WD 2006/ 048146 PCT/ EP2005/ 011403 Quinoline as .
all osteric enhancers of the GABA-B receptors The
present invention relates to conpounds of formula | 4
wOo Rs/0BE4R 2 (1) R6 wherein R is hydrogenycehmgﬁymn“B
al kyl, C-C7 hal oal kyl, di(Cl-Ci)al kylam no, C3-C8
cycloalkyl, 5 or 5 or 6 nenbered heterocydoal kyl . ;
R2 is Cl-C7 al kyl, aryl, C-C7 al koxy(Cl-Cr)al kyl,
Cl - C7 hal oal kyl or C3-C8 «cycloalkyl; R3, R4 are each
i ndependent |y hydrogen, hal o, hydroxy; Cl-C7 al koxy,
- C-C7 hal oal koxy, di (G -C7)al kyl am no, G -C7
al kyl sul fonyl ,,_.or.. 5 AN 1R§£SQM%ﬁO tors
het er ocycl oal FFolTRE lesicen kyl ,
A -C7 al koxy, C-C7 hal oal koxy, or aryloxy, or is
- NRTRSprafeer iaidatiRY reiid td@mpbendeof fofdulal kyl , or R7 and
R8 may, together with the nltrogen atomto which
they are attached, formor a to 8 nenbered
het er ocydoal kyl group whi ch g substituted by one
or nore subsituent(s) 15 se ed fromthe group
consi sting of halo, Cl-C7 aNgy CI C7 al koxy,
hydr oxy, phenyl and gl(O C7)a|1,IaWIno R6 is
hydrogen or toget her Rt B~RS-va Qrm a{lb or 6
nmenber ed het erocycl oal kj X
substituted by one oges.r Nl-o9en; and
pharmaceutically acceptable acid addition salts
theggg% 20 excludlng t he follomnng conpounds
*0ro 2- et hyl - 4- phenyl - qui nol i n- 3-yl ) - et hanone
is hydrogen, C;-Cy alkyl, C,-Csy halo , di(C-Cy)alkylamino, Cs-Cg cycloalkyl,

1;(6 Br o 54 pheABlrelhddpgEbdkn- 1- yl qui nolin-3-yl)-e
t anene;

AN oéb%aﬂ%gw o CrTy e allgh Frrbeefont or O

-ethanoneyC10

\1m ( %g{g orRpe e%cmﬁa%l\aeﬁﬂ %& ﬂﬁ:l:lfoﬁy 31, inghhapene;
1- (2, 6- D| ‘é‘E@ﬁ’@V allyylsplfsnyh oR 3 AHaem b
10 heterocycloalkyl;

R® is hydrogen, halo, C,-Cy alkyl, C,-C; alkoxy, C;-C; haloalkoxy, or aryloxy,
or is -NR'R® wherein R” and R® are C,-C; :;]kyl, or R” and R® may, together with
the nitrogen atom to which they are attached, form or a 4 to 8 membered
heterocycloalkyl group which may be substituted by one or more subsituent(s)

15 selected from the group consisting of halo, C,-C; alkyl, C;-C; alkoxy, hydroxy,

phenyl and di{(C,-Cy)alkylamino;

R® is hydrogen or together with R’ may form a 5 or 6 membered heterocycloalkyl
group which may be substituted by one or more halogen;

and pharmaceutically acceptable acid addition salts thereof,

20 excluding the following compounds:
1-(6-Chloro-2-methyl-4-phenyl-quinolin-3-yl)-ethanone;
1-(6-Bromo-4-phenyl-2-piperidin-1-yl-quinolin-3-yl}-ethanone;
1-[4-(4-Chloro-phenyl}-2-methyl-quinolin-3-yl]-ethanone;
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-yl)-ethanone;
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(2- Met hyl - 4- phenyl -6-tri fl uoronet ho) cy-qui nolin-3-yl)
- et hanone. The six conpounds excluded fromthe scope
whanegioesasll a | are known from chem cal |i br &cra200s/011403
Sai d si x conmpounds were never, disclosed in relation
wth GABAB 5 receptors. The conpounds of fornula I

1200, bSkyL 53 chyg st N aMabed oy val uabl e

a eut| prop ertles has been found that t he
1&&6%814&@%% éﬂtlﬂwoaﬁﬂrpnéqmsws e

y- Am nobutyric acid (GABA), the nost abundant

| nhiThé tmwnp@wd@temmarﬁbhﬂﬂm sdope dsttbrval £5arb hbwn from

ono %@%E%@Aggm and &etgg%r@%ﬁ@os%%’*%@% W%é;%ﬁéﬁ

réeeptemors that are present in nost regions of the
manmal i an brain on presynaptic termnals and

pos%ﬁ%&hb%%dtﬁdpgwoﬁﬂﬁa RER1 R QdRee &Hu%[}‘é‘hei JaHPei ng

ory syna I'C transm ssion esyn
tIGARABI? proppitiss. St ha perndbundribdiiba compougids meglhuwrttag&ABAa
réGlhi,yated Ca2+ channels (P/Q and N-type) inhibit the
rel ease 15 of many neurotransmitters. Postsynaptic
GABA3 receptors activates Gprotein coupled inwardly

r ecYiAYpRYITREC 4o (RIB D hthamedst dhverdand gudtibitass nadefTyhsanitter,
SIS SEE T O Bl B mp T SACION] B2l (R oy

Nedrpre, 284, 1493621951 Tecqrtiers GRBAR Preedpt orost wgiens of the
R8¢ ah b ptQeahed e QidMduk %E&s;&@&ﬁhwﬂsta}‘e iBolved in the

varl Qus neurotranSmtter systens recept or

finedumagoliphibdowsymapta H%myé%%t’reatnaz@c EhBAaprRPEsthrpugh
ohdmiatibeaF Eﬁgﬁlvoﬁige%&tﬁia&ﬁx}a deRheSSIPan. anam' ] Ynhibit the release

chi zophr eni a.and %glgl tl& sorders er and

a&tt % ’-'OTE:’H}SF“J“%“ -GS AR ¢ X&ﬁsrm?raﬁm Eieés%ramtazl coupled

)l |
5‘% @%Iia% |c\ﬁ,£ém%;}o\ aBI%! Bre%u}ﬁ@yﬁeﬂﬁyl ReMase@Billiriton et al,
'@%@é%ﬁ 4

P orut@d féﬂdtfﬁvoaéﬁ iﬁt bas ?%éé Xi-264, 2002).

BetHasstht SAB%BAB!%rma stafRABRZ] 08t B th&duld€a i o8 sfvarious
386, 9- 246 i§97 25 an glature

%@“%%W%@b%ﬁtemﬁ’h s Pl UBEds BREA
thdngteutidsay thratangerdtof mamdemaﬂior&mkpty&chlmphmhﬂdnd
t
DEINEAE RTINS A0 b Ty DS N RTIRLR0L 2
269D B@iet et @aleysmirRsteﬁQSﬁ@v&ﬂ éftflonasal , pher ormne
and putative taste receptors (Pin et al. Phar maco. .

ThefatiR&GAB 'B%%%rs 20@3kronlg Rk Smp %ﬁgtf%ostyges of

(|nclud|ng rece tors) 30 are characterized
SEREitei G il [ d SeiPdmRe Bt h BXa@Teat cidbrhifise 38n259-246, 1997
205 SRR, Q%i l6k3L64:0R3) Dhk kRG&lH U FATARR NOrd R Bhddthat they

LA, 00 0. s s st S el R,
rﬁsﬁiﬁeﬁﬁﬁ ey fhmitg B IGPCRs Grivde zheinedbotropic ghiflaflate @REAT —r8)
C‘é#ﬁ?“?%—%ﬁ%g é]ﬁ#'%g%asgloé}ego&ﬁwe anla puZa]t—t Daste rgc%l?tors g’te et cﬁ,
Pharmaco.. Ther. 98, 325-354, 2003). The family 3 receptors (including GABA 5 receptors)
are characterized by two distinctly separated topological domains: an exceptionally long
extracellular amino-terminal domain (ATD, 500-600 amino acids), which coratains a
venus flytrap module for the agonist binding (orthosteric site} (Galvez et al., J~ Biol
Chem., 275, 41166-41174, 2000) and the 7TM helical segments plus intracellul ar carboxyl-

terminal domain that is involved in receptor activation and G-protein couplirag. The
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termnal domain that is involved in receptor
activation and G protein coupling. The WO 2006/ 048146
PCT/ EP2005/ 011403 -3 nechani sm of receptor

wacbiswadigon by agoni st in GABABRLR2 het er odi msefr/Hp3005/011403
uni que anong the GPCRs. In the heteroner, only
GABABRI subunit binds to GABA, while the GABABR2 is

e

aMWgﬂEfCﬁPCéRS B the hivermmom conly GABASRBSPuRigbinds pGAPA, Bhile the

%ﬁf s r%{pog.kltb}ﬁ: f gﬂn ¢ aht acfvarrdf of %%gteﬁ?%?avhckom etal, Mol.

GABABR1 knock- ‘out ( }a m ce
Péptidotlt 6% p&héah éWSKﬁ’é{'eﬁlﬁ &s/. A bR pBr AlogeSP a2 Hese

KO m ce have |lost all the biochem cal and
el e@éhﬁ;@:@ byl Nle0@h.CcAl 4@@5501rm@aa§&smbamesa@m§m knocl-
@ABABRI ﬁg m ce were, nore @ﬂX' ous glg}vmlg@nx e lost
o9 SRPIEARSOR] SR AR “Hitroea, clos
aﬂlrﬂhd Higdteniah m&élﬁﬂo@&@eﬂ&»@ial G}Adm e«slp@sesdhttaastmganﬂae
e to showed a.cle ai n
GhEBR KO T qhere Ao arishn i e faR ol P Rirh DR B g dari
hom()cbadeestdrtmmmwght) ané seasase e (GARBABRIredOrral Scps climbed). They
| ayed. |ncrea e [
ﬁy‘ﬁ%r a%? i Vi P PR new g%ﬁ%ﬁog%%g%ér%% %ﬁ?dﬁcgﬁlég [ 3 impaired
mEppE dremssed’ Tbﬂﬁwmm K@zdsosilsp}afﬁd: inciegsedihypirtpcometipn znd
h&%@tﬁ&w& ifndw 915\91'?) L BMBOGRT géne%‘:rﬂépl?ﬁﬂ% Eofhosome

and ys xe Peters e ur ogeneti_cs,
6z>°1 a.,mgeh is yaidpi) the @eh agesian with Kpkagg forneh FOPhI‘BHan epilepsy
glm&-zé}i@ﬂe;ls o 483 %mio%%tz&% Q7IRposob )epkoam;z ePalVBAK J. Med.

assocl ati on ol hi.sm

(&@ﬁézaﬁﬂhl%cmﬂféﬁmr@ﬁ%e afb@il%v assea&%% %&3@’&13
PR ERism o GABAE é&gﬁt@%ﬁoﬁﬂ‘énﬁmw&ofdiﬂ&amKQ

e T GBS 5 ) S R S cns

s%&maér}g?éﬁi ot Qa, BRLKS 2 6:8rity EHEERER fom d1¢ iR p AR, C
R2 receptors are 20 respon3| bl e for these

qomeabipie SARRRIB Panict (Thsreduss horerqaris &P 6p RéRy Feceptors are
%?ﬁgdble%ﬁﬁ&%%h LaRyfeABAB receptor agonist with EC50

Mat native receptor, is the only |igand,
whi ch has been used since 1972 in clinical study for
t he Barlefenribiotesalf, &phbrqumenx} G )skesleetivgl GARAsciegeptor agonist

” Iﬂﬂ%@' L &lb nfvggttr{aﬁ% fece %{%1 ﬁ%her a &9f1 He@ﬂ\ HieM since 1972

[e sclerosrs er osl s,
m@hsbaﬂ atudp forghe yyammt‘sqf sgm$w$d¢tﬂnn@ﬁale rigédity in patients

ﬁh&vﬂh% gglmﬁthfH QHﬂHﬁﬁe gger\%ﬁ Wﬁbﬁﬁ@ﬁte@ﬂQd%Qﬁ%erebral

recep agonls wer e he treatnent

présirdpeitof the nredtimicatyn d@havﬂﬁelda@ﬁ%%&eé aww htaﬁloff‘@@étéﬁa‘@iﬁs
R a6 OtibH ﬁrefe'\fmsﬂl@ kdat@len@bf neuPéﬁ&ﬂnc Eﬂbdcrgqn 5s.soc1ated with

et e e i e PR B,
$B 63, 71625-15‘1’3?331as%QBzccarBﬁﬁbﬁemme,tN@Jmphcmmcozogy, 38, 1767-1773, 1999;

geegier fg%lll?r emg‘(g}ko %aco%g , %g 79} ?1904 }89%91%11‘ %tﬂeeg 220 n et
Psychopharmacology, 172, 179-186, 2003). In panic disorder patients, Baclofen was shown
1o be significantly effective in reducing the number of panic attacks and symptoms of
anxiety as assessed with the Hamilton anxiety scale, Zung anxiety scale and Katz-R
nervousness subscale (Breslow et al., Am. J. Psychiatry, 146, 353-356, 1989). In a study
with a small group of veterans with chronic, combat-related posttraumatic stress disorder
(PTSD), baclofen was found to be an. effective and well-tolerated treatment. It resulted in
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30 Psychopharmacol ogy, 172, 179-186,2003). In panic

di sorder patients, Bacl ofen was shown to be

significantly effective in reducing the nunber of
woamco48add acks and synptons of anxi ety as avceaEpeEs/011403

with the Ham I ton anxiety scale, Zung anxiety scale

and Katz-R nervousness subscale (Breslow et aL, Am

mgillﬁcﬁéeﬁﬁlyr@«te&ﬂeﬁtslﬂ@le%%&aﬁ% 989bf PTID, it HQMbl yWhd Rofance,

gr up of veterans wt chrg 8 t- related
§ e dypPEREtst SHFBIOMS 38 glﬁﬁl'@ﬁ)e UG5H RFOIERTAS
dtd@ pREIGNIRERREL], Vi@ AP MRdothed. OF.£1 B7ed 81, 2003). In

eat resul d in WD.,2006/ 048146
Pfﬁ%w é%oc@ys}vtfiof b e T FEARC T PO SRR EhbiiopEPD
of ﬂieearcahdrncsgaﬁm)d ﬁ@nﬁﬁmﬁc‘éﬂ)by distilphes @aklnpt bhep anaiptian berat

nbi
PP? ﬁ’l%dg%ﬁﬁ)é‘&éﬂl§&l& 6%8%%5} et al)! eﬁa)ﬁcﬁopwrsn%m%én?} 1? 222 %bd 2(%4? °
Tl(efalfcaieeGﬁBAﬁtecept&mgomﬁl‘lms Emotﬁhbé i th8 ?hmﬂ@@%gﬁbiﬂgrapy of

psfc%géz d13!:>1{?iherspﬁﬁ§>lrﬂu¥1£tglgl Bﬂolfgyhasg?i%i) LR e?i@!:t? EJHE:)dmg the

pul'se | n I brti
poof blohd-bagintistiias peretratipe Vﬁ%b@ﬁsiémiﬂﬂ@ Qémﬂlownd narrow

I
thg-?lgpsyc ocgcl%vs ﬁgckrfgsxaaxn,as@mmﬂa Pfferhilel Alat m%ﬁ its TRES!

Bortol ato et alL, Psychophar rraco ogy,
171, 322- 330 2004) Therefore BAB r ecept or
agdfimater #4d MobBratrerol 64 03 RE. HHAPAMCEP G 2 novel dass of

GAEEJ@E&?t&E1gaﬂ§sY€J[‘I@& p&ltﬁ?eméﬁﬁic&no&dm;t&ﬁl@@m%b)fz G- td1—tert—
n, has r o cts includin
S Cohbbaona P Barr e BRSP4 G S5y SErigehe CEP1asor.

T}dwlaganma@fe naeffécn on died dwatmm réchptoay) Buit in Condertoath
nuscl e..r.el,axati on on, andtolera

expippippus GBI R i feuse S bt 30BN ekl FomA at the

GARATRAG3(Oifilet all 00 Hiamaaoéﬁ@ BedsH ﬁOQaZ) Hotesdstivglpgscent study

mﬁi“tgé?7§3%°(%%e%dg%ﬁ?%mg g% %%ag%béﬁ Y3 hLO8E8h b6t this

ors

pdsitivy modlulagortagiivages irctly-thi¢ mr@m‘yww@byan)e demeins|(TTRY of
GABA&; SH&Q%@E%&Q uzeaz.cﬁ%%cg%aw phalESfog), 984) Qéom\f@recenﬂy

no effect on their own receptors ut I N
rEpERIET: tbm&pﬁe%céf%géﬁ@@%ﬂ@&mmqtﬁwnpw (i GHdn
rekepBor ﬁﬁ}@ihoﬁﬂﬂtm3m3 N cB&Ylopdn lshﬂﬁ%rl -5-nitro-

P@@S%ﬂglﬁ @@%ﬁr} ﬁ&r’ﬁer et @o r%’hagpfflh%r ﬁ é&%ﬁé% ?0 2003) in
thé BitedarRbo@dnd eleer!e@ her@lihﬁama tesPrhBdels? @815&’@9198 toler2fiddafter

h h t t t
R EET e L dava S B PEIE TOmar e oy e e
BecABABRAGABAY Et&tanceﬁsﬁmvene affiecebn adceptor activity in the absence of GABA,
h 4 0
b B P S E it S ofa? PARPR ey HRGERb o
Gﬁm,onwccxpaceeaitmamhesmhgahdt ﬂ:@u@I:BABan imgreytdoiderdieitprafide as

[ g, d
coggll 5 %ado@%%gg oHs3 tO 1-2 OIgg/k PO had no effect on

opentyl ylsu fan
sppyteheduilprompie: @tvam ﬁéam@khf\ﬁyl’f@@eé%m@l and tpcti@higytamc ol
E{;ﬂns&hﬁ)r baclof@/whitk dicad thaO9d effe&s a@ he. lb gk, dar 5}839783

el evat ed zero rraze t est nodel ; anxi et%m
di gparsaay 8iecben cOERtGRIPETIPFRARCARTTESCPssd DY BYSEe fioidpnce

bSA OB R st(ih OnibDirtiGats RBherDRGEG BT d3ydxhivae d eREEKME ke cffects in

the elevated plus maze (rat), elevated zero maze (mice and rats), and the stress-induced
hyperthermia (mice) test paradigms. Therefore, GS39783 represents a novel anxiolytic
without side-effects associated with baclofen or benzodiazepines (Cryan et al, J
Pharmacol Exp Ther., 310, 952-963, 2004). The preclinical investigation with the CGP7930
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25 Because the GABAB enhancers have no effect on
receptor activity in the absence of GABA, but do
enhance allosterically the affinity of the GABAB
receptor for the endogenous GABA, it is expected
that these |igands should have an inproved side
effect profile as _ conpared o baclofen. |ndeed,

anGSHGIERP has shovm thetPtly FRGPOYRISITEEE FErcdtea deceging cocaine self-
2R ARG OM S ats QORIPL AL, BpdhbNhdrnacdlédy 21780105000Y2004). The positive

tenperature and traction fes In _o0 CO arison t
TR S ey ) ha%#@%sﬁl I’R%@%’écag}in@ ff%’c‘gg trgptment Qf%@stw-

- Edophdsgal HR@ux BR324 8SERT) shdbds Bav@toteRERRIWO03/090731, Use of

cognition .perfornmgnce as assessed. by.passiyve
GABRY AR DYEHATIGREEOT: B R HAL SO SE
Furt hernore, -GS39783 exhi bited anxiolytic-1ike
ef fregitire aliostdriz enehbvet Gaveens ramred foratther fehdyAGBARs

. : ' d . 3t t -
e
285397 B Biane pr €5 Brtmwea 5T G199 5300 GilcignBSenging engptor (NPS R-
ot £, ; ) ,
AT BS ) GRS BAES b BARLER, 85 rogr 1 ) s
6.71e 146), 81HuDE2=peGI L YRYAYY, Nrte-(prmeghaxppleerioxy)-phenyl-N-(2,2,2-

el 0L Mk WS pR T usde A0 PR BE0088,

- Peiortidters of glupamagenerapiers ) andiElyireeepics (CERF A I\%‘c*l-%bt).rs}-lg[(l&
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) oo 195 3008 =0y
djr?%%gpgiﬂ%? C@?Q%ﬁ%@gﬁ SO b%%ﬁﬁéfecl i?]xi:%;gl?ly St ugl(ibggmgt
ak, §Pheryeator B fefie 2619c3512004) - BXEStTRghart tRe peip,demonstrated that
ﬂ%&%ﬁﬁv/ 090751&%@ or@Pﬁ%‘%@& nb Eﬂﬁosft@'%ck%ﬁe m‘cﬁ@tawm fVWPrMD region,

. e . of . . rec, or positive. : .
hereT cRbYIEng the Rosist @%%%ﬁ%@ﬁﬂ%@gﬁ@%ﬁf? ofige { PP gegion
(Bhdfinsit & al. CPraD Wak oA @ Schaist 98 apdzel3a0, @00 ; Sthaffhlisd: et al., Mol

Frouen gl e e

1288 corp el pepratntahs fifsaporitive, ali&sFericOB6d189Drs RAGAered the

Lal ciu ensing. r Qr R- 467 and NPS R-568).
dc(ﬁﬁaﬁ%%ﬂ?g%eﬁé‘?&aiﬂ.%?‘%ﬁ}bf‘%%{f%??%L, 53, 1083- 1088,

1998L (USio 6,313, 146), nGlu2 receptor [LY487379,

N- ( @bjeztsraé tirednsephenareyhe greaundpo{prmula I and pharmaceutically

A P B e P

salts cogreafy FpdigHReniropinias 8 FeEPOLEPYprmula I or a pharmaceutically
Db @b BRI Brdioh (dis3hereof. |

di oxo-1, 3-di hydro- 2Hi soi ndol - 2-yl ) et hyl ]

phenyl } - 2- hydroxybenzam de) (O Brien et  al, J.
PhafReRTeing 5 firstAmect, there arg grpvided comppunds of formula I
Interestingly, it has been dempnstrated that 15,

- these positive nodulators bing to a novel. allosteric

site located within the 7TVMD _#€gi (R t her eby

y stabilizing .the
active state of the 7TbWre®op# (Knoflach et aL,
G2- 13407, 2001;

Schaf (i zauser et al, RRQ 64, @p8-810

2003). Moreover, the NP ; - 568 (Tecal cet)
and related conpounds MAgprd the first- positive
al l osteric nodul at or Bt hat” entere®t he :

wherein

R'  is hydrogen, C;-C; alkyl, C;-C; haloalkyl, di( C;-Cy}aﬂtyiamino, Cg-Q cydoalkyl, or50r

6 membered heterocycloalkyl;



20 clinical trails due to their allosteric node of
action. (bjects of the invention are the conpounds of
formula | and pharmaceutically acceptable acid
addition salts thereof, the preparation of the

- conpounds of fornmula |I and salts thereof,
nmedi canents contai ning a conpound of fornmula I or a
pharmaceutically acceptalshe acid addition salts
thereof 25 According to a first aspect, there are

X pr%‘%c*%‘iﬂa%@’fhydmg R, 5110y ot S oo
B, Rd| eGieadyipderien qugequ@h) Mlc‘ay% ﬂhrIYBCnﬁv hajaﬂcoxy > di(Cy-
* ary \ -C7&&O§?W(C7)a#yk L Cl CT7 hEI ﬁal kﬁ;ilf}:y

h y af B gﬁR’R‘ hﬂieemn %) hiDRY/are q-mmm K@RX/an@& 18ay, together with the

T R Ret b Vi e ks et oA Jperbeek hpirocyoaliy
g |vﬂ1|;d(]:1}4ﬂhp&ﬁlbsﬂimtaﬂ, byGheGT gfﬂrf{gdhsxtﬁ‘éntﬁ? séidcesbfyom the group
O v S Gt %k%%hvﬂé%“@i‘%%gef 5 Mytamio;
R® vv| isthydtwenmlogctgermuh _.....__--.
sEqu LS oal c rou
bbe su stltggt edgrbé}sone hor e sﬁb3| ?uenlto(s)
‘andpbm aspencaile aideqditionsalis sharend, of halo, C-C7

exdu&h ﬂl’feﬁuﬁﬁgc&h hydroxy, phenyl and
CreC7)a I Kyl arr#ﬂg&% IS F ogen or together with

45‘%%@‘“? eHvird-mhegyi-guinelingg iy @eocycl oal I ryl group

1- (G_Wt ;ﬁ?&ﬁm—tluﬁﬁtfﬁt bnhmnoml %dmd tg; hal o?;en and
u accep addition salts

1- H"&ﬁ@#‘ ehmgﬁg E‘X&WE ﬁ'f’ Ylﬁ\ﬁ*bﬁﬁ PBnpounds.

1-(6-Broffb-Tinletityb-4Zphmayhyhindliphat)ytthaponep | n- 3-yl ) et hanone

1(2’61 e@-&n%hef Hen;‘/’P‘?z”-‘ﬂ? peri G- 1- yl -quinolin-3-yl)-e

1-(2- bﬁ@henybé-mﬁuommethoxy-qmnokn-S-yl}-etl::anone

Phenﬁ-(&_‘bh{gﬁﬁmlg RYERx Rt hyl - qui nohn-3-71] - et hanon
Phwﬂ-(@@%WWK%ﬁaMM}?mﬁaﬂm% et hanone;

(2-M§thf'lz+§)é%{f’§ﬁ‘?‘**ﬂ ﬁ?% e oy’ qui nol 1 - 3-y1)
1-(2-MethyrAphen lin-3-yl}-ethanone;
1- (6-Ch10r0-2-methy1-4-phenyl-qmnohn»3—yi)-ethanone;
1-(4-Phenyl-quinolin-3-yl}-ethancne;
1-{6-Chloro-4-phenyl-quinolin-3-yl}-ethanone; -
1-(6-Chloro-2-dimethylamino-4-phenyl-guinolin- 3-y1}-ethanone;
1- {&Methoxy—:—methyl+phmqumohn- -yi)-ethanone;
| 2,2,2-Tnﬁuoro—1-(2—methyl-4-phcnyl-qumohn-3—y})-ethanone;
1-{6-Bromo-2~(4-morpholinyl)-4-phenyl-quinolin-3-yl}-ethanone;
1-(2,6-Dimethyl-4-phenyi-quinolin-3-yl)-ethanone;
1-[4-(4-Chlorophenyl)-2-methyl-quinolin-3-yl}-ethanone;
1-]6-Chloro-4-phenyl-2-( 1-piperidinyl)-quinolin-3-yl] -ethanone;
1-[6-Bromo-4-phenyi-2-(1-piperidinyl)-quinolin-3-yl]-ethanone;
(3-Methylphenyl) (4-phenyl-quinolin-3-yl)-methanone;

niisteToTy




Phenyl - (4- phenyl - qunol i n-3-) d) - net banone;

Phenyl - (4- phenyl - qui nolin-3-A)-(2, 4,6-tri merhyl - pheny
|') - met hanone; '

(2- Met hyl - 4- phenyl - qui nol i n- 3-yl ) - phenyl - met hanone;

1- (2- Met hyl - 4- phenyl - qU|noI|n 3-y1) - et harione;

1- (6- Chl or o- 2- et hyl - phe “4- qui nol i n-3-yl) -et hanone

o ; 1-(4-Phenyl - quin oI|n 3- # et hanone;
(4-Chlotbphényl)l (7 +clayo#- %T hmégﬁﬁm%t hanone;
(74jﬂg%ﬁiﬁh£§&Q&ﬁuﬂnﬁLﬁFbﬁﬁhﬁﬁk&ﬁmﬁn@henyI qui nolin-3-yl)-e

(7-Chlogo--phnst-ginsjin -4 {4aebpxyphssyD -BEANch 3. 71 ) - et hano
- - -3-y1) (4-ethylphenyl}-methanone;
i;ﬁogm Phen'ﬁd -:nohngl:i)(z n};%ltP Xthy :Qtl’genyl quinolin-3-yl)-e

(&Ethy%h&ﬁdﬁ%méuﬁ ~quinali-phybiHnetanont; pieny| - qui nol in-3-A)-e
(7- Cﬂolq'%?%sﬂﬁc-\’r’é‘?ﬂws'ﬂ)éﬁ’e ARAT T?%th%noyl ) - et hanone;

- 1-[4-(4- Cnl orophenyl ) - 2- nethyl gui nol i n-3-y1] -ethanP
Qccordm ic a second aspect, there 1s provided a process for the’ preparatlon ora
C% | or o- henyl - 2- (1- pi-peri di nyl)-qui nol i n-3-y1]
compounétolﬁ m&& Tas dB ned above .

1-[ 6- Br onp- 4- phenyl - 2- ( 1- *fperldlnyl) qU|noI|n 3-yl]-
. et hanone; (3- Met hyi phenyl)

(4- phen) 4- qui nol i n-3-yl *MagHranone; - 5b-

(4-chl or ophenyl) 7’ : .
(7-chl or o- 4- phenyl - qui i, yl ) - met h2none;
(7-Chl oro- 4- phenyi - -1
(77Chloro-4-phen§
(4- met hoayphen3l) -
t or o- 4- phenyl - quie
- (4-ethgl phenyl) - et hanoae; (4- Chl or ophenyl)

comprififl HBSRYbf i borfpotind-of étrnaudoBe;  (4- Et hyl phenyl)
. (4-phen)l-quinolin-3-yl)- ne;haaone and

(7-Chl or o- 4- phenyl - qui nOl i §- 3-yl)
(4-met hyl phenyl ) - met hanonee &cording to a second
aspect, there is provi de® agprocess for the
preparation of a ¢ oundjof for I as defined
above: 4 3 RS 2 crngﬁ~ Ated he s?ggpof reacting a
conmpound of formula

with 2 compound of formula HI.

to give the conipound of formula 1
wherein R' to R® are as defined for formula I;

. and if desired, converting the compound of formula I obtained into a pharmaceutically

acceptable acid addition salt.

According to a third aspect, there is provided a process for the preparation of a

compound of formula Ia



Ow th a conmpound of formula M 2 P7pT O 3 to give
t he conpound of fornmula 1; wherein Rto R6 are as
defined for forrmula 1; and if desired, converting the
conmpound of forrmula | obtained into a
pharmaceutically acceptable acid addition salt.
According to a third aspect, there is provided a
process for the preparatioﬁ}of a conpound of fornula
la -5¢ 4 IF R3 i'8 & 2 igg R conprising the steps
of reacting a conpound of fyrmulsa N R3  Br 2 R1
Wi th a conpound of fornul.‘“~»’ g7 NH to give the
compound of formula | % to e are as
defined in claim1; gnd i f ] converting the
compound of- forrrullg W At o a
phar maceutical ly ccep h
According to a four @ a% XHere is provided a
conmpound of formula I prepared according to the
_commmgéb%ﬁmsoﬁmwmlﬂ fermada ¥t . According to a
fifth aspect, there is praoyi ded a nedi canent
containing a conpound of Jorgwl a | as defined above.
According to a sixth aspgltthere is provided the

‘with 2 compound of formula V 7
. 8 2
~ H

to give the compound of formuta Iz;
wherein R to R® are as defined in claim 1;
and if desired, converting the compound of formula 1a abtamed into a pharmaceutically

- acceptabie acid addition salt.

According to a , fourth aspect, there is provided a compound of formula L prepared

according to the process of the second or third asp¢ct

According to a fifth aspect, there is provided a medicament containing a

compound of formula ! as defined above.

- According to a sixth aspect, there is provided the use of 2 compound of formula I
as deﬁned above or of a compound selected from the group cons1stmg of:

1- (S-Chloro-?.- methyl-4-phenyl-quinolin-3-yl)-ethanone;
1-(6—Bromo-4—ph;nyl—2-piperi&in-1-yl-quinolin—.?v-yl}-ethanone;
1-[4-(4-Chloro-phenyl)-2-methyl-quinolin-3-y1}-ethanone;
1-{6-Bromo-2-methyl-4-phenyi-quinolin-3-yi} ~ethanone;
1-(2,6-Dimethyl-4-phenyl-quinolin-3-yl)-ethanone; and
1,-(2-Methyi%—phenyl—(i—triﬂuommeﬂmxy—quinoﬁn~3-yl}-ethanone,

or of their pharmaceutically acceptable salts, for the manufacture-of a rpedicament.



as defined above or of a conpound selected fromthe
group consisting of:

1- (6- Chl or o- 2- net hyl - 4- pheayl - qui nOl i n- 3-yl ) - et hanone
; 1-(6-Brono- 4-phen) 4-2-pi pmdin-1

pl- qui nolin-3-yl}-ethanone; 1-

[ 4- (4-Chl or o- phenyl ) -2-net hyl - qui nol i n-3-yl }

- et hanone; -5d-

1- (6- Brono- 2- net hyl - 4- phenpi - qui nol m 3-yl ) - et hanone;
1 (2, 6- D net hyl - 4- phenyl - qui nol i n- 3-yl ) - et hanone; and

(2; - A4- 6-1 df hoxp-
et hah DR GG B e ey Ao peaedpt R 1o of e
smipcsmdfsdﬁcttdﬁorﬁa]mgfratﬁ;t tiirsisthg af medi canent - 5d- A :
ggkﬂ&naqp%gﬁngﬁ?ﬁw,q&ﬂg n%éﬁg s the use of the

npoun or o td selected from
1-te Bypmog-gleny- B pipegdiofL-yl-quinolin-3-y1)-ethanone;

1 f4-§g&h<§5%h&ﬁ£§#hﬁ,ﬂlqa§gg¥ 2 iAghin; 3-Y1) - et hanone

1-(6 Brapopoethylstp e)nyquhaﬂlmé*yi) ~ethanone;
_ 11(1 &t -2 R AR M ks B- RN L 5L P! i n- 3- yl ] - et hano

I.I:(Q( et rfoplEnied- tifnompstbenyt qujaplitol-Yh-ahgopeet hanone;
&d(a%& T@léﬁﬂ&&tﬁn@ﬂ%&e%f]@e' %Fa\é’:l}re et Jan el %ﬁ&ﬁ{s

phenyl - 6-trifl uoronet gui no

H%a% ﬁ%ﬁtrol aﬁarea@é@atoaéhnéssa% eaeaalty afiliresseaandsdisorders of the
HAEE ed Ble et I &E{}Egﬁr
usef§%$f%@tﬁ%ﬁﬁéhtroﬁﬁ%%§b§%€%ﬁ§ﬁg%ﬂ§$glIlne sggacoqnwm
especially of illnesses and disorders of the kind
referred to earlier, such as anxiety, depression,
epi | epsy, schi zophrenia, cognitive WO 2006/ 048146
PCT/ EP2005/ 011403 -6 disorders, spasticity and.
skeletal muscle rigidity, spinal cord injury,
mul tiple sclerosis, anyotrophic |ateral sclerosis,
cerebral pal sy, neuropathic pain and craving
associated with cocaine and nicotine, psychosis,
pani ¢ di sorder, posttraunmatic stress disorders or
gastro- intestinal disorders, and, respectively, for
t he manuf acture of correspondi ng 5 nedi canents. The
followi ng definitions of the general terns used in
the present description apply irrespective of
whet her the terns in question appear alone or in
conbi nation. As used herein, the term"Aryl" nmeans a
nmonoval ent cyclic aromatic hydrocarbon noiety.
Preferred aryls include, but are not limted to,
optionally substituted phenyl or to naphthyl, as well
as those aryl groups specifically illustrated by the
exanpl es herein bel ow
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Exanpl es of subsitutents for aryl groups are hydroxy,
hal o, Cl-C7 alkyl, C-C hal oal kyl, < -C7 al koxy,
Cl - C7 hal oal koxy, C -C7 al koxyal kyl, Cl-C7

wabkbogloggihd onyl , di (Cl- C2)al kyl ami no or C3- CRCI/EP2005/011403

cydoal kyl . "aryl oxy" denotes_gn aryl group wherein
the aryl group is as defined above and the 15 aryl

cQE&PQrs, spast tgletdl Bufle r@s’i&ﬁﬂfegmﬂﬂ onnd iffuef, exddble sclerosis,
straight- or

y 7 al kyl fes
srabis.] etamb@krccsﬁa?qﬁ%?l@ab%&amoaﬁfﬁfwﬂf Pravig agsopated with

&RERe En@%i@%e, % Eho%i?é %ﬁc&imdmérhg}ﬁsttr&h{hﬁlc strgdk ORYtkders or gastro-
| SOpro RY 1 SO

bu ert ntyl,
inte aa}rhsagd%md éFéP%CHES f%fp%énﬁ?‘éftamﬁ &Pﬁ%??ﬁ@% by
b@caxanpl es herein below 20 "Cl-C7 hal oal kyl "
denotes a Cl-C7 al kyl group as defined above which is

subst.i tuted one

& - P ara TR G ke A e R ity Bsription apply
mﬂmﬁwe eftwhether fredpyls in fsopropsHear dlersartiy ombination.
sec-butyl, tert- butyl pentyl or n-hexyl substituted

by one or nore Br or as wel |
Lhuwd hgicsu s teFe seh I"carapy PG S0 apmaty; dydrocarbon
%&l‘ﬂsp Ipegelhma@ymmbhﬂa\m Rreafoelimitedlo; Gtidallp aiblslytluted pbenyl ot

a" e o? I?ﬁgsetﬁlrg%) % V%Jﬁcmwlu%&a I'B"lthe ex$inpfeherein below.

grou I S as

E@ﬁnpi@d)fabbﬁ@teaﬁdolﬁﬂi@ grefikyre dup a%,o 1-Gy Baloalkyl,
an C}?)éﬂcg:%‘;ﬂ 9 mo&@;&ec&a@; @ﬂchﬂﬂk}fl@(ﬁ%@ﬂsﬂﬂﬁyﬁﬁr@p as

as tho speC|f|caIIy illustrated by the
\A%QM&E%D%%W@ gP%\%'I "Cl - C7 hal oal koxy" denotes a
C1- C7 _al koxy ar oup fJ & b d th
subst“l’u%yecﬁ%% esoarﬁler@rgr(?ﬁgr %gfg%g%ﬁé@fﬁfges ?da ok
iyl gl m@pmm&w@eaxmmrgmaéom?re erqdmlew i Bhﬁet hoxy o r
et hoxy, substituted by one or nore d, F, Br or

at ons) Jiéno?é a steipRe ogﬁﬁﬁﬂédfcﬂ%hfdhﬁ?ﬁ dh contalmng from
|Ilustrat y the exanplei ei n pel ow. é%ﬂ- 1
tita t?ﬂbﬁlaﬁ‘@a}sk%& TGHED PEPTL FOPTARS} 50 N0 4

%‘t—ﬁﬁ@p §¥ntylv\ﬂlhgﬁ@ @J WABLA4BoR6dHEP2ARABa fhlddF the ekamples herein

| ogen" denotes chlorine, 10odine, fluorine and
Wi ne. "Cl-C7 al koxyal kyl" denotes a Cl-C7 al kyl
group as defined herein above which is substituted
by a“(C;Leﬂi{al&]Jlgdikciﬁngtem o ﬁuﬁs abief grovguiastrizfinedebapovhich is substituted

b BB et d5ROL o foaiyl ol bQLrEQUH?t"M}hEeB f

group i ned

hmﬂarl rtﬂmhqwﬂ Esoarmiyb $90bﬂtYlZBeC€be!di eyt byigyif pemgil of HheXYle

?%hﬁftgdr l?}ptgne drinBit EF' IFt HﬁL H¥h& VS RNOR YD 058 l9‘1‘El)ups s ec1ﬁca]1y
o iy il ok ST v o

trifluore-methyl or ethyl.

“C,-C; alkoxy” denotes a group wherein the alkyl group is as defined above and the
alkyl group is connected via an oxygen atom. Prefered alkoxy are MeO- and Et-O as well
as those groups specifically illustrated by the examples herein below.

“C;~Cy haloalkoxy” denotes a C,-C; alkoxy group as defined above which is
substituted by one or more halogen. Examples of C;-C; haloalkoxy include but are not
limited to methoxy or ethoxy, substitued by one or more Cl, B, Br or I atom{s) as well as
those groups specifically llustrated by the examples herein below. Prefered G-C7
haloalkoxy are difiluoro- or trifluoro-methoxy or ethoxy.



"di (Cl-C7)al kyl am no" denotes a -NR R$ group, wherein
R and R$ are Cl-C7 al kyl groups as defined herein
above. Exanpl es of di(Cl-C7)al kyl am no groups i ncl ude

woubocassds i 0 not linmted to di (nmethyl)am no, PCT/EP2005/011403
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di (et hyl)am no, nethylethylanno, as well as those
groups specifically illustrated by the exanples

her e‘iﬁ‘d%}i?&é&wt{e‘é EEHaXYodide Mabase #d ebngdeoup. " C3- C8

cycl oal enotes a saturated carbon cyclic ring

having 3 to 8 _carbon at s.rin e and cr .
ol S WG orss H<ee 5 E9ER BRI eret dbove which i
aeliebedibia C, 16, Meal gramt 4 defiy terhesbplve. cycl oheptyl,

as well as those groups specifically illustrated by

the (@é@%ﬁ%{f&%ﬁ’e rhb?%la%w“fonér %rgg %gﬁ@ﬁﬁ&g}lted by a C;-C; alkyl

het er enote a satarated mono- o
hioup e Hefined hergin above Eixsinplgs ¢fiCh rivyRlkybulfonyhinsimde hvlows not

S ited |G chdsh Blificall

B PR S AR AR BT I P TR dfcaly
Puetfrased brithe exaondesthentio beldw20 het er ocycl oal kyl groups
are 5 or 6 nenbered heterocycl oa kyl groups. Exanples

of 4«dia: 8¢, AR mine? dbndTRyHIRER’ sféfmw Radnk R are Ci-Cy alkyl
)

groups i nclude but are not ta&gﬁﬁ%ﬁo%?{:%;%’indudebmm
RermpRitRPioaR inhkyhyl aBd R digthyl) mytrophithiyleiHylamino, as well as those

pyrazolidinyl, imdazolinyl,,imdazo]idinyl,
Waﬁwﬁfﬂ%’ﬂ%}a@gﬁ’% ,e%‘%’?l?]ﬁf g‘lr“ﬁfih ,‘"f°8€'<azo| i di nyl,

i soxazol i di nyl, norpholinyl, thiazolidinyl,

i sot Aidpdroky dienytes a gQHmrowp-di nyl , 25 qui nol i nyl ,

i soqui nolinyl, benzim dazolyl, thiadiazolylidinyl,
benzeghiazl Ll hfliyad ringlhdni@rsab 8tbon
et oo o e TR L T ORt
BRIz ahdopiprs and inédldrs DB RS RPg te 6%G

E?ﬂ@ﬁ&hﬂ’,@&é 1S4 ToRBSy], 6 JAICHs Bedh Brokupipkcifically llustrated by the
di hydri'soqui nol 1 nyl, tetrahydroqui nolinyl,
EEAPRIB SR 888 nol i nyl, 1- oxo-

t hi onor phol i n, 1, 1- di oxo-t hi onor pholin, 1, 4-di azepane,
1, 4- 6% az@pritberad Het8raayxdedkBUdcapt-arhyarbdfun8Ro-1dr bi-cyclic ring

oct-3-yl . as | ,as tho rQ i fd i rine me
SPrpZoaran by 1 AR BBl b PR i Apining ing member
26064 1048 ABRCFDERZGEE/nDEE AT and§. PRBr1ed dée haremberad

RS for I d S ples o
TR0 g e LR OB oo o
aeflisrwed ratsohveecditviapericoaliykmenns s béf@?lﬁapg kritedfioqpionally
R R TSk i
pyrazolidinyl, imidazolinyl, imidazolidinyl, pyridinyl, pysidazinyl, pyrimidinyl,

QREOP ,rc?cqgllnﬁtyl,

oxazolidinyl, isoxazolidinyl, morpholinyl, thiazolidinyl, isothiazolidinyl, quinuclidinyl,

quinolinyl, isoquinolinyl, benzimidazolyl, thiadiazolylidinyl, benzothiazolidinyl,
benzoazolylidinyl, dihydrofuryl, terahydrofuryl, dihydropyranyl, tetrahydropyranyl,
thiomorpholinyl, thiomorpholinylsulfoxide, thiomorpholinylsulfone, dihydroquinolinyl,
dihydrisoquinolinyl, tetrahydroquinolinyl, tetrahydroisoquinolinyl, 1-oxo-
thiomorpholin, 1,1—dioxo-ﬂ1ioﬁ10rphoiin, 1,4-diazepane, 1,4-oxazepane and 8-0xa-3-
aza-bicyclo[3.2.1] oct-3-¥, as well as those groups specifically illustrated by the examples

herein below.
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The term "pharmaceutically acceptable acid addition

salts" enbraces salts with inorganic and organic

acids, which include but are not limted to
whyasoghiori c add, nitric acid, sulfuric aciPdI/EP2005/011403

phosphoric acid, citric acid,gformc acid, fumaric

acid, nmaleic acid, acetic add, succinic acid,

tar t‘ g 'tcﬁgeﬁ@n{ “ﬁ ﬁefolﬁfﬁrk% &4 Ifléiﬂbé‘re@ﬁbtgrocydoalkyl oup denotes 5 or

é%a uenes onic acid. 10 Preigfred gL i
gmperecd BfteorEdPalEyb SORHEAGF SRERE hﬁfgﬁfl %@Fﬁg}rﬂo ine

g?&ﬁ‘@/ lia R REPRY hn ekaRpIORY fuch ?ﬁ&#)'ls b DHEMImitednélthe following
butyl. Preferred groups for Rz maybe sel ected from

#AeP-group consisting of nmethyl, ethyl, propyl,

i -propyl, butyl, i-butyl, t butyl cyclopropyl,

cycl obutyl, cycl opentyl, c hexyt phenyl , CHF2
and CF3. 15 Preferred grou RB nay be sel ect ed
fromthe group consisting o yd ogen, and F.

Preferred groups for R4 may b€ selected fron1the
gr oup consisting of hydrogen, nethoxy,

nmet hyl sul f d F. Preferr groups for R5 .
Eéh o GBI 67 60 *CB AT ST Ao gece sl with
)ﬂc, and 3%&&'& Ayils, Vﬂﬁﬂﬂ}’lﬂudd buyrraepydt Linfitiytb hydrediddrid acid, nitric

f)ﬁ/]& %Péﬁg 3[(:% , Ci ﬁt?a%%( ¥ 2 atlgl fX l EiIfl ¥dlhmaleg dcid,

aMet}ri:‘lacttdheud’tlmd‘ ok taredr o mﬁmvmamhsdfonWCds -taitltmﬂ‘émc acid.
may forma group selected fromthe group conS|st|ng

of PhRALLE| g{&y ?Js ¥k er Pﬁ?'b@ E@écfea o the %M%I{ %Jedsﬁ'u%c% CPrl ethyl,

pi perazi n- y idin , aze
proppanpiopylibutyhi ﬁWhﬂ?%é‘@%%stltuted by one or nore
F, methyl, ethyl, propyl, i-propyl, 25 butyl,

Id- b L’Pﬁﬁteirreﬂ pRbY fcnr RA )iﬂllsf% Ye,lecfﬁtf‘ftﬁﬁ yhe fben ydmlstlng of methyl, ethyl,
i met a 0

an
BB BT ’ngé’ b0 gl Pf%Pﬁf TIBPEb Sredpsry grclobexyl
g&@ypi&ﬂyﬁniéﬁﬁaybe sel ected fromthe group
conS|st|ng of Br , methyl, ethyl, propyl,

P s e B 08 5o 3 Brivonen

adR7.Rs, R and R$ together with the nitrogen WO
2006/ 048146 PCTI EP2005/011403 -9 atomto which they

are plkach gftulgworfr@ iy e G QA B&th @64 @dub EQMstfEoyOken,

consistin eridin-1-yl,
Bethofyf1p %Pﬁe& tadE1-y1 |

4- hydr oxy- 4 nmet hyl - plper|d|n 1-yl, 4-

met hppeferfeld Igﬁj’uipd fcﬁERS Imapibe seimrtqehipdinrthegplp consisting of Br, methyl,

L i dj
R gross) peroadh bttt POt @bl D, Bk ety etytstfony,
31, Ii'ycdrloatyd ~viea R’ o —ﬁﬁ% RO anle?]’gogp’rémywﬁh the nifrogen atom to which

éP St @h o 'yf%tﬁn% giénp}d§ L BB LIL BIACo RIGEOb fbdtidin- 1.1,

oXazepane: a
mmmazhpm@ng zlg_e]r@m—l 1, yrrohdm 1-yl, azetidine-1-yl, and

azepan-1-y], which may be substituted by one or more F, methyl ethyl, propyl, i-propyl,
butyl, i-butyl, t-butyl, hydroxy, methaxy, phenyl, dimethylamino and 1,4-oxazepane and
8-oxa-3-aza-bicyclo{3.2.1]oct-3-yl.

More preferred groups for R® may be selected from the group consisting of Br, I,
methyl, ethyl, propyl, i-propyl, butyl, i-butyl, and t-butyl, CE;0, PhO, methoxy,
methylsulfonyl, CI or F, and when R%is —NR’R%, R” and R® together with the nitrogen
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Preferred conpounds of the invention are those

conpounds of fornmula I, wherein R is Cl-C7 al kyl;

RZ is d-C7 alkyl, phenyl, Cl-C7 hal oal kyl or C3-C$
weoy@boshdeyl ; ro R3, R4 are each independent | pCT/EP2005/011403

hydrogen, hal o, Cl-C7 al koxy,_ Cl-C7 al kyl sul fonyl ;.

Rs is hal o, Cl1-C7 hal oal koxy, aryloxy, or is -NR7R8

ato\%] & ﬁh@h B, g%ddtﬁﬁleeg:ﬂﬁ%ﬁfgg% glg)iugﬁéﬂ?c@ﬂ fﬁnrl] ﬂ{éiﬁ’erE@P fRYisting of
pmrnrdac kel 3 %@ﬂmr@rplamrhr & 7B rigiEEY ‘g"m‘f’fh‘t%é?lBE?%P‘géﬁk‘%/l
su%?pg g@(ﬁ& | ?ﬁ) s e%lkge;%?jeﬁ r f)brlr{@ﬁ(n gnﬁr %{demﬂ?r?sﬁm)hdmu T
e e e s R e o
A g st
OXBBERS W‘Frgcq)’/?‘aﬁ?ﬁ @‘:ﬂf’gé%ﬁ g‘?gbﬁby one or rrgr e g

hal ogen. Al so preferred conmpounds of the invention
ar @rifheskconarmadndthefnvédiomarathpse @mppretdsiof frgaula], wherein
Cl-C7 al kyl, for exanple the follow ng conpounds:

R11 (6~ ﬁr':ogoﬂlgﬂet hyl - 4- phenyl - qui nol i n-3-yl ) - propan- 1-o0
ne;

R*1- ( 6-iBFofiralidinhenlt Gi-Crhalmlial v GuFasrieasdy | ) - et haaon

R'R* areeach mdependenﬂy l}frdrogen, halo, C1-G; a]koxy, Ci-Cy a]kylsulfonyl
1 (6- Brono- 2- enyl - qui nol i n- 3-yl) - 3- et hyl -
Rhut aris haleke:Cr h_ElO 7, ayloxy.

( 4- Cth@J —Q-Tﬂtjﬁéﬂﬂér}ama%? Rl RYdre 6,40 hikbiy ot Brfend 8% yraguiopahér with
-e anone,
1 ( o thd s Hemp a%grrh hergretacheh fRur on 2 459 Bmanbered,

- priepadcycloal@yigroup Whlch majr be substituted by one or more subsituent(s)

; 53.5%18#%9@{}%? LB RSl 67 IR, YL cPalh! fldBER BRI Aloxy,

n one
1-[ 4- ;(hénﬂhhdldd%h%f)ﬁrﬂﬂmet hyl - 6- phenoxy- qui nol i n- 3-
RcyI ] Eﬁ[}gge% orqgéje&?e)r “}th R’ a§ forma5 or 6 membered heterocycloalkyl

[-6-trifluoronmethoxy-quin
oI i n Boyp wmcbmﬁa@m@bsun@dﬁrarroqspémlreéel%% t hose

compounds of fornula | wherein, wherein R2 is CLl-C7
30 HE‘J} ?f’éféﬁ@d’co Buﬁd%aﬂﬂk%\fehﬁoﬁ el thioke gl ot rmula I

ono- 2 hyl - 4- ui nolin-3-yl)-2,2,2-tai
Whprlg:m% 1@@7%@.}.}5 for exampe %glllo%mg COIMP indd: )-

1&5(13@01%%%11@ - Bhdyl-qdinplepyl)-sropaetiond- yl ) - 2, 2-di f | u
or Q- et hano

146 Bromer 2 pRRHH Loy AupAiA3 ADpHRI B t ri £1 uor onet ho

1X¥- -B}Uinﬁoidtsn;&giyl Yipheefl hpivotie 3- B 2086DUGHACL -one;
PP e PO Py A n s siemene |

1q5+mem,3 AkpproPyl4-Bhémyl- fphau@imS—Y@tihahﬁhel-P@Paml -one;

Firachs 1%21:1]%%0 pg&gﬂzi il it o:Brltl AR AOBL BT erBitiche

1-[4- (4 Chloro- phenyl) ~2-methyl-6-phenoxy-quinolin-3-yl]-ethanone; and
1-[4-(3-Chloro-phenyl)-2-methyl-6-trifluoromethoxy-quinolin-3-ylj-ethanone.

Other preferred are those compounds of formula I wherein, wherein R* is C;-C7
haloalkyl, for example the following compounds:
1-{6-Bromo-2-methyl-4-phenyl-quinalin-3-yl) -2,2,2-txifluoro-ethanone;
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-y1)-2,2-difluoro-ethanone;
2,2,2-Trifluoro-1-(2-methyl-4-phenyl-6-triftuoromethoxy-quinolin-3-yl}-ethanone;
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et hanone; 5
2,2,2-Trifluoro-|-[4-.(4-nmethoxy-phenyl)-2-nethyl -
rifluoronzet hoxy-quinolin-3-yl]- ethanone;

w@ 20d6/84814é | uor o-1 - PCT/EP2005/011403
[ 4- (4-fluoro-phenyl)-2-nethyly6-trifluoromethoxy-quin
olin-3-yl] - ethanone

1%4 Q%CH% boh YLz gidiBl 'Eythﬂﬂoﬂ%ﬁféﬁi/dxyﬁiﬁhﬂbﬁlhlﬂ-ﬁj -y b p-tRiffdoro-

t’hanone;
1- (2b@Romy;f | uor o- 6- nethyl S—phenyl [1,3] dioxolo

1l[£fa(a§ tﬂio%lbﬁé}iy!l)ﬂz-ﬁéthﬁl -s2aiRuérobiditd=yafnoliat Batene2-thifluoro-
, 4-Di fl uor o- phenyl ) - 2- net hyl - 6-tri fl uoronet hoxy-
qU| POPF- 3- yl]1-2,2,2-trifluoro- ethanone;

2 z,zZIIZﬂuBm fqumnémc{néy fienitpChashsiub-toMytkompleeinly) qunolint 3-y1)-
hyl trifluoronethoxy- 15 quinolin-3-yl]-ethanone;
2, Ze PEf | uoro- 1 - [ 4- (3-fl uor o- 4- met hoxy- phenyl ) - 2- me
2tzlzyrnﬁmt—ocn:f[h¢(@xﬂmm4phml) -griethyl-GrFifuglometiovtyagunelin-3-yl] -
2, 2 -Trifluoro-I|-(2-nethyl-4-phenyl - 6-pi peri zi n-
| - y$ER$PFol i n - 3-y1) - et hanone:
126 2¢12.BTityl- 2 \ugthyl-4-ph@hytrgeinglin-8-yiiot pAdHfnou-gthanopheny |

B L A L A
| - gethmwingn- 3- yl ) - et hanone;
14 2[42()3 %ﬁﬁﬁérlo;[ﬁ{eﬂﬁ ~2L%et§{ﬂt @ﬂﬂ\ﬁ):&r%e’lﬁgi}hapﬁbomf 7.9l i20h, Deedfinoro- |

i no - et hanong;
2, Zﬂhmmmﬁfluoro | -

1222 *ﬁﬁﬁ&&f&qﬁ[ﬂ% ﬂ@&ﬂﬂésu]ﬁlxﬂ?ﬁﬁéiyn A riethyt-4-tEfRIdYdmetibne|

I n-3-yl ﬁt anone;

2, 29pingipy-§yiothanongs . (3 hydr oxy-pyrrolidin-1-yl)-2-ne

2t2rWTnﬂﬂd?51$[ML ('SCﬂﬂdiQJ«Z}!—llﬂetﬁow phemgl) ianptig-6-trifluoromethoxy-
2,2-Tri

[6 ganpiny géﬁ tﬁ?ﬁ??dln 1-yl) - 2- met hyl - 4- phenyl - qui no
2022~ $nﬂ1hdr0 - (atﬂnaﬂh(?hé—phen}fl -6-piperidin-1-yl-quinolin -3-yi}-ethanone;

hanesyl f ooyl - yl ) - 2- et iR,
2 ST 6 L R OO AR s s
m-BnﬂmeA-mmﬁﬂmba@hméﬁwyymzdmtﬂquqgluma Viethapppe
T 1oUQk lidin-1-yl)-4-phenyl-quinolin-3-yl
2222?2%'5&‘11% b ﬂ%ﬂ’?‘o&ﬁyﬁ{sﬁ?ﬁ@ﬁ-ﬁ?ﬁ“ﬁésm byt dpinoloc S -
hyleﬁmymperldln 1-yl-quinolin-3- yl]-ethanone;
2,22,213 iﬂfrbf - &Qﬁlgﬂigr H@(Iﬁeﬁ;h%e@aﬁh@rm L pRerAfit ditholfr-Bivi)-
eri yl -quindlin-3-y 35 et hanone;
ethanonse;
2,2,2-Trifluoro-1-[6-(3-hydroxy-pyrrolidin-1-yl)-2-methyl-4-phrenyl-quinolin-3-yl]-
ethanone;
2,2,2-Trifluoro-1-[6-(3-hydroxy-azetidin-1-y1)-2-methyl-4-pherayl-quinolin- 3-v1]-
ethanone;
1-[6-Bromo-4-(4-methanesulfonyl-phenyl)-2-methyl-quinolin-3-yl] -2,2,2-trifluoro-
ethanone;
1-[6-Bromo-4-(4-fluoro-phenyl)-2-methyl-quinolin-3-y1]-2,2,2—trifluoro-ethanone;
2,2,2-Trifluoro-1-[4-(4~-methanesulfonyl-phenyl}-2-methyl-6-pi peridin-1-yl-quinolin-3-
yl]-ethanone;
2,2,2-Trifluoro-1-[4-(4-fluoro-phenyl)-2-methyl-6-piperidin-i- yl—qumolm 3-y1]-
ethanone; _
2,2,2-Trifluoro-1-{4-(4-fluoro-phenyl)-2-methyl-6-morpholin-<-yl-quinolin-3-yii-

ethanone;
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2,2,2-Trifluoro-I- |
4- (4-fl uoro-phenyl)-2-nmet hyl - 6- nor phol i n-4-yl - qui nol
n-3-yl] - ethanone; WD 2006/ 048146 PCT1EP2005/011403
wo tdosB4dd42- Tri fl uoro-1 - PCT/EP2005/011403
[ 4- (4- et hanesul f onyl - phenyl ) 2-met hyl - 6-pyrrolidin-1
-yl -quinolin- 3-yl]-ethanone:” 2,2, 2-Trifluoro-I -
9 b3 - 2PAE RO - oty i - lin-
2,%6 "ﬁr%]JOHJ? gﬁ%%%ﬁes&fo Z{H n)|[l§| 3 uo?lo %’1{’0 ARl
[ 4- %ﬂfethacomphenyl) 6- (3 hydroxy-p)rrrolidin-1-yl)-2
QYinQla s SpMdoly-£ lidn 2= ArdufihdbRr Dyl =
2%2‘61(.M]Jﬁr%rg%3 upf]eﬁ ”]Y& peri di nfmﬁ%1 adig Y
I -y¢t}131@nﬁset hyl - 4- phenyl - qui nol i n- 3-yl ] -et hanone;
2%f22r1%ﬁu15&é il Eq&qrdordi?he{u%tﬁt(h “Bykody- pﬁecmwn piyDer-hdthyi-1-
- (4- met hanesul fonyl - 1 0 phenyl)
-2 %P?Hﬂ‘ GUIARATORS3- yi ] - et hanone: 2,2, 2-Tri f I uor o-
2]2, 2-Trifluoro-1-[6-(4-hydroxy-4-phenyl-piperidin-1-yl)-2-methyl-4-phenyl-quinolin-
uor o- phenyl ') - 6- (4- hydr oxy- 4- phenyl - pi peri di n-

I
é?’j?ﬂmﬁ@’f“ﬁyl qui nol i n-3-yl] -ethanone;
Z&QZTLZHﬁBﬁ:d)—fiL[BQﬂerdkexy{Mpk(eﬁyf pwmﬂhﬂhﬁ(}m{hancsulfonyl—
37 PhEg o ndhat ot s ¥hledatigby | - aui noti
232 f{ 'ﬁﬂﬂ!m@aﬂ%ﬁyﬂu@@@h@ﬂyﬂ)uﬁﬁhmﬁ@ﬁyﬁph@%ﬂmylﬁmq tivhol-i
et hanone;
g)/@d%@mgl}r? %ﬁ gﬂl&l%ﬁg - 4- phenyl - qui nol i n-3-yl ) -
2 QZL-’E'nﬂt&drqdr ld- (étﬂm:mmpéeny )16—(3 -hydroxy-azetidin-1-yl)-2-methyl- qumolm—
[6 g %ﬂ{%‘bﬁé” am no- pyrrol idin-1-yl)-2-nmethyl- 4 pheny .
- tr| f | uor o- et hapaone;
166(@@@11%(%@1@ plyw ety gypyling O issareignone
10061 A RDS ngﬁ—z%léﬂgf}lhﬂ hen#Oquinolin- 3—)71)—2 2, Z-mﬂuoro ¢thanone;
qui no -tri 15 or o- J; 2
11L6r@ Q@Eéﬂ?@flﬂwpamo @nﬂw a@ﬁ‘ﬁ guipolin-p il 526
gngltﬂﬂl%rérfeﬂlbﬂdmegw Eol i n-3- yl] -
trifluaro-et
e e e R e B e
) - Zqﬁﬁb]ﬂx)LB -yijul,patrifludroydthanonet hanone; 25
=11 i.f | uor o- | ) 34
DR R T R 2 Py e
I foa;ﬂlz-tr:qﬂherwétha@mt hyl - qui nolin-3-yl] -et hanone
1-phenyl)-2-methyl- lin-3-yl
e DR =i o
| - yleybagonsgret hyl - qui noI i n-3- yI ] -ethanone;
2,2,2-Trifluoro-1-[6-(4-hydroxy-4-methyl-piperidin-1-yl)-4-(4-methanesulfonyl-
phenyl)-2-methyl-quinolin-3-yl}-ethanone;
2,2,2-Triftuoro-1-[4-(4-methanesulfonyl-phenyl)-6-(4-methoxy- plpendm- -y1)-2-
methyl-quinolin-3-yl] -ethanone; :
1-[6-(3,3-Difluoro-piperidin-1-yl)-4-(4-methanesulfonyl-phenyl)-2-methyl-quinolin-3-
¥1]-2,2,2-trifluoro-ethanone; and
2,2,2-Trifluoro-1-[4-(4-methanesulfonyl-phenyl)-2-methyl-6-(8-oxa-3-aza-
bicydlo[3.2.1]oct-3-y1)-quinolin-3-yl}-ethanone.
Still other preferred compounds of the invention are those compounds of formula

1, wherein R? is Ca-Cy cycloalkyl, for example the following compounds:



1-[6-(3,3-Difl.uoro-piperidin-1-yl)-4-(4-methanesul fo
nyl - phenyl ) - 2- et hyl - qui nol i n-3- 30
yl]-2,2,2-trifluoro-ethanone; and

w@ 2@s@48t4d f | uor o- 1- [ 4- (4- met hanesul f onyl - phepgir)kr2setio3
hyl - 6- (8- oxa- 3-aza- bicyclo[;3.2.1]

oct 3- yI) qU|noI|n 3-yl]- ethanone Still other
VERTL Tif- 1-
e i e s S

E@@@m@ullcyl for exanple the follow ng conpounds: WO
20 c%%oﬁ)]pjﬁ &4Pgﬁ€%9&ﬁf&%ﬁ—ﬂgnﬂ) i—%mthyl 6-morpholin-4-yl-quinolin-
4- et hanesul f'onyl -'phenyl )
W@ﬂﬁﬁbﬁVP%qU|nolln 3-yl] -cycl opropyl - nethanone;
5 Q/C(t %ﬁﬁ))ﬂ fi & frdHABERERGS WhELAY D nﬁaﬂeyfmﬁl;)lp&rdﬁmuhmquﬁmm-
'in-4-yl-quinolin- 3-yl] -nethanone;
gﬁ ?BE?I-[4 (4- met hanesul f onyl - phenyl ) - 2- nethyl
DEHQGS—IBQ&@O -3- rMéﬂlﬂUQi-pEénithulﬁt)kﬂl B- yﬁ)lstyh]apmpigl,—m[ethanone,
i nol i c r
o e AR S RRE N AL A ARG
- 2- ORidpybpyH(E-netlivh 4 hyil- &@@e@dmﬁyﬂ-qmohaﬂeﬂweth@one, and
10 gd@%ﬁ%@yp&gﬁgﬂop{@é 1 e ROEAYA SRR ool )i ddBhe
| o | - (2- et hyl - 6- hol 4-yl - 4-ph I
1 roiBLefhy e owesong pTiRE BEEIong el BPe st e
I, %eieﬂ?m %ﬁﬁéﬁgl, Rlp. e§£rﬁp1E ARSBIGRRP . formula I,

‘wher el n phenyl, for exanple the follomnng
conpound
(G Brom gyl iy f TS BYREBRPPS Bheny | - met h
' @mﬂﬁbr@?&nyl) -2-methyl-6-trifluoromethoxy-quinolin-3-yl}-phenyl-methanone.
[4-(3-Ch oro phenyl)-2-met hyl -6-trifl uoronet hoxy-quin
ol i hen net f
e e L e S e A
fcﬂlowm\/pwrgssp]fdmsssen@bnmmpnmgﬁtew@n OEmﬁﬁmgstlcﬂglppﬁ@d of
ﬁ’gﬁ ), @f reacting a conpound of fornula Il RA R3 R5
? %? OR6 NH2 wth a conpound of formula Il O

(1)

with a compound of formula III

20
wherein R' to R® are as defined in formula L

to give the compound of formula I
* and if desired, converting the compound of formula I obtained into a pharmaceutically
acceptable acid addition salt.

25 The afore-mentioned compounds of formula I can also be manufactured in
accordance with the invention by the following variant process comprising the step of

reacting a compound of formula IV



(111)- 20 OfR2 herein RL to R6 are as defined in
formula t. wto give the conmpound of fornula I; and
if desired, converting the conpound of fornula I
woht@iog®mds i nto a pharmaceutically accept abl ecaairdoosnii4oz
addition salt. 25 The afore-pentioned conpounds of
fornula | can al'so be manufactured in accordance
with the invention by the follow ng variant process
conprising the step of rgacting a conpound of
formula |V WO 2006/ 048148<Reh EP2005/ 011403 -13- -4
R3 Br , Rz (IV) Rs \ { Wi th a conpound of
formula V RAN R7 (V) (ve the ound of
formula la; R4 R3 BrRj I a \ NR 5
in formula I; and if
: eiind of formnul a | a
obtained into a pharmaceutically acceptable acid
willdceperrsbefformula Vs under st ood that the conpounds of
formula la correspondgto tEﬁ conmpounds of fornula I
wherein RS is -NR Rs ahe and Rg are as to defined
for fornula |I. The inventgon al so enconpasses a
conmpound of forrmula I or la, whenever it is
to give the compound of formula Ia;

NR
wherein R! to R® are as defined in formula I;

and if desired, converting the compound of formula la obtained into a pharmaceutically
acceptable acid addition salt. It is understood that the compounds of formula Ia

correspond to the compounds of formula I wherein R is -NR'R® and R” and R® are as
defined for formula 1.

The invention also encompasses a compound of formula I or Ia, whenever it is

prepared according to the above-mentioned processes.

In the following the preparation of compounds of formula I is described in more
detail:

In schemes 1 and 2 are described processes for preparation of compound of

formulal or Ta.

The preparation of compounds of formula I are further described in detail in
working examples 1 - 46.
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15

prepared according to the above-nentioned processes.
In the following the preparation of conmpounds of

formula | is described in nore detail: 15 In schenes
wo 2080484@ar e descri bed processes for prepar aticareredoso11403
conpound of fornula I or | The preparation of

conpounds of fornmula | are further described in

detail in working exgﬁgnﬁ 11 - 46_ WO 2006/ 048146
PCT/ EP2005/ 011403 emre 1 RARA3 RB~R OA

s~08 0+RROR RE| N2 OR R6 7' | RR
AP cat. (NaAuCl4 21120) Method A Accord

[ 11 ) g
to thi ocedure deveIoEFd by A. Arcadi, M Chiarmﬁi
S. D seppe, 5 and Marinel |}, Synlett 203 20%
RE the 2- an1nobeafgbnénone |1 is react &hyuftp R>
, 3di one Il an @di um t et rachl or oaur

e ﬁggbas catalythoF: The residue can B€
[ y conventional nethods. Schene 2 R4 R4 R3
RSBiOS?ReOI%rR2+NR7.NR2 HR6RrIR6

A) cat. (NaAuCl, 2H,0)

Method A
According to the procedure developed by A. Arcadi, M. Chiarini, S. Di Giuseppe,

and F. Marinelli, Synlett 203-206 {2003), the 2-aminobenzophenone II is reacted with the
1,3-dione 111 and sodium tetrachloroaureate{Il) dihydrate as catalysator. The residue can
be purified by conventional methods.

Scheme 2

7

R R

'z,

B) cat. Pd,dba, CHCl;, rac-BINAP, Cs,CO,

Method B

Following a methodology developed by J. P. Wolfe and S. L. Buchwald (J. Org.
Chem. 2000, 65, 1144-1157) tris(dibenzylideneacetone)dipalladium chloroform complex
is added to rac-2,2'-bis(diphenylphosphino)-1,1'-binaphthyl, cesium carbonate, the 2~
amino-4-bromo-benzoquinone IV, and the amine V. The residue can be purified by

conventional methods.

One part of the starting material used in the general procedures of schemes 1 and 2
is commercially available (e.g. some of the benzophenones of formula IV, all 1,3
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NVla B) cat. Pd2dba3 CHC13, rac-BINAP, Cs2CC3
Met hod B 10 Fol |l ow ng a net hodol ogy devel oped by J.
P. Wwlfe and S. L. Buchwald (J. Org. Chem 2000, 65,

w0 2ebdrodsii) tris(dibenzylideneacetone)dipalIa@ﬁummmﬁmlpms

chl orof orm conplex is added1
rac-2, 2' - bi s(di phenyl phosphi rio) -1, 1' - bi napht hyl ,
d.rfk gllléjsrgg ?c?:r %anﬁlt gﬁd %{]&%%nm?ég]o? AR MoRERs oﬁone

he resi ue can be pur
comnersinly sHARIRETh oL SEEtioh e caaﬂvewrémsefléﬁqrrfr £t the

ga%ra?%foaédutﬂc@@rthaétﬁo& n%garwoaﬂndpbmﬁﬂrua Hsasofitibeh emei in

Seiis Symenaroee ot or arng s et B e late

REFERL 00011 50 8s outise Hirkiatlome sn whemeo i vitlgss|ofherwisgspecified,
e?e'rﬁteﬁﬂe%ﬁﬂ&ﬁgmﬂfds BOCAY BthMein HOUBNEEorbh oSN
comerci a vai |l abl e part of said starting materi al
can be prepared accor d¢dmemk@ the general procedure
of nmethod C for conpounds of formula Il as outlinedr*
hereafter in schene 3, or according to the general i
procedure of nethod A for providing suitable 5
conmpounds of fornula |Vgas outline hereinabove in
gthepe 1. Unless otherw]segpecified, the
] di at e gonpounds cri bed therein-are
Rds, Schenme 3 R4 R4 4z~ ( R/~ + ~
V41 11 © BClL3._ GadCl 3 I\/lethod C Fol ovvrng :
procedure devel oped by £N Sugasawa, T. Toyoda, M
Adachi, and K. 10 Sasakura, J. Am Chem Soc. 100,
484014852 (1978) and infﬁléved_by A. W Douglas, N
L. Abranson, |. N Houpis, S. Karady, A Mlina, L
C. Xavier, N tggmig(ﬁigtrahedron Lett. 35,

6807-6810 (1994), either gallium (1l11) chloride or
Midthid @i um (111) chloride are -mxed with a

chl nat ed_sol I

o PIRGET pRRIAUEDhvploBL b, Mchoan B 9ydds, S G AEna
Sedaktay Ier’mﬂﬁ‘éemr&mel% 6¥12c485¢ 478 bandupipEpved bigyt. W. Douglas, N
LCRQr\éﬁﬂgﬁ,qnﬂl Houpis, S. Karady, A. Moﬁﬁa, L. C. Xavier, N. Yasuda, Tetrahedron
Lett. 35, 6807-6810 (1994), either gallium (I1I) chloride or aluminium (IIT) chloride are

mixed with a chlorinated solvent. Aniline VII, boron trichloride and benzonitrile VIII are

'\\.

then added to the cold mixture. The crude product can be purified by conventional
methods. '

The preparation of compounds of formula IT is further described in detail in

working examples Al to Al6.

As mentioned earlier, the compounds of formula I and their pharmacentically
acceptable addition salts possess valuable pharmacological properties. It has been found
that the compounds of the present invention have an affinity to the GABAj receptor.

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

Iniracellular Ca** mobilization assay

The Chinese Hamster Ovary (CHO) cells stably expressing human GABAgR1aR2a
and Gal6 were seeded at 5x10° cellsfwell in the poly-D-lysine treated, 96-well,
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15 nethods. The preparation of conpounds of fornula

Il is further described in detail in working

exanples Al to Al6. As nentioned earlier, the
woaopouwigks of formula | and their pharnaceut ipcaldeyooso11403

acceptabl e addition salts pqﬁsess val uabl e

phar macol ogi cal properties t has been found 20

bl&@e& B&&ﬁ%ﬁ%i@lﬁﬁm&&&d@! SSBMHrol ANEPL hORN a%%dgnme

receptor. The conpounds

loac}q:dé@tﬂogameaa 37 v Mdfee Aacetpromivey] et d @ial%ﬁﬂo F 14202,

MBEEﬂamBB&rE '_%aeh@tja%ﬂdaain%rbu@@%qu@ b AL HOIPTEASSAMM
Chi nese nst er s stably

Pre ey g Tl et i SR T 6 ok b W< and
HEXEOA M l:;h-a/o | 15650-bb& v@@b mlahits)i@frﬂﬁ Th¥igak@d Cardsbad, CA.

i ?gé’a?aéa%eﬁléf g0 i S g Thecolls

wék Washe&he 1;112143 ﬁlﬂi Bﬁ&hg bhﬁa t@@éﬂn&ve\ﬁﬁcfees dyk and edrakeiila9 Qalcnm
1.n at 37C th 4 M Flou:4 etox
P i oBel RSB e T PP bt B Rrad LR,
Morecﬁlﬁxﬂﬂe:\m@s édlePark, IGABSSies @b edrieidBRES Potebetral) Br. J.
ProbeTeEi Hanks' Bal anced Salt Sol uti on (HBSS)
P ¥at al og No. 14065-049) and 5 HEPES (1M
13( ﬁaﬂ@&%gﬂmmwas reB5G)plingd t 2 mpubaitra Seeckppli@iion of the GABA. For

oA t 2 %gﬁﬁbcog%g -res se CERQP@ﬂ@EBAd(o(o%W SUM/[ ) were

ron1 |gna Buc

d@vmlz@rm ahmabsm@ ressncapt © VA SPRSECT Tf*@ G AThshifiiy defined as
Légqlg DQ@AMI % m%nﬁﬁmame B 58 AN 6n AN Tt ﬁaﬁﬁiulmul ar

crum [1zat i on, wer e EE sur ed u3|ng a

P G"/e Ehw@@rp@tqnc&ﬂ%csmé%la@rof £a<h PR cen\s detgiiain ed
ﬁaﬁ\ébﬁ&ﬁmﬁ@nk&p&@é &uvé?&) thaSni@s&(D. D@IdS(D}lIﬁVirD@fé Ibyesence of 10
orter_et . 1o Pharnmaco 13- 20, .
oNSSHIA (e Brmapient e e eunes) o] Pal PEisain it L renea e migus
bagphdraatibitodhe rhmnﬁ&aﬁml&ofy eﬁ@?kﬁii&tﬁkdhé 1@3@?&%& alone
con rLes C S 0
(et Bl Rl PRORR St B it P atla e
ﬂﬁﬁ@ﬁﬂ@aﬁi&ﬁhe(Eﬁ&mﬂé&th{E@mdéﬂ@ﬂéuwaseNh@gtpEﬁEﬁnnnn
th 10 M h
oG Rpd b ARNARER o, RO RN ALOAD ] meThRulhe

val ue) of each enhancer was deternined _from

concelt r dniresellnlesGo nmebiigetien 2 e dnhancer ot
(0.001-30 M-yHdghRg ﬂfagéﬁr@&&felllo nM GABA ?ééﬁ@f
a

Responses were neasure s peak incregase in

Ehﬂﬁ%%=scence m nus basal pnormali zed to the nmaxi nal

Binor (§6)
(cons d@ﬁGﬁ&Z&hﬁdﬁjﬂM%é&h@%C BLBrelGapay 1004

0% . The data were fitted wilohM2BARAE @it GABY=bO@)]
+ (Max 10 xdDGABA alomesoV008r ug] )") wherle Max is the

maxi mim

3 124 (.80 -1.20
11 65 0.80 -1.00
i5 67 1.60 -1.15
19 63 0.90 -0.70

33 62 0.33 -0.90
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effect, EC50 the concentration eliciting a
hal f - maxi nrum effect and n the H Il sl ope.

Intracellular Ca nobilization Assay in GABA shift
wobkdsifiBABR1aR2a- Gul6 cel | Exanple Ens,. (% pei/eeidosoii403
(pM at Log [ ECS50( GABA+ 10 10 nM GABA al one = 0%
10 pM GABA al one 100% | CoM GABA cp)/ ECSO(GABA al one) |

—’J1’)/In0n1

1+26—11+650-80 1006171567 1. 60

-515.015 19 63 0.9 -0.70 33 6228033 J0.90 wo -0:90
2006/ 048146 PCT/ EP2005/ 011403 -17 56 58 2.20._-0.90

The conpounds of formula | as well as thejr ) .
phdiwgowgoiediof jormedel a6 viel @s BeHPPE Cengiepugblpagidaddition

ﬂi&ﬂ bR Sis ik s, @% G tHeFormh6f ﬁh@frﬁ&@_ﬁtlcal preparatlons The
armaceut1 cal preparatl ons

t
pq@r@wmﬁl BFPIEHAN 1N 28 ﬁﬁiarﬁréftt@f’»gam%f o {E‘ thg ogv'mcq? Fblgi coated
tabiOfsMBrdeet, %m@i&,soﬁ Qé&tﬁﬂe capﬁ@és,eioﬁmoﬂs‘ ageBsons basdpasitns. The

f1 | at

ot s S0 Ol P« T S ongpigis o
p@eblgeleeth therhnl dfyn]e(ﬁog solutiotshe form of

supposi tori els or parenterally, e.g. in the form of

i nj ctlon SO ut ny

t hel e BB RRES 031]7 ! &?’stgg%ﬂ%glggm%% %‘Jj gcé\d 5@Rfbn salts
candr poereped msshmcmmcpﬂmmnﬁoemgmam §rgpTRE EXCIpients For the
pro?g%t%%lrgf(fab%ts, %aggcpﬂaﬁle X&lagéegm@hafr@ ElAthR cap¥uREUGARE corn

l'et’'s, coated t drageeS and hard gel ati ne

stoadp sullabativeshaed, fa]éoﬁtWﬂE@C@Pé%ﬁ’l%?tc gat baused giguch excipients

%?8!891@135 &r@%‘é&s ar 1B bQaiftd dp@lesi tS salts etc can be
c hasdsucI ex0|p|ents e.g. for tablets, dragees
an ar el atine ul. es i tabl e ex
s ofS‘tul’r@@e g{upp']énté gﬁ@ & abdr}eecagsuges a{Feeg%y%gsf ép Waxes, {ats, serni—
solveae8 Lqhidtpgolyokem - solid and liquid polyols. SU|tabIe
ex0|p|ents for the manufacture of solutions and

D OI %f gfe%%gggﬁ s ?o tthe?m%n@ﬁ&turejtﬁ s&lhg&ﬁs%ﬂd%ﬁuﬁ@{rﬁﬁde but are not

arose, 1 nvert sugar, 'ucose
limited to water, polyols, saccharose, invert sugar, z,lucos.e

Suitable excipients for injection solutions include but are not limited to water,

alcohols, polyols, glycerol, vegetable oils.

Suitable excipients for suppositories include but are not limited to natural or

“hardened oils, waxes, fats, semi-liquid or liquid polyols.

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

The dosage can vary within wide limits and will, of course, be fitted to the
individual requirements in each particular case. In general, in the case of oral
administration a daily dosage of about 10 to 1000 mg per person of 2 compound of
general formula I should be appropriate, although the above upper limit can also be

exceeded when necessary.
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Sui tabl e excipients for injection solutions include

but are not limted to water, alcohols, polyols,

gl ycerol, vegetable oils. Suitable excipients for
wounpesthori es i nclude but are not limted toediairdédloiisos

or hardened oils, waxes, f , sem-liquid or liquid

pol yols. 20 Moreover, the pharnmaceutical preparations

can contain preser V'Eablé{%8¥m§19£$ﬁ’4vbét%§faﬁmatmn)
stabilizers, wetti weet ener s,

colorants, £l avorants, salts for varying the osnotic
Item dagredientshuf f ers, maski ng BEEREE or  anti oxi dant s.

They can al so contain stil I5m§t her >4 Hﬁr apg(g{;ingal | %00 mg
val uabl e substances. The dosage can vary within w de

limts and of course,_be fitted to t
|no¢WB%§}d$%é%inql%Irrents in ®ach parg’ i cul arlr&gas . P
gger]grcﬁJseAh drbg wEse of onzd admied strati 6o a dailby

oS f bout 10 to 1000 per pgerson of .a
n%%%%l general formula | should be apSroprl a%e
4a| tMmﬁ@d"rydtthab@l\absupper | Bomit can3@l so be 30exceedbd
elP[ necess i_,eV\D 2006/ 048146 PCT/ fPZOOS/ 031403 -8
>Tabl & fon (Wet Granul ation [tem
| ngFaadli ents mtablet 5 ngl@h ny 1067 ng 5006dy 1. 831
Conmpound of formula | 5 25 100 500 5 2. Lactose

M}@%%%gppggd&gs 105 30 150 3. Sta-Rx 1500 6 6 6 30
crocrysta |ne Cel I ul ose 30 30 30 150 5.
nesi um St ear at e 111 Total 167 167 831 io

1|\/a ¢t borig3 Ffrdo%%iﬁfémﬂateml R“Péﬁgw tr> 3 and 4
7andD @@ a@ﬂuﬁswst)lﬂcpurlfl ed water. 2. Dry the

S th r anul es, t hr ough

ﬁ)é: "ﬁ‘?sgfbt %}mub‘i@ﬁfmﬁﬁ‘%e%&%m em 5 and nmix for
41 h r ﬁ&d fteif Bt @8l mik Gorpihies sioted cempiesine quitekles presd 5

Capsul e Formul ation ItemIngredients m/capsule 5 ng
25 ng 100 ng 500 MY (anule Formutation

Ttem Ingredients mg/capsule

5mg 25 mg 100 mg 500 mg

1.  Compound of formula I 5 25 100 500
2.  Hydrous Lactose 159 123 148 -
3. Corn Starch 25 35 40 70
4, Tal 10 15 10 25
5.  Magnesium Stearate 1 2 2 5

Total 200 200 300 600
Manufacturing Procedure

1.  Mixitems 1, 2 and 3 in a suitable mixer for 30 minutes.
2.  Additems 4 and 5 and mix for 3 minutes.

3. Fill into a suitable capsule.
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1. Conmpound of fornmula I 5 25 100 500 2. Hydrous
Lactose 159 123 148 --- 20 3. Corn Starch 25 35 40 70
4. Talc 10 15 10 25 5. Magnesium Stearate 1 2 2 5

w0 odoahss2f0 200 300 600 Manufacturing ProcedwcerERzod/e11403
Mx itens 1, 2 and 3 in a sujgtable mxer for 30
mnutes. 2. Add itens 4 and 5 and m x for 3 m nutes.

3. Fill into a suitable wapgple WO 2006/ 048146
PCT/ EP2005/ 011403 -19 VPLES Synt hesis of
internedi ates of fornula Il Exanple A

(2- AmnoStert bt I-ohenl phenyl - met.hanone 5 The
title corrpound Wers é. SpEIEs %hS‘ |u{l\n%||gﬁgllc gener al
procedure of nmethod C_ I gjt%pssflaskfltted Wi th
magneti c stlr bar, rubber septum thernoneter

H ckmann- ense Te&'b%lg}@‘?’?éh’@%t afjl -Bedlh&tke

connect ed t “AWas I ng ning 30 % NaOH,
t hep %?@pglﬁndaw;s ﬁ%@cﬂﬁﬁ%ﬁ rhil ];Hm:e{dh{e'c)f method C. In

chlori nol ) was a t once t hen

a giss daskfstedithrprgngiestiiban Teb 81562%%1 lﬁ(‘%ﬁdm

: co'ﬁli)msel.:r !iih.?oo%ﬁ) gHﬁg’e@ BubKleM@nneaad ©d Waﬁluhgf@otﬂe h&ﬁammc 30 %

Nkét%l;{l%&omwo to &l I nfla%ﬁ% %\A@ﬁt‘ %n@tﬁ*\éé %’EP% i%5p added

atWase HROHEs ditsmvecle @leadaidltﬁmfdfeﬂliﬁﬂﬂd\fosmhlm {80mL)dX his solution

boro t r 1 ch ane -
WaFeRsd FeﬁbféquP'ﬁjéla ﬁlO wag g eé eéins gf%l Wjﬁilg Lﬁepm the
teﬁiye{ra@uﬂéeaelpwrsg’ct Tigert tapautdnwes doekdiw -18 °C.ankia rﬁalsliy M solution

oBaRBh e R PR 00 WS et
teflans sﬁbppiodcwhﬁle&ye;ang]dlertampcrewgbd%ﬁgn Eimellnbrpzerpirile was
s §3154 Spc) S gttt NG B ) b B The (o
catidehdeoworrepheaddy @anormet @ﬂu@w@aﬂssmdﬁb@ BRCHeRTIER Was

hé’é{%e%i ﬁ%loﬁcﬁaﬁgbﬂ u@% ber [ ben fredrkitbto HRARSGE af {HeQicBlor8Gethane (a

achi eved. Re

d f 14
et S i s el v st by g v
?L&W:l Yokl Wad @ntbAQ fik )14 BNThd:BRAoh aatiaee @ls 60 <lln e and

or 20-30 mn, in 0 droI t
hyrelyrekleriy ﬁﬂthweaf s St bre fHg A O SRt Smn in
ofek EBIdR6lyze the imine. The reaction mixture was cooled again and then extracted
with dichloromethane and water. The crude product was purified by chromatography on

silica gel in heptane/ethylaceteate {4:1) and the purified product (yield 40%) analyzed by
MS: m/z = 254 (M-+H).
Example A2
(2-Amino-5-bromo-phenyl)-(4-fluoro-phenyl)-methanone
The title compound was prepared by reacting 4-bromoeniline and 4~methylsulfonyl
benzonitrile following to the procedure of example Al. Yield 37%; MS: m/z = 294 (M).
Example A3
(2-Amino-5-trifiuoromethoxy-phenyl)-(4-chloro-phenyl)-methanone

The title compound was prepared by reacting 4-(trifluoromethoxy)amniline and 4-
chloro benzonitrile following to the procedure of example Al, except that Aluminium
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wi t h di chl oronet hane and water. The crude product was
purified by chromat ography on silica gel in
hept ane/ et hyl aceteate (4:1) and the purified product

wd yioeba1401/ 6) anal yzed by MS: nlz = 254 ( MpEl/EP2005/611403
Exanpl e A2 25 2

(2- Ai no- 5- br ono- pheny! ) - (4- P uor o- phenyl ) - met hanone
(Hﬁfkﬁ.}otﬂd% s EHBW‘%@ YASH SRELEI4IOM d 188 6hkREhyiaceteate (2:1) was

onoani ['1'ne and_4-net hyl sul f onyl enzonitrile
usddofor Bwicheproasogrighyp stbHRIBMSr/ecatpl(B)A . Yiel d 37%
M5: mz = 294 (M. Exanple A3
(2- Am no-5-trifl uoronmet hexxypivenyl ) - (4- chl or o- phenyl)
-met hanone 30 The title conpound was prepared by
r eadh PEnitho (StEilbtimhahBiyhshenyimis kididianehéng hiretlanone

benzonitrile followng to the procedure of éxanple
Al ., except that, . Al um ni 200 s d3.4-
SCTPERSE Bariritagis PR D R T A Rethooniine ad 3
di¢Hherofbeanmiteie folloveing /s thé fprenedinh epexampleth praptahatdhereaction
.(2:1 . d b t.ography. Yield 18%
iy P B A DSOS A
(2- Ami no-5-trifluoronet hoxy-phenyl)- (3, 4-dichl oro-phe
nyl ) - net hanone 5 The tiffe@rohpound was prepared by
reacting 4-(trifluoronetho aniline a 3,4 dichioro
benzoni t RrABDeGTPR/HONY PR %Q"Bﬁl‘i‘fg@gﬁ?‘gﬂ&eﬁgﬁg%l e
A3, except that the reaction tinme was 16h. Yield
15%heMBe chihpom OB rMLDALhy rekxiagpltheddxyaniline and 4-chloro

2- Am.np-5- phengxy- phenyl ) (4- ¢hl, or Q- - et
oG RO PE P CEGRBOUNY, USEbeRar aa Ty oy Lk SE LA was
14%-apH anpadian bf hapeanatethyacetzhio vas bed forthe ehirbmatogtaphyni Yagd 38%;
M%_o h_esﬂf qglglddre of exanple A3, except that the-

gaction time was 14h and a gr adi ent of

hept ane/ et hyl acet eate was used for the

chr omat ogr aphy. Yiel d 3884ammEA6 g z = 324 (M+H).

Exanpl e A6 15 .

(2- Ani no-G-AmmpryBiBREeRERYTH R PSRBT PR fanone

The title conpound is known from FR 7666 and was

pr epay @t dnpbeedisikagwa frofd FR Féatamd et hepyied by tdacengadrd

henzonitrile f.ollon ng to.t %)
i e e L
eﬂ&@ﬁtth:{tehetebgdoaG:‘mﬁeesaisel%nd)leym/@ﬂ@tete@’(e (Bfhpwas used for the
clfrggng{gag}a% %%@Q& 209%! ﬁﬂs‘?'m 931%8%-!-%.2 = 282 (MrH).

Example A7

(2-Amino-5-trifluoromethoxy-phenyl)-(3-chloro-phenyl)-methanene

The title compound was prepared by reacting 4-(trifluoromethogy)aniline and 3-
chloro-benzonitrile following to the procedure of example Al Yield 19%; MS: m/z = 315
(M). '

Example A8
(2-Amino-5-trifluoromethoxy-phenyl)- (4-methoxy-phenyl)-methanone

The title compound was prepared by reacting 4-phenoxyaniline and 4-methoxy

benzonitrile following to the procedure of example Al, except that the reaction time was
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20 Exanpl e A7
(2- Am no-5-trifl uoromet hoxy-phenyl)-(3-chl oro-phenyl)
-met hanone The title conmpound was prepared by
woeashing 4- (trifluoromethoxy)aniline and 3 PCI/EP2005/011403
chl oro-benzonitrile follomngg_to t he procedure of
exanple Al. Yield 19% z = 315 25 Exanpl e
193’%1:;&[% %‘adj%nt of ?ﬁt%ng{ eo r%acietoe)a(j:; WS.S g?]e)cli fsnvr t%li chromatg)%aplag eYr%e):/ld 19%;
ME: néiﬁéhbﬁé%HThe title conpound was prepared by
reacti ng 4-phenoxyaniline and 4-nmet hoxy benzonitrile
following to the procedu egganpl e A, except that
the reaction tine was WO 2006/ 048146

PCT/ ER208848 5 A880romthdiPrphand)-4- ﬂﬁ@di—}ﬂiahylpﬁleﬂlanone
heptane/ethylaceteate was used for the

chr ’ﬁga*%t? nl%o}’md was prepg'r%c{ ODY rea Némgrg ﬁrrlﬂuor%%eénmﬂﬂme and 4-

ﬂ(uﬁﬁlé)mmmtﬁe fallofvingoo aheprivosdpzpdlfenymple (4 - Yield 86%; Mbemyt F 299
(-Zethanone 5 The title conpound was prepared by
acting 4-(trifluoronethoxy)aniline and 4
fl uorobenzonitrile followi ng to the procedure of
exanple Al. Yield 26% MsampleAW 299 (M) . Exanpl e
AlO (6-Am no-2,2-difl uoro-

di oxol (6Woﬁﬁeﬁ‘ﬁp"‘f?e?%’&ﬁBr?jg]PBOIT%@§PP?%YEH’€G}i?BBH%d

was prepared by reacting

2, 27Hé ﬁﬂe@mpoﬁn& maﬂpﬂﬁﬁ]rkﬁ i exsofigy 2, 2dddlubenzemitabhmdioxole
S EhLOB IS ERel e RIGCSAULE Ol LXBIIE. Al 1 Yo s hof %o
(¥2OMd)no- 5-t ri f | uor omet hoxy- phenyl )- (3-trifl uoronet ho
Xy- phenyl ) - met hanone 15 The title conpound was

prepared by reacting 4- (ffif ﬁﬁpnethoxy)aniline and
3 (trlfluoronethoxy)benzonltr| e followng to the

?r C&%X%oﬁ% lﬁiﬂrﬁ%@ﬂ@&%xﬁbhenﬂ)%B%ﬁﬁo@omeﬁﬁxy—%@nﬁ) -glefhanone

(2- Am no-5-trifl uoroneth 3,
ny1 JBs Bt NG 05 FE-R LY égfﬁﬁ%%bﬁﬁ 9\5&&1%9 A Bate By >
(et d ghdkylBehidilitide DifevhQxy firirbdederear eathple Al. Yield 29%;
1vg%(fluorogj%%omtrlle follow ng to the procedure of
MoreAMyvi el d 3696 Ms: mz =
Example A12
(2-Amino-5-trifluoromethoxy-phenyl)-(3,4-difluoro-phenyl)-methanone
The title compound was prepared by reacting 4-(trifluoromethoxy)aniline and 3,4-
difluorobenzonitrile following to the procedure of example Al. Yield 36%; MS: m/z =
317 (M).
Example Al13
(2-Amino-5-trifluoromethoxy-phenyl)-(4-methanesulfonyl-phenyl)-methanone
The title compound was prepared by reacting 4-(trifluoromethoxy)aniline and 4-

meﬂzyléulfonylbenzoniﬁﬁe following to the procedure of example Al. Yield 71%; MS:
m/z =359 (M).
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317 (M. Exanple A13 -
(2- Am no-5-trifl uoronmet hoxy-phenyl) - (4-net hanesul f ony
| - phenyl ) -met hanone 25 The title conpound was
wobepatsass by reacting 4-(trifluoronethoxy) awmciricesosnd4os
4 met hyl sul f onyl benzonitril %fol lowing to the
e

procedure of exanple Al . Yi 24 71% Ms: mz = 359

(M. WD 2006/ 048146 PCT/IEB%BQ@(IQ“A'O?’ -22 Exampl e
Al4

1. -t £l _fdetiohar- 3 e
)(( gq.gﬁaé{%@_ﬁ%ﬁﬁg%{?ﬂ&ﬁ&%%ﬁgmﬁﬁ@&w@ irle@rdl BREBT AmBBLAGH

anone I'tle conpound was ‘prepared

by FRaGLIDShpbukd Wai ﬁﬂé@&@d‘@ﬁr@@%@%ﬁﬂﬁ&oﬁ&ﬁoﬁ)mﬂine and 3-

met hoxybenzonitril e fal | ow gtgt e ?%S#H%&f ) _
mé%bﬁﬁ)ﬁqeézwﬁﬂ%@l%?wnfé%hemceﬁ‘ifi ofexagpiby (e 3\4& g/z =
322%@% no- 5- br ono- phenyl ) - (4- net hanesul f onyl - phenyl ) -m

et hanone The title co und prepared by reacting
4-bronoani line and 4 rre%gle}ﬁ%nyl benzonitrile

foll owm .to_the _pragc r . Yi %
Ve TR B R B AR oenyhlitng

( 2--Ama0-5-hr % ngc}ﬂn- AARBne s titl e
co f%gu%c?ggﬁnow@%ﬁ%%% 20040%%%%6 Al and Wa‘%e%
mﬁ&@a}f@d&tmm@ﬂﬁ@ﬂpmra torie parFediere sl SFER oYL BiclRphgMS:
|G REagadn 0. Repic, T. J. Blacldock, 15 Tetrahedron
ruliett. 5083- 2085 (2000). 2- Ami nobenzophenone (30g,
152mmol ) was suspended in acefjc acid (300nL).

Pot assi um brom de (19. 9g; sodi um perborate

).
tetrahydrate (280, mol ) and Jall ybdat e
t et rahydrat e (%%'%@f%fn@ -ﬁéglaﬂg ng%}f?tl ﬁlﬂ?arrﬁlg%
continued for 3 hours at OC. The dense yel |l ow
pr eThpiideoerpaiing fis kefowmrfecn WA 0RO T8 Ahanf whprepraedr

T AR, epb s, s
TytedHednm dot.i4d, 2098:208p £2020p %\r@wbenzgg#m@ﬁ% 33 #52mmol) was
s&sﬁélﬁmirﬂx?iéﬁj: 2490 (30080 DorhsGr B BARRSUb BONYImABBE N A

t hanone The title corrpmmd was pr.epar egy i%/ r e?ﬂg};&rng {
parbpEsEEERIdRIC S LomRel g R oA BRI fefrpRydrate (1.5)
wh 4davd £ storibhieoritindee b b Gk atrranhe ddise yellb@lptecaitalé which
fol\!%ed was diluted with ice water (300mL) and then filtered off and washed with ice

water and dried. One obtained 40.3 g (96%) of a yellow solid. MS: m/z = 276 (M).

Example A17
(2-Amino-5-iodo-phenyl)-(4-methanesulfonyl-phenyl)-methanone

The title compound was prepared by reacting 4-iodoaniline and 4~ ‘
methylsulfonylbenzonitrile following to the procedure of example Al. Yield 31 %; MS:
m/fz =402 (M + H).

Synthesis of compounds of formula I according o the invention

Example 1
1-(6-Bromo-2-ethyl-4-phenyl-quinolin-3-yl)-propan-1-one

The title compound was prepared according to the general procedure of method A.
The {2-Amino-5-bromo-phenyl)-phenyl-methanone [example A16] (on 0.1 1 g scale)
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25 mz = 402 (M+ H). Synthesis of conpounds of
formula | according to the invention Exanple 1
1- (6-Brono- 2- et hyl - 4- phenyl - gui nol i n-3-yl)-propan-1-o

wO8ooklagsilid t1 € conpound was prepared accordi Nn@chRkpbéRo11403

general procedure of nethod 30 The
(2- Am no- 5- br ono- phenyl ) - phefiyl - met hanone [ exanpl e
04814
R e OR eSS M R R R s um svgrs (s

eq@tid) oeheandietpretibl ior Radeeara(st] un)iedmhyoghraneﬂ(aﬁob(zs % wiw-
S RS S BB b o) Bt AL o

rea 2 Painixgars s momn@iw Idyynphyansg Ithqteﬂﬁm@ed é’mdhromatogmphy
of SAEL ga@ ol 1Rb1a28 Py ACetatk PRGY AN LS. MBS- SRRy at ed
ness an Yy

e residue’purified chronatography
5 on silica geI i n hept ane, /et@y acetate (20:1).
Yield: 37 % Ms: mlz = 3 Exanpl e 2
(6-Br onghﬁrdﬁea Byhe 1@&&)&&1 éﬂﬂhé’lﬁl Bﬁi)%}ﬁéhx)l RE@RY e h

anone e title conpound was prepared from

(2= Ani no--5- br hen met hanone

T b e e DR b 2 o e R P Tege
ofe@ifdnduecnafiple Q6 pard F-plaaiyby,3- Spemtdinae dscept that the residue was
p%iﬁﬁéglsh;mit%}lé on r%t he ﬁ:é)){r?ﬁ} Irgep omn)r(rguli!ture il 5'69% 9\/}5 m/z
=10 6MBIH)ND- 2- nethyl 4- phenyl qU|noI|n 3-yl)-2,2,2-tfl

uor o- et hanone The title conpound was prepared from

(2- Am no- 5- br ono- phenyl) Egﬁﬂag3.15 nmet hanone [ exanpl e
Al16] and 1,1,1-trjfluoro-2,4-pentanedi one according
to t hb(ﬁ—&m&w@hﬂf%@@VM@n@m—éﬁBéﬁ 2-gfiforo-ethanone
hept ane/ et hyl acetate (10:1) was used. Yield: 50 %

MB: ‘1 &ilex udd4vas M al%&&ﬂﬁi HQ—Ammo -5- bromo—phenyl) ]?] enyi—
(6-Br qui nol i.n-3

|so£

I@thazf@ﬂerﬁéawlﬂ%ﬁ m%bbﬁan &r‘le %ﬁtaer&dPPsmcordlng fo

plokeifie Beaéﬂi@[@nax@bemyd Deptafe/athlyl mﬁat&(mmmpw{waxsamlﬂd 50 Yb;
&@ Eg g ¥ﬁw$ -2, 4- hept anedi one according to the

7‘@ aFard 8t Mlxanple 1. Yield: 9 % M5 mz = 381

(M. Exanple 5

1- ( 6- Brono- 2- net hyl - 4- pheiigabopdpd nol i n- 3-yl ) - 3- net hyl -

but an-| - O 6-Bromo-2-isobutyl-4-phenyl-quinolin-3-yl)-ethanone

The title compound was prepared from (2-Amino-5-bromo-phenyl)-phenyl-
methanone [example A16] and 6-methyl-2,4-heptanedione according to the procedure of
example 1. Yield: 9 %. MS: m/z = 381 (M).

Example 5
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-yl)-3-methyl-butan-1-one

The tifle compound was prepared from (2-Amino-5-bromo-phenyl)-phenyl-

methanone [example A16] and 6-methyl-2,4-heptanedione according to the procedure of

example 1. Yield: 55 %. MS: m/z = 381 (M).

Example 6
1-(6-Bromo-2-methyl-4-phenyl-quinolin-3-y1)-2,2-difluoro-ethanone
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25 The title conmpound was prepared from

(2- Am no- 5- br ono- phenyl ) - phenyl net hanone [ exanpl e

Al16] and 6-net hyl -2, 4- hept anedi one according to the
woe@eegdde of exanple 1. Yield: 55 % NS npeTAEPABI011403

(M. Exanple 6 _24-

1- (6-Brono- 2- methyl 4- phenyzl quinolin-3-yl)-2,2-diflu

_?_{;1216 ?h? ?&8@ AN %Q%aapeﬁ%%@ (f ﬂlgg—%qg%gjpjfé}@ﬁ p‘h%ﬂyl—

S repare ro
meth2notwi rremBlekironphd i 1?@9%@?7%6&0%@%%%}%&0 [reearfsedare of
aé}ﬁh t]ch% 1 febivas Qﬁ?ﬁa&iﬁ%@ﬁ?&l&%&a £:§l oA gl Qateh gilica gel

oce ure o exanm excep t hat e resi due was
Mﬂphmtﬁfﬂle@él%sceé%? Eﬁwﬁt‘)@@ﬂéﬁk@/ M mitihat’édsi 1 i ca gel

with heptane/ethyl acetate (5:1).Yield: 36 % M niz
= 377 (M. 5 Exanple 7 Example?7

ol (i Ploe PRI, Bl HhmelRiee B

from (2- Am no-5-tdf | uor onet ho) cy- phenyl ) - (4-
c hmrtﬂe phepyh)d wet praproatirjreX 2phia o/Bfiflappmethoxy-phenyl)-(4-

ace T cet e acgor dé{é%@ %%&gg{ﬁg%ggcggrdl@%ﬁggégeﬁodof

exahﬁpﬂﬂ Tlexchidt t%t hvgtannﬂezhykac&m (120 wewplseié&%%ﬁ 1¢6.gMS: m/z =379
M g1/ (6- Brono- 2-i sopropyl - 4-phenyl -qui nolin-3-yl)-2-neth
| -propan-1-one The title conmpound was prepared from
(2- Ami no- 5- br ono- phenyl) phe yl met hanone [ exanpl e
Al61 and 2, 6-di net hyl - E‘t 83nedi one accor di ng to

t he; R RRsh-2 3R Rbpt h SHCERD)-Lhahyl fepiRaActaon
ti rre(@vvas of 96rI1)QaPr’1d a%% ?e%?raue vvas purified by
chr omat ogr ap on am na%,%d Silj

a g -
ot FETiRp i 8 e Bome Aol Gbrofishengl: pgnyl-_
meBHBLRY éxdoi)le AKladnd 26-Bindethyl-3,5-heptanedione according to the method

o i oo it B PR ol Rt o BBt b
chiphepgrapty tn @muéﬁedﬂsﬁm@elﬁmhhdpﬁmfaﬁhnéﬂdﬂ’@iﬁ)/(ﬁéﬂ@hﬁly]i 46%.

phenyl) nmet hanone [ exanpl e A4] and
Maggfysasg?(’%yée ‘according to the nethod of exanple 1,

except that heptane/ethyl acetate (1:2). Yield: 59%
MS: mz = 414 (M. Exanpreepied 25 '

thdtrode
1- [)1}«(][5 iﬁlégﬁynﬂ{&yﬁtﬁﬂﬁm;& SRV hrcfrRRQBERS)n GU Nethdio

The title compound was prepared from (2-Amino-5-trifluoromethoxy-phenyl)-
(3,4-dichloro-phenyl)-methanone [example A4] and acetylacetone according to the
method of exaﬂiple 1, except that heptane/ethyl acetate (1:2). Yield: 59%. MS: m/z = 414
(M).

Example 10
1-[4-(4-Chloro-phenyl)-2-methyl-6-phenoxy-quinolin-3-ylj-ethanone

The title compound was prepared from (2-Amino-5-phenoxy-phenyl)-(4-chloro-
phenyl)-methanone [example A5] and acetylacetone according to the method of example
1, except that the solvent was isopropanol, the reaction time was of 16.5h and the residue
was purified by spontaneous crystallization from the reaction mixture. Yiel d: 42 %; MS:
m/z = 387 (M).



The title conpound was prepared from
(2- Am no- 5- phenoxy- phenyl ) - (4- chl or o-
phenyl ) - met hanone [ exanpl e A5] and acetylacetone

-waewoengiag to the nethod of exanple "1, excepCTiHr2105/011403
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t he sol vent was i sopropanol ghe reaction tinme was of
16. 5h-and the residue was parlfled by spont aneous
crystallization fromthey % n mxture. Yield: 42

% Ms: -30 mlz = 387 &%ﬁﬁ 686/048146 :
PEIﬂEﬁﬁhﬁﬁéoﬂm4ﬁamyaﬁégéwhﬁpnéum@uwﬂwx%@nnerSYDfﬂmnmw
2,2,2-Trifluoro-I-(2-nethyl-4-phenyl-6-trifluoronetho
Xy~ 'ﬁﬂéﬁk%ldogaﬁu%g)w An%&g&%@ rom peAﬁlrﬁd St CRITPOHBH oA henyl)-

re -trif uoronethoxy phenyl’)
eth@gpmhgmp{eeg@é apd b1 ,A g@p@— 4-pentanedione according to the

Eoc.ld&e bf W Qe ¢ me%ar@%@ﬁma%%@m 8nd Refth®/ethyl
proce ure of exa exc éégﬁé}the reaction tinme

aggiage OY0: 1A s wysd- His %é’ﬁMSh’% e (10:1) was
used. Yield: 63 % Ms: mlz = 399 (M. Exanple 12 1-
[4 (3- Chl or o- phenyl ) - 2- nﬂh@y@k&ﬂtrifluuoronethoxy-qu

%@Uﬁd l] 25 éé Bn+ Fj gﬁﬁuorgltnre]: r(]}%?%uino n-g el-E,iZ,tzl—t%iﬂuorm
(2- Am no- 5- trrfluoronethoxﬂmphmnyl)-(s
chloro phenyI) nmet hanone [ exanpl e A7] and

e g(ln?]?&u%d%‘la# gp rzHeﬂ %reo% ?j]gﬂ%[t?& & %ﬁlﬁcﬂ' te@lokﬂghenyl) {3~

prog‘%ure 0 excep t he so
chivopphpah ohsthehec [r:mlrz b1 andriel . niréflusro-@Brpeafrgedione

R%P&@gd 8L B%Agce&l%% o@e&n{ple ?)exel@rgethgrseg solvn®lves isGBoYinol, the

cgagi iR op of (e PR EHLACEIB L 2] e 29 NS i =
4gguﬁ 3-yl]-phenyl -met hanone The title conpound was
prepared from (2-Am no-5-trifluoronmethoxy-phenyl)-(3
chl or o- phenyl ) - nethanone:éexa i A7] -and

benzoyl acet one accordi ng e procedure of exanpl e

4-(EEReR-phéial)-2-hetsdloveihowas:thegaropdind-yl]-ahehyl-methanone
heptane/ethyl acetate (1:2) was 20 used Yield: 57

1 Felebpmpd s SR fane oy O
qhmmphe:el)yﬂn]etbzn@uezremmplb A3} @h@ﬁwﬁenemeondmgfe eprocedure
?gﬁ%?# eﬁ@%} IHH? B?ersgﬁerﬁtrvﬂm.sog ogﬁr)}(lal and heptéarsle/ ethyl acetate (1:2) was

uor onet hoxy
1Ehdéﬁddpﬁéﬁ9ﬂ§4n&ﬁdﬁ%ﬂdﬁa [ exanpl e A3] and
1,1,1-trifluoro-2, 4- pent anedi one

Example 14
1-{4~(4-Chloro-phenyl)-2-methyl-6-trifluoromethoxy-quinolin-3-yl]-2,2,2-trifluoro~

ethanone

The title componnd was prepared from (2-Amino-5-trifluoromethoxy-pheny!)-(4-
chloro-phenyl)-methanone [example A3} and 1,1,1-trifluoro-2,4-pentanedione
according to the procedure of example 1, except that the solvent was isopropanol, the
reaction time was of 16h and heptane/ethyl acetate (1:2) was used. Yield: 34 %; MS: m/z =
433 (M).

Example 15
1-[4-(3-Chloro-phenyl)-2-methyl-6-trifluoromethoxy-quinolin-3-yl}-ethanone
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according to the procedure of exanple 1, except that

the sol vent was isopropanol, the reaction tine was

of 16h and heptane/ethyl acetate (1:2) was used.
woz@bd48184 % MS: nmz = 433 (M. Exanpl e 15PBW/EP2005/011403

1-[4-(3-Chl oro-phenyl )-2-nmetlyl -6-trifl uoromet hoxy-qu-

lnolln 3-yl]-et hanone WD 2006/ 048146

prob i FRURLE IR o '&%?%%é?ﬂ% Shopippa e

ciohtepiEapiremthinomet trampleet 7] exdgsidacaPhe ggserding to the procedure
?&%f:ni: aC ?}Ecgﬁet#ﬁctﬁg bt QWESQSC\;KB%aBBp Qﬁ(ﬂHép%an eﬁ%fﬂly@ %&@éeﬁ 1:2) was

€ SO vent S | sSOopr opano

ukadpmldesfe%hMS adeEabe(tHR) was used. Yiel d. 55 %

ME: nlz 380 (M+tH). 5 Exanple 16 2,2, 2-Trifluoro-I-
[4-(4- nethoxy phenyl ) - Z-EEhHMbié trifluoronethoxy-qu
nol i n- 3- yI1 t hanone t|tIe co und 1]
bharaieate Lot BT S ISR R el -
met hoxy- phenyl) nethanonea&emﬁﬁple A8] and
1,1,1-tifluoro-2, 4-pentanedi one 10 according to the

ro e of ex Ie 1 ce hat sol v -
o oRarorriia o axpried 1ot e - SRR by Bhensl-(+
nggtiacxeH peefu'ylpﬁlette:pbaa Ekanply A8 post Jal,etni&@rué’ddpeﬂat@ldﬂ@ne
a?c%;g@ng to'\{ﬁé pi%ic%du:re%? gxagn'}ﬁe' 1, Q&%ﬁ Tﬂg sogveai' %éaﬂEde&;&%&E&: the
rfakti¢tifk wes of Yhemyla)gandiret ohliepGae/etby] aseiesreastiesdy Yeeinds %
A1y 3- % 15 ethanone The title conpound was
prepare N%nw(z Am no-5-trifluoronethoxy-phenyl)-(4

f 1 uoro- phenyl ) - net hanone le A9] and
1,1,1-tifluoro-2, 4- pentar?[éali“B Jé according to the

Ps, QQELQHIu%chi .@)(mbﬁ) % en%@ea&thsrp@mmoﬁedhwﬂwmn -3-y1]-
i Sopr opanol the reaction time was of 16h and

heptane/ethyl acetate (1:5YRAL used. Yield: 96 %
M5: mz = 417 (M. 20 Exanple 18

1- t( @'%hta até c&iﬁ%ﬂn@wﬁ@i&p&iedﬁoﬁ?'@nyhmmﬁmﬂmmeﬁmﬂioﬁ Pytenyl)-(4-
| aan | [ I
Rioep Qs STk 0 P IR 488 RESBAL Phorcing
th eu@grpcteduﬁél df mﬂpl& ,I;Lf;xﬂ;ept ttfak th@ rsdv@;tmenpmp@rmldhereacuon time
Acee géﬂ taEth grP&%Ea?d('ffsz&’J £X 3R Debo; MXGEAL 4 *ﬂﬁgm
Vfaﬁé) ven V\ﬁ opr opano If']e reactlon time was o

25 16h and heptane/ethyl acetate (1:2) was used.
Yield: 37 % MS: miz = 37xapplqi8y) .

1-(6-tert-Butyl-2-methyl-4-phenyl-quinolin-3-y1)-2,2,2-trifluoro-etha mone

The title compound was prepared from (2-Amino-5-tert-butyl-phenyl)--phenyl-
methanone [example A1] and 1,1,1-trifluoro-2,4-pentanedione according to the
procedure of example 1, except that the solvent was isopropanol, the reaction time was of
16h and heptane/ethyl acetate (1:2) was used. Yield: 37 %; MS: m/z = 372 (M—-H).

Example 19
- (2,2-Difluoro-6-methyl-8-phenyi-[1,3]dioxolo[4,5-glquinolin-7-y1)-2,2,2 ~triftluoro-

ethanone

The title compound was prepared from (6-Amino-2,2-difluoro-benzo(L ,3]dioxol-
5-y1)-phenyl-methanone [example A10] and 1,1,1-trifluoro-2,4-pentanedione according
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Exanple 19 1-(2,2-Di fluoro-6-nethyl-8-phenyl-[1, 3]
di'oxolo [4,5-g] quinolin-7-yl)-2,2,2. -trifluoro-
et hanone The title conpound was prepared from
w( Geobinisigs 2, 2- di fl uor o- benzo[ L, 3] di oxol - 30 PCT/EP2005/011403
5-yl) - phenyl -net hanone [exanpl e Al0] and :
- Ti fl.uoro- 2, 4- pent anedi one accordi ng WO

1,1,1
2006/ 048146 PCT/.ER2 e Fak 0GR N Rion time
RS LTI oo pubspse st e

, e solvent. was _
wiseb pitopatebiane gt eatts GR) wanesed: YigdS05p5 Mg 396 (M)
hept ane/ et hyl acetate (1:2) was-used. :Yield: 30 %

MS: mlz = 396 (MrH). Expgmige20

1-[4-(3,4-D fluoro-phenyl)-2-nmethyl -6-tri.flyo h .
1@@%:%@?;2@%@%@@6 R s 2 P00
title conpound was prepargghriochem

(2- Ami no-5-trifl uoronet hoxy-phenyl)

(3,4-difluoro-phenyl) - met hanope, [ exanpl 0 0-
e Skeicp O Bd yééivl),sgﬁﬁ?%ﬁ%laﬁg?‘&nga@&ﬁﬂ%g‘%%@?f%he‘z} e
T e T
aqeersing e/ TR fix%m?f 27 Was used. Viel d; 6
rddBionftide Was df 64 3bd hiyjianclediatiptetate 11:2) was psefy Yieldy ot ¢ MS: m/z =
#4@4- nmet hanesul f onyl - phenyl ) - 2-net hyl -6-tri fl uor onet
4ProRy: qui nolin-3-yl]-ethanone The title compound was
prepared from (2- Am no-5-trif]l uoronet hoxy-phenyl)-(4

15 net hanesul f onyl - pheny Exam@l¢Ranone [ exanpl e A13]
angly 3 dhidhid bt (U RetBarbsulRRFL BREGH IN@edE Ot ag otmethoxy-

t hé”procedure of exanp| e_1, sgﬁc pt that the sol vent

was i sopropanol, t hauele e *was of 16h and

hept ane/ et hyl acetate (1:2) was used- Yield: 45 % _
V. T &ilecdhforio)was Brepamel ro(228mino-5-trifluoromethoxy-phenyl)-(4-

2,2,2-Triflyoro-I-[4-(3-fl uoro-4-net g 1)1 2-me
I%%‘}@F&“é@f‘ﬂﬁ%e&lﬁpﬂ?%lé BQEFJ‘B‘H‘BL%%A}F!T%@-’ y¥] e ﬂ‘énzc’)%e
pEh@nddidde@c€RERQYUD theyascefuepd eeanifle bexcept that the solvent was
.(2-Am no-5-tri.fl uoromet Y- = cetate (1t ield:
e by SR RS b e v ot v

an
45,98; NiS: toi/izH A¥GI(BE)2, 4- pent anedi one according to the

procedure of exanple 1, except that the solvent was

25 isopropanol, the reactgQmpidspe was of 16h and
hept ane/ et hyl acetate (1:2) was usgd. \gnelle»d .
2,2,2-Trifluoro-1-[4-(3-fiuoro-4-methoxy-phenyl)-2-methyl- -trifluoromethoxy-

quinolin-3-yl}-ethanone

The title compound was prepared from {2-Amino-5-trifluoromethoxy-phenyl)-(4-
methanesulfonyl-phenyl)-methanone {example A14] and 1,1,1-trifluoro-2,4-
pentanedione according to the procedure of example 1, except that the solverit was
isopropanol, the reaction time was of 16h and heptane/ethyl acetate (1:2) was used. Yield:
62 %; MS: m/z = 477 (M).

Example 23
1-[6-Bromo-4-(4-methanesulfonyl-phenyl) -2-methyl-quinolin-3-y1}-2,2,2 ~trifluoro-

ethanone

" The title compound was prepared from (2-Amino-5-bromo-phenyl)-{<4-
methanesulfonyl-phenyl)-methanone [example A15] and 1,1,1-trifluoro-2,4-
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62 % Ms: mz = 477 (M. Exanple 23
1-[ 6- Brono- 4- ( 4- net hanesul f onyl - phenyl ) - 2- net hyl - qui n
olin-3-yll-2,2,2-trifluoro- ethanone 30 The title

w6 epodsgs was prepared from PCT/EP2005/011403
(2- Ami no- 5- br ono- phenyl ) - (4-
met hanesul f onyl - phenyl ) - net I%%none [ exanpl e A151 and

Ti f | : / I
.pen’ré%e %}?Itagﬁg%ngﬁ%ﬂne X@F%&I%% %%‘];ﬁ@l )g% é{l‘)%é Skt Qeds
- isopxapapbletht, reaenompmetmaof 1dh@n§@tp@m!eth@l§cetat§ébﬁbwﬁﬁk§?d Yield:

eagct.i was of 16h and hept ane/ et hyl
55%2‘4% e&(f&g) LD Ueed. Vi el d: 55 % M nfz = 473
(MrH) . Example 24 5
1- [6 Br ono- 4- (4-f | uor o- pHempl92L- rrethyl qui nol i n- 3-yl
]1 éﬁ{-'(i hﬁ&rooph%hﬁ%(}ﬁ&hyﬂ_@ﬁnéﬂnt?b ¢l] comypetifhebraathanone
pare rom (2-"/Am no- 5 brom) phenyl) (4-fluoro-
phen l).- met hanone &)exa

1, ifhiﬂlﬂﬁcwe%%i% f‘“ﬁ’é A%Jo ﬁg“%%ééfamﬁghtenﬂ}-ﬁkﬂuom-
Héﬁ %Qzlﬂizﬁloﬁé {&a&aﬂam 1 4nd Bxteafflublo@t4-phreasdionntcondisg to the

%%Plgﬁ%gﬁn t1 he g%{ tbf %lgverﬁewas 130%I3)E)a@6t:138 glx ony }mle was of

ldﬂﬁndﬂégtaﬁe/éthiﬂ/aéét&e(l\m wisOrs€ek Anghd: €0 26 MS: m/z = 411/413 (M)
2,2-Trifluoro- I - (2-nethyl-4-p henyl-6-pip

eri di n-1-yl -quinolin-3- yﬂang;lg}gg}one The title
conpound was prepared according to the general

pruzedisifbiond-1 R ideyl#: Pherpt¢-pitergina -HeqHerlst- oy -ethanone
devel oped by J. P Wlfe and S. L. Buchwald (J. Og.

OO A8 ouftPespk asidla3fafd@*g&6 %gﬁ&m?d“d““ of method B
FillsvanarogeoRelos ARG W P SORRE T G

2@, & 99@1 91'3@? ghaneashped biessure- re31stant glass vial (50 ml.) equipped with
tr| S ;@ggglz | denf]?sﬁ%‘?&ggdl%o agéolﬂrgngr& gr(gg o
u{&(cﬁﬁgizﬂhﬁﬁydc@daﬁé)ﬂipag&?uﬂtcﬂﬂordifbfmpmplﬂ (@ Iﬁﬁlqlﬁrmhc}z 2'-
e u
b§ qlﬁsé'glpg‘%ﬁ?gff‘nk])lr}aglé?%l} a{gg?r%r% @gm um cgr‘%gg% te

biIaBb1)(7.5 mL) and then stirred for 1 min before adding cesium carbonate (1. mmol),

lj(p 5?6?%10%0%% PFIXH épu%%ﬁgﬁl—?%ﬁﬁri%ﬂﬁoé é‘thlncgle%e}%ﬂp[é 31 (1

mqﬂerandnvrwn@ihezl Bonohal). T‘i’ihe}agﬁl A gray foyeT tbéowré%ﬁ-resmnt

CT a nl byo & d g
HHSA G g e

28 Zhe@ladsrvialvgns conled Mree befos SPeRiRg: theggactipn PERF Ui ikated with

hggé. df})@mehfi&mhgégblugr@fmleshﬂamema a6l It @icbvivii Heptane.
pta@erg%em and filTtered through.a plug o .
Th Bt waravPEEr A BT BB T GhvaDny qghice g in
hfe%*&iﬁé/é&?l MBS RN AR TR ¢4 95 ME: hye =3e8 (Muel)pur i fied by

romat ogr aphy on sili ca gel in

Example 26
2,2,2-Triﬂu0r0—1—(Z-me’chyl-(:?—morphoﬁn—&yl—!l—phenyl—quino]in—-S—yl)wethanone

The title compound was prepared from 1-(6-Bromo-2-methyl-4-phenyl-quinolin-
3-y1)-2,2,2-triflnoro-ethanone [example 3] and morpholine according to the procedure
of example 25. Yield: 49 %; MS: m/z = 401 (M+H).

Example 27
2,2,2-Trifluoro-1-(2-methyl-4-phenyl-6-pyrrolidin-1-yl-quinolin-3-yl)-ethanone
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25 heptane/ethyl acetate (4:1). Yield: 74 % M nmz

= 399 (M+H). Exanple 26 _

2,2,2-Trifluoro-I-(2-nmethyl-6-norpholin-4-yl-4-phenyl
woequisnedisan- 3-yl ) - et hanone The titl e conpoun@®ChEP2005/011403

prepared fron11-(6-BronD-2-pE hyl - 4- phenyl - qui nol i n

3- yI) 2,2,2-trifluoro-ethanotie [ exanple 3] and

. 014 ne, acc%gvﬁggf ffled F}Srd?pf ?t?ﬁﬁ,ﬁgc?z ﬁ&hﬂ%h ﬁi@{m'qﬁmohn-
3-3(1)2 22 'ﬁlﬂtﬁcbmeaﬂmlonf( Rareplay] and pregiidinegcgsydng kg @eﬁprpgs;;iure of

@%@%MB&E@?-§i’%§&§w2*@%¥ﬁéﬁ‘ﬁﬁ}?f’26£é’iﬁéﬁﬁd s

prepared from 1-(6-Brono- 2 ng@ | - 4- phenyl - qui nol i n-
3-yl)-2,2, 2-trifl uoro- et K&#HBA i%exanple 3] and

p (L e eEa[ur h ¥Rh&lin-3-v1]-
D308 RS Bl pHOTARILR, Bbos auphgin sy

2 2,2-Trfluoro-I-[2- nethyF&%P?%Frmﬂhyl pyrrolidin-1-y

I) 4- phenyl - qui nolin-3-yl]- ethanone The title :
CONMpRdHade &%cﬁﬂhﬂﬁ&ﬁ p@piredfom 1-(6-Bromo-2-methyl-4-phenyl-quinolin-

1-(6-B
S35 TG 5B R GG LB gjne eprelivg o the
pZocBRirB yf agampa)é 15jexveptaba dhehieagridroimdreas qf biz.eded:@ lofo; MS: m/z
—9@25@! except that the reaction tinme was of 16h.

1 @6 MS: mz 10 = 399 (MtH). Exanple 29
2,2,2-Triuoro-I|-[2-methyl -6-(4-nethyl -pi perazin-|-yl)
-4 phenyl - qui nol i n- 3-y| | Exampitaifone The title

2 8- (h oyl 1-y1)-4-phenyl-quinolin-3-yl
1 (6 Er or‘%ongzlﬁetgﬁﬂy?g (! nQéﬁlYI plperazm 1-y1)- 4g enyl-quinolin-3-yl]-
3-),

- 4-phenyl -'qui nol i n-
1)-2,2,2- trlfluoro et KEWOABE [ exanpl e 3] and
N-nethylpiperazine according to the procedure of

exafpl 8t é%mﬁaﬁﬁﬂm f@ﬁrearf@mﬁ QE(GIBr@fﬁolﬂ-ﬁEEh\ya&phénﬂlmnohnw
3;&)3'2 g,ﬁﬁzq?f’kpp%ﬂj? aqlone%example]ﬁ QJMI\'I_DL'nethEi(pﬁ)TJl)"azme according to the

p[r&:eaﬁ-emyamxple P/ lek @bt lhtithd reakiioRtime tvaydf-16h pFiddyr 3 ByiMS: m/z

%&3&?&% i - 20 ethanone The title conmpound was
rom

1- (6- Brono- 2- net hyl - 4- phenyl - qui nol i n-3-yl ) -
2,2,2-trif|uoro-ethanoneZ@@an©$% 3] and

32,9,&[f1%&0(%—r19ﬂ6— @ﬁ%ﬁfo%—%ﬂdﬁp £-yD OGN ERAY£ pALnyl-quinolin-3-y1]-

ethanone

The title compound was prepared from 1-{6-Bromo-2-methyl-4-phenyl-<uinolin-3-y1)-
2,2, 2-trifluoro-ethanone [example 3] and 3-pyrrolidinol according to the procedure of
example 25, except that the reaction time was of 16h. Yield: 92 %; MS: m/z = 401 {(M+H).

Example 31
2,2,2-Trifluoro-1-[6-(3-hydroxy-azetidin-1-y1)-2-methyl-4-phenyl-quinolin-3-y1]-

ethanone

The title compound was prepared from 1-(6-Bromo-2-methyl-4-phenyl-quinolin-
3-91)-2,2,2-triffluoro-ethanone [example 3] and azetidin-3-ol according to the procedure
of exarnple 25, except that the reaction time was of 16h. Yield: 22 %; MS: m/z = 387
(MA+H).
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exanpl e 25, except that the reaction tinme was of 161.
Yield: 92 %9 MS. mlz = 401 (M+tH). Exanple 31 25
2,2,2-Trifluoro-I|-[6-(3-hydroxy-azetidin-l-yl)-2-neth
woy toodeggsnyl - qui nol i n-3-yl ] - ethanone The t PCTREP2005/011403
conmpound was prepared from 30
1- (6- Brono- 2- net hyl - 4- phenyl~qui nol i n
3-yl)-2,2,2-trifluoro-et anoigsi exanpl e 3] and
azetidin-3-ol according To tthe procedure of exanple

© 2,25 Trifkeep! - [HHAtmdtheesw footyl-plreny]) femefyl-6pigesidin- vk ligno Iin-3-

22 % Ms: rn/z = 387 3a llyglkq; s0 2006/ 048146 7
PCT/ EP2005/ 011403 - 30 ample 32 2,2,2-Trifluoro-1- . .

[ 4- (4- met hanesul fonyl - phen)rl)-2-met hyl - 6-pi peridin-1
- y | Thgditieaotipoudd wed frepartthitond - [6Thremor 'I(‘éf%"é]hal&éﬂ#ﬂn%s o
, r -85l = i ipericiine
e e ﬁf”‘%%ff’f%ﬁ@?%%.t "ot %’.depgig“f“?
acgwéiqgégmr@c@%ae (F8RTBPlS &P TR Bat the EGcHPM §riegvas Agtob: Yield:

e | e 25, except that the reaction

B%Pn%g\j\‘lgéﬁgf%;(lgﬁp@l eld: 36 % MS. mlz = 277 (MtH).

Exanpl e 33 le 3

2,2,2-Trifluoro-1-[4- (4 EFFRE3phenyl ) - 2- met hyl - 6- pi p

enixi-Trillupto- GUL-0B Hidro Jphehil)-2 dhetbtitapipaddie yk quihein-3-y1]-

conpound was prepared fro

1- [ 6- Br ono- 4- (4- f | uor o- phéﬁi‘w .

met hyi -quinolin-3-yl]-2,2,2-trifl uoro-ethanone

[ exBrtite D4lpoand wps prepirdi fremale foBinmg4(é-fluphephenyl)-2-

B SES A5 O 0 SR oo
thepréedns of egrne 25, 2xCEpt thitibe seaction time was of 16h. ield:'_gll %; TMS:

4- 0- phenyl ) - 2- met hyl - 6- nor phol i n- 4-yl - qui nol
H{/Zn %%F*Q?I)ét hanone The title conpound was prepared

from 1-[6-Brono-4-(4-fluqro-phenyl)-2
éiﬂﬁﬂ’\gpf@?

met hyl - qui nol i n- 3-y1] - 2, | uor o- et hanone

. [ exarpliguddll- @D@rﬂﬂb&@?ﬁkﬁ)ﬂﬁz-&&@{ﬁdlmﬁphaﬂnmeyﬂ@moﬁn-3—“5r1}~
procedure of exanple 25, e cegt that the reaction
time was of 16h. Yield 756‘%6{1 VS mz = 419 (MrH).
Exanpl e 35
The title compound was prepared from 1-[6-Bromo-4-(4-fluoro-phenyl)-2-

methyl-quinolin-3-y1}-2,2,2-riftuoro-ethanone [example 24] and morpholine acco rding
to the proceduire of example 25, except that the reaction time was of 16h. Yield: 75 246;
MS: m/z = 419 (M+H).

Example 35
2,2,2-Triflucro-1-[4-{4-methanesulfonyl-phenyl)-2-methyl-6-pyrrolidin-1-yl-quimolin-
3-yl]-ethanone

The title compound was prepared from 1-[6-Bromo-4-(4-methanesulfonyl-
phenyl)-2-methyl-quinolin-3-y1]-2,2,2-triflucro-ethanone [example 23] and pyrroldidine
according to the procedure of example 25, except that the reaction time was of 16h. Yield:
51 %; MS: m/z = 463 (M+H).

Example 36
2,2,2-Trifluoro-1-[4-(4-finoro-phenyl)-2-methyl-6-pyrrolidin-1-yl-quinelin-3-w1]-

ethanone
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2,2,2-Trifl.uoro-1-[4-(4-nethanesul fonyl - phenyl ) -2-nme
thyl -6-pyrrolidin-1-yl-quiriolin- 3-yl]-ethanone 25
The title conpound was prepared from

wa 2¢06/08n0m0- 4- (4- net hanesul fon)i - PCT/EP2005/011403
phenyl ) - 2- met hyl - qui nol i n- %Syl] 2,2,2-trifluoro-ethan
one [exanple 23] and pyrroI|d|ne accordlng to the

'I%g lércgmgaf)&%%ﬁg@ gﬁuagéi ﬁ%Q%@ Ber'ﬂ@% H‘ﬁu&%aﬁ%érﬂ@b -2~
metE)dathduBB-yHeZ,z 2-trifluoro-ethanone example 24] and pyrrolidine according
1o ﬂr%er%rl’olgedil-l;%é {)1{ é}lc%lgl'e 25 [ ﬁ%c%% 1Hak Hﬁrrgacﬁ&?ﬁﬂ{e lWaz 3£ 186h Nyik1d O640%;

: ui no - et hanone WO 2006/ 048146
MSham EHF005+10)0.1403 - 31 The t|tIe compound was

prepared from 1- [6 Br ono- 4- (4-fl uor o- phenyl) - 2-
nmet hyl - qui nol i n-3-yl ] - 2Egmg§m57fluoro et hanone

le 2 d d
e derof- BB s P gy S LR g -Brmethy
time was of 16h. Vi @lbﬂoh.tﬁé-y%ethdﬁsnemz = 403 (MrH). 5
Exanple 37

Zﬁtl}r%gﬂ%%ﬁ? )"’aszlgrﬁ%i’(fdf ol RSV %ng‘? Dpdiaxy: p

meﬂi@Eqﬁmblue SG}dJMQQFIﬁﬂm thae:\pan Erolarhple A ] and 3-pyrrofidinol

Pr%i{“fﬁﬁ%r %Prr?o? %‘l&i‘{nﬁ% 22“% %ﬁlrt ,21’1?}2“‘8}%&53? time was of 16h. Yield:

39%@M§npﬂe—24?ﬂﬁﬁﬁD3 pyrrolidinol to according to the
procedure of exanple 25, except that the reaction
tlne was of 16h Yi el d: Emggpg@gws mz = 419 (M+H).
npl e 38 2-Trifluoro-
2 z%rn@apmy{&ﬂbhghym 1pbemflaﬁlmnﬂmy1 yb-2-methyl-4-phenyl-quinolin-
- 2- et hyl - 4- phenyl - qU|@qm|ahm§myl] et hanone 15 The
t|tIe conpound was prepared from

6- Brono- 4- ( hen lin-3-

i 2 be 54 PRI 26 ki é"ffbi“g Rgoihics ﬁ]%ajﬁanyw"mﬁhﬂ'
qmﬁoﬁ'ﬁ{-@ }42,2‘?—@31&636 ﬁh:ﬁﬁﬁlle (éxampleae pardi-hgdosy-+hphenylpiperidine
acc?){'cﬁ%ge g B?(Ici X a aﬁz 256%(%%%%%% }Lclalgnﬁgl%g %Jﬁﬂ?-% 1.6}1. Yield:
29 B M Ingz 3A92 QM+H)

2,2,2-Trif|uoro-l-[6-(4-hydroxy 4- phenyl - pi peri di n-1-

yl)-4-(4-inethanesul fon ple 39

phenyl ) - 2- net hyl - qui nol i n-3-yl | - et hangne

2,2,2-Trifluoro-1-[6-(4- hydroxy~4—phenyl-p1pendm— -y1)-4-(4-mrethanesulfonyl-

phenyl)-2-methyl-quinolin-3-yl]-ethanone

The title compound was prepared from. 1-[6-Bromo-4-(4-methanesulfonyi-
phenyl)-2-methyl-quinolin-3-y1]-2,2,2-trifluoro-ethanone [example 24] and 4-hydroxy-
4-phenylpiperidine according to the procedure of example 25, except that the reaction
time was of 16h. Yield: 17 %; MS: m/z = 569 (M+H).

Example 40
2,2,2-Trifluoro-1-[4-(4-fluoro-phenyl)-6-(4-hydroxy-4-phenyl-piperidin-1-y1)-2-
methyl-quinolin-3-yl]-ethanone

The title compound was prepared from. 1-[6-Bromo-4-(4-fluoro-phenyl)-2-
methyl-quinolin-3-y1]-2,2,2-trifluoro-ethanone [example 24] and 4-hrydroxy-4-
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The title conpound was prepared from

1-[ 6- Brono- 4- ( 4- net hanesul f onyl

phenyl)-2-net hyl -quinolin-3-yl]-2,2,2-trifluoro-ethan
wopespesispl e 24] and 4- hydroxy- 4-phenyl pi peciaernes/011403

according to the procedure exanpl e 25, except that

the reaction 25 time was of 16h. Yield: 17 % MS:

phey(-l%pjfﬂengne ab 4 ordi ﬁ %‘E@‘E‘x&)l Edlg'g ogexgmgl'e-hﬁre 'n{?{ E’Ig(rtﬁ’at e Ie[aéﬁon time

uoro-p oxy-4=p i peridin-1-y
waslof 16h. Yiedd21%;:qa5: muk Fri08- (MﬂH)- et hanone The title
conpound was prepared from
1-[ 6- Brono- 4- (4- quoro 2 Lxr2- 30

' met hyl - qui nolin-3-yl]-2,2 trifluoro-ethanone

2,24 % Keiftpore- hh‘%(%ﬂ%@fﬂ’hywﬁjﬁﬁ VRO A A methy-quinolin-
PCT/ EP2005/ 011403 -323gﬂeﬁmhghperld|ne according to
the procedure of exanple 25, except that the reaction

TR e B R
mei[h F (pﬂmfﬂml@ ry0- phg Al or6-diBardoyd {axxyiple 26} amtl :nzeﬂdlyhl -}-oRagrerding

g R T R

MSneihy kes(vimHED. n- 3-yl ]-2, 2, 2-tri fl uoro-et hanone
[ exanpl e 24] and azetidin 3-0l according to the

procedure of exanple 25%3%% £Rs that the reaction
time was of 12h Yield Z? M5: mz = 405 (MtH). 10
1-[Béemepdre 1 4P 4-(4-fluoro-phenyl)-2-methyl-quinolin-3-y1]-2,2 ,2-trifluoro-ethanone

1-[6- Azepan- 1-yl -4-(4-fl uoro-phenyl)-2-net hyl - qui nol i
N-Bretide Dntpodnd Wﬁﬂé red %han@ausroﬂ&@~ Hlﬂdo@o gaaﬁ;amd

R AR (R R T

thelpPSQER O 5@@@5 , BZRpeihat B eartil@nt tras bHiBhpYied® du e MS:
of ex%ﬂékﬁ 2 except that the reaction tinme was of
32 % Ms: 15 mlz = 431 (M+H). Exanple 43
1 (6- Azepan- 1-yl - 2- et hyl - 4- phenyl - qui nolin-3-yl)-2,2
,2-trifluoro-ethanone Hxempletdbe conpound was

D BRI PAOT A I AP ke

azepane according to the procedure of 20 exangée 25,
exTeptitlt ¢rmnpaund wesprepitsh fon-(GREorae-2 1B Rthyivi-gpgnyligpinolin-

—}%3-2,5/,@ trilliGrometBddnt Mekhple F48IRBarfthccording to the procedure of
example 25, except that the reaction time was of 16h. Yield: 14 %; MS: m/z = 413 (M+H).

Example 44
1-[6-(3-Dimethylamino-pyrrolidin-1-yl) -2-methyl-4-phenyl-quinolin-3-yi}-2,2,2-

trifluoro-ethanone

The title compound was prepared from 1-(6-Bromo-2-methyl-4-phenyl-quinolin-
5-y1)-2,2,2-trifluoro-ethanone [example 3] and 3-(dimethylamino)pyrrolidine according
to the procedure of example 25, except that the reaction time was of 16h and that ethyl
acetate/methanol (9:1) was used. Yield: 37 %; MS: m/z = 428 (M+H).
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1-[6-
(3-D et hyl am no-pyrrolidin-I-yl)-2-nethyl-4-phenyl -q
uinolin-3-yl]-2,2,2- trifluoro-ethanone The title

WO oepoergs was prepared from PCT/EP2005/011403
1- (6- Brono- 2- net hyl - 4- phenyé quinolin 25
3-yl)-2,2,2-trifl uoro- ethanone [ exanpl e 3] and
3- (dlnethylan1no)pyrroIE c@gcording to the
procedure of exanple 25, ept that the reaction
1] 6rE3-Reme i lai-pyreb lidivatl - sé} 4 methraestiormt-pheard)-2-methyl-
(9:1) was used 32 % 8 (MtH). WO
2006/ 048146 Pc‘}lf’%:@%g? 01%4&%&@3%);@ ﬂ%(ng#p%lze 45

1-[ 6- (3- Di et hyl am no- prrM|d|n]_yU-4 (4- et han

| fwﬂm@ FRYRIEPRAFF from 1-[6-Bromo-4-(4—methanes ony

phe%z Dﬂkﬂeﬁly@ a¥inbtird341]22 3, Qiézﬂu&e%ﬁnlaae pRede23lidnlie-

ound ‘was prepare
(d@g{ﬂglaml@wmo p@%ﬁ%ﬁﬁ@éﬂ rt%edﬁwegiuge of exarmple 25, except that the
reaBISNY} was Sk Yhd Gt AB}iaBetBtelthdihadiol (RH)tvivhd sadrGeldt 4/a%; MS:
one %@ﬁ% l e 23] and 3- (dinethyl am no) pyrrolidine
/5T o8 to the procedure of exanple 25, except that
the reaction tinme was of 16h and that ethyl
acetate/nethanol (9 1) Wemsmplsdd. Yield: 47 % MS:

I-E%éd:) m pyr bR %rdld'tg (é‘ﬁu&o—%heﬁﬁ) 2-methyl-quinolin-3-yI]-

(4-f|uoro phenyl ) - 22etriffporqgethmminen- 3-yl | -
2 2,2-trifluoro-ethanone The title conpound was

?ﬁé‘pﬁgdxﬁnﬁ%& »&a@@%&%&? g:65{ 114 bHEEORAL RN b: Fheny)-2-

qui 2-trifluoro- ggg?none
ek appicdodiayl] 448 eﬂum—%@me AR EFBI a1 e
(mﬁ%ﬁﬂﬂﬂhﬁe aﬁﬁoﬁ&lﬁe Eé:@ea@a@bﬁx&& pl€XS; efdept that the

e 15 re on tine

6h, an et
reagiien mmeﬁ@hepd&@ii gta qé Elwﬁﬂwf%é Yigld: 44 %; MS:
m/PEZ45 (AAGT( MFH) . Exanpl e 47
2,2, 2- Trlfluoro | -[ 6-i 0do-4- (4- et hanesul fonyl - phenyl

)-2-:me hyl-quinolin- 3-¥£ t none 20 The title
conpound was prepared fr3$n% no- 5-i odo
2pheMyifuofcdt-[frzidhan@snkthonssklipiyb phed e thethghauinolin-3-yl]-
[exanpl e Al7] and 1,1, 1-tgifluoro-2,4- pentanedi one
according to the procedure oP exanple 1, except that
the solvent was isopropanol, the reaction tinme was

of ‘b6 titfe aordpdradtvean prapetesifrome S-Aminq-3-iodo vehenyl s &y,
m%ﬁle%lf&?l—ﬁﬁen%mﬂaﬁmne %@M};H and 1,1,1—trifluoro-2,4-

pentanedione according to the procedure of example 1, except that the solvent was

isopropanol, the reaction time was of 16 h and heptane/ethyl ac etate (1:2) was used.

Yield: 55 %; MS: m/z = 519 (M).

Example 48
2,2,2-Trifluoro-1-[6-(4-hydroxy-4-methyl-piperidin-1-371)-4- (4-methanesulfonyl-
phenyl)-2-methyl-quinolin-3-yl]-ethanomne

The title compound was prepared from 1-{6-bromo-4-(4—methanesulfonyl-
phenyl)-2-methyl-quinolin-3-y1]-2,2,2-trifluoro-ethanone [exanple 23] and 4-methyl-
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25 Exanpl e 48

2,2,2-Trifluoro-1-[6-(4-hydroxy-4-nethyl -piperidin-1-

yl)-4- (4-nethanesul fonyl - '
wobeagisi4e2- met hyl - qui nol i n-3-yl] -ethanone TIRETEPRI0F011403

conmpound was prepared from,, _

1-[ 6- brono- 4-(4-net hanesul fon)l 30

fds A
roL ) oy gt oo

(B&PﬁﬁlEP2005/011403 -34 piperidin-4-ol according to
the procedure of exanple 25. Yield: 14 % M5 mz =

507 (M+H). Exanple 49 Exam1e49

' rret?'ﬁc?rxil-’:r’%{l‘%g ?]1r @u(‘ﬁ_x}gg 1 g@ﬁgﬁg’n%t&?&flﬂeﬁlh&?%& éga&ﬁ'-yl)—z—
nmet hyl - qui nol i n- 3nmh}k@ﬁﬁaﬁﬂm§ﬂlh&mbhéle conpound was
prepared from 1-[6- brono- 4- (4 nethanesulfonyl

net h I-qU|noI| [ no
PTGl oy Vet Fg e Biosd Sl tabant
pharm)mmqnhtmemmmaeﬂ éﬂﬂﬁ@iﬂeo%ethmceﬂed]mml%3 Ivsd wthory-
r =507
e Y S e R R
(M+#3)cl opr opyl - net hanone The title conpound was
prepared from (2- Am no- 5-brono- phenyl)- (4
nethanesulfonyl phenyl)Iﬁﬁﬁgﬁggne [ exanmpl e Al15] and
clopropyl but anedi ohe ordi
o o Letmmo 8 (emeshpETIRRYER by TRV LS by £Ab dlepropy
i sopropanol, the reactighhkhde was of 16 h and
heptane/ethyl acetate (1:2) was used- Yield 47 %

= 443 (M Lo
(4%%&&@%@85@5 %ﬁ%@%%ﬁ% 28 BR ey fa-
me@hdﬂéﬁﬂfdﬂyl ﬂleﬁyly-lmet%oﬂa I[minpl@ -35y41d repdapopsl-1,A-buidredione
ac:%n? o5 d %?%cgﬁ%% |o? %ngée Tgatptglr: rsohaﬁna %acsﬁ ogr?fanol the
rea2O6P Iume b ofit) h anPheptane/ e’r_hyl acetate (1:2) was used. Vield: 47 %; MS: m/z

::%%%ﬁgkggexylphpsphlno 2',4",6" -triisopropyl bi phen7l

nd cesium car bonat e (110 ng, 0.33 mol).

[ 6- Brono- 4- ( 4- nethanesulfonyl yhenyl) 2- met hyl - qui no
ur-3-yl]

Cyclopropyl-[4- (4—methane51ﬂfony1—phenyl) -2-methyl-6-morpholin-4-yl-
quinolin-3-yl]-methanone

A tube placed under argon was charged
withtris(dibenzylideneacetone)dipalladium chloroform complex (5 mg) , 2-
dicyclohexylphosphino-2',4',6'-triisopropylbiphenyl (5 mg) and cesium carbonate (110
mg, 0.33 mmol). [6-Bromo-4-(4-methanesulfonyl-phenyl)-2-methyl-quinolin-3-yl] -
cyclopropyl-methanone [example 50] (100 mg, 0.22 mmol) in t-BuOH (5ml) was added,
followed by morpholine ( 24 mg, 0.27 mmol). The tube was sealed. and heated at 110 °C
for 6 hrs. The reaction mixture was cooled to 20 °C, diluted with heptane, and filtered
through Celite and purified directly by flash chromatography on silica gel in heptane /
AcOEt 80 : 20 to give a yellow solid (52 mg, 51%). MS: m/z =451 (M + H).

Example 52



25 cycl opr opyl - met hanone [exanple 50] (100 ng, O0.22

mol) int-B-tOH (5nl) was added, followed by

nor pholine ( 24 ng, 0.27 mmol ). The tube was seal ed
w@armde/bhsaiced at 110 C for 6 hrs. The reacti ORCIERINOF/ 11403

was cooled to 20 C,_diluted,with heeptane, and

filtered through Celite and purified directly by

fIa n l4i t 21nmh,L

R oG0S BaRl 5 4 (1aRRip  BSRAL D 2-mcthy
mz = 451 (M -IqIH)QhIIB@)'Y rre‘fllwzowl)ﬂzeeelo48146
PCT/ EP20051011403 -35 1-[6-(3, 3-Di

f '1*1&% Ebﬁg&&:ﬁi @as#: %‘éa}eﬁﬁgglﬂmsiﬂwﬂewkurﬁﬁuhnq@mw)

ui nol i 2,2 tifluoro- no
pheﬂﬂb?.tm@tb@— é exarmple gfjl s i‘r%
5 dlﬂ\L.(ﬁ' ﬁ &Q&néhﬁcﬂ‘béﬁ&m&i’%@%fﬂm rocedure of example 51. Yield: 50 %;
§ -2-net hyl -qui nolin-3 -2,2,2-trifluoro-ethan

NS{ﬂ#?i AApte) 23] and 3,3 5 dlfluoroplperrdrne
hydrochl ori de according to the procedure of exanple
51 Yield: 50 % MS: nEzarmpl&3B (MHH) . Exanple 53 2,

2 n%,'g” L 9533 {ata &%h%éegmﬂ.@'ybgﬂ%@wi gﬂyaqpf.@@x&g 5-aza-
oct - 3- yl ) - qbidydb[ 3. Bloyi-3-yhtdenodines- sﬂﬂ}eﬂhﬁiqnetl e

conpound was prepared from

1-[ yq thanesulfonyl-
10 oh eﬁlys%t%g:%ni}t c'fl uﬁ%ﬁf'?%h%ﬁ;l 6- bromo i_lt( r4| rfnleu anes g{i?] A
pheoy-2f mxduypl enol A28l ANED-Hhanont é?‘aé‘fPé% ]ané e

aza%)ci‘&%fg ‘r)jr?y}c&ng Q&o%ﬁﬁ%é Exa%p@ééafs%h%g&%l Y€1 9%6;IMS: m/z

“5@®8W¢5®opyl [ 4- (4- nethanesulfonyl phenyl ) - 2- net hyl - 6-
pi peridin-I-yl-quinolin-3-yl]- nmethanone The title
conpound was prepared fEﬁﬂmpk54
[6-Bro

5 Copherg] e bR g et RS S Rl

[exanple 50] and pi peri di meethaacoer di ng to t he
procedure of exanple 51. Yield: 39 %9 Ms: mz = 449

O Exa g T
(o Bl Ry et o 6 Brme 4 (fpethanenifot
phen;'il)el -oetiog ﬂmﬂmrﬁaﬂbﬂglopm@ﬂema@og@ Eﬁ%mfﬂe S@gnd piperidine

b he )
accpgetﬁ.ﬁ oet%e E&Q&L{r% o, it }e’aSl.YfaﬁDSSp%eMSL hi7RRemol (M-+H)

none*| exanpl e
1-cycl opropyl - 1, 3- but aneci i ope accordlng to the
20 procedur e of exanple 1, TREBSC  hat the sol vent was

i sopro @@D@om&%ét@ﬁ-@tﬁﬂéﬂﬂrcimmﬁ&ﬂ) fcyclopropyl-methanone

The title componnd was prepared from (2-amino-5-brome-phenyl)-phenyl-
methanone [example A16] and 1-cyclopropyl-1,3-butaneclione according to the.
procedure of example 1, except that the solvent was isopropanol, the reaction time was of

25 16 h and heptane/ethyl acetate (1:2) was used. Yield: 75 %; MS: myz = 366 (M).

Example 56
[6-Bromo-4-(4-flucro-phenyl)-2-methyl-quinolin- 3-yl]-cyclopropyl-methanone

The title compound was prepared from (2-amino-5-trifluoromethoxy-phenyl)-
(4-fluorophenyl)-methanone [example A9 and 1-cyclopropyl~1,3 -butanedione

30  according 1o the procedure of example 1, except that the solverat was isopropanol, the
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25 16 h and heptane/ethyl acetate (1:2) was used.

Yield: 75 %9 Ms: mlz = 366 (M. Exanple 56

[ 6- Br ono- 4- (4-fl uoro- phenyl ) - 2- net hyl - qui nol i n-3-yi] -
wopalcopriapyl - met hanone The title conmpound WRET/EP2005/011403

prepared from (2-am no-5-tridfd uoronmet hoxy-phenyl) -

(4- fluorophenyl) nmet hanone [exanpl e A9] and
red X GLAPLARY 6 R st p&eﬁt%@&&hﬂa&tég(ﬁgws%mﬁem v616; MS: m/z

procedur e o exa except that the solvent was

—6&4::)EMbpanol t he V\D 2006/ 048146 PCT/ EP2005/ 011403

-36 reaction tinme was of 16 h and hept ane/ et hyl

acetate (1: 2) mas used. ¥k@hgles576 % MS: mz = 384

(M. Exanple o 4

Oy cFBieRspa: iweﬁ@flmhe&% BiRgTidE: YRR T TR BER RS

lin-3-yl)-nethanone 5 The title conpound was _

pr eprd @it dofr@Buhd @asﬁﬁ:@ﬁﬂe&ﬁﬂﬁt [ (6 BrodapRensthylepinolyl-guigolin-3-

| ) - cydopr opyl - met hano

P AIRORE T aBe [P aRelt s SFPB afute fe M Ryl of
eHUmplS5 1. Wiekd: 54 %7 MY khh=. 37E1<Mnﬂ)e 58 10

Cycl opropyl - (2- met hyl - 6- nor phol i n- 4-yl - 4- phenyl - qui no

lin-3-yl)-methanone The title conpound was prepared

from [ (6- Brono- 2- net hyl - Jkyhéhﬁﬁ qui nol i n- 3-

Y1) 646l t BRDHAR&kbRGhe

acco %8%%8@QE¥%tﬁgf£%% %ﬁ%?gm%?leleld 67

% MS: mz 373 (M+H) . JPrl tedR 18/ 9/ f

FOL WBPilrronmpnad Bes nrepar<d Fop{ &Brom e gnarhpstBhtykgpinolin-3-
v c15’%¥£/;»ﬁ%&ﬁ§£&%$é@&;ﬂ@§ﬁ a8 2B NMBne ackbrdifd BithBprotedure of

5 R (1) R wh R
xR o 67 b M kAT QR foal ol ko

di (G -C7)al kyl am no, C3-Cs cycloallcyl, or 5 or



6 _nmenbered heterocycloalkyl; RZ is. Cl-C7 alkyl, aryl,
Ct-C7 al koxy(Ci -C7)al kyl, ClI-C7 hal oal kyl or C3-Cs -
o ———cydgal Kyl ; R3, R4 are eaemvﬁdependently hydr ogen, ,——wvmmm—e—
Printeck 18!391‘%0&) hydroxy, C -C7 aCkMBPAMP: C7 hal oal koxy, di (OfEP2005011403i
ST TCryal kyl amino, G -C7 alkylsulfonyl or 5 or 6
s nmenber ed heterocydoal kyl; RS.is hydrogen, hal o, C, -C7
al kyl, G -C7 al koxy, C _C7 hal oal koxy, or aryloxy, or
is -NR7R& wherein R7 and e are Cl-C7 al kyl, or R7 and
InteraitondRitent ADPE NBSFCTHER003/0B. 40201 t r0gen atom t o whi Ch case 22580 Wo
they are attached, formor a 4 to 7 nenbered
het erocycl oal kyl  group whigh may be substituted by
one -or nore subsituent(s) selected fromthe group
consisting of halo, C-C7 aldgyins C - C7 al koxy,
hydr oxy, phen% and di (G -Cryalkylamno; R6 is
Ry gethdr with RS may forma 5 or 6
menber ed het erocydoal kyl g

_ eup which may be
substituted by one or noref}

an en; and
add| tion salts
W ng conpounds:

A g i nolin-3-yl)-ethanone

t hereof, excluding the f
1- (6- Chl or o- 2- et hyl - 4- plre

1- ( 6- Br onp- 4- phen§

t hanone; 1-

[ 4- (4-Chl oro- phenﬁ,

- et hanone,
wherekn ( 6- Brono- 2- net hyl - 4- phenyl gui nol i n-3-yl ) - et hanone;

I e ol e A S e R b G rdogiot or  or

1
) - Glnisnitfel heterocycloalkyl;

SRR S S o i

R, R“ Emamﬂmdenﬂydwdmmﬂmhnhy@am& Gaglkoxy, Ga=Cs haloalkoxy, di(C;-

Ph e ﬁﬁﬁ@%%ﬁﬁ (ge n;‘/(lg' 3,;%;&?3& iﬁ%yol\p? n(l%%er%d ]tle}?rrrgtdh ;llkyl phen

R’ y| jshydragamdile, Ci-Cs alkoxy, C;-Cy haloalkoxy, or aryloxy,
(20%LNRPR%KHEB&HRF aﬂWR’hﬁE m@ Doﬂif'&ml'ks oy RBAR& with the

o b AL s B G 1 et
lﬁ’ﬂﬂhﬂ} béjsubbiiuiad- b’i-oyib ))r ﬁbhﬁmbﬁlﬁient(s) selected from the group
L S T o S, Coprmins
R® t hastoydengen or together with R® may form a 5 or 6 membered heterocycloalkyl group
1 (aciShdyecibaltid sy ode BB haflgeo! | - 3-Y1) - et hanon -
and pharmaceutlcally acceptable acid addition salts thereof,
exciuding the following compounds:
1-{6-Chloro-2-methyl-4-phenyl-quinolin-3-yl)-ethanone;
1-(6-Bromo-4-phenyl-2-piperidin-1-yl-quinolin-3-yl)-ethanone;
1-[4-(4-Chloro-phenyl)-2-methyl-quinolin-3-yl]-ethanone;
1-{6-Bromo-2-methyl-4-phenyl-quinolin-3-yl)-ethanone;
1-(2,6-Dimethyl—‘i-phenyl-quinolinS—ﬂ)-ethanone;
1-(2-Methyl- 4—phenyl-6—tr1ﬂu0romethoxy—qumohn-S-yl)—ethanone
Phenyl-(4-phenyl- qumolm 3-y1)-methanone;

2yl -dBinolin-3-yl)-e
,: qui nol i n-"3-y1J

iy

premge e gy
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2,2 2-Trifluoro:1-(2-nethyl-4-phenyl -quinolin-3-yl)-e

Printed: 18/09/280Banone, CMSEARD
TTTTTTTTTT I (72, 6- Di et hyl - 4- phenyl qU| imol i n-3- yl ) - et hanone;

t hanone;

i 0= 3yl Yz
AUt nol i 3y s 08011403

1-[4-(4-Chl orophenyl) - 2-net hyl - qui nol i n-3-yl ] - et hanon

e; 1- ‘

[ 6- Chl or o- 4- phenyl - 2- (1- pi peri di nyl)-qui nolin-3-yl
Internatiofi! Paestigpl. No, PCT/EP2005/011403 se 22589 WO

[ 6- Brono- 4- phenyl - 2- (1- pi peri di nyl)-qui nolin-3-yl]

- et hanone; (3- Met hyl phenylsg.

(4- phenyl - qui nol i n-3-yl)-net hanone; (4-Chl orophenyl)
Phenyl((l«ﬂb@hﬁr@:ﬁﬁhﬁw(mw—ﬁiﬂdmﬂﬂﬂ%hyhy)l}-mtﬂaamﬂe

(Z-Metglyﬂ *:ﬁ{l%ﬂyggﬁlnsﬁ%ﬁyxl) aﬁ él ) phenyl net hanone
1-(2-Methybreipghenyl afuixsting 3- m}-teﬁamonﬂ

1(&(%ﬁﬁéﬁlOGﬁﬂégﬁgﬁﬁﬁéﬁﬁékggéﬂﬁd??M%%1orophenyl)

1-(4- Pliefhybt}mny]m-qqdhdham!& yl ) - met hanone; (4- Et hyl phenyl)
t hanone; and

1-(6- CE@’ %ge%&yl%a' Al ‘Vﬁuﬁ% e L)

1- (ﬁ-Cblom’@t-dWlean}lm}' Lino3-YResti9QReEs of fornul a |

1- (6-1\&?1?6& &9%& %Jh@hﬁ'lqlnndmei- -réthaand s C-C7 allcyl; R

phen Cé?]g oal kyl; R3, R4 are
2,2,2-Tsiflgrg-hef@ rit-Pheny iawag a“‘t‘iﬁ’ C7 al koxy,
1-(6-BRImEE- @k uhﬁFfmxlpheﬁﬁ»qtﬁndgg%ﬂé@tjéﬁﬁnhab oal koxy,
r n an are a
1(26ﬁﬂ%mﬁw¥6dﬁ?ﬁ@FWW§iﬂw?%g HPP 0gen atomto which theg
1-[4-(£0hlcrbplanhly ¢-mEtyhyainobn-3-yileethanmamber ed .
ero stitute
1-{6-CHRsS YRR e b‘fﬁ(cﬁ%f*@%r%?%f SHanBHES | VENDED
-[6- B&iﬁ&ﬂ-@kﬁyﬁ%ﬂ-@m@dlﬂ?})m-}ﬂ] apgps; C~MSPAMVD P
d eﬁéh . No.
(3ﬁ“@%@ﬁ%ﬁé8§%?%?§285&§ase ? smévppp}ron1the group
(4-Chbomegrlb {yciderondrpbenybiquinplis 3 !\;ﬁ) °F§f6‘PB‘§ey Cl-C7
enfd éhdﬂm?n%mkﬁmqméﬁﬁﬁﬂn&ylawnno RB is
n

en’ o Qge with RS nma or 6
(7-Chh§?rt§eﬁ’ vr@mlwcéré*ﬁdm ma'PBfﬂi’Y) °“rFay be
(7 Chwsatg»ﬁeuﬁecﬁnmxﬂmm-mrﬂaehﬂbwﬂlmaﬂd

ar maci?%%pﬁ ﬁﬁgtfﬁ)' lq add| tion salts

oril according to claim

(&Eth%(lphéhﬁy @ﬂ-ﬁldﬂil-qmnﬁlm@%dhtﬂeﬂianonc, and
(7-Chloro-4-phenyl-quinolin-3-yl) (4-methylphenyl)-methanone.

2. Compounds of formula I according to claim 1, wherein
R is Cy~Cy alkyl;
R’ is Cy-Cyalkyl, phenyl, C;-Cr haloalkyl;
R, R* are each independently hydrogen, hale, C;-C; alkoxy, C;-Cy alkylsulfonyl,
R® is halo, C;-C; haloalkoxy, aryloxy, or -NR’R® wherein R’ and R® are C,-Cyalkyl, may,
together with the nitrogen atom to which they are attached, form or a 4 to 7 membered
heterocycloalkyl group which may be substituted by one or more subsituent(s) selected
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4. Conmpounds_of fornula | according to claim 3,

wherein the conpounds are selected fromthe group
" -+-C0Rsi Sting of —

Printed: 18/09/20066- Br ono- 2- et hyl - 4- prMﬁPﬁ&{!ﬂm i n-3-yl ) - propan- | - (EP2005011403]
ne,

. 1- (6-Brono- 2-i sobut yl - 4- phenyl - qui nol i n- 3-yl ) - et hanon
e;
1- (6- Brono- 2- net hyl - 4- phenyl - qui nolin-3-)1) - 3- et é
InternatioitabPutent Appd. No, PCT/EP2005/011403 ase 22589 WO
1-[4-(4-Chl oro-phenyl)-2-nethyl-6-trifluoronethoxy-qu
i nol i n- 3- yI] et hanone; - -39
1- (6- Brono- 2-i sopropyl - 4- phenyl - qui nol i n- 3-yl)-2-neth
y| fréth oil EdiRisting of halo, C;-C; alkyl, hydroxy, C,-Cy alkoxy, phenyl and di(C;-

éfﬁ?]%ﬂ D|chloro phenyl ) -2-nmet hyl -6-trifl-.uor onet hox
y- fminon yl]-et hanone

R 1-# Aydrégdiiraogetisnevith B-maayforpi5-6 Sphembsted heiprosydenligl group

th hal

%’ %agl%?:ﬁ?oro ‘ijed ))r(;neormorﬁ 0%- rifluoromethoxy-qu

andphannﬂacﬂutl@:ﬂylatcee mﬁeﬂd D@‘ﬁfbﬁﬁﬂé of formula I
accord| ng to claiml, wherein RZ is Cl-C7 bal oal kyl .

§. ConfRitRAs il f Qéddeiag to AGEOT, dhegid R’ is CaiCraliyl.

V\herel n the corrpounds are selected fromthe group

conS| sti ‘E%isffﬁ ! I%C‘ffﬂ‘g‘ﬁytf’ d&‘lﬁl%’o herelgﬁﬁson}pgémgs areselec:ted
fromfhb

1- (6-}%(p§w ;g tgxxnlg—%-ghenyi Wi rcfin N pepatl gnd;n- 3-y1 ) - 2, 2-dif T u
1-(6-Bromha2)-Fobitlbpbenyl-(qRinedintdY) 4tharers| - 6-tri f | uor onet ho

1-(_6-}1 p?ﬂ)_g%—%ﬁl Or%l Xt cnﬁfnglﬁp@@{.’)—n}efh _-butan -1-one;

f Ly % %{Leanh oXy-qu '
1-{4-{4rGhipre-phepyl)- —22m2ﬂ121 TW‘ﬂPQIB
1-(6-] r?LT Hsoi;m {-%p%@l?ﬂédu}mﬂmnﬁﬁwl-mﬁﬂlﬂ pifdpumﬂamet hoxy- qu

1-{4-{5 5 Disbinrp Pt gty B SRRy pgtin3-11l-ethanone
1-[4- (@C%i&%er@})tzihdeuql-ﬁr;ﬁiehmyyqanolnnbwﬁ-ahgno]ne;and
1-{4-5-GRlov pherl} - B} ifiupromethonyquinglin-3-yl)-ethanone.

f 1 uor omet hoxy- qui nol i n-3-yl]- ethanone

. ( Gompoiundsuf firamlakachguding to Klaim L. whsreig iR i Gu(r haloaliyl

2 trifluoro-ethanone; AMENDED SHEET 24/ U3/ 2( 306’

gV int %n?ﬂ:ggl gﬁgﬁnuk@abﬁfbﬁhtﬁﬂﬂw WhediBthe compounds are
Internatl nal Patent AppL No. PCT/EP2009011403 Case
selected froq theprowp.consife P fn f | uor o- 6- net hyl - 8- phenyl - |

1-(6- iir&’m&)-zQh&liﬁl-@pﬁcﬂ'lylﬁ?%]ohﬂ&l-ﬂ)}mzm—ﬁmﬂ;abrmeﬂmnone,
0z et ha
I- (6')91'?’29'@3‘“9'& 4‘}’)8%}%‘1 PWT%)V‘& 2%9(%1ﬁu?ro-etltu}x}op ["'uor et hox
2,2 zyfrmﬁoﬁehL(ra-;ﬁetwl}a—ﬁh&;ynﬂterMraumdmmm -yl)-ethanone;
ethan
1- [4—%%,—(%13%)1'??;\ nyl)=? gr#é@ﬁgg(&ldfat{é?%xg ﬁﬂ;h@lﬂ% g?‘l‘]gﬂmb)tnﬁu&%t one;
1- [Mmmramhémﬂbzonmylm-;rglmrmﬂbom- %‘3(9 r'p}h ﬁgrtyﬂgowﬂlmﬂ%
222" Pthacfo b faf e YRERBTL PR B irfeeHyl-B-AfiMbdomethoxy-quinolin-3-y1]-
ethanone;
2,2,2-Trifluoro-1-{4-(4-fluoro-phenyl)- 2—methyl—ﬁ-tnﬂuoromethoxy-qumolm-?:-yl} -ethanone;

1~(6-tert-Butyl-2-methyl-4-phenyl-quinolin-3-y1)-2,2,2- -trifluoro-ethanone;

™

;
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et hanone; )

2,2,2-Trifluoro-I|-(2-nmethyl-4-phen)l -6-piperidin-1-yl
> -qui nol i n-3-yl) - et hanpne;-———— (e
LPnnted 18!'99%931 '2-Trifluoro-| - (2- I@tmgPAM%r phol i n-4-yl - 4- phen}{gp29050114_035

“gui'nol i n-3-yl) - et hanone;”

2,2,2-Trifluoro-I-(2- nethyl-4-pheny|-6-pyrro||d|n-1-y
| - qui nol i n-3-yl)-ethanone; -
2,2,2-Trifluoro-I-[2-methyl-6-(2-methyl-pyrrolidin-1-

mm%&%d%a%wltjw?@w&né?%ﬁi gt ?Zn?rg;ahyl pi per azi n- (i asg 22589 WO

|)-4-phenyl -quinolin-3-yl]- Ebhanone
2,2,2-Trifluoro-I-

1- (Zi ﬁ:ﬁu%g@éﬁ{;&é{lhao ﬁ g B.loqtol\éttf 5-§‘an%0*]}¥| él)-al;ﬁeznﬂﬂ'ugyo-&hanone,
1-[4-(3,42 Diflibro-phenyt) - mﬂﬂiﬁ-@ﬂﬂﬂy@hommwimﬁlﬂwylzmﬂmﬂo-
¥&Ei0%£enyl qui nol i n-3-yl] ethanone
(4 nethanesulfon - phenyl ) - 2- net hyl - qu
2,2,2gfrifigorp-ir| 14(4-;31&@13.255114@&]' Egmﬂuoromeﬁmxy-qumohn—3~yl]-
ktHaGoss On0- 4- (4-f 1 uor o- phenyl) 2- met hyl - qui nol i n- 3-yl
=2,2,2-tcifl - et.h : . .
222t oy LRSS e o il -11)-
hﬁhnGn@iperidln I yl -qui nolin-3-yl]- ethanone;

222 8bie LG iy PR pp B R Rlkikbad P! P

2,2,2- T riflu@eoF t 4 2-methyb-6-therpholin-4-yl-4-phenyl-quinolin-3-yl)-ethanone;
2, 2,21T41ﬂ%401r<{—i-@ Eﬁﬁﬂﬁl@?ﬂe}lﬂ% PRk din-9-yIRLRIAAR 307 R ethhadhel NO!

22,2 3 riuptorH{ Bt - Eameykmrrlidus il hyhepharipplo 3y Hethoone;
. ZQ,ZWﬁﬂﬁbWi-'[PJlﬁeﬁiym-ﬁl(%eﬁwLﬂ J:rhﬂna-}bl}—]i phefyl RuRLIA;3-y1]-ethanone;

2227 spen - B ey - B eg et s 1 ehanones
2,2 Mrmuardmw(mmoky hﬁuﬂﬁkiwna-mmbmhynﬁ-q@lﬁﬂwﬁﬂk@pnﬂne;

|
SR o e o
i-[6- Sif@mﬂrféfﬂuptomhfpw r%rmﬁm ﬁ@mphné- driffgprorrdhanone; -

2,2,2% I?ﬂ(x%r 5] C;f;-'(lst%éam}lesu;fonyi phenyl)-2- methy1~6— iperidin-1-yl-quinlin-3-yl]-
é y roxy- 4- phenyl = pi peri di n-1-y1)-4- (4-net hanesu
BSphenyl ) - 2- net hyl - qui nol i n-3-yl]- et hanone;

2,2,221;1311131'6['14[ﬁJ(MEGrd-plﬁeﬁyf)‘E«ﬁuletlﬁ?I-G-pﬁjmﬂid ) -yBqtidolindiyilxgthanone;

222G 1B Bkt Bt bR st plier fapapipa i thanone

2,2 2%@1-1&1@@&%@@@@%)@%@5&2;&@@1@— -yl-quinolin-3-y1]-
gﬁg pat |onaI Pat ent Appl. No. PCT/ EP2005/ 011403 Case

'2,2,22Fri_ﬂ1@rq=ﬂ1[¢-l(%r(ﬂ|ugtq plepy})2-methyh-6-nyrretidin L-g-quinglipf-glythgnone;

z,z,z?:gu;k&ﬂ [4—3(11-)ﬂ'u3rd'fgﬁé?xi'i) =EI-Rfdrb gy §yrv61ﬂdm etylyangiehiyl-quinolin-3-yl1-

-|

Azepan fl uoro- phenyl) 2- met hyl - qui nol
$- 2, 2, 2- trlfluoro et hanone;

2,2,2-Trifluoro-1- [6-(4—hydroxy—4—phenyl-p1pend1n— -yl}-2-methyl-4-phenyl-quinolin-3-yl}-
ethanone;

2,2,2-Trifluoro-1-[6-(4-hydroxy-4-phenyl-piperidin-1-yl)-4-(4-methanesulfonyl-phenyl}-2-
methyl-quinolin-3-yl]-ethanone;

2,2,2-Trifluoro-1- [4-(4-fluoro-phenyl)-6-(4-hydroxy-4-phenyl-piperidin-1-y1)-2-methyl-

quinolin-3-ylj-ethanone;

v AMENDED SHEET (24/03/2008
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1- (6- Azepan-| -yl - 2- et hyl - 4- phenyl - qui nol i n-3-yl)-2,2
,2-trifluoro-ethanone;
;___mm_w,udwl [.6- (3- Di net hyl ani no- i—ch yl)-2- et hyl - 4- phem—mwwwwww
{Printed: 13}09/20@6 qui nol i n-3-yl]-2, D_QLLB%PAMﬂJoro- et hanone; EP20050H403
e e e 16 (3 D wethylan1no pyrrolidin-1-yl)-4-(4- nethanesu
| f onyl - phenyl ) - 2- et hyl - qui nol i n-3- yl]
-2,2,2-trifluoro-ethanone;
1-[6-(3-Di et hyl am no-pyrrolidin-I-yl)-4-(4-fluoro-ph

Tnternatiomil Baredr ABpA. N6, POTVEPZOCSN1 BOY | | - 2, 2, 2- Case 22589 WO
trifluoro-ethanone;

2 2,2-Trifluoro-|-[6-iodo-4q(4- rrethanesulfonyl phenyl
)-2- nethyl qui nol i n- 3-yl ] - et hanone;

2,2, ﬁﬂ%‘ Hh T 4R6Hs- bhérgfn(é(ehu ragwazémamym zpmpenyl-qmnenn-s-yu-

net hanesul fonyl - phenyl)
eangPEs- qui nol i n- 3-yl ] - et hanone;

1-[6- h?-r —yit4-{4-Be6re- ﬂ»hehﬁ)(z%amﬁr@ﬁmlﬂm-wﬂ y3,2,pitcifiydrp-eghanone;
1-(6- Aﬁg}aﬁgqx%:ln‘zo gpegry} qeﬁq'ﬁﬁ y(H%ﬂ %n@-yﬁ-)ﬁ ,2-trifluoro-ethanone;

I- [6-(iﬂl&e@hﬁnﬂ-bw@mmme+mww1+4-yhemz4qmowmég@rtr:anow

%{'@P enyl) - 2-met hyl - qui nolin-3-yl]-
€ ri fl uor o- et hanone; and222Tr|qu

-[6-(8- {IlﬁleﬂﬁlamMmehdhﬁdﬁgﬂ—éﬁﬁan&gﬂm phengD mehyl-guigolin-3-
ﬁi.)z :d rJ 3%1 - e?ﬁ;nghe oun f for
1- [6~(B—Ihumdwl#lﬁngowr9h 1) %ﬁeﬂl@F%‘P % 5]6%%‘3 m“%%%]‘z,z,z-
ﬁﬁf{;&g&@@gn&{ forrrul a | according to claim?7, V\herel n
2,2,2-'Bfifluoro-1- [()6912d0-4 4-m eCLFfonyl—p nnht eghﬁ Wa‘ﬁﬂ% ?ﬂ Iefi3none;
2,2 z-@nﬁﬁam fs- (éhy‘&bﬁa&eﬁdihsﬂwm{-g— (Lmethangsulfgnyirahenyl)-2-

n- 3- %1 cycl Oﬁ | - met hanone;
ﬁ-5W§P anesulfonyl phenyl) - 2- ”thy -6-
2.2, z-ﬂ'ﬂﬂﬁml-l D%-%;deth:pmsuﬁﬁmﬂ-pbew )-6-(AremgiherarRiperidin-1- -Z-methyl-

i ls‘qwmﬁiﬂfpﬁﬁ%ny' et G phtnyt 3 Bn B i fbiin5-v11-
[9_(262%@;39 5-2aARb bad- Pheny! - qui nol i n-3-yl) - cycl opropy
2 2,2-[161ﬂapmir{4ﬂ%mﬂmm'{%f°sﬂeﬁ’ﬂﬁﬂl) S-mebrlf- g s bigylp P 2 Hoet>-

( 9%99619{3 Jgt]r@mﬂﬁene . gi p AVENDED SHEET
03/ 2006 - r -- | EP2005011403 Pdnted_18j 09/ 2006' :

eTPempBusRo! EiHLRE s CRr gt Meycloaiol

% %ﬁm eéér;ﬁ{qrgél e pgte | r_nG7 %@&Eﬁ &e compounds are selected

from the group consisting of:
6-Bromo-4-{4-methanesulfonyl-phenyl)-2-methyl-quinolin-3 -yi]-cyclopropyi-methanone;
Cyclopropyl-[4-(4-methanesu]fony1-phenyl) Z-methyl-ﬁ-morpholm-4-yl—qmnohn— -yi]-

methanone;
Cyclopropyl- {4-(4-methanesulfonyl-phenyl) -2-—methy1-6~piperidin- 1-yl-quinolin-3-yl]-
methanons;
[(6—Brorno-2-methyl—4-_phenyl—quinolin-3—yl)-cyclopropyl-methanone;
[6-Bromo-4-(4-fluoro-phenyl)-2 -methyl-quinolin-3-yl}-cyclopropyl-methanone;

fion

w_..___.-#m—“\
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€yctopropyt=t2:net hyl - 6- nor phol i n- 4-yl - 4- phenyl - qui no
hn-3-)1)-net hanone. 9. Conpounds of fornula I
o mE tording to claim 1, ~\Reieal RZ is phenyl . 10. !EF‘2005011403
[P_rzgted_;l§{99f pounds of formnul a'P -AELOT Dﬂg to claim9, wherein=———="
the conpounds are,  selected fromthe group consisting
of :

( 6- Br ono- 2- net hyl - 4- phenyl - qui nol i n- 3-yl ) - phenyl - net h
anone; and

22589
Intemanpml Paentipe)r ¥o- MWO%OH%?%yI 6-trifluoronethoxy- g?ﬁenzs wo

~olin-3-yl]-phenyl -nethanone. 11. A process for the

preparation of a conpound 48~ fornmula | according to
any one of clains_ 1

0
cadnpmp;slr(agncm@ @-pbw&rﬁ-n@egmﬁgﬁ M@Eﬁ’h%ﬂb@%ﬁﬁ‘l‘d
Ciy{:lf) 0 etmté-m BolirR4 -t phanyl <B-gi-rhathanobe.
to gi ve the conmpound of formula |I; wherein

toe s def.ined.for f.or D SHEET
S /LS ad gecording i 3t n@‘%ﬁ%“ép@%moe
I nternati onal Pat ent Appl. No. PCT/EP20 05/0 1 14 O
16ase TAnHOuNG efcfa;mdnaucnrcuestqcéa;m%@rhmﬁlﬁgwn%uﬂ are

nd of f ¢l obtained into a
mﬁ&ﬁ“’r"&ﬁgﬁ’f‘?cgﬁ?ﬁlﬁgaccegﬂabl e acid additiopn salt. 12.
(6—Broﬁmp2-meda$-4#phenﬂl‘$nm1§p Bt phsayloneasftpind of
[4-(3-&1%01'0—1:;}%11&1? fm@qﬂ Rerifthéénlefhoxy-quinolin-3-yi]-phenyl-methanone.-

11. A process for the preparation of a compound of formula I according to any one of claims 1 to 10 '

comprising the step of reacting a compound of formula II
4

R3

5 (1)

with a compound of formula III

to give the compound of formula I;
wherein R* to Rf are as defined for formula I;, .-
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— e RR conprising the steps of reacting a conpound of

formulalV 4 R3Br/ R RI ' wth a conpound of
v fOEMUL A V R 8 7 1 R (V)—H-—to—give the compound of o=y
[Printed- 18/09/200Bul a | a; wherein RCUMSPAMRle as defined in cl ai fEP2005011403
Tt and i f desired, converting the conpound of fornula
. | a obtained into a pharmaceutically acceptable acid

addition salt. 13. A conpound of fornmula I, prepared

according to the process of any one of claim11l or
Internatiodal Phéént AbplNG. POTVER2006001488 i ng a conpound of f or fiake22589 WO

| according to any one of clains 1 to 10. AMENDED

SHEET 241 037~00E -44- 15. Aspedi canent according to

claim 14, wherein the nedicament is useful in the
and if &?i?&{. %n&{-ﬁr@,’ 18Y 8hthbQhdASf forinhul€BoiRtsined ipes phirimacedtically
I1Tnesses and. di sorders conprising anxiety,
acceptahdpacidsaddifion salic i zophreni a, cognitive disorders,

spasticity and skeletal nuscle rigidity, spinal cord

©p| epioyess forjthe preparation of ecosgioond of at r ophi c

lateral sclerosis, cerebral palsy, neuropathic pain

and craving associ ated w cgcai ne and nicoti ne,

psychosi s, panic disorder posttraumati c stress

di sorders or gastro-intesfiphl disorders. 16. The use

of a conpound of forkula I \wrding to any one of

clainms 1 to 10 or @iN wohd2sel et ed fromthe

group consisting &f ] ,

1- (6- (Moro-2- medryl R¥- PWEMW™- 2RI noYm 3-yl ) - et hanone;

1- (6- Brono- 4- phenyl - 2- p#cri di n- 1-¥V- qui nolm 3-yl)-eth
compasinythe steps of reacting a compound of formula

1-[ 4- (4-Chl or o- phenyl ) - 2- get hyl - gui nobn- 3-yl j - ednone;

1- (6-Bronmo 2-net hyl - 4- phenyl -uni nol i n- 3-yl ) - et hanone;

with a compound of formula V
8 R‘?
R\N/ (V)
H -

to give the compound of formula Ia;
wherein R to R® are as defined in claim 1;
and if desired, converting the compound of formula Ia obtained into a pharmacentically

acceptable acid addition salt.
| 13. A compound of formula I, prepared according to the process of any one of claim 11 or
12. :

14. A medicament contaihing a compound of formula 1 according to any one of claims 1

to 10.
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1- (2, 6- D m~- 4- phenyi - gui nodi n 3-y1l) - et hanone; and

1- (2- Met hyl - 4- phenyl - 6-t df | uor onet boxy- 4ui nChn- 3-71) -
ednone, or of their pharnmaceutically acceptable
salts, for the manufacture of a nmedi canent 17. The
use according to claim16, wherein the nmedi canent is
useful in the control or prevention of illnesses
conpri sing anxi ety, depression, eplepsy,

schi zophrenia, cognitive disorders, spast city and
skel etal muscle rigidity, spinal cord injury ,
multiple sclerosis, anyotrophic |ateral sclerosis,
cerebral pal sy, neuropathL@ypain and craving
associated wwth cocaine and nicotine, psychosis,

1§ K g APl Efopgf 2 PN, iheslih Bk Smbli St iouselul n the comve
or prevention of ilinesses, especially of ilinesses and disorders comprising anxiety, dep.vresmon,
epilepsy, schizophrenia, cognitive disorders, spasticity and skeletal muscle n.gldlty, s'p:faal @d
injury, ﬁmlﬁple sclerosts, amyotrophic lateral sclerosis, cerebral palsy, neuropathic pf'nn and
craving associated with cocaine and picotine, psychosis, panic disorder, posttraumatic stress
disorders or gastro-intestinal disorders.

16. The use of 2 compound of formula I according to any one of claims 1 to 10 or of 2
cmnqundmﬂx&dﬁnnﬂhégum@cmmmﬁmgoﬁ
lf(s-Chloro-z-methyl?é-phenﬁ-quinoﬁn-S-yl}-eﬂmnone;
1-(6—Bromo44-phsnyl-2-pip=riéin-l-yl-qtﬁnoﬁn—s-yl}-eﬂxmone;
1-[4—(&Cﬂmo-phenyl)-z-meﬂ:yl-quinoﬁn-%yl]-ethanone;
1-(&Bromo-z-mzthyl-é—phenyl-qninoﬁn-&yl)-ethanone;
142£4ﬁnwﬂw$&?hﬂn&qukmﬁné%#b%ﬂmnonaand
1-(2;Meﬂry&-4—pheny1-6-triﬁuoromethoxy-quinoﬁn-3~yi)-ethanone, .
or of their pharmacentically acceptabie salts, for the manufacture of 2 medicament.

17. “The use according to claim 16, wherein the medicament is useful in the control or
prevention of illnesses comprising anxiety, depression, M, schizop}.:.réma, ::ogn.mve
disorders, spasticity and skeletal muscle rigidity, spinal cord injury, multiple sclerosis, .
amyotrophic lateral sclerosis, cerebral palsy, neurop_athic pain and cravmg associated thh S
cocaine and nicotine, psychosis, panic disorder, posttraumatic stress disorders o gastro-intestinal



