditiens in which
modbhéhbrﬂ@ﬂh@@ﬂ@@ kdt@plor e %Heﬁ@ﬂ'v@rﬁcf?ﬁ\@f%ﬁé‘g rﬁ?ﬁseer écﬁh:ﬁts&\‘mg a

known net hods. Particul ar enbodi nents o hi's aspec
theraeuficalyiafigeiive; asout ef @m@ﬁ@g@%tw&woumofrta@ |lrbfesmmtp@ subject

suffériig3 r@hﬁﬁt@@s@é%ﬂ&»ﬁdltlé@?’l 125 1, 131 1, 75Br, 768Br,
77 r or 82Br. A nost particular enbodi nent of thls

eemizodimpgnt iofﬂh&ﬂﬁpéﬁt 4f dhe iRvention isamethadf treatment or
proph?ldkx@ bSQTs@r@@rsl whd@in thelrdrde? r@@éﬂ?@s*sncﬁf’ Eﬁiné@' é&%gh@hla

tons of a radioi sotope are usef Ul oSl t
Cogréweé’é%%?ﬁfﬁoqﬁdefﬂ%?ﬁﬁyot(qsmw 1Y wse%mcwﬂmnmta@&bowel
synchiele A hﬂlbﬁﬂfa?torﬁl%o%t Qsdrhae an'é§|s| ;S’r%aéc!a?ﬁbs%‘ cmgﬁlc obstructlve

receptors. era eutic uses of npoun
pPulmengJisqase, q’*?ﬂf@?{ﬁ@@ﬁw@%w@@ eﬁ%eS@tym@ua@tgrqphma@eé@dandrogens

mclu‘dﬂnbeyEﬁ@ﬁ@Hrl?ed bEIR§S bfd%%ilc ROP&HRsRNBrobRE8: HESe qr?«%ﬁ‘% iBular cancer

conpounds i n therapy and i h compositions use
compy %W'nlswr@ﬁ@tnﬁ@rma@%ma"vﬁﬁe@we@mq%hofemmm@d@éFormulal

to a pAnt Menckl te@apounds described herein for the therapy
of di seases nedi at ed through the action of NK-3

r e OAPERGT asPesi Ohthginvesieris t %mfa%g@apmmdgdm to the invention,
an ehaRRh e Mersdt &é%ﬁ%@é@uﬁcéﬂ@ a@béﬁ&ﬁ@%al@fhe?%i #He"t?b%tr‘n@nt or

ch podul ati on of K-3 rece

propmmﬂ'fl@ﬁ ohadissage @rdﬁaﬁfiitlg@ lrh\ulpﬁ:fh n‘@d@lla{) ipyofhe NK-3 receptor is beneficial.
Partfcblﬁf AB8AHs GAY |c?z$ncﬂﬁ$r%%ét‘4ﬁaﬁl§@ﬂ@éte§%r@tﬁbﬁ5§ OBhsil

ound of the inventionto ect suffefrrng from
Sch'%%’i“ N SRV ENISUBAE @Syéhose@n@b%daﬂarmﬁ@tom dINﬁS@S including

iritaBidRGel §indidhee A RR&th RN bewETRidPEkrObmELiS B8 RbnPEia, chronic
obstructive pulmonary disease, disorders associated with excessive gonadotrophins and/or
androgens including dysmenorrhea, benign prostatic hyperplasia, prostatic cancer, and
testicular cancer. More particular embodiments encompass uses of a compound in the
treatment or prophylaxis of anxiety, depression, schizophrenia and obesity.

A further aspect of the invention is the use of a compound according to the invention,
an enantiomer thereof or a pharmaceutically-acceptable salt thereof, in the manufacture of a
medicament for the treatment or prophylaxis of the diseases or conditions mentioned herein.
A particular embodiment of this aspect of the invention is the use of a compound of the
invention in the manufacture of a medicament for treatment or prophylaxis of depression,
anxiety, schizophrenia, cognitive disorders, psychoses, obesity, inflammatory diseases
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prophyl axi s of disorders, wherein the disorder is
depression, anxiety, schizophrenia, cognitive
wdi2ewrodea7s, psychoses, obesity, inflammatory dPEEAEZ®6/001408
including irritable bowel -sindrome and inflanmmatory
bomel di sorder, enesis, pre-eclanpsia, chronic
structive pulnnnary dlsease di sorders associ at ed

inclg rign'rrg%?f%§9W%'§V@6’ﬁ’§lﬁﬁlrrddﬁﬂﬁrﬁ@a&fﬁd¢we'&tﬁ@fdﬁgefm‘seSlS pre-eclampsia,
chrdnf&d%@rhﬁ@e%!lﬁw bid8Ase, Q%ch&?s RRehald \thé/)l%@éé?vea&dr%dotmphms

}) ‘I%f atic cancer, or testicular cancer conprisin
andiogANgTPaensy NFlYding BraPeRasBIRaghRIgN VOéﬂﬂfl@Bmar@a&mmtahﬁ cancer,
andaegﬁ@mppmepf Formula | to a patient in need thereof.

Eﬂ ct of the invention is the use of a
PHA@EM%{; ﬁ MP,%S TN i nvention, an enantionmer
th @oﬂﬁfouﬁdﬂs &f tREAVERGSRY bh%r?tlo'rﬁé'r@%%gf a%{Ioepl'%t‘?’}héicetu‘ﬂ@e{lI?oafcceptable

treatment or prophylaxis of sease
Sa"%‘krg‘ﬁiﬁoiu TBRY BeUSRS Qrihah QN &Y indhe derm YleapRrorBiategpegicioal dreparations
for el drpasdnterBeddnhifidtraiondi RRBRAY t%%dfuﬁﬁ’é}dals &'b?trﬁhﬁ\;entron there

e treated are depressjion, anxi et |zo

s DIBRRR PV HCSU R Famb s ibaiding Bsiaiebly Iosa hmpgr EOEynore
prefdﬂa@@a%&harﬂsd)%cﬂy%lgﬁtrdf haBhPolRYs! the YH?/@H@JFHP %Hﬁnxture with an inert

tor di sorder, enesis, re-ec

phar@?ﬁ%HMﬁ B erpﬁﬁtql? g@leamwhmangpr&a@r Base, disor der s

Exa MRt aﬂL%ﬁts/WLH’icﬁﬂg ahd cxfiegiofradot r ophi ns and/ or
androg s _inc] udi ng dysnenorrhea, benign prostatic
hy peP t@E‘?FSef““dp#r%%Qeét lestosartaich, talsasieads el ar cancer.

Nbr—&‘orpﬁpébl@é”téﬂarﬁimbﬂﬁ&b% enconpass uses of a
reat ment or prophylaxis of anxiety,

d ep rf8r '§i96‘ﬁ‘gle§5’llﬂt'96®t‘(}‘aéﬁr » alcahels.arvesTipyvegatable eilser

as pg6it supbosittfies:MERiEl SHharderch®ilssewtes? COMpound
j_grdl ng to the invention, an enantionmer thereof or a

8 BisP LE9VigrdR BIOSEIRIOEthe AIreparAianeRifsuch A phanaceutical
comﬁwhﬁrﬁ\wmbﬁ Erdéésﬁcd?ﬁﬂis‘é@ﬂ?ﬁﬂhg Bpéorﬁ&ﬁxnﬁﬁ\ge}ﬁ@ﬁ@eq‘?&nts together and

hyl axj s of the di seases or conditi
for nmg(tgp 1XeK iBgtegiepts ialo BB A FupROSEPriasipscapspledng B ingredients in

capdumsesHdigBiving the Pighsifer@d tPoRR MY @biukidiR. | nvention in
th manuf acture of a medi canent for treatnent or

r 6PRYaEeHEcaly- a&%?ﬁ*%‘%l% devivativescinelige selvalies ape salts. For example,
the &mmuhuy@f b FREARS S maP RHFNRRESdd) esscfltts Yuith el&ids 3§U&ﬂtagr y

di seasesincluding irritable bowel syndrone an

conyeRfionakRERraIAFe Ut Y-aaqe@&%amd%mw@g npileic duideaeploiria, hydrobromic,
phosphbA)i deef Firhaled, sXIRyRY AR #cYic drh§r§ﬁéﬁﬁl taFﬂérfc.oé recfthanesulfonlc

assom ated with excéssive gonadotrophins an .
acid #ndr ogens i ncl udi ng dysnenorrhea, benign prost atic

hy peidridaBibA salky &&ﬁ@bérﬁq_@tﬂﬂ%%’f Foffda § ﬁ/ﬁkh%‘%ﬁe fhéhtionkd include

ound

UTI CAL COVPQOSI
salts, cﬁ“%@ﬂ?r(lafquse L epimRierige hydrpelyeridesgng hydrobromide salts; and salts
formpb VitARegiHid £6Mdd ScAGEEEIRL Bicetate, maleate, benzoate, tartrate, and

fumarate salts. Acid addition salts of compounds of Formula | may be formed by reacting
the free base or a salt, enantiomer or protected derivative thereof, with one or more
equivalents of the appropriate acid. The reaction may be carried out in a solvent or mediurﬁ
in which the salt is insoluble or in a solvent in which the salt is soluble, e.g., water, dioxane,
ethanol, tetrahydrofuran or diethyl ether, or a mixture of solvents, which may be removed in
vacuum or by freeze drying. The reaction may be a metathetical process or it may be
carried out on an ion exchange resin.
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salts thereof, may be used on their own or in the form
of appropriate nedicinal preparations for enteral or
woanEmeeral adm ni stration. According to a fur POEISE2006/001408

aspect of the invention, th&re is provided a

phar maceuti cal conposition including preferably |ess

t han 80% and nore preferably | ess than 50% by wei ght

of Far the miget mertedds; Aedicamentsiane dompaditione meatianedhergin the
amohﬁﬁf%oﬁb@uﬁ‘@ﬁs%@tdngggé go ea‘?jhﬁ‘rkﬂgt%re]% \{%H ed?tCO%J SH bva{r§ #Rh the

or carrier | uent rcan
compeiind eprRioyade the. m@@ﬁ Oftaéilm!@ﬁtéat@ﬁcandrtb@ﬁ@@melnhdewgé However, in

gene?&laEé%réfactt&i/ fesuftd SR dtﬁalﬁéﬁ fhen tf%%’orr&fbﬁﬁ&g Sﬁheﬁrﬁl'éﬁt‘?d'n' dre

acid or |lactose; - for I nj ect uti ons:
admipysierRB s dailyeasapp of M%Qéﬁn@t%am@t 20fmgrkg of ammal body weight.

SuciP HRRRThA 6 §’§en ?ﬁ%\Hﬁé’H dc%resh% dﬁﬁﬁ% é’blé ordh sWQAfEd release form.

There is alSso provid process e preparation
For manghe kptal qﬁﬂhﬁ%‘@dém ﬁhéaan@eo@ﬁi@m b |nm1to\/m14czﬂmp,rmcr@3@eferably from

10 n?d%@plrob%ﬁ‘é a‘ﬁﬂ)ﬂnﬁ Qo%geqemmbg%lt &8l %d?ﬂlﬁ%%ﬁd?}t comprise from 2 mg

et her "and formng the m xe n?re ent's

to1 f‘%‘% Mgt ths casnpnyod isdavxegsyithenseligslliguin phatmrseutical carriers,
lubrit&§ 86k Bifepitd. N capsul es or dissol ving the ingredients

to forminjectable solutions.

PhaPRERCONoEaNS §f the tuptlign reayerstimtauienserionehardiemeric,
ster&dMonrRor @Bgméﬁ‘lb iomdro Hﬁ’biewh ith ?r&iﬂ@iﬁ&’%&\gﬁmmhé Qe of the

invention may formacid addition sa
inveliphy T4 V@éﬁ%@ﬂticahwm@ﬁavm@plam hyysepetdipn abk eaceoiiemixture of
the doMPoAHNGsiFRLS Ve ntidhaffRRliL S, % gﬁfcﬁﬁf &gétﬁmzatlon or chiral HPLC.

phosphoric,” acetic, fumaric,
Altennatt\fqht’the iRdididual enantigmesy mey @ﬁemem War@és’flﬂnfcd thecappsoptiate optically

actlv@@téi'nﬁ’gjjma%ri‘a@ abE r%a@t’?ont Jb‘?ldﬁl@ﬂ@@%? ds rfb? cgl%re%l!:%]m%amn
be nentioned I nclude s m neral aci d
f oEX@aaalﬁﬁfl @RReengs eirthe Hveniiaeman aewmemﬁmr@eessas @palogous to
that 88¢kridad FnSSdeéH@fj W\&S@ REQGRM the BF W retiiy %&?e&g{eqﬁét%any

acetate, naleate, benzoate, tartrate,
suitablg arginesand agigl ghlorides and easboplic @m@m@eweﬁmmaompoums

withif@¥e SRpb Yt RGUB)ecE FaRLH d%oﬁl%:d HdrER 22%%m g@ ja salt,

enantioner or protected derivative there with one

EXEHPLAGTCOYROMNEAt s of the appropriate acid. The
\C\E‘Fﬁé bREMPEY, d3fhpoBhdd u;gr:dEeésEs ﬁe§&|b\éqﬁé m%ntlﬂiﬁcﬂ\mlﬁﬁ(})h&

_ ch the salt I's 1nso e or in a solven
ilustfgiien %ptexa@pgdpmjargy opunglerstepging.  Hawewesteihoee Risifesl in the art,

uport é‘drﬁ&HMQﬁ&T <5’fﬁfﬁnﬂte%hiﬁ%%1E barh cﬁfn 8/ profissts Qﬁ&%‘éﬁ%dg of this invention,

sol vent s, e re I'n vacuum or
modiegtiang andiehangascvill ba anweb@hat mey be hede élmreqomtt@ghd@mmg from
the dphrit BR¥cdPR of the invention.
Example 1.  3-[(Methyisulfonyhaminol-2-phenyl-N-[(1S)-1-phenyipropyilquinolin-4-
carboxamide (1) (identifiers in Example 1 refer to Scheme 1).
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carried out on an ion exchange resin. For the uses,

nmet hods, nedi canents and conpositions nentioned herein
woheo7aewant of conpound used and the dosage PCT/SE2006/001408

adm nistered will, of courde; vary with the conpound

enpl oyed, the node of adm nistration and the treatnent

desired. However, in general, satisfactory results are

obf\gPkéen @h%ﬂm@ﬂa/l%ﬁmmﬁmo l&Fphemglabinelnet4-earbadic acid (1c) (342

mg, @@%Mb@t%ﬁfpgﬁra?e gau ¥ q%S@% Jéﬁ nﬁetmg @n& J&z%g% 1.5 mmol)

in tetb@hygirqf@rﬁm(ﬁo ml)\W@e@ﬂd@dfﬁJlx%%m, 1 BresolhatAY uoderiNp. (S) -1-
Pherﬁ}l‘ﬁ &/Bﬁ'ﬁiner §|38§‘§% ﬂ&?n‘hfﬂol)g&fs tﬁ?ﬁ aqé%gﬁfa%glrea%ﬂ&]\ Wil Stirred at

rom
RT f@rr*e& r Ab Bglvmtmsremngect io vaocoo aig th&neIS!dw& wasgipavtitenetidoetgeen

ethylséefg%@ L&d fl?% eﬁ@@bu?&f&d}h » cgﬂ}ongf(} s%ﬂ{{ﬁﬂ' (ﬁ%dforvgpégd ¥ shifate and

conmpound "a
thenlqoqcﬁrmratﬂﬁbmrvacm;tﬂmesndae wiae pgrifiddubyr ¢reamatogeapty eluting with 15-

5%@‘[[‘3}!‘%@&5& /FRIENER gﬁltlé’fc Pgudon{? QI qgcy:jr%X a%hc? t 1H NivR

oneric, enantioneric, eol s eone
(300MEtP EDIGEs) BAX9rs(t, 3| 1.67 ( mh.?idh 3arie(sj 3t6), BAdg vdH)hiS nmhezH) 7.32

0. P8 LT AN 2o TR A S o] PR m 20

8. 42t(hneZUb nMidSuUkRISl, onéz ag6€ vivEntLaMS 2.5 ecimi ques, e. g.

150K A Rl By P B gt a0 0o

wasppepae@:bmﬂhmfodibwmbenampr opriate optically active
ré'&g] [ga]i He% egm%% e on conditions that w |l

ry conpounds of the
i nVemtsohrion®ay 2aenino- épbee;detbgmwebydmslﬁenmab))gws mgp 10 mmol) in

t n. the . art
w2 m 3RS 4 P80 TEACEITE 2ol BusePlla ncshichateid et
mettaddutformyh chloride . ahohLc 8 hnmcy)l was addedslamy afibtheseattibo mixture

n f th ect. matte

stires AT e Tre bl R e RBR B R Bk e
drieceaneamsbditign smferpmmidlaeracmcpntnaied ﬂesaad/em: give ¢het title compound (2100

' [ l trati e ) or..
ma, BPAT R SR O RERAE AR s O MRG0 HEHR: 3 g i
S-I(mé’tbvla:lm)nvlwmnhmvmuatolmesvmfarhdxghdwmthljg of

co D t.hod his inventjo

m)g?? | c:at%4’401 @8:51% Qf%%se%&%dﬁ 303%‘08 i g @WP *}yﬁwdﬁg}-%& 29.0
mmateid evatdrgR St rol wi Theaasuliiteparovin pgedipiate whestB@dnidorausly at RT for 20

. f le .1

min SRR R e A B TBiE - R
pher§)etiylptesingrigsulimaiiide(tioh (839md,- 3 @mnhnj)aamthwo(fmalF/water (6.3
mL/1é%$i ﬁ?ﬂé é h’l Wad fﬂeﬁ)éag@c‘ Sro%msg ofEr 38 m%%tc]eesnerhe) reaction mixture was
stirregi Qt(aﬁéafpr wthénottybgfarei avolingtofiE nAll- grgianiclsbiventd wese beowanled in
vazcdocan?icthéI a&dec&s(rgs%’ue reduced to a volume of approximately 6 mL. The aqueous
residue was washed with ether (3 x 10 mL) and then the aqueous residue were acidified with
cooling to pH 4 with acetic acid. The precipitate formed were collected, washed with water
and dried to give the title compound as a solid (721 mg, 70.3%). 'H NMR (300MHz, CDCl,) &
3.11 (s, 3H), 7.05 (d, 1H), 7.39 (d, 2H), 7.64 (m, 2H), 7.78 (m, 1H), 8.06 (m, 1H), 8.19 (m,
1H), 8.47 (m, 1H), 10.03 (b, 2H). MS APCI, m/z = 343 (M+1). LCMS: 1.07 min.
Example 2:  3-(Methylsutfonylamino-methyl)-2-phenyl-quinoline-4-carboxylic acid ((S)-1-
phenyl-propyh)-amide (identifiers in Examples 2 and 3 refer to Scheme 2).
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20

ng, 1.0 mmol ), HOBT hydrate (231 ng, 1.5 mol),
4- met hyl nor pholine (276 nm., 1.5 nmo!) in
woebraaydr of uran (50 nml) was added EDCt (289 nBCT/SEZ006/001408
mol ) at RT under N2. (S)-37-Phenyl propyl anine (135
ng, 1.0 mmol) was then added and the reaction mxture
stirred at RT for 12 h. Al solvent was renoved in
vacuo and the residue artitioned between ethyl
acetate and 10% aqueou | um _bi carbonate sol ution,
dried over sodium sulfaté and then concentrated in
vacuo. The residue was pOg}iN ed b¥)chronatography
eluting with 15- 25% et hyl| acetatel / hexane to give
the title conpound (70 %y 15% "ag a solid. 1H NWR
(300MHz, CDC 3) d O. SFD P97 (m 2H), 3.44
(s, 3H), 5.17 (g, 1H), / , 7.32 (d, 2H)
7.34 (d, 2H), 7.39 (m 1FD : m 2H), 7.84 (m
2H), 8.08 (m 1H), 8.30 (m 2H), 8.42 (m 2H). M
APEl ao!mbz oF34&tinoMethyl)-2-gidsyI-R-[65)Tighenyibeopy | @uikding-4-

Cafbexw'ﬁﬁt(%?)ﬁé%? mgn QAR B PSMIRR M) s ﬁ%cﬂq%em@mmﬁp uL, 1.0
mmal Curitiir Ng(llﬁdn cOMlifg At RRLPALeH Bath hﬁeﬁwﬁhés%\ﬁ'b ﬂ{?‘_@ {39 uL, 0.51

henyl et hyl ) met hanesul f onam d

2-
mQUia STPC OB ARG (HE BRI R NEn BRIk akditanal 2y Washed
the rﬁﬂ(ﬁ,ﬂ:&/\ﬁfﬂbrlﬂ@(mu andthDM¥rydnfOorlse nabas Qx‘ég&d%-g-:cﬁleﬁ?o\/ér sodium

Upon cool i.ng under 1 ce-

SU”%’&%FW@GWPB?%H“B&H BRe- (Therpsidue wee pﬁﬂﬁﬂob byghgomgiegtaphy eluting
with S BKE@‘%/ etﬁ?ldacbfh@e J R&hk 88 gtk XA t% C%Hdohﬁg T439 asﬁg solid. ™H

m xture was parti ti oned between I Ch oro ane

NMPa(?@OWZm@Dde 5@@940@&4*)51)85 0 2id), PR adtd), #188r(s, 2H), 5.25 (g, 1H),

1
6.660BNAL 1017 $AUDH) 07 0V T1E ZAE R IPENDY éﬁ 8% (m,
1H), (BI\%DLW Hongs20 1m¢@4)mms APCI m/z 474 ( M+1) LCMS: 2.16 min.

Exarﬁglggfgt@ %ﬂ'\ fSQ lisiybiniibse AN B9 unoline-4-
carbgxanigde on of SOdI um hydrOX| de (1 15 g, 29. O mml) in

water (2.5 nL). The resuylting brown precipitate was

stirred vigorously at or 20 m nutes before being

heated to 85 3C. A sol +ONN (2- oxo0- 2-

phenyl et hyl ) met hanesul f onanj de ( 1b) (639 ng, 3.0
nmol ) in ethanol / THF/ wat ex"( 6. 3on1 /1 .25 /6.3 nL
was then added dropw 20 af“utes The reaction
mxture was stirred fof ‘burther 4h before
cooling to RT. Al orgafirg ants were renoved in
vacuo and the aqueous residue guced to a vol une of
approximately 6 nL. The aqueous”residue was washed

Wi Ubingtalbcdddresitflarnto)ha st ih BRaAEMEO YS! ikt SHEnesulfony!
chlon){\/ecfe (48%CyltLd I0f5|1en(%|mol) as a component provided the title compound as a white solid.
(90 mg, 8%)’HNMRCKDMHLCDGQSOQZQ3HL132¢3HL195mm2HL304m,
2H), 4.87 (s, 2H), 5.17 (q, 1H), 5.48 (b, 2H), 7.25 (d, 2H), 7.34 (d, 2H), 7.39 (m, 1H), 7.78
(m, 2H), 7.84 (m, 2H), 8.08 (m, 1H), 8.30 (m, 2H), 8.17 (m, 2H). MS APCI, m/z = 488 (M+1).
LCMS: 2.24 min.

The starting amine, 3-(aminomethyl)-2-phenyl-N-[(18)-1-phenylpropyljquinoline-4-
carboxamide for Examples 2 and 3 was prepared in the following manner:
Methyl 3-(azidomethyl)-2-phenylquinoline-4-carboxylate (2b)
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cooling to pH 4 with acetic acid. The precipitate

formed were coll ected, washed with water and dried to
wQivE/ a7t i tl e conpound as a solid (721 ng, 70CBXE20048/HD1408

NVR (300MHz, CDCI3) d 3.1-%8¢s, 3H), 7.05 (d, 1H),

739(d 2H) 7.64 (m 2H), 7.78 (m 1H), 806(m

1}—%ij 8.19 (m 1H), 8.47 (m 1H), 10.03 (b, 2H). M

a S@ILEIOE o 3gbromen)ethybedshenylayinotingr4- car@xpla@ (28) (2000 mg,

5.618 nWS! W?Lﬁrtyb %qumuﬁ‘é’rrf[ﬁ(n}%'a)idgd%bw 'az@%!'(ﬁ@ #nB€6.48 fiftnol) and

r boxy |c aci enyl
the (oRgliTIiuEs S1TTes EFTHTSE Na 1arid 16 AlLJabont Besreonsizl vaguo and

the BEHE WRB pafiitioned bet hyl te and brine, dried lfate and
© I( am nor‘r)e Ihlg? 2e B"ﬁ%%ef y ac[ezalesan Bneen)r/'?e P \6% ﬁo]d'“{ﬂ %uoaean

ther GoBCERTSGRT IOTREHH. dTlee (esisie wes puritied loy q\rﬁm opranhy @@Vng h 10%
ethy%aeté(i@? hé)@éi’%%%;f\/e%@ﬁ I@EBrﬁ‘p?ou%H%ﬁg-rﬂg é an Wﬁﬁ? solid.

pon COOl | | ce-wat er esu ony

MSAH%W@EC’O%NH'L? BCHS: A¥dIminwas added dropvm se and the

r ] addi ti onal 2h.
3- (83 AbHIR Aty gmaﬁde #@g@_@g@gz% ") and the organic

phd&@ seisios&h aeane d- (aﬁ@IO'Hﬁ?’[h?é))‘Z@héﬁY‘@l@@@‘l@ﬁT"sQﬂfb@Mﬁt%t(ﬂb) (1781
d
mg,tgttﬁgw‘agnﬁ%imbﬁg %%%dear b & A)‘bz tm;q@, RyrbidéE

mat ogr a t|n wth 15- acetate /
moneydae (664 mwa 1 H@mpi)m %5 @b veirInd heTeactign nmzt%e wigs sfirred at

refh&%r‘ A aﬁ@t%sﬁﬁ@%‘zag gﬁ?@l\/\;ﬁ)ﬂ 1 QC% 5[534 2, ?F%/ol&rgg@é d8ction
mnxt(JBa wqeweduqe@mc{e@ recmqu presgure( ez@gultmg qg;ge@mﬁ phegp was extracted
W|’[h7eﬂ€7¥§S aéé’fbte?(k%@ ml). 8‘#hé Hﬂ&agﬁéﬁla& \Q§s %éﬁaré@i Cﬁ/sv%ggéd'%t@ Hline (20

ml) ﬁﬁqudned@ygrrgq)@urg sulfate and then concentra ed in vacuo. Crystallization from ethyl

acet%re(méﬁd@%%%mﬂakilé\ebrﬂe t(¥0 m§ %2672% alok(n gsbn@hms

nqui nol 1 ne-4- car oxam d a proce ure

APCdl'ﬁizFaﬂg)g@/“tﬁaﬂ—C&/é%cT p%éfdnl n Exanple 2, but using
) 4l [ B, 1tk

S0l 20Ut ®! ﬁgazlg@wthy)lzfpmmmmww@mm acid (20D £97ma, 3.28
oo bl Buhi, bt W, § rmoni
tetrahy@sbfuray (SEHNI) Wasaddan EDGYI60AT . Pmraw) atRT7usier (i (S)-1-Phenyl

pro%m@%&% 4%8%5% K}#’%l?"g’ﬁ% Zag‘b%cﬁgn&?he ct%hbmm{w sgt!rred at RT

for . ndl] s@verimian sennovad n-v2ephathe kedidue &) s dartitioned between ethyl

ace%ﬁ@dﬁgy 4 d% gMéAL&LQ g%ﬁ Bx?%r%o?éigﬁgl%gﬂndﬁgd o%r s%?@?ﬁélﬁf%tezand then

repare OW Ng nmanner:
congsnirateddo rveww G- rpbidne Waa pnidfiedrin- ohrmraaﬂogoaphaemtuo@br)trm5 -25%

eth@a(?%ét@t/ 'th?rLg ﬁo)g|Vf thﬁ tltle rﬂplnonuo d|(1 Q00 ,mg a?%/o)xaﬁ a{ %ht yﬁlkiw solid. 'H
NMRR 280001y CLEC19 B0. %ﬁl 3H) a. OTKI%/ BNJ; 5 50(qprLH), 130' ) 2@ s.72 (b, TH),
72050, 338 AR08 (080 oo B AR e 09 B (. 0
2H) sy ent 2H)a VS ardl,ad/zi=n422a0Axd ).abdMS: 2.47 min.
3-(aminomethyl)-2-phenyl-N-[(1s)-1-phenylpropyliguinoline-4-carboxamide (2¢)

A solution of 3-(azidomethyl)-2-phenyl-N-[(1s)-1-phenylpropyllquinoline-4-
carboxamide (2d) (1000 mg, 2.37 mmol) in ethanol (200 mL) were added Pd/C (10 %, 1190
mg) and HCI (2N, 2.5 mL) was added. The reaction mixture were hydrogenated under 50
psi Hzat RT for 1.5 h. The catalyst was removed by filtration through a thick layer of
diatomaceous earth, the filter was washed with ethanol and the washes and the ethanol

solvent was combined and concentrated in vacuo. Crystallization from dichloromethane and
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the residue was partitioned between ethyl acetate and
brine, dried over sodiumsulfate and then concentrated
wonowraeewo? The residue was purified by chronat egrapinge/001408
eluting with 10% et hyl acefl8te / hexane to give the
title conpound (1781 ng, 99.7% as an off white solid.
, mz =319 (Ml). LCVS: 2.
e’fhesaf(%%m%@!ﬁypwgu (40 1o 9RSP) 3Fe2 ny@ae%WWOE s GH NMR
(300(\/?er) Cﬁglgs%cééigr g, 2b1 '(f?%t Qéﬁ 3,18 (b, 3H), 4.39 (t, 2H). & 16§qb1H) 7.30 (d,

pheny Aol i nel 4-¢ar boxyl
2H), (7137"8(12l Ag), 7539dn17ﬁbl))7 7&1(@3&%@@% (@5@Hh1_8)03/@“s 1&&0&3&0 ffhe?H) 8.44

Ol LIU‘I$%i’C@f J7i<L S +h|dL@Msd% ﬁ%ﬂhydfate (674 ny,
y eattion mxture was
-X_a@P_@.lﬂLedS =28 !

carbd&drfigEi ed vvlth 1N HCI to pH 2 The voI ume of reaction
m xture was reduced under reduced pressure. The

resul ti ng aqueous phase x@as, extracted with ethyl
acetate (150 nL). The o c phase was separated and

washed with brine (20 m)Xxand- “dthed over sodi um
sul fate and then concentr?t

Crystallization from ethy
the title conpound (1200
solid. M5 APCl, nmz =
3- (a2|donetrtyl) 2- phey
pqui nol i ne- 4- car boxami de ( 2¥)
3- (azi donet hy) - 2- phenyl qui nol i nec4~car boxylic acid

(2c) (997 ny, 3.28 mmol ), HOBT hydrate (760 ng, 4.92

N Solution 1ok B1iiphetoyigihionylyemin 52 pingnyl-H-[OES) rinmprenylpropytiquinolin-4-

kAR GE4A0 Y 9] TGS S35 S50 Bt 5, 1o
and sl (B262ulnTidd mmmda)s Thieeaaciidd euxtaredvasetirresloat tHToumder ki tore h. All
sonv g e veitko A MinBoiuf FeY PO LB ERBY Briootate and

1 O%aa{mteatjae saedioh birizmasossutivaddisd diec aodiomatuéateandtihemnconcentrated
in v%cglélej g’hg \.f.%sgdf o\gésgygcg %g@kgg? qglg%'ﬂlga fr%ﬁ{%tﬁg{ /r @%}%&ﬁé r(]:]ive the title
compburid (290\wd, 44 4S56)2% ﬁillhyPHNOMEIR BOMHOHOTTIE IMOP(tVBHY h®7 (m

2H) ¢ MRSL SO, é%b% G 601400, Toahy Bty e 7.00 (m

1H),52.29 (rh an);LHB4 (15. 39, (8?08 @hH)5s. 3’(2(r(1 mH)181)42 i, 28). (IS APCI, m/z =

eq\lln vacuo.

cet / hexane to afford
6 —as an off white

) . “CI\/IS 1.09 nin.

4743@”‘&#0 o S 1H), 8(?0(3') 2H), 8(2]9(:2 2H) . B

xaAE@S MNe[(FS 3! etheil B4 (mbthylsulfony)aminol-2-
J ] enyI N-[(1 s)-1 -phenyl propy
ide (2e) A solution of

3- (azi domet hyl ) - 2- phenyl - N-[ (1s) - 1- pheny@::l ] qui nol

EDCI/HOBT

Using a procedure similar to that described in Example 1, except using (S)-1-
cyclopropyl-1-phenylmethanamine as amine component, the title compound (3) was
obtained (50%) as a white solid. "H NMR (300MHz, CDCls) & 0.44 (m, 2H), 0.61 (m, 2H),
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car boxam de (2d) (1000 ng, 2.37 mmol) in ethanol (200
m.) were added Pd/C (10 % 1190 ng) and HCl (2N, 2.5
woipowasradded. The reaction m xture were hydr egesar®e/001408
under 50 psi H2 at RT for-205 h. The catal yst was
renoved by filtration through a thick |ayer of
at opaceous earth, the filter was washed with et hanol

1 572%1%@ Wasn@d). 48 @ntHlet Rare) 2907 Bare, Akhs788 /Wi Hai 7.78 (m,

2H am ng.patRdiHyng! 0 ok &
LC?\/%géh or@gﬁet hagle an>de;8gg¢ﬁ g?&%%i@ tzltlz MS?{QF;&L@% omjlrzg (M=1).

#1fgn- 92 % as a hydrogen chloride salt. 1H NI\/R

xarﬁ@@QilVHZNé 3 flidrop Y
q,
me_ry xamige @y . 7.78 (m 2H), 7.84(m oH),
8.08 (m 1H) 8.30 (m 2H), 8.44 (m 2H). APCI, niz

= 396 (Mrl). LCMB: 1.70
3- [ Met hyd{px? hyl sul f onv

in. Exanple 4. A

pam nol 2- henyl AN[ (1 he\xﬂDr opy quw nol | n- 4-
car boxz Os N
3-[¢( Isu fonal)am noJ - 2- phenyl - N-[(l

1.0 rmol)
mmol ) and CH3I &Z. 3 ni,
m xture was stlrred at RT under N2 for 2 h.
soI vent vvas renoved in vacuo and the resi due=was
% 0
et e SR e R A e YR
cyclcmﬁ@pw ﬁe(ﬁ-ﬂ@@i@@éﬁmwmeémnammawwmn?érwmpesemtumewm compound (4)

vas B0 of SSENOSEL MO PRS0 8 2 g,

2H), NNR ((30614-&07 CDBHB)4.2b @, 9H), (7132 @HRH), 7.37(nf, rlH) 28D (m21H)y 7.78

(m, éﬁ)gg%'éi')m ﬁf% cﬁ;?(gﬁ% g%lm é}%g%wﬂn %1_51 Afé’)jl( 17 = 490 (M+1).

LOMgtp,2470i84 (M 2H), 8.08 (m 1H), 8. 30 (M 2H), 8.42

Exa@% : A m ' iinol- P'uinolin-4—

carbnxmmtim‘ﬁ)B r (et hyl suI fonv pam nol- 2-
phenyl qui nol i n-4-carboxam de (3) . Using a procedure
simlar to that described in Exanple 1, eXcs [

(S)-1 - oyclopropyl -
con‘pone_nt N

S) - cvel opr opyl (3 fl uor ophenyl ) met hvn- 3- r(rrelShyI

! )Gsmg alprézcedure similar to that described in Example 1, except using (15)-1-
cyclohexylethanamine as amine component, the title compound (5) was obtained (36%) as a
white solid. 'H NMR (300MHz, CDCl) & 1.12-1.16 (m, 4H), 1.26 (d, 2H), 1.45-1.55 (h, 4H),
1.57 (m, 2H), 1.92 (m, 1H), 2.3 (s, 3H), 4.23 (q, 1H), 6.62 (d, 1H), 7.37 (d, 2H), 7.56 (M, 2H),
7.64 (m, 2H), 7.78 (m, 1H), 7.80 (d, 1H), 8.14 (d, 1H). MS APCI, m/z = 452 (M+1). LCMS:
2.30 min.

Example 8.  N-[(1R, 25)-2-hydroxy-1-phenylpropyll-3-[(methylsulfonyl)amino]-2-
phenylquinolin-4-carboxamide (6)
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pheny[ qui nol i n-4-car boxam de (4) Using a procedure
simlar to that described in Exanple 1, except using
wOIo7h690ycl opr opyl - 1- (3-f | uor ophenyl ) met hananPQe/SE2006/001408
am ne conponent, the title2¢onpound (4) was obt ai ned
(35%9 as a white solid. 1H NWR (300MHz, CDCI3) d 0.46
(m 2H), 0.66 (m 2H), 1.57 (m 1H), 3.07 (s, 3H),
499(q 1H) 7.32 (d, 2H), 7.34 (m H), (mp 1H),
: 784(m 2H), 8.08 (m 1H), ‘
AR . M5 APCl, nlz = 490 (Mtl)
2.24 min. Al Ie 7. @18)@1 cveEbohexy! et k
Y

p- 3- y suInfony}L) I noI in-4
car boxani de Usi ng rgce -
describedVin pl e 1, exgept u3| ng ( 1

cycl ohexyket hapam ne as am ne conponent,
compound (5) was obtained (36% as a white sokid.
NVR (300MHz, CDCI3) d 1.12-1 .16 (m 4H), 1.26 (d,
2HA, solutibh ol S%tﬁmesﬂ#ﬁnfllahlﬁa 2 nﬂhb-car&o@/ﬁc ééﬂj ;1‘&7')(2?_(')) mg, 0.73

2. g@ s, 3H), 4.23 2 (d, 1H),
mme} Btivdrsig (148 rag 1(1ﬂ~nn2ql)) 4-n'yetl7ygmpfﬁhomq) (169 pgg ¢a mmol) in
r%h@ne c&!&i@e(éfEmll)"&/as é@e@@Cl Fsé"‘@nt, 45%@% 3 RTLENE N,. A mixture

of (1f% Bﬁéﬁgﬂnﬂ%a;meewpmp hx@rpefaﬁwdeaaﬁ%meﬂly?morphollne (193 pL,
1 75IQﬁ|$ﬁBM| iA l#rhéiﬁ’*lér’ﬂa‘ &Tl&ﬁfek@)?ﬂ!)‘m%% a@@éé\aﬁé’ Het r'egf};o‘ﬁfmlmure was f’nrred at

- met hanes | am no- -carboxylic acid
RT fegg@h ngolugorT s Q?ﬁl'ﬁp)’\ed mﬂstww@raqr@ t(vmgaxﬁgcteq with mﬁjmlene
chloﬂdéTET W&d@élﬁé@bﬂg@ﬁlc(e%ﬁQctghneEwéshég V\m‘mir%e' &lé&%\)&y I-rS%B?res;um

loride (15m ) was ad
sulfq{qauq,g@p qpeeniiaigdinyreLewitl agded smca The compound is subsequently

ol deaficaand vhRABFEORANEANA Wit 5060 Shydeenil)

yl norpholine (1 I n° et

d'ch@rﬂraﬁth%e fodiva the tmﬁgowaawuf @Ramands r@a&H. NMR (600 833z, CDCI3)
§1. 1\'@?@ stigs pd &t BE3f(§r3+i)62 Bo dSOJU 1001 1)PRLL L hzﬁ'{ﬁdm 5.35

ai nst wat er ‘and ext acted wth thyl e
(dd, efl”FI Bfi Y8 HZThi), dotbidnée 762 Yanit), eRndd = aeesmeu) 7.44 (d, J=

7.5 Mk, 1By bfhﬁ%g@h#% \eF 4 ."?g@gﬁ,deg? §‘+'6f 8.9-2 o %gﬁgounépol,

Carednt ot oaoi va 'UO Wit Pi@
mh?@%ﬂ%édubﬁt\/lsy bB@tmm off the silica and

ai OR SEARNRG o8 2 L‘“Wc*ﬁaﬁ?ﬁ%%t%ﬁhhﬁ%%é il
prepaged fiom (R 2560- 13$I§HMHZOPVED€I081)36 dbylm;b@n @d‘;}thoﬁs.- .
Exar%b% 9.2 33(d ,

carbgXamie f7hy, 1My 7.39 (dd, J = 6.9, 6.9 HZ, 2H). 7.44'
(d, J

Using a procedure similar to that described in Example 1, except using 3-
[(cyclopropylsulfonyl)amino]-2-phenylquinoline-4-carboxylic acid as the acid component, the
title compound (7) was obtained (85%) as a white solid. 'H NMR (300MHz, CDCl,) § 0.79-
0.82 (m, 2H), 0.95 (t, 3H), 1.09-1.11 (m, 2H), 1.87-2.07 (m, 2H), 4.13 (m, 1H), 5.19 (g, 1H),
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7.5 Hz, 2H), 7.47 - 7.55 (m 4H), 7.71 - 7.78 (m 4H),
8.16 (d, J = 8.4 Hz, 1H) M5 APCl, m z=476.1 (Mtl).

wOeNMB/0649786 m n. The starting am ne, (WR PCT/SE2006/001408
2S) - 1- am no- 1- phenyl pr opar22--ol hydrochl ori de, was
prepared from ( 1S, 25)-(-)-1-phenyl propyl ene oxide by
known net hods. Exanple 9.

7.063df (i 7108Hd oPy) EBRf(omtH), a?rﬁm(@lza) iy, -2 7.84 (m, 2H), 7.78 (m,
1H), 5) s&gp*?%g n@%‘ﬁ)%‘h?ﬁ ‘F—@eﬂns KBEPRYRT A8 r;éq?%).tlfél{h%: 231 min.

dur scribed in Exa
E_xagm_@jﬁ_ lopropyl(phen lmeth 11-3-[(cyclopropyisulfonyl)amino]-2-
o] e éféH )am noj - 2- phenyl qui nol i ne- 4- car bo
Le@gﬁ@l}’ﬁél?viﬁ ad% méé’é‘dléﬁrd component, the title conpound

(7) was obtained (85% as a white sol 1H NI\/R
(300MHz, CDCI3) d 0.79- 0.82 (m. 2H) @" (Q(
1.09-1 11m2H) 1.8 07 mlH)
. 1 Q9-{d, 2H)O 182 u 1H),
-n<]2l-|), 7464 (m 2H),

7.37 (d

nyl )am nol - qui nol i ne-4-car boxam§de

exce?rfgeéjétrogedﬁg@slrmar %o th%lp@etscp efih Eb%(rjnp'len‘l Ee)%e lusm%; 3-
[(cy@l@wppwsxpi_oo;d)drmub]FZ}ptzd_er)erruhbe-Z qarenxylicaciab theeackt camonent, the
ito KRR B bR S AR e B Fp R 6B 0.
(m, LB ONGIZ(m, CBE BY9-d.10. (43 4Hpno QZ?H)t,, 3H), 636((m, 1RK)3. es)(nYSaH; 4.75 (q,

RTINS BN NN NER Y i

(m, (F), 7189 (d, THR7.93dm, 2H), 878@;61Hm MBHARCI] nfA =98 (). LCMS: 2.37
7.78 (m 1H), 7.80 (d, 1H), 7.93 (m 1H), 818(,
mingy M APCI, mz = 498 (Mrl). LCMB: 2.37 min.
BlOBDGJ,@S;ImsT$ESTS NK- 3 Receptor Binding Activity:
NK [ NK-3r. binding activity may be assessed
- nmed as described in Krause etal.

( PrGEnereNﬁI NK-%@Mmg&bﬂwtyUﬁéy Béasébb@e@&ﬁng 19805 peN&Tﬁ’dd as

dos SRR & K Y ABAT o M chiaresor TRA toatoge. 106K NE-or

compmearttml ONKH 8 oﬂ;r@dlfﬁo&bhm@xwmmﬁncmA\ Qémg RNGARGre6kdures.
TrelsBg L E SIS AL Rmeaon i oS Beiadgio a Cninose
hansieroratyescll o] aadc sistsigekressixgelbhareall ine may be isolated,
characterized and used for experiments.

Cells may be grown in tissue culture medium by techniques known to those of skill in
the art and recovered by low speed centrifugation. Cell peliets may be homogenized, total
cellular membranes isolated by high speed centrifugation and suspended in buffered saline.
Generally, receptor binding assays may be performed by incubating suitable amounts of
purified membrane preparations with ['®[]-methylPhe7-neurokinin B, in the presence or
absence of test compounds. Membrane proteins may be harvested by rapid filtration and
radioactivity may be quantitated in a B-plate scintillation counter. Nonspecific binding may
be distinguished from specific binding by use of suitable controls and the affinity of
compounds for the expressed receptor may be determined by using different concentrations
of compounds.

Preparation of membranes from CHO cells transfected with cloned NK-3 receptors:
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Cells may be grown in tissue cul ture nedi um by

t echni ques known to those of skill in the art and
woeoeyed by | ow speed centrifugation. Cell peCIrsSE006/001408

may be honobgeni zed, total -@8l-l ul ar nenbranes isol at ed

by hi gh speed centrifugati on and suspended in buffered

saline. Generally, receptor binding assays nay be

peAfisinasdNigy reernitraaanegvasuilanetusingimoethods similauoitiidsediescribed

oﬁ?égtﬂ ?‘ﬁﬁ l\ﬁ%%‘&%ﬁt@? ﬁgérro‘gfklteﬁﬁl . Mo. Pharmﬁcolpérwe 9-19, 1994 Caccese et
al., ey seprndides 3 e%%? 48R d I he MbifpIeaenes ofttbe n@nmdekﬁareceptor
duﬁe%ﬁ@ﬁi}@pu@iﬁsﬁ&ﬁe@uéhéet cg%bh an /aFfEB'saL%‘r@aféd %’d 53 198%. Bfang et

uantitate SCln ati on coun
al. ﬁsu@qafseﬁealwhysmeﬁd |Q¢g1rmry 186, 9@6@?2,@% hadng 2 siters piagiel > base

char@e%'nﬂ&e@ff 0% tfﬁagé 8 &q 89 Oélﬁceatﬂg cBQ@ge%g slléHt the cloned

conpoun or t resse rece
geng|piowidas AdimayY aminedgcil $daperse focthemod@ct N+fsreoéptor protein

carSSTROU 2D R BB LB ARIER 8 proc
cells ysiapttandage methags aod errtenausiabigrenpessing thei rm:érmr was isolated and
charrabt‘érlfeod qslﬁérhgﬁ‘%ﬁrp&?‘%% f@g t?‘%‘é%@lls%%‘? c%ﬁe ése E@Pi@é&f%ﬁharony
etahd@PMpept | des 33, 239-243, 1999). The DNA sequence of

th . "o :

{1 Rk 5 U 56 BRI i v
hompegeitigeck(Briskmen | PolgirorHbree 15 sphyests fe ise) Dombuffer consisting of 50 mM
Trlsm (;%’9 ?71220 rfrl@l%e)%‘ h@%ﬂ\g RcR 18 Inmi@ Ho 1 AN &o{'éage %?o%ors (0.1

chan nucl eot | 0 of the codi ng sequenc
my/i®| $y e@mtiymaimwg@ltors aggl 1 émyt jodopectamisiedd The hempgemtejwes a

con AR 1007 S5 00 USENECEp D posoro

with‘r'lomogemenpg abufferDMpﬁm?taN@Wememmmw a:afg) ﬁe@tﬂﬁhgé;b a:tei?OléE)Oxg for 20
S, e s

i 548 S S DR B e

The I&iﬁmnair?]bﬁslvefsrd@i’ﬂrmimeat QGJCOCIE)FTQ;\@\FAE? g’fuﬁg% 2@ A8 p@ll’é?'shﬁféfh@ed in

ot G40 VY MEEES BH hYHAREGIM WG 01 BiAd, wad 100 Wi tedorphan)

and h@m@@ﬁ @&@eﬁtﬂtloﬁl@é&ﬁmﬁ’@ﬁ)’%@ 'ﬁnenﬁtﬂéﬁ@sde%eﬁ@n%n Wé%?tﬁén @ited to 3

F é)r]f buffer consistin Tris-HC (p .
mg/“? Wijh buiries CRpRNEE 0-047 RwAc dﬂ?&h fWeEDﬁ@”a%%ﬁ W?@t%@@a’f -80 °C
un’ullU@bdbl tors (0.1 15 ng/m soybean trypsin inhibitor,

and |odoa et am de The honpgenat e was
Ass CUY: 10 nin at 4 OC to renpve

celal recghb tﬁndli?@bésafy%mcﬁwmﬁﬁﬁﬁ%m NKE Was modified from that
ces RIS ALk 41 oo B e A A

nmeh ﬂhcﬁﬂé)tp@hmbﬁ@ vieet kelriedast iR OPeEHsESAbUkdr I5@mM Tris-HCI, 4
mM BIOl gt, 28 ?LMat?nokr)prran pH 7.4) containing membranes (2 g protein/reaction), tested
competitors, and ['*I]-MePhe7NKB (0.2 nM). Unlabeled homologue ligand (0.5 pM) was
used to define nonspecific binding. Incubations were carried out at 25 °C for 90 min.
Receptor-bound ligand was isolated by vacuum filtration in a Packard Harvester onto GF/C
plates presoaked in 0.5% BSA. Plates were washed with 0.02 M Tris, pH 7.4. Computation
of equilibrium binding constants (Kp and Ki), receptor density (Bmax), and statistical analysis
was carried out as published previously (Aharony et al., 1995) using GraphPad Prism or
IDBS XLit software. |
NK-3 Functional Activity:
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The suspension was centrifuged at 40,000xg for 20 m n

at 4 0C, the pellet suspended in 20 buffer (20 nM
WORBRESGIH 7.4 containing 3 mM MgCl 2, 30 nM KCpCTaRZD06/001408

100 mM t hi or phan) and the-pgotein concentration

determ ned. The nenbrane suspension was then diluted

to 3 mg/mM with buffer containing 0.02% BSA, and fl ash

f r Geasrallya-Bdsnotiena astl\myenbyate af@s& mywsihg caleidm mobilization

assebR TLHeRE W R SSUBL e ogeail Pzt TRRed byt
metmmwmlerdn Bagnntslnh :iray(be;gmﬂomdi Usjngsdn Etkﬁ’rﬁé(mleﬁuja,r Qpvices)
resESBTSE 0S ey VE KR Aty g e

cel\saaﬁienyobadcéMe (eEﬁom;Ms Tontubi@ly retonddhilR{o A Bimriihe actions of

el O Bk o G0 AR R DA 3 Pon o
metihARt5d 7-ndveBliein IMEy oist.2 Thévctiodrdf abenistd nieynd agpeesdd yeoterving

to define nonspecific binding.

(0.5 m\V _.was_ 3.
the'rl'ﬂtf'ﬂﬁ'glalcg‘\ﬂﬂ@ 'Q\EV%% S%i’r%d out at 25 OC for 90 nin.
Ass&efor PiKes Fhoctiodal Adigind was i sol at ed by vacuum

fil P ,
or S e P eh R e BB T G A3 s Fr2
medTLirh,S1 0% FBB, 2mMgjutdraihe camdof0 mg/mll HpgrooycibiB)diOng day prior to the
ass P00 g Berla BN IRl BB o s
withi® mWI b@&itammél'o@actngveelmﬂaO% choENCcy s Togu@nriy NRerepeptominduced

CaICNETE mpb{l XL/ Lﬂvrnvg %gtp Mtr?a&%p%hhgp&lr}sush%of Hanks’ Balanced

ncti ona
Saltﬁcﬁlﬁme% mm bﬂﬁHE@ aad QlamMrmbbdneza}t pidrT. 4as'ﬁmlgell|s nvere then loaded

SRR COBEE DGR LRty nosgana e

washga Withtassay biifter expotard .05+ 3P raM Iélahlﬁﬁe(amll tee fillarescence
{ J .
resmﬁgfr%%{r%cgﬁswrlggggﬂ Pﬁ lgsﬁ%rﬁ r&[@“@%gelg??g{n{;% &%ratsnlag% dTo quantify
antddomsnesicias agomisispepsss, aiswieripresicybated ot evdryirg canpentrations of
s GoBrbin B 285 b8 e o BHRBRRAGE B b BT AT BN et cone
elichehtbout Bhel)%ﬁmammgl] caleiufd dragmmisg.t ThE muﬂmﬁujfata wzfist analyzed using
observi ntrinsic
xuBgorvied iR eebnBit B TRt e e dekiskct | ona
Activity: NK-3 receptor expressing CHO cells were

mai ntained in growmh nedia (Ham s F12 nedium 10% FBS,

2mM L- gl utam ne, and 50 ng/nL Hygronycin B). One day
prior to the




assay cells were dispensed into 384-well plates in
Utraculture nedia (Canbrex Bio Science) with 2 nV
wO207w6gaT7 ne t o achi eve 70-90% confl uency. To BAaSE2(0y/001408
NK- 3 receptor-induced cal ciZdm nobi | i zation, cells were
first washed with assay buffer consisting of Hanks'
CLA@@%anced Salt Solution, 15 nmM HEPES, and 2.5 nM
benecid, pH 7.4. The cells were then | oaded with
Fl uo4/ AM dye (4.4 mV) in assay buffer. Cells were
A ncubated for one hour and _then washed wi th assay
Claig t t er | %We(i?ﬁl%oé‘agfrba‘fﬁoﬁ&w& BOIYA senkti de and the
fl uorescence response recorded Hﬁing a FLIPR
i nstrunment (Ml ecul ar Demigc /éo boration). To
quanti fy antagoni sm of thJe\gg i sty response, cells
were preincubated with @g Hng5ti oncentrations of test
compound for 2-20 mn and then~ )Trﬁ)_s%d to 2 nM
senktide, a concent rafig ¢Hal ane elicits about an
70% maxi mal cal ciRin The resul ting data was
anal yzed using XLfit PBS manuf acturer) to
det erni ne EC50 and | C50 val ud AMMsS Caim1l A
conmpound in accord with Formul&a@ I: wherein: Rl is
whe J],ect ed fromH, Cl™alRyl-, C3-6Cyd Cal Ryl- and
-4al kyl OC(O -; A is phenyl or C3 7Cyd Cal Ryl -; R2 at
eadt) insdentedinoe H,<i,ak@n @demidaikys ahe ¢ gdkflOC), - OH,

-NH 2., - al ogen, Cl-6al kyl -, C3-7Cyd Cal Ryl -,
c1%§PE%” }I/_br gﬁﬁyggglégT’RoxyCi -6alRyl-; nis 1, 2 or 3
R3 Réiat eacthoasaremnaesin delebsndentle pelbeted oy 196100 t-RE, f-CThalogen,

CroflyiiaGryre bl G A RO iS ™ 5700 3 ¢ is

O nis1220r3;3, R4 is selected from Cl-4al kyl -,

C |ns6al RoxyCl-6al kyl - . C3- 7CyCl Cal Ryl - an - P-
e bRl eprii I e Rec PTG O i -Rb o,
halo§ah K¥ilsalkylSQ1 2akexialaRy IC, s dikd§C).L0&%; - NR6SC2R7, aryl

ang‘_I §n| %} qr C-linRed 5- or 6-nenbered aromatic or

non: &r'ofet Pe heterocyclic ring having 1, 2, 3 or 4

ni riso@en2at 8ns or an N-oxide thereof and p is 0, 1, 2,

3, #4.0r . 5; at. e cyrrence i s independent |

e FE i ae el SR Crth S Eogu CressBoais b and FrCHa-
whefeRE js seBitfied rGORNR°RI dSRICSRG salkyl, -SO,C1.ealkyl, N*(O)RPR7, -NRESO,R’,
aryl and an N- or C-linked 5- or 6-membered aromatic or non-aromatic heterocyclic ring

having 1, 2, 3 or 4 nitrogen atoms or an N-oxide thereof and pis 0, 1, 2, 3, 4 or 5;

R® at each occurrence is independently selected from H, -OH, -CN, halogen, -R°,
-OR®, -NR°R’, -SR®, -SOR® and -SO,R%;

qis1,2o0r3;

R?® is selected from H, a Cy.5 straight or branched alkyl group or a Cs5 cycloalkyl
group wherein said groups are either unsubstituted or substituted with one or more moieties
selected from -OH, =0, -NH,, -CN, halogen, aryl and C.salkoxy-;
wherein: |

R® and R’ at each occurrence are independently selected from H, a C, straight or
branched alkyl group, a Cz. straight or branched alkeny! or atkyny! group and a
. Ca.scarbocyclic group having zero, one or two double- or triple-bonds, wherein said groups
are either unsubstituted or substituted with one or more moieties selected from -OH, =0,
-NHz, -CN, halogen, aryl and C;.salkoxy-;



gis 1l 2or 3; R38is selected fromH a Cl-5 straight
or branched al Ryl group or a C3.5 cycl oal Ryl group
woher@eyp7sai d groups are either unsubstituted BCT/SE2006/001408
substituted with one or nppg.noi eties selected from
-OH, =0, -NH 2, -CN, hal ogen, aryl and Cl-3al Roxy-;
wherein: R6 and R7 at each occurrence are
and,i ndependent |y sel ected fromH a Cl-6 straight or

br ancheg al ?ﬁﬁg)nﬁn%%fﬁﬁf‘%%"@é %%ah%{g @B(ggé?ﬁgggr?e&bered

aron’fﬁh‘ bﬂ SorZ—QfdPna’u@ m\@tdbdscybumrﬁgmtdnel\d ogitie tiidrpbfesdio fds unsubstituted or
wherei n saj roups ar unsyhst i
nas Sebetd SuRBivenrRaos Ry SR 12T i MEE 5N ralgen
o @ll@\'-‘, CT lekox C%alkﬁl&o halrRFgé, rarylaamyjla Hiud 6CheBhbiROayematic or non-
V\,h Ql-j@ﬁ% r][d sal E thereof is an N
arorr@,ilc@etqrq;ﬁyg "3”9 *eﬂv'r@ & 8PMGIERA S or non- ar omat i ¢

and,heterocyclic r|ng or an N-oxide thereof, said Eis

fﬂ@ggétﬁ{jtﬁ% %8’ %]k}fl oa@qu ulE%)Eyl & tx?alﬁql moiety, said
moidiRs %%Gnsdﬁ!;’ntﬁié’dbf |have ) 2,-F alok &xubstitizhtzlmdikydndery selected at

- NR6R7, nd 5-_qr 6-nenbered aromatic or
each BFAFEREE V%mﬁgﬁef@évé@ﬁcpr}qn%&‘wgﬁ? M, 2, 3or 4
ni Tsfe%‘kﬁébrﬁél@ Ngrian@od ersymevivdlydrdRzsabBprecurBdrsiamdanarmaceutically-

al k | oal kyl, al koxy or al koxyal kyl noiety, said
acc%@tﬁ@ﬁ@lﬁtﬁp@o nsubstituted or have 1, 2, 3, 4 or 5

substituents independently sel ected at each occurrence
from-0OH -NH2, -CN, phenyl and hal ogen;
st ereoi sonmers, enantioners, in v/Vo- hydr ol ¥sab| e

Cla@f,@cur S@t@orﬁmmﬂfaacmmgubmh 1l yieareieit'al| B, saRsm, R%, g, r and R°®

are GRGr I TR ORI 11 F50 PO e SrefrSpre g b cuggaly-
accé‘;ﬁgblﬁﬁdlté %rdﬁ? BRdvaelein Rﬁlts\géMO’fehmldmoCymblb&l}(wr ecd Es@Hs),-,
an ar naceut i a t 6
wheh B Pelomad femAERY ST ot h iy Ty NG yR°SOR'
aryl%)na'an W&r@lrrﬁggc?egﬁﬁlﬁ@brédﬂ amdﬂR@Rﬁon-aSRﬁ?atlc heterocycllci ring
a r
havgp,gop §n3 ﬂ¥46‘|‘tr0@ef‘ ?‘Fﬂ%?dorfg %Px'gg %%R(graé'g P §6n§0\? 5a 4

non-aromati c heterocyclic ring having 1, 2, 3 or 4
nitrogen atons or an N-oxide thereof and p is 1, 2, 3,
4 or 5. Caim3 A compound according to Caim1l

Claither ei N ReompPourPaccBidirgto GraimRBbwherei Raid R, R°, m, R®, g, r and R*
are as defined for Formula I, in vivo-hydrolysable precursors and pharmaceutically-
acceptable salts thereof and wherein R® is selected from H, or a C,.s straight or branched
alkyl group or a Cs5 cycloalkyl group which groups are substituted with one or more moieties
selected from -OH, =0, -NHj, -CN, halogen, aryl and Cy.galkoxy-.

Claim 4 A compound according to Claim 1 wherein A is phenyl.

Claim 5 A compound according to Claim 1 wherein ris 0, in accord with Formula Il



are as defined for Formula I , in wWo-hydrol ysabl e
precursors and pharnmaceuti cal i yacceptable salts
woOher@e$97and wherein R8 is selected fromH, orParSE2H6/001408
strai ght or branched al kyt2dgroup or a C3-5 cycl oal kyl
group which groups are substituted with one or nore
noi eties selected from-0OH, =0, -NH2, -CN, hal ogen,
aryl and Cl™al kOXy-. Cai,m4 A/(Bb,rrpound according to
Caim1l wherein Ais phdh Cla|m5Aconpound
according to Caim1l \Mberelﬁg is O in accord with
Formula Il,wherein Rl > Rr@ R3, m R5, g, R4, and
R are as defined for. ﬁ Ig Ln wWVo- hydrol ysabl e
precursors and p&ir 76 | it acceptabl e salts
thereof. Claim6" Adt drding to Caimbs
wherein: A is phenyl; g ggg from C1-4al kyl -,
C3. 6cycl oal kyl - and G -4al kyLOZ ) - R2 is selected
fromH hal ogen and unsubstituted Cl-6al Kbxy-; R3 is H
whe!%“n RalOGRM, FRSmI A Wﬁ%raa@o@ﬂﬁ%dﬁo@?@rrﬁa&h 1, and

when 'R1 or i $ an al kyl, cycl oal oXy aI kyl

in viygyhydrglysablg afeﬁbrsets ES m%ﬂmwwfmge@abl@ﬁah%v@@f

3, 4 or 5 substituents independently sel ected at each

occurrence from-CH, -NH2, -CN and hal ogen,

st ereoi soners, enantioners, in wWo-hydrol ysabl e
ouanmreecurswc%nﬂmn@aeédma&% cgjl EY@ARG&RL abl e sal ts

thereof. CGlaim7 A conpound according to Caim5

whérigPhenyk i s phenyl Rl is selected from Cl-4al kyl -

angy’ (Bsdiérsd fPéW@’d|4alkle2.) @ycﬁn%lk?l‘?taﬁé‘ cﬁ 48@@05@?1 ogen .

and unsubstitute ogen
| s Ffjisorelentechijom Hy hamemaae énwhsh’fuled Gusalkexyel ect ed

fremidy or igbkyh;- and E-(CH 2)P- , where Eis a
sub§t|tut ed or ‘unsubstituted N-linked 5- or 6-nenbered

ar &g i ©F B1etén- ar omati ¢ heterocyclic ring having
n and m are both 1, and

odt mya

when R' or R* is an alkyl, cycloalkyl, or alkoxyalkyl moiety, said moieties are
unsubstituted or have 1, 2, 3, 4 or 5 substituents independently selected at each occurrence
from -OH, -NH,, -CN and halogen,

stereoisomers, enantiomers, in vivo-hydrolysable precursors and pharmaceutically-
acceptable salts thereof.

Claim 7 A compound according to Claim 5 wherein:

A is phenyl;

R'is selected from Cy_salkyl- and Csscycloalkyl-;

R? is selected from H, halogen and unsubstituted Cy.galkoxy-;

R®is H or halogen;

R%is H or methyl;

n and m are both 1;

R* is selected from C.salkyl- and E—(CH,),-, where E is a substituted or
unsubstituted N-linked 5- or 6-membered aromatic or non-aromatic heterocyclic ring having
1, 2, 3 or 4 nitrogen atoms, and

R%is H,



1, 2, 3 or 4 nitrogen atons, and R5 is
H, st er eoi soners, enantioners, in i//Vo-hydrolysable
wonrewwesors and pharmaceuti cal | yaccept abl e sal PET/SE2006/001408

thereof. Claim8 A conpoun@8according to Claimb5

wherein: A is phenyl; Rl is ethyl or cyclopropyl; R2

is selected fromH F and -OCH3; R3 is Hor F;, R8 is

. HSTEREOISAMATS eaghemerge iy Vivo-yieeplyesblgt precus pors @od phamsseutically-
accéphatidgapansiept | y sel ected fromH -OH and hal ogen,

Sstereoi soners, enantioners, in v/Vo-hydrolysable

precursors and pharnmaceuti cail yacceptable salts

thereof. daim9 A conmpound according to Claim1l in

.accord wth Formula 11l or IV III 1V wherein RlL, A
ClaigB  RFompound aggprding taEling Savhereis: def i ned for

FonmsbReryl; 1 n v/ Vohydr ol ysabl e precursors and :

pharmaceutical | y-acceptable salts thereof. Claim10 A

cofpSLRIBY QEEWFeABYt 0 Ol aim 1, sel ected from

S- Meidhaheniet froAH, FapOgHenyl - qui nol i ne- carboxylic

acid. (1-phenyl - propyl)-amde;

3- B WA Q&I f onyl ami no- 2- phenyl - qui nol i ne- 4- car boxyl i ¢

acipd i |- phenyl - propyl ) - am de;

2- Pheny1 -3-trif| uoronet hanesul f onyl am no- qui nol i ne-4-c

ar Boydnd@ afeiegch 11ahenyl - propyl ) - ani de;

2- Phanyhchlodcarrénct it il Y.b@-[T% NP)aGeEN0

| i ne-4-carboxylic giqc%b?ﬂ{[&gﬁgﬁy g?ﬁ%w am de; Deibger!

2- PIRERRIFAMRTE, Horaers, @Mfmv@r%agk@)prqwrws iand-phamaceatically-
acceptatl€ s@®ithérebd. - phenyl - propyl ) - am de; .

2- Phenyl - 3- (3, 3, 3-trifluoro-propane-1-sul fonyl am no)-q

ui nol i ne-4-carboxylic acid (1-phenyl propyl)- am de;

3- Cycl opr opanesul f onyl am no- 2- phenyl - qui nol i ne- 4- car bo

xylic acid ( 1-phenyl - propyl)-am de;

GRing

Claig et haACOMACYAY PEFATAIBG 2 lin geqordwith Eormdadibosdtyl i ¢
acid (cycl opropyl - phen%Hz)- met hyl ) - 2
R1 A/ n R1 A/(R )n

i \Y)
wherein R', A, R% n, R®, m, r, R*, R® and q are as defined for Formula I,

in vivo-hydrolysable precursors and pharmaceutically-acceptable salts thereof.

Claim 10 A compound according to Claim 1, selected from:
3-MethanesuIfonylamino-2-phényl-quinoline—4—carboxylic acid (1-phenyl-propyl)-amide;
3-Ethanesulfonylamino-2-phenyl-quinoline-4-carboxylic acid (1-phenyl-propyl)-amide;
2-Phenyl-3-trifluoromethanesulfonylamino-quinoline-4-carboxylic acid (1-phenyl-propyl)-
amide;

2-Phenyl-3-(2,2,2-triftuoro-ethanesulfonylamino)-quinoline-4-carboxylic acid (1-phenyl-
propyl)-amide;



am de;
3- Met hanesul f onyl am no- 2- phenyl - qui nol i ne- 4- car boxyl i c
weaehw /06997 ( 3- f | uor o- phenyl ) - propyl ]- am de; PCT/SE2006/001408
3- Met hanesul f onyl am no- 2- pB®nyl - qui nol i ne- 4-car boxylic
acid [cyci opropyl - (3-f!uoro-phenyl)- nethyl]-am de;
2- (3- Fl uor o- phenyl ) - 3- net hanesul f onyl am no- qui nol i ne-4
2- Pheméﬁb(oygﬂahe—1gﬁ;ilanXlarmmphgwyphq@r%p@rbpxyhgmc@eﬂ phenyl-propyl)-amide;

2- Phé?ﬂb%l'-ﬁ%@@ﬁﬁlu@%?%é%nes‘l gﬁﬁ H+ (%ﬂ'}/dhﬁ 4%r9?xyllc acid (1-phenyl-

car Ic acl ropy

propyh=amdey - ani de;

sCRpk RS @ﬁ@&%%paeny%ﬁ%gﬁ (R0 p

3- Methrresmrwkammawyewl wmlmﬂ@gmwwmﬂ%dﬁca@loqr@pwmenﬂ methyl)

carboxyiic acid [ yclopropyl-(3-

d%ef uor o- phenyl ) - met hyl ] - ami de; 3-Met han
3- Meﬁ@anesulfqnymmlmw zlhpmérwainodqn@ Aseraeyli-asig Bodyfluoro-plaenyl)-propyll-
ami (S) - phenyl - propyl ) - am de;
*Et hanesul f onyl am no- 2- phenyl - qui nol i ne-4-car boxylic

3- Memarwsgﬁcg)ylammcpaeqhwynylmwpyng-:lmmyhc acid [cyclopropyl-(3-fluoro-phenyl)-
metrﬁ/ I -3-trifluoronmethanesul fonyl ami no- qui nol i ne-4-c

|Jbox ic acid ((S)-1 -phenyl-propyl)- am de;
2-(34 fmn@nwn)@ Fmethapesulionylaming-quinclinetarongyliaatid 6) -Phenvheropyl)-
ami ,ne 4-carboxylic acid ((S)-1 -phenyl propyl)- am de;

- Phenyl - 3- (propane- 1
2-(3~ F@mrwggmyé)rﬁ -mejhagesuionyiaming-aundios yi-¢asbewiiel agid gyyciopropyl-

yI ) am de;
phe’E’PEﬁe%) -trifluoro-propane-1
2-(3-Fugre- wxb)rﬁ m@)haqasuﬁ@nvlﬁéurm adndlipryA-¢arbaxyiiel agig §)-(3-fluoro-phenyl)-
prong'T m((:, .propyl ) -am de;

opr opanesul fon%@am no- 2- phenyl - qui nol i ne-4-car bo

2- (Sﬂuqr@-pb@nyﬂ) q (r@)hamestgi W?””'W‘WWWB 4aparbiexylic acid [cyclopropyl-(3-

am no”- phenyl - qui nol i ne”- car boxyl i c
fluo@ﬁ%m?@;‘é ﬂgé(ér opyl - phenyl net hyl ? am de;

3- M@hmmﬁmmm@rﬁym@nvlwrzohpnérgarbm imagie (&)1 -rhenBaxgpyheamide;
3-EtRSAulidmlanins-o3nkhYuRidhRE AN soxylic acid ((S)-1-phenyl-propyl)-amide;
2-Phenyl-3-trifluoromethanesulfonylamino-quinoline-4-carboxylic acid ((S)-1-phenyl-propyi)-
amide;

2-Phenyl-3-(2,2,2-trifluoro-ethanesulfonylamino)-quinoline-4-carboxylic acid ((S)-1-phenyl-
propyl)-amide;

2-Phenyl-3-(propane-1-sulfonylamino)-quinoline-4-carboxylic acid ((S)-1-phenyl-propyl)-
amide;

2-Phenyl-3-(3,3,3-trifluoro-propane-1-sulfonylamino)-quinoline-4-carboxylic acid ((S)-1-
phenyl-propyl)-amide;

3-Cyclopropanesulfonylamino-2-phenyl-quinoline-4-carboxylic acid ((S)—‘f—phenyl-propy])-
amide;

3-Methanesulfonylamino-2-phenyl-q‘uinoline-4—carboxylic acid ((S)-cyclopropyl-phenyl-
methyl)-amide;

3-Methanesulfonylamino-2-phenyl-quinoline-4-carboxylic acid [(S)-1-(3-fluoro-phenyl)-
propyl]-amide;

3-Methanesulfonylamino-2-phenyl-quinoline-4-carboxylic acid [(S)-cyclopropyi-(3-fluoro-
phenyl)-methyl}-amide;



propyl ] -am de;
S- Mgt hanesul f onyl am no”- phenyl - qui nol i ne”-car boxylic
weaehw/g6$98)y - cycl opr opyl - (3-fl uorophenyl ) - net hy PCTAR2@e/P01408
2- (3- Fl uor o- phenyl) - 3- net hagesul f
onyl am no- qui nol i ne-4-carboxylic acid ((S)-I
- phenyl propyl )- am de; °
2-(3Z-I(Gofheny!ps pietmriepui®nykitiangsiobiinertabbxde qoidri(d): nphehyl-
prog,y@ aﬁ_ﬁ)ﬁxyl ic acid ((S)-cycl opropyl phenyl -
t am de; 2-(3-F!uoro-phenyl)-3-net hanesul f
2- (3dﬁy¢mmfnoylﬁa1mmlhaneeulﬂorwmmmgUiholir@e4~darp()>S)Iie kacid ((S)-cyclopropyl-
- (13- enyl)- propyl]-am de;
phe@?%@‘{‘twggr&?&phenyl ) - 3- met hanesul f onyl am no- qui nol i ne-4
2-(3-felaoroephehy i3 and thiarfesSferylentioproipylinet Bearboxylic acid [(S)-1-(3-fluoro-
fl - )-nmet hyl ] -am de; 3-(Methanesul f
pheBﬂk}?@ﬁ%"ﬁ'g%%t hyl ) - 2- phenyl - qui nol i ne- 4- car boxyl i ¢ aci d
2-(3¢Huenpkreni/l)- EMMr)esumydmmmo-quinoline—4-carboxylic acid [(S)-cyclopropyl-(3-

am no- et hyl ) - 2- phenyl - qui nol i ne- 4-ca

fluo?ooér%ﬂ Bgﬁés@{l rﬁﬁﬁ% phenyl - propyl ) - am de;
3-(Nethavshtoreteumihometiaiii2ypherst-hyihglin2-pbahykyiqacidf ipheny-poopy!)-
am@r boxylic acid ((S)-1 -phenyl-propyl)- am de,

'( Et hanesul f onyl am no- net hyl ) - 2- phenyl - qui nol i ne- 4-ca
3- (Eﬁbzmqsuifamy&minido-ﬁ(eﬁ)ﬂ)tz-pmmmguinqﬂinep@fba)rbowﬁt deid (Nphényl-propyl)-
am?& cycl opropyl (phenyl) et hyl ] - 3-[ (et hyl sul f onyl ) am no

2- phenyl qui nol i n-4- car boxam de,

3-(Wbthéries) i ayytansipo-oyshy()32-bhemy-aphelingt 4-obhxi aBid] ($yet-piyény|-propy)-

amié&ef onyl ) am no] - 2- phenyl qui nol i n-4- carboxam de, N-[(1
1- cycl ohexyl gt hyl ] - 3-[ (et hyl sul f onyl ) am no] - 2- phen

@thmwsu%nyﬂﬂnc—mdﬂwk)a@rpbierql heipélinfel4-carboxylic acid ((S)-1-phenyl-propyl)-

amsﬁ - 2- hydr oxy- 1- phenyl propyl ] - 3- [ (et hyl sul f onyl ) am no
2- phenyl qui nol i n-4- car boxam de,

N-[{5)-CB)orDypfiehenyiyictivicni(methatsaliory)amircd pedtepyigpinbiu{ o
cart; l(E%Ino] - 2- phenyl qui nol i ne-4- car boxam de, and

%- anesul f onyl - met hyl - am no) - 2- pheny! - qui nol i ne- 4-
N-[(d &) byl ropyl @efiudrdph8hylImetpyiB(metiofsulfpryl)amino]-2-phenylquinolin-4-
carboxamide,
N-[(15)-1-cyclohexylethyl]-3-[(methylsulfonyl)amino]-2-phenylquinolin-4-carboxamide,
N-[(1R, 25)-2-hydroxy-1-phenylpropyl]-3-{(methylsulfonyl)amino]-2-phenylquinolin-4-
carboxamide,
N-[(S)-Cyclopropyl(phenylymethyl]-3-[(cyclopropylsulfonyl)amino]-2-phenylquinoline-4-
carboxamide, and
3-(Methanesulfonyl-methyl-amino)-2-phenyl-quinoline-4-carboxylic acid ((S)-1-phenyl-
propyl)-amide,

or a stereoisomer, enantiomer, in vivo-hydrolysable precursor or pharmaceutically-

acceptable salt thereof.

Claim 11 A process for preparing a compound of Formula |,



am de, or a stereoi soner, enantiomer, in
v/ Vo- hydr ol ysabl e precursor or

woheo7roageat i cal | yacceptabl e salt thereof. C ai RCT/BEZ006/001408
process for preparing a cefipeund of Fornmula |, wherein:
Rl is selected from H, Cl-4al kyl -, C3-6cycl oal kyI - and
Cl-4al kylOC(O -; Ais phenyl or Cs-ycycloal kyl-; R2 at
each occurrence is i ndependent l@*sel ected from H1.- OH,
“NH2, -CN, hal ogen, Cl-6Biky., Cs- ycycl oal kyl -
C1- 6al koxy- and Cl”al kO yCl, 6akkyleg; nis 1, 2 or 3 ;

R3 at each occurrence i'‘s depepddht fy sel ected from
H -OH -NH2, -NO2, -ON, gﬁ [C1- 6al kyl -
Cl- 6al koxy- and Cieg Ky T yﬁ? mis 1, 2 or 3;r

is O 1, 2 or 3, R4 fromCaIky'

C1- 6al koxyC 1- 6al kyl - @ (@6 and E-(CH 2)P-,

where E is selected from - NR6R - SCCi Mal kyl

_SRCl1- 6al kyl, N+(O )R6R7, -NR6SO2R7, aryl and an N-
whe®in:C I i nked 5- or 6- rrenbered aromati C or non-aromatic

het erocyclic ring having or 4 nitrogen atons

or Rirs sélestediom r%eﬁlkﬂn&apcwcgae@wl Bnd£1.3yIQCER)5: R5

at A@,@ eﬁsﬂ%Hbr%S‘/EI%aﬂ kgl ndependent | y sel ected from H
al ogen, - OR6, - NR6R7,

- SRS,
i s Ré eagh peclifenss gindspengisitissaleciy f@ﬁuHRﬂ%t-Néia,cﬁN halogen,
CroBRAUICCRRRAME, cn%%s%ﬁ%ﬂtdagalﬁsmﬁwgf romH a Cl-6

ﬁht or branched al kyl group, 6 straight or
bréHé edOaPkenyl or al kynyl group and a

C3-RCALRGC Y&duhensE RURipBMHSHIY 28lcBiedTRh Al -GMANHQURCS; -CN,
or triple-bonds, wherein said groups are’ either

haloges Beeikyht Eesalips @G ealkedCapdlvne or more noieties
seliged £& drpm - OH, =0, -NH2, -CN, hal ogen, aryl and
C1- 3al Kox R8 is selectedfromH a Cl-5 straight or
br drithet 2¥.¢rk3y group or a C3-5 cycloal kyl group

Whﬁﬁ“% Qelé@tbg fraﬁp@,%lk@ﬁ 9(:186%@01%5!1%%1)333 LéyéidatkyR'and E~(CH,),-,

substituted with gne or nore 'noj et N . . ;
where E is selected from NR R’, -SR®, -SOC,.salkyl, SOgC1 salkyl, N (O)R°R’, -NR°SO.R’,
aryl and an N- or C-linked 5- or 6-membered aromatic or non-aromatic heterocyclic ring
having 1, 2, 3 or 4 nitrogen atoms or an N-oxide thereof and pis 0, 1, 2, 3, 4 or 5;

R® at each occurrence is independently selected from H, -OH, -CN, halogen, -R°,
-OR?, -NR°R’, -SR?, -SOR® and -SO;R"%;

qis1,20r3;
wherein:

R® and R’ at each occurrence are independently selected from H, a Cy straight or
branched alkyl group, a Ca.¢ straight or branched alkenyl or alkynyl group and a
Ca,carbocyclic group having zero, one or two double- or triple-bonds, wherein said groups
are either unsubstituted or substituted with one or more moieties selected from -OH, =0,
-NH,, -CN, halogen, aryl and Cyzalkoxy-;

R® is selected from H, a Cy5 straight or branched alkyl group or a Cs 5 cycloalkyl
group wherein said groups are either unsubstituted or substituted with one or more moieties
selected from -OH, =0, -NH,, -CN, halogen, aryl and C;.alkoxy-;
and,

when R* is E~(CHy),- and said E thereof is an N or C linked 5- or 6-membered
aromatic or non-aromatic heterocyclic ring or an N-oxide thereof, said E is unsubstituted or



selected from-0OH, =0, -NH2, -CN, hal ogen, aryl and

Cl- 3al koxy-; and, when R4 is E-(CH 2)P- and said E
woOher@e$977s an N or C |linked 5- or 6-nenbered RCOISBLG06/001408

or non-aromati c heterocyclgg-ring or an N oxide

thereof, said E is unsubstituted orhas 1, 2 or 3

substituents i ndependently selected from-0OH, =0,

has E&?‘f’ lsﬁgtgubﬂtlsﬁqwgen@éﬂ%bleybed,fromml H@H,, -CN, halogen,

Aa y T ) . ; ar n - - .
Crlp it SR Fortlphre r et By £ EgBRRGA Bramatp ornon
arondatie hetbrédyt @R hairys 2, 3iod 4 nitogenBiomd2, R3 or R4 is

dan_alky_!, cycl oal kyl, al koxy or al koxyal kyl noiety,
andsai d noi eties are unsubstituted or have 1, 2, 3, 4 or

S smbaR! ,tFR?QFf or Rhidepexnke ndycipakkel, elkbedoratikexgalky! moiety, said
.occurrenc rom-0H, - , - CN, I d h
moigas AN GUBSLUBR BRI e Seftohe P BRIt RepeteRfFShiected a
eactRoddlireAcelirgi eOw| <N haonsheapicanarhatdden] sul f onyl
.chloride in the presence of TEA and DCMto form an
said\preaesy LMPIHRENy | - et hyl ) - al kyl sul f onani de; treating
eith?n,ﬂi d al gyl sul fonam de with NaOH, and THF in ethanol to
orma 3- . .
al A0S PORYSTEHETY- SRR 28 AR SHVHRUEY gyt i foo presence o
TEAa@rioFbo;mrtd féreeat NAg-oxei2chimaybsthyl)-alkylaniotamidedy an
o A S PRI Flok g FOF SRl 6 2
alkyRUAOM A Hiiyib-22pHeherylinainé-AcdarnmeyHe add,zowy| i ¢ aci d net hyl

Chsrensio serationy i iorn o8 DS P Hrof §f EEl 0BT 0
forn@h Bampbintpdigsrmiuta f,or m an azi docar boxyl i c aci d;

reacting said acid wwth an arylamne in the presence
Or of EDCI and HOBT to form an azido quinoline; treating

saitebaBad 8 rathodial-Lrhenyitduinmdihé-adiatsoxgic add bethyl ester with NaNs in
OMEREH G4 Hh20es SSRAE B tan al Kyl sul fonyl chl or de
i N ttdaEn@ 6&iE eleaEatvé WiEAIQK th 86hslavatertonfamcamaadodriuixylic acid;
Forrrergclzt%glséid acid with an arylamine in the presence of EDCI and HOBT to form an
azido quinoline;
treating said azido quinoline with palladium on carbon in ethanol in the presence of
hydrogen to form an amine, and
reacting said amine and an alkyl sulfonyl chloride in the presence of TEA and DCM
to form a compound of Formula .

Claim 12 A method of treatment or prophylaxis of a disease or condition in which
modulation of the NK-3 receptor is beneficial which method comprises administering to a
subject suffering from said disease or condition a therapeutically-effective amount of a
compound in accord with Formula I: |



Caimi12 A nmethod of treatnment or prophylaxis of a
di sease or condition in which nodul ati on of the NK-3
woeeEmem77i s beneficial which nmethod conpri sesSPCT/SE2006/001408
adm nistering to a subjectzzsuffering fromsaid di sease
or condition a therapeutically-effective anount of a
conpound in accord with Formula |:wherein: Rl is
selected fromH, C alky!-, C"cbh(al oal kyl - and
Clhal kM OC(O)-; Ais pheb{Ingf d“cycl oal kyl -; R2 at
each occurrence is indepen enh&ygel ected fromH, -OCH,
-NH2, -CN, hal ogen, CtOgglMyl - '\N—S%El oal kyl -, Gi
- 6al koxy- and G - al koxy alkylfg; 'nis 1, 2 or 3; R3
at each occurrence ISy nAcep W&I‘ént@y sel ected fromH,
-OH, -NH2, - I\I@,(Rs-) G .6al kyl -, G -6al koxy-
and C - eal koxyd- eal RyF- "N

sor 3;: r is 0, 1, 2
or 3, R4 is selected fromCl

.,
Cral koxyCveal kyl -, Cs-ycycl oalkyl - and E4(CH 2)P- ,
where E is selected from-NR6R7, -SR6, -SOCL-6al kyl,
whereigep Cl- 6al kyl , N+(O )R6R7, -NR6SCR2R7, aryl and an N

or RGsldeltérd flom B COzamaAvpey egiclaatyraandcCoplkydGC@)omat i c

het erocyclic rin aying 1, 2, 3 or 4 nitrogen atons

or AdhPignylerdesf “and pis 0, 1, 2, 3, 4o0r 5 R5

at peatéhcBeRBblirf&Reas inSepardiepiynsaedtby fremiHs cObd-Nilo oM, halogen,

-OH, -CN, | ogen,, -R6, - - R7.. - SR6, -SOR6 and
01_63.1@@%7’@%{0%]@]-1?)1_2é169xy3?nqﬁg?délfoﬁ@%grkghu R7 at each

ocqld § enges;are i ndependently selected fromH a Cl-6

strai ght or branched al k ro - alght ner -

o1 BReh et R BFTocgs aeRy T e Bod iy B, AL tNEE o,
halo§8n, (528IRAS X5 kilkoxyr ang CheatikaxgCzallyl-; one or two doubl e-

or tripI?%Sonds, wherein said groups are either

un&uissk 7 ed or substituted with one or nore noieties
selrecoedaforgm - OH, =0, -NH2, -CN, hal ogen, aryl and

o et o D o R By A, G ST A B
wheYIE€dle@6d foar-NRfR’, asR° eS0T kalkyl sBEC sality dN'(P)R R’, -NRPSO,R’,
aryl SaHQ %%II\E-%tr %qlinWeé E 8rn 6e-m%rrnbr<re?caroe arrc%'a% bfRon-aromatic heterocyclic ring
having 1, 2, 3 or 4 nitrogen atoms or an N-oxide thereof and pis 0, 1, 2, 3, 4 or 5;

R® at each occurrence is independently selected from H, -OH, -CN, halogen, -R®,
-OR?, -NR°R’, -SR?, -SOR® and -SO:R%;

gis1,20r3;
wherein:

R® and R at each occurrence are independently selected from H, a Gy straight or
branched alkyl group, a Ca. straight or branched alkenyl or alkynyi group and a
Ca,carbocyclic group having zero, one or two double- or triple-bonds, wherein said groups
are either unsubstituted or substituted with one or more moieties selected from -OH, =0,
-NHg, -CN, halogen, aryl and C.zalkoxy-;

R® is selected from H, a Cy.5 straight or branched alkyl group or a Ca.s cycloalkyl
group wherein said groups are either unsubstituted or substituted with one or more moieties
selected from -OH, =0, -NH,, -CN, halogen, aryl and C; salkoxy-;
and, '

when R* is E-(CHy),- and said E thereof is an N or C linked 5- or 6-membered
aromatic or non-aromatic heterocyclic ring or an N-oxide thereof, said E is unsubstituted or



selected from-0OH, =0, -NH2, -CN, hal ogen, aryl and

Cl- 3al koxy-; and, when R4 is E-(CH 2)P- and said E
woOher@e$977s an N or C |linked 5- or 6-nenbered RCOISBLG06/001408

or non-aromatic heterocycldsc. ring or an N-oxide

thereof, said E is unsubstituted orhas 1, 2 or 3

substituents i ndependently selected from-0OH, =0,

has 1; %“338 E%Yrtuéiﬁé m9§i5’end@ﬂiﬂ)4§é1€dtbd frofaLlOm, kkOXYNK,, -CN, halogen,

R6R7 and - oL _6- nmenber .
Cralylomatakosr, Greakydnan 'E'Rh‘égv é%é?@?i ¢ OF é‘%”ﬁ%/?ﬁar%%‘a“‘é or non-
arom%u@ﬁ?téroﬁyéhf:% %aﬁh&"ﬂsz 24 nivbgen BbmsR2, R3 or R4 is

) cyc oal kyl , alkoxy or al koxyal kyl noi ety,
and, sai d noi eti es are unsubstituted or have 1, 2, 3, 4 or

5 Gk Fae & ng an %ﬂ@ﬁ f&tld:WaHS}&,l Aiedxg dr aﬂ(oxemm moiety, said

occurrence from -

moieiesarerneuasiied Ocel??a'ﬁﬂp 3n%f4 of %S%}f%eﬁ{?d? g%”qg( Slectéd at

rod - ANFRCON, ihahyl wAE Gepyab)l e salt t her eof .
AT L AEATESH ahynagoans

or oromgrepisgmer Lnaglipeted ¥ Y%h(cé@%%ﬂ%g% pr(gzﬁurssglh% @W%gée%t'ca”y'

acceggafﬂiezéémﬁ@r@b@ cogni tive disorders, psychoses,

sity, inflammatory di seases, irritable bowel
syndrone, inflammtory bowel dlsorder, enmesi s,
pre-eclanpsia, chronic obstructive pul nonary di sease,
di sorders associated w th excessive %onadotr

n
Clairad@/ or 5h@ﬁ@§p¢§f,%m@ N@eb‘?’%ﬁ@ﬂgﬁe %eaor Q%nm |§H id'Selected from
depr@é&éﬁ %ki‘étﬁ)ﬁ@rﬁidﬁh?&ha’i,cogﬁlﬂﬁé @’S@r@eﬁs@p@&hosw dbe3|ty, inflammatory

sti'cul ar cancer ceutic
drseawpwgmblme@b%\dm%gn%"am%*fﬂﬁﬁ%oaﬂnﬁﬁa iy e&&eéé Pipp@ampsia.
ch roﬂlcI cﬁ)‘%ﬂ&ctlvle lﬂ)tafrhc?réw d|§éa§éaﬂfsb@fer%ﬁéoaamrmmmdemtww@rmaddtrophlns

Fornmula 1: erein
AnCBABg BT RYI0 BRI B HRA BPSE PGB Patigancer
UstiE@shceeur rence is independently seI ected fromH,
and g e e N hal ogen.  Chal kyl -~ C3. 7oyl oal kyl .
G - 6al koxy- and Cral koxyCreal kyl-; nis 1, 2 or 3; R3
at each occurrence is independently selected fromH,
-OH, -NH2, -NO2, -CN, hal - = -
Cla|mﬂj4 Ci ﬁema{@ﬁy@tmglaqqgm%s% e,%gm%mgg lgrp¥1|gr;mac(éj%tlc:ﬁa‘”i'lly}é%é/ptable

diluent, lubricant or carrier and a compound in accord with Formula I:

RZ
A/( )n

wherein:

R'is selected from H, Cy.alkyl-, Csscycloalkyl- and Cy4alkylOG(O)-;

A is phenyl or Cycycloalkyl-;

R2 at each occurrence is independently selected from H, -OH, -NH,, -CN, halogen,
Cs.calkyl-, Cascycloalkyl-, Cs.salkoxy- and Ci.salkoxyCi.salkyl-;

nis1,2o0r3;

R® at each occurrence is independently selected from H, -OH, -NHz, -NO-, -CN,
halogen, Cy.alkyl-, Cysalkoxy- and Cq.alkoxyCi.calkyl-;



risQ 1, 2 or 3, R4 is selected from Cral kyl -,

Cl. 6al koxyC 1. 6al kyl -, C3-7cycl oal kyl- and E-(CH 2) P-,
woher®e®77s sel ected from -NR6R7, -SR6, -SOC 1P6aiSEN06/001408

- S@2C1%al | Cyl, N+(O ) R6R7, 4=NR 6SQ2R7, aryl and an N

or CGlinked 5- or 6-nenbered aromatic or non-aromatic

heterocyclic ring having 1, 2, 3 or 4 nitrogen atons

or @ No@¥igde thereof and pis 0, 1, 2, 3, 4 or 5, RS

at each occurrence is independently selected from H,

- OHis O.3dN2 R8I ogen, -R6, -OR6, -NR6R7, -SR6, -SOR 6 and

- SE@RSs018ktdStrdm G Qlkyl&cﬂgél%@kﬁ au@fﬁ @Q?Ey%al@ I- ﬁﬁ&E—gCHz)p,

occurrence are | ndependent ect ed . . S

wheeq F i spleCies oI aNEHRd -SHEy c{g«@@bw $0e5: ISt MG I P -NRESOL,

aryl lﬁhé%ﬁ hedr alikkBy b- 6F 6-AldnbaYdd &bRidEe 8MsbrRaromatic heterocyclic ring
7car bocyclic group having zero, one or two double

C3.
havigg 14 2i $pied BEAGRN aipASasian Nsaxide Hiemnsandpds Bi 1.1Re P, A or 5
Unw*%ﬁ! bhé%&@rr@ﬁcélg k?rﬁe'p&h@&ﬂy Wbichted ‘Fr‘érrplq JO, €CRD hﬁleé‘nc' -R?,

-CN, hal ogen, aryl and
'OR-:3HIF1<BX)73R R%Ongger%QzPed fromH a Cl-5 straight or

Qﬂghegoa{gkyl group or a C3.5 cycloal kyl group
wherein said groups are either unsubstituted or
wheggiBist it uted with one or nore noieties selected from

- O arfa.R"-dNei8eh oé%’NrreH@é %ﬁ%ep%ﬁ&ént@%@le@ted%%n‘f PP(¥O1 & straight or

and, when R4 is E-(CH sai d hereof 1Is

brangheg ajkyhaur, & CroySteight ﬁb*éﬁaé%heair%kﬁewl @ a¥FyniflogToup @'ﬁ%\ﬁl c

Cs. 78@&8&3@%’ r'obﬁ héVlH@ z@rro B N%‘o@%bﬁehﬁ ﬁ?k~b&@b duikerb said groups
unsubst i or 1, 2 3 substituents

are Pm%p@ﬁmw erewéfe'tét@’dfvmrﬁne@q make maigijes selegid from -OH, =0,

-NHQab‘F\%ﬁQIog&il'aﬁlWahM'Q algéky43| koxy-, G- "alkyl-CO,
NRgR7, aryl [ 6- menbered aromatic or
norfari® Aelested Femdi et $taalgh’f REPIRaGHasalkY! gpouppr @y Cas cycloalkyl

gro&]d \R/ﬁé}‘é@irbaﬂi @‘Bﬁps %Cblthléf‘%ugéﬁtut@a or @os‘%’ifuté%flwltﬁ ofdlor more moieties
cl oa koxy or é%/ yl noiety, said
Se‘%ﬁﬂéfqnésg‘é’r-@uh%‘hbﬁ‘\i thaioean dwir%)d xaik@xy-,s 4 or 5

andsubst ituents independently selected at each occurrence
om - phenyl and hal ogen,

st é’\”&ﬁ‘%jdﬁ’e—r(c%ﬁuaﬁﬂﬁ SAEIE thereol Isvashly eF 6 lygeqbﬁeor 6-membered
aroMEREHT RPLarOha RO REERE G R ok YARCSRIAPLRof, said E is unsubstituted or

has 1, 2 or 3 substituents independently selected from -OH, =0, -NH,, -CN, halogen,
Cy.4alkyl-, Cy.4alkoxy-, Cy4alkyl-CO-, -NRPR’, aryl and a 5- or 6-membered aromatic or non-
aromatic heterocyclic ring having 1, 2, 3 or 4 nitrogen atoms;
and,

when R', R?, R® or R* is an alkyl, cycloalky, alkoxy or alkoxyalkyl moiety, said
moieties are unsubstituted or have 1, 2, 3, 4 or 5 substituents independently selected at
each occurrence from -OH, -NH,, -CN, phenyl and halogen,
| or a stereoisomer, enantiomer, in vivo-hydrolysable precursor or pharmaceutically-
acceptable salt thereof.

Claim 15 A method of treatment or prophylaxis of a disease or condition in which
modulation of the NK-3 receptor is beneficial which method comprises administering a
therapeutically-effective amount of a pharmaceutical composition according to Claim 14 to a
subject suffering from said disease or condition.



salt thereof. Caim15 A nethod of treatnent or

prophyl axis of a disease or condition in which
woudwrioatd7on of the NK-3 receptor is beneficial PemiSERN06/001408

met hod conprises admi ni sterdgghg a

t herapeuticaliy-effective anount of a pharnmaceuti cal

conposition according to Claiml1l4 to a subject

suffering fromsaid disease or condition.C aim16 The

met hod of C aim 15, wherein said disease or condition

IS selected from depression, anxiety, schizophrenia,

ClaigotBi t i VieGth&BEJIST Slain? $5, G«l’/}iéiﬁﬁ sa@%é%a%& or béﬁdltﬁﬂﬂ@%&éé‘ted from
di seases, irrjtable bowel ndr one, anmat or

depggssign (Ipiety selizaphrppia. |n5' gisgr eﬁa@évﬁf@S%@Peagrt W@mmatorv
d.seggémﬁwble shvr apRirofe Siaf &fMatoAP BEGe MsBEaM dricsiX RESENRpsia,
|ns and/ or androgens incl udi ng d smenor r hea,
Chmg\éfn&&ﬁf%ﬁ* GSUTPRN FISERSH: Qéﬁoader%%%,wﬁdcw@amc@ﬁ&veawadotrOphms
andlc? ahdiogbee in6ladiag dysrhbdrieh/ béhigPprestang hyﬁbrﬁﬁﬁﬁr&o%ﬁ@camer
: wherein: Rl is selected from
a”d(tSSt'@H{?EFkaI ‘and C1-4BIKylOQ(Q-; A is phenyl or
Cs-ycycl oal kyl -; R2 at each occurrence is
i ndependent |y sel ected from H, -OH -NH2, -CN,
hal ogen, Ci-6al kyl -, C3-7Cyd Qal Ryl -, C1-6al koxy- and
Claifalt Bal k Qydapdimkiy besord with Fbrmdla®r 3; R3 at each
occurrence i s independently sel ect ed fromH, -OH,
-NH2, -NO2, -CN, hal ogen,_,Cl- @a[HOjI -, Cl1-6al koxy- and
C"aikoxyd-ealkyl-; mis I, AbrS ris 0, 1, 2 or 3,
R4 is selected from Cl-Aal R\C106al koxyC 1 6al kyl -,
C3-7Cyd Qal kVI - and E—( ) - N Eis selected
from-NR6R7, -SR6, -SQ ich,)- sgna 6al kyl ,
d and " an"N- or Cli nked 5-

N+( OOR6R7, - NR 63%
J peQ- aromat i ¢ heterocyclic

or 6-nenbered ar B
ring having 1, 2, 3 or 4 Wi t ripger @homs or an N- oxi de
gt 5; RSﬁi each
H

thereof and pis 0, 1, 2, 3,
occurrence is independently selected fro
wheneihogen, -R6, -OR 6, -NR6R7, -SR6, -SOR 6 and SO 2R6

4 15 id se1BotRl o H, Cpaalkyl-, Coacycloalkyl- and CralkylOG(O)-

A is phenyl or Cg;cycloalkyl-;

R? at each occurrence is independently selected from H, -OH, -NH,, -CN, halogen,
Cisalkyl-, Cazcycloalkyl-, Cy.salkoxy- and Cq.salkoxyCysalkyl-;

nis1,2or3;

R® at each occurrence is independently selected from H, -OH, -NHz, -NO,, -CN,
halogen, Cialkyl-, Cy.salkoxy- and C;.salkoxyC.salkyl-;

mis 1,2 or 3;

ris0,1,2o0r3,

R* is selected from Cy_alkyl-, CisalkoxyCisalkyl-, Cascycloalkyl- and E-(CHy)-,
where E is selected from -NR°R’, -SR®, -80C,.¢alkyl, -S0:C1.salkyl, N*(O)R®R, -NR°SO,R’,
aryl and an N- or C-linked 5- or 6-membered aromatic or non-aromatic heterocyclib ring
having 1, 2, 3 or 4 nitrogen atoms or an N-oxide thereof and pis 0, 1, 2, 3, 4 or 5;

R® at each occurrence is independently selected from H, -OH, -CN, halogen, -R®,
-OR®, -NR°R’, -SR®, -SOR® and -SO,R;

qis1,20r3;
wherein:



wherein: R6 and R7 at each occurrence are independently

selected fromH, a Cl-6 straight or branched al kyl
wgnrorpe9d7 C2- 6 strai ght or branched al kenyl or pairisympb/001408

group and a C3-7carbocyclig-group having zero, one or

two double- or triple-bonds, wherein said groups are

ei ther unsubstituted or substituted wi th one or nore

rmlpetdne?ﬂ?%@ bs&t s&uﬂ@ﬁé@ a@‘hde&nder‘w?sele‘c@ﬂ frJﬂﬁgpQ@] g straight or

aryl and Cl-3a is selected fromH
bra%qhﬁﬁla&mgfevp &%&tr@whépkwnat%kwl o aHenyl groep and Ry |

Ca. 7%@5@@?@% Haﬁﬁg tlod! OO oRIdBbIch BF trigRSBHMIL] Wérsﬂ safd groups
substiitu d with one or nore noieties selecte from

are either unpubsiijyigs or. sggstlthgp(y@@rpneéqryporgﬁ@l@@sggmyg@gﬂom -OH, =0,
-NH@“@:N MI@EerR%glgngté%&yp_ and said E thereof is an N

menber ed aromatic or non-aromatic

h et% P ERFPR TP Sot-=firal@ld o Benehrd @by graum qf apCqascycloalkyl

grolWHES I datd @BuSY ardaithdr urduBktitded ‘é)?§@bsttlﬁﬁét§ With one or more moieties
[ ndependent (ﬁ, sel ected from - OH, - NH2, - CN,

selagiackiam -Olt1=QaNkly -CN, haloggniasyhand C@tsalikw CO-, -NR5R7,
andaryl and a 5- or 6-menbered aronatlc or nonaromatic
eteroc iclic ring having 1 or 4 nitrogen atonms;
A QMR i R {Chebs 28 SBA FHberast i iy Iy Boal deppmbered
arorﬂbﬂ@éﬂndﬁfar%ﬁﬁ’db{ﬁbt&ﬂmhﬁmngw an?@bﬂdé‘?ﬂeﬁédf 85ajPE & unsubstituted or
unsubstituted or have 5 substituents

has; 1, g SrayRsHiISNtS @p'@w@@nﬂx seéﬁ@ﬁd tfe@u%nQe -Nirg e Ncpglogen,

C1.sal2,C - AhbxyP) r@ﬂ)&ilk Ia®@ hﬁh@@e @ryl 8hd 8 55 bE6- AN aromatic or non-
enant i oner , ‘ysa i e precursor or

aromaly Hﬁ%@ﬁY@"Eé‘PQ@QE‘E%ﬂt %tﬁ% LBIPOhRPRSH, for use in
andt he treat msnt or _prophyl axis of a disease or condition

in which ng ion of the NK-3 receptor is
ben#¥iandi aB F(‘:I %(l an i3 8n /iy, Grdoalb ki §r alkoxyalyhingipty, said

momf@’ﬁbrmn&%s@hﬁécﬁ&ﬂ%%qr 209 nﬂd)ﬂB SbstidiefBliffo8Hddr g Felected at
e reSS|on anX|eté sch IZO renla cognltlve
S:

eacal%e%eétcg frogs ol '08‘089,?'?393”‘? helPafAat ory di seases,
' r rdﬂa&ﬁér@o@@r‘t@t cPYRIRETRIn Vit %Wéa%feyprl%&fﬁ@érd?'pﬁﬁfn‘i’ﬁeutlcaﬂy-

pre eclanpsi a, chronlc obstructive pul nonary
aCClP@E'&%””lﬂr%r ders associated with excessive

gor\rgplgger iRPkY NSatRBH A praSHIAEESN S diskdsd r B8ndition in Wthh modulation
ysnenorrhea, benign prostatic hyperplasia, prostatic

of ﬂ&%\h%e?r recepiar s epelicialar cancer .

Claim 18 The use according to Claim 17, wherein said disease or condition is selected
from depression, anxiety, schizophrenia, cognitive disorders, psychoses, obesity,
inflammatory diseases, irritable bowel syndrome, inflammatory bowel disorder, emesis, pre-
eclampsia, chronic obstructive pulmonary disease, disorders associated with excessive
gonadotrophins and/or androgens including dysmenorrhea, benign prostatic hyperplasia,
prostatic cancer, and testicular cancer.

Claim 19 The use in the manufacture of a medicament for the treatment or prophylaxis
of a disease or condition in which modulation of the NK-3 receptor is beneficial of a
compound in accord with Formula I:



G aim 19 The use in the manufacture of a nedi canment
for the treatnent or prophylaxis of a di sease or
woanite9on i n whi ch nodul ati on of the NK-3 recepr/SE2106/001408
beneficial of a conpound i_?gaccord wi th Fornul a
| :wherein: Rl is selected fromH, C alky!-,
C3. 6Cycl oal kyl - and Cl-4al kyl OC(O)-; A is phenyl or
Cs~cycl oal kyl -; R2 at each occu pence i s independentl|y
selected fromH -OH - hal ogen, Cl-6al kyI ,
g s-ycycl oal kyl -, G -6al ko y- ém ’\al koxyCtral kyl -; n
is 1, 2 or 3; R3 at eachyodturrende is |ndependently
selected fromH, -OH 1-NH ”“C’N, hal ogen,
Cral kyl -, d . 6al koxy-apdx¢ -(C'éd)rkGD(yCl 6al kyl-; mis
1, 2 or 3; r is () or |3, R4 is selected from
Cl- 4al kyl -, G . 6al ko FCi Kyhy Csrcycl oal kyl - and
E-(CH 2)P-. where E is sel ectled 7X@/ - NR6R7, ~ - SR,
-SOCl- 6al kyl , -SRC1 alk I, NHFC)R 6R7, -NR6SO2R7,
whef |¥ and an N- or Clinked 5- or 6-nenbered aromatic
FT“ ‘non-aronati ¢ heterocyclic ring having 1, 2, 3 or 4

ni R’ dgsslecediromat, Ginalky19X3 g6y cidaityk ehd @ dalkylOS(©)-; 1, 2,

e occurrence is |ndependently
se|%‘8t9§8“¥' PE&?YQVC[O%%Q CN, hal ogen, -R6, -OR6, -NR6R7,
- SIRG ,at e&ﬂ%co&ﬂdneéﬁ@%%peﬂderﬁly %eleatedrfro&] HW@ﬂl ,eNlﬂi'g, Bﬁlél halogen,
e rre re i dently sel ecte
C1'G$]th1 ZCygloé%-yE @ O@htangr(’a ﬁ?'ﬁ?@'ﬂ: kyl group, a

C2+Gs3gt2ar ght or branched al kenyl or al kynyl group and

coThieb sty Sialfranée SumBendiy Seheldian ot WRe -No2 -ON.
halogieh h@{salkpis,Ubshikbiut-edd @ .sikdxgCi takydg with one or nore
Noi et Iﬁ%% [ected from-0OH, =0, -NH2, -CN, hal ogen,

aryI *3al koxy-; R8 is selected fromH, a Cl-5
st rag ght, 2(Ur3branched al kyl group or a C3-5 cycl oal kyl
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