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WD 2007/ 147831 PCT/ EP2007/ 056106 PYRROLI DI NE

DERI VATI VES HAVI NG ACTIVITY AT THE GLYT1 TRANSPORTER
wdb@7pamsent i nvention relates to novel salts PET/EP2007/056106

2- (et hyl oxy) - N-[ 2- et hyl - 1- phenyl - 2- (1-

pyrrolidinyl)propyl]-4,6-bis(trifluoronethyl)benzam de

and SRYRRQEIDINE MEREVATIVES HANEN®ACTEEITY BT fTHE rAHY&t | TRANSPORTER

processes for their preparation, and thel r use in

THEGELAC T Rlof SR € R @evga|@af UGB L 002 IS By 2-
MR B ATy %{ & ot gpmacetial

fopmdations raetedsyes for thieis pfepaegtioa. amd Angir usetis meidistnei but i on
corresponds to that of glutamatergi c pat hways and NVDA

Mélggd?%é‘%nﬁ\gwﬁ? rIa\h?aleJthE Exn?tenc%lm#rﬂ? H:\E\rbraglgg 81‘ t?/vo é:lz}si%es of glycine
tragipariosn demd G @Bd Gy T2ar ol 1 bfs f@ngdrEredtJ@meHv (6 ther fqrgbrain and
its@istiibulion Zadtespionds focthékefrgldamatergic Mitheays @and NMDA receptors (Smith,

thﬂaNgﬁ’f‘ém 8’%9»924527 a834 MMIa@%IEmg a6 tﬂuer‘er ‘Pé'Ueﬁiéd the existence of

S t I,N
"‘??8 Paﬁﬁﬁfaf)f suegr%e%hgly var gll]?/t-lis{ba A ge IK? 18| ﬂ‘@er en?ll alYIoIecu|ar
Plyémp@qlqgj/ é@rd1 Qgg&p%gééacgﬁaw@plp displays @ uplﬁécf, gistribution in the brain
and-degipmaraldissuesgi Thes/aridity ddse byndiferantiahsitlicing @nfl @uordusage, and differ

in AR EErmaRl #e’élo'ng @MZE@?PEE&Q agYsnd ﬂe%oﬁ@r\d?nﬂ mCtHé ‘Braln stem and

Sel i pL TS dalifbigle ik U Qﬂ%ﬁ@f itrvg b g8sitve gycine
regept®p GLin gt @al. @ﬁ@ﬁ’P@'t migieyg268; d893: 228022808398 sky and Nelson, J.
Neluochesnistyd6 Ael996 1 ,1036-1039p.u Aacthendistinguishifid feat@8 of glycine transport

medl28a b @))T i&\ h?é' ndliiHitkited %ly%gfcﬁ mé géﬁs“ﬁ@ cQée & ¥HERE transport

m?ﬂwi%r@ivm F%ﬁ%?ﬁie carblend jih [giet e by {Raulatin the synapitc
levalspfsgivsire. Grhséfdu andelely by sedpstivaly influerce the@ativily @f NMDA receptors and

styotnesserritivagilEiné Fetepto@Wdspédtivelpy regul ating the
synaptic 20 levels of glycine, AyT1 and GI yT2

N@ﬁ'ae%tg%%éreﬁa' GGG P 3T Rty S bping TRen 3nd Staunton,
93859 ).dPanysz et a/cﬁmawqrahﬁbwlamol 6 455-
47|4n 1995wfahdalfld1Heﬁﬁ<5r€| 86crédRed TONABH CBINMDA-Bdiatdde HEWSEAnsmission

p@ rg\e/tggx;ﬁgfeﬁghor co]n?nt]%?ésf %éﬁég’%if’f@?%@%’"?g@'&ey and Farber,
Arghives,Genelak Psyehialng, 5% PIBHI00Y | (1998 TINSDRISRLG that dehibit GlyT1 and
therebly mtcreans giysisé adtivajigreeirNVDA resegénrs ca) be usesoas navielardipsychotics

arldOanttdeenViaRigRAE, @hd %%épaﬂﬂéﬁ&bé’ageglﬁl%lﬁné’odﬁﬂﬁl@%rocesses are

m@é%g s%gh g?”a? ﬁ{lqnpﬁgfﬁcnboq%or%srs ?a%d o%@égm%%p %r? | nc?s 3 SConversely

Ovel- ?@Wﬁ@na?ftNMQtAl rEFERYATs NP @Re'f' deRisaisddn @W”B@r@éélfeﬁ%e states, in
pantivuzr that nqasyrah ateatts assocthtexn with detraket amd @gesiblg , neunetiegenerative

didda8ad, saéhay AEhéﬁ@S@&séé&eMbFﬁanﬁﬁwBérhéht% RIDE &smé&Htia@Hntington's
dlégegasé npgjk{)g s %Hs%g deas r@oﬂr%ﬁjél: %}?r%? El&lots%d&sahgte[:gnoiﬂ%gs in which

”eé*rmﬁlvﬁﬁil Cie@H‘e?RCHsz sHsagEake; %ﬁ?% H?'éaa i foye fuRpiEfarcken. Science,
263, 88665 1199F)s Liptam amdhiRosenteag, Néew Englr Hnefl Mddicing, 330, 613-622

(199H0Ch&! Reursh t ) 6Bk ¢1988) nawdabrsmmwg@deg@w fhbi W6rease the

ac bl?@ﬁ%ﬁﬁ1 &FE% @ﬁw ﬂc@%b%mﬁ gbtﬁl@ﬁ'&neof Nﬁ”bﬁ\'reée% oz?é %hlch activity

capeciseddh teatiihese, apd reé‘??%f’ﬁ&ﬁ?ﬁ %aieét stallaryc figs dhat digpetly block
thetgiyemecsitedift the NVIDA redeiptdrs 38n ewsedab teal thesesand related disease
st@iegurs, such as stroke or head trauma. Coyle &

Puttfarcken, Science, 262, 689-695 (1993); Lipton and

Rosenberg, New Engl. J. of Medicine, 330, 613-622

(1993); Choi, Neuron, 1, 623-634 (1988). Thus,

phar macol ogi cal agents that increase the activity of

GAyTl will result in decreased glycine-activation of

NVDA receptors, which activity can be used to treat

these and rel ated di sease states. Simlarly, drugs

that directly block 40 the glycine site of the NVDA

receptors can be used to treat these and rel ated
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2- (met hyl oxy)-N-[ 2-net hyl -1
- phenyl - 2- (1- pyrrolidinyl)propyl]-4, 6-
whb@tinisgl uor onet hyl ) benzam de and its hydr ochPOT/EE®07/056106
salt are disclosed in W2006067423 as being glycine
transport inhibitors and useful in the manufacture of
2+mdihglaxeiV-R2-mhethyt t-preny 2y (1-petoliding prangl]-4€ad
b.@@ﬂrrruew&wnabﬁzamaa &Qfl@ﬂ'\'y%rochﬁrlﬁ@!ééll ard |d%6lo§éd’ﬁhﬂ@§§®6067423 as

bgl?g 8@?‘0? gar&sfport Ir?thI{OTS ancj5 use?ul in fhe nganuPacgure of meglcaments for treating

neurplagied \AngHPHIORSY g digerdars pRaaticutar p3yohpsese peRia grpattention
defjtyisprdér.6- bi s(trifl uoronethyl)benzam de is indicated
below FF )& NI NM Me HF F 10 M F The

compoy nd of ca ex le, by reac
T 4P BP0 brmt HTS BN E MG BB FDpO/2c AvERi v Fropyik-4 6-
b'?@ﬂfmtqmthy])befpﬂ@é‘r@q lszld(cftedmﬁ'%I i di nyl)propyl]amne in
an appropriate solvent such as DW. As
2- (met hyl oxy) - N-[ 2- net hyl - henyl -2- (1 15
pyrrolidinyl)propyl]-4, 6- tri fluoromet hyl ) benzam de
is a chiral nolecule, 4$k
prepared by stereospec
resol ution of the final pr¥du ny internedi ate.
For use in nedicine there exigis a héed for the
conmpound to be prepared in a formsuitable 20 for
ease of isolation in |large scale manufacture and ease
Tod dooprundataf nggni he opraparad.c tqot exanwple, pyo deasting 42, 4-ditrifluoromethyl-6-

mathdkylbsrizor! | 86ldt Carfgat [2erﬂémy|1phdr§| (£ pyrudibyl ;fyr]@ﬂinet in an
a%&r&ﬁ@’%&@éné%ﬁé@%?”ﬂhﬁ fferenc?@{ rﬁ%ﬁ RH %{etﬁsﬁw *phenyl-2-(1-

p‘ﬁfqyﬁfeif'iﬂn&svﬂr%sﬁjb'éw%m%hy' JPenzgaIde i an@@ 3 odewe'e the (+) form and
therd(r) unhaycieupre parad by stenedspediinsyotheais @ndionby easblugen of the final product

oPdrGmeimeeiié.ai ni ng  the compound. 25 The present
|nvent|on prOV|des

2- (et hyl oxy) - N-[ 2- et hy phenyl -2- (1-pyrrolidinyl)p
Ferafsgiin me@'c@ﬁﬁh%r?tef‘ﬁsl %@ﬁ%’rfﬁ& Ry ICPB‘BH%‘P(H’@ REeREFphigraform suitable
foaedse2ef(isaatiopl ioXarye Bedl€ maptfayturelanuheasgl of 2or(rililating into an acceptable

pridYfidt b éﬂn‘ﬂbﬁgt}:ﬂfoﬁ RY |p]at' éhtd- iP'isS&lFﬁEulf {O%}EQHQEQ w&&f‘ %ﬁé?héi@rlstlcs of

oL 55 Shale 3 STl ifitences 'gahs'ca? proBertes fay equate to
lapge( $AMNGS | 1D:AE mﬁangctﬁ@t@m foymaglgtion of a pharmaceutical product containing
theleempburtt. ( 1- pyrrol i di nyl ) propyl]-4, 6-bis(trifluoroneth

yl' ) benzani de for therapeutic adninistratlon or as an

it AT AT Prodes B1TRPa Ry TRy AEPheT ol 2 Tppoidinypropyl
4ﬁ;kgﬁ(tﬂ§wpmethvt)bwam@e hsuzcipatet and o&(w)etwquz) -[2-methyl-1-phenyl-2-(1-
p)FFEihHiWI)plo;j?/l]ﬂlrﬁlbls@nfmlrolﬁwﬂﬁyﬂ)ber@ﬂaﬁvdé RasHNsylated vihidh Bal rbef used as

MBI ¥he RE Zt%@bdﬁg \oﬁ%@ %rt oP2- (metrg/loxy? 2-methyh-1-
%%nﬁ Y-GSy e !‘Hé e e i ) aévé therapeutic
a@n@sﬁatlm(@staamterm@wéq 3 ﬂﬁQJPfeﬁéfﬁﬂ@‘r efiother gaigs.

Therefore, the present |nvent|on prOV|des 2-(
TREEDYLAXNK), tHNriar srBbdNds, Ll fdlscoplcﬂy of both 2- (methyloxy) N-[2-

m%kﬁha&?aéwﬂ%-ﬂ EvrgoﬁﬁwgepéoevuéiEs«s(m%%% Ylpjd'GBnafe and 2
(rpettyl ey Ok 2/n0esv-d ohenyl-PHA-nyrFrelidinyl piopyib B ibisttrifuasgmethyl)benzamide
néipaaisyldesard af askpablexaveisNof chmredrbigl usel- phenyl - 2- ( 1-

Therefore, the present invention provides 2-(methyloxy)-N-[2-methyi-1-phenyl-2-(1-
pyrrolidinyl)propyl]-4,6-bis(trifluoromethyl)benzamide succinate or a solvate thereof.
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pyrrolidinyl)propyl]-4,6-bis(trifluoronethyl)benzam de

napadi syl ate or a solvate thereof. 5 It should be
wmodoed418Bat " napadi syl ate” i s interchangeabl e »1/EP2007/056106

"napadi silate" and "napht hal enedi sul fonate".

SSmlarly the term "napadi sylic acid" is

i nt erchangeabl e with "napht hal enedi sul fonic acid". As

TS €UpBEd R nmvblli‘t%nt era'Eo SQJré!\ﬁJde% rze(fn?ertr?l&@ N QG{H%WX pﬁEnyl 2-(1-
pxrwgﬁ)mpéqpyh-f 6(-%@ ﬁ@p@\ﬁﬁhy rﬁcaﬁiqerpﬁpa sﬁate ora sgllvate thersof.

1- phenyl - 2- (1-pyrrol idinyl)propyl]-4,6-
It bélsduld i B uotedTehdty I'idpadiggsateti eis S Interthamyeass with “napadisilate” and
rRBRALLSdi %ﬁf@ﬁat@nd S%n’r?é?‘gvtﬁgtteréuﬁgp gW?%Eﬁ fiOf rﬁerrcﬁgngeable with

. E ent1on may not ere
”BP%‘BB'G” ﬁ“'fg@?ﬁ'm/y olf t he )s/ol ute. Exanpl e\g of

sui tabl e sol vents include, but ar e not I imted to,
AYBéert heréiR ! tharg, ‘s@ivfieneferaidth cabsién 6f vasialsle sloithRffetry formed by a

sdil qpog’;qﬁilgt tnvé#ﬂ%nsoj (ﬁ%ﬁyg*z RI [2 ?ne"ﬂ%yp W%ﬁ?%ﬁ?% ! 9%I|d¥nyl)propyl] 4,6-
b'B‘N %'121%91 Afc%‘é’ﬁ!‘ﬁﬁl 9'@H?‘§ PAC PutPlveRhRych solvents for
thet aprsie efintie inaatiore mayi tht interferecwidnited bintegical adtiity of the solute.

Esdrhplebf éiﬁiﬁﬂe isBIve@E ficiude, but are not limited to, water, methanol, ethanol and

agetlé y? hﬁl 53({ %eé‘e{@g%lg%rt\tﬁﬂ??@ éhe‘r%&@éﬁtfé& ig/'tadc Qé/tLBIQ solvent.

’6%@)0'%% &f éﬁlt pEngcspiipally @ﬁﬁPéatt'% %H@”tﬁr'@@%é’aéﬁ’ styanol and
acetic asig nmMnedne emtairbent, the rolvesduset ibelatew with a star: F F
F CNI\/EI\/EHF F M F The enantionmers nay be

rat Y | r.al per f nce uid

zz'ﬁgt e‘% ¥)|1 p%yl%ﬂ&yrrg% F°p¥1|h %msans or may
bigirifiypiomm Wag‘ﬂ@r R ECWO; 9éer§9'ﬁ‘?rﬂ%r§ f@“%sﬂ“ﬁ@ tonihpe presence of
ars asyhahdtec carbor) ddlidarsaMseiowwittha starit . See, for exanpl e,

St ereochem stry of Organic Conpounds by E. L. Eliel,

S. H Wlen, and L. N. Mapdgr (WIey-Interscience,

1994). In one enbodi nent, optircal Iy pure enanti onmer

is provided. The ter Ure 30 enantiomer"

nmeans that the conpo reater than about

90% of the desired isqpeN by _1I'n one
enbodi nent, the conpound cont? ater than about
95% of the desired isomer bywmweigh .F1n one

enbodi ment, the conpound contains greater than about

99% of the desired isonmer by i sai d wei
T FRRNIP B 08 B PRI Bt G2 EIOBE odoreR dap S aigaraphy or
otbér appeopcieiepoeans, or3BayTheeojainedby sterepeprcifisrsynthesisidisingtang suitable
m&the8 kRaweinatnd ahh@e@a@adka%mblatae%cmuanp&sgﬂqahle Compounds by E.

|
L st ATy Bty Mendiy (o sessierse M on i i ny1 ) p
ropyl] - 4 6- bis(trifl uoromet hyl ) benzam de, ie: WD
In2@@7emnc7'd3®§nﬂ?@1ﬁ/ GEtig@ly 7706 &hewtiomkr is provided. The term “optically pure
erdrliorhen’ rﬂea(rﬁHhBWih@XOb)ndUuh@cﬁﬁtbh!'gréater than about 90% of the desired

IS%rpIQIEWW? ﬁﬁl( In Q%Er 91[% Efn@ﬁ )tﬁé 8(5’r¥¢;]c1 n% c@ntams greater than about 95% of

qgg |sgrlrj1(ér O{lm W)‘?I <N_e[ em |rﬁ9nt the compound contains greater than
amupﬁ%%yalf tl@c{e}u@spr@er leW wisightpsaitweipbtpescent based upon the total weight

oftthé [sbiief(k Lt @inipdupdenzam de; 5 as well as any

m xtures thereof, such as the racem c m xture:

nmet h
Tlge prese$1t mvethon lrzclulg_eg the sucglnate and the napadisylate of both possible

enantiomers of 2-(methyloxy)-N-[2-methyl-1-phenyl-2-(1-pyrrolidinyl)propyl]-4,6-
bis(trifluoromethyl)benzamide, ie:
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1- phenyl - 2- (1-pyrrolidinyl)propyl]-4,6-bis(trifluorone

t hyl ) benzam de. The present invention enconpasses the
waepaciiemBe and the napadi syl ate salts of racenPCI/EP2007/056106

conmpounds and that of the iqdividual enantionmers as

well. 10 In one enbodi nent, stereochem cal isoners
(R&(vi-2 ¢ ime thylory )\ {#F-ngtinylat- phrmy( R -pyrjoliginylypearyitacicy ) -
mé}'rnhé’oraﬁtsl?wbehz&#\%exéhdZ (1 pyrrolidinyl)propyl]-4,6-bis

r| fI u r n clig (
E%an T)f% ?n ﬁl?nbe%?ﬁ?lpyrio ﬁ‘éﬁ”rf’p@ ‘ti pyrrolid
b'$ H@PQFBWG I)?Wa'ﬁ ebi s(t rifluoromnet hyI ) benzam de
ashagliadiasy hatteres thieresf psuch at theatacéreia $ixtOR/ (1812t J-N-[2-methyl-

1-&rﬁen?%@-@ﬁ&yrroﬁ@nﬂ)’b%d?ﬁ-ﬁt@ﬂggﬁlb%%h vhBEhZasRIEET S

cor ond to at |eéas enantioneric excess. In
anot her enbodi nent, the isoners correspond to at | east
Thegpresqn inviepliasy prcompresessthe [sHcenaie @np dbe Rapadisylate salts of racemic

co&tpeumnhaxaif tHeSiodivdd 2al endritiomers asrwetlonf i gur at i on
S-(+)-2-(nmethyl oxy)- 20

I Bpt PrPRUPERb T DRRE RS seap e B o Buaten (R 2 freinyion
N-R-rethyl?1-phenyhdA bryoliginyprepyilidyg-bis(trifluoromethyl)benzamide succinate or
R-{-)-Rlteeilytoiy )N EZOMEWH pheriyy2 Ippnwhuhylrbr@oyll 4,6-

blgffrlﬁ&cgr&'ng g?ge&ggrfn lrg:t Cec gr‘;%gggdg\'gSYcl aét;le% I988P Yrdntiomeric
ex@?ﬁ?odn ﬁ"@ﬂ er & Ee d%ﬂ"?%%;?&ﬁasfi%‘dat? b Iggst %‘i‘:/g/oenantlomerlc

exgensntin @nethet embediest, the: isomars @orressndi taeatt leagth@0% enantiomeric
excesyers correspond to at | east 99% enantioneric 25

excess. Furthernore, naphthal enedi sul fonic acid exists

in several isoneric forns, such as 1, 5-
In ﬁgﬁﬁp}tpgp@}?@&Iséquqqnﬁpppaggp@ewnched in’ configuration S-(+)-2-(methyloxy)-
N-DZ @etlnalphpfhmiybhé‘dpfmlldloyi)pmopyTMeﬁ ps(@rs‘bmtometthw)bemzamlde succinate or

FRASASS)- RU[D-niediyl- $-pREIE 2% iuapar@idl 5o
b'%ﬁ‘ﬁ?é E%Fﬁg@%ﬁ%@gnhgéﬁﬁygte %?Heygd:%gtol Ie%g)t 90% enantiomeric

Sul

exgesg: r'l'éﬁ‘ﬂPWST ERPAiEENt JRe dsammgrel . corrpsRRE terddepstedR’ anaatiomeric
expesss émtanpiher etmbodinent ihelésomers correspond to at least 99% enantiomeric
exdedsiret hyl oxy) - N-[ 2- et hyl - 1- phenyl - 2-

(1-pyrrolidinyl)propyl]-4,6-bis(trifluoronethyl)benzam

I de-1, 5-napadi syl ate. 35 In another enbodi nment, the

L{)thg@@ﬁ@ pqﬁ@}ﬂqr@ﬁlsgw geid exists in several isomeric forms, such as 1,5-
naphthatebédiduifaniy - Mcfd?- amt hyt)3-riappthalepedisulfonic.  The present invention

en@orﬁéaé%% raﬂ'slaﬂéa rr‘rli’ésd)epﬁd?ﬁ)é'Il]foﬂn@obh%fﬁtﬁdlér{gHBﬁﬁH?ﬁ% By H) Jﬂ@l[]&mg 1,5-
neffhoBreigRE Bor 2 T Frapp B REy  a. 6.

bi s(trifluoronethyl ) benzam de succinate or the
In eap athtoginedng, tha\présenp ineeratioa coroyideso?H raethylogy )-MN0[2-methyl-1-phenyl-2-
(1%9ﬁ6|@9151l)p%9yl}34 @Jb%hhfﬂm%rﬁétﬁylmﬁtmﬁnée-qfs rﬁdb@dufsyl% base

succinic acid or napadlsy ic acid n one

enbodl nment, the base is in solution. | n ano
In BReIHEN %lpﬂdlm%t the praseplinestion pepyides ?ﬁ@emy@wml [2 methyl-1-phenyl-
2-(rmyentidimmprapgl]-4dess(tnflodromethlyBbeszapled!, 3-ngrssiisy lates

stoi chionetric and non- stoichionetric forns of

By zo0 R G RS b
b'%i”ﬁ?qumf"f hyohesremNg IS eI AT (e napedisyiale aayig prepared by contacting
appaq@adﬁegmatmnetﬂ‘h asoute of theskeer basevwitit $umcinid amid odeapadisylic acid.

In DAk etnbRbingnt, BE BYSOXYih soltidr2- M SHother embodipit@bWotr2afelin solution.
Tl'}t)apﬁ sgnt ﬁw'vgwtlonp |B¥%% wlfth% lts sc V\F? all Bossmle gto{;‘%hlodmetnc and non-

stq{g]lcgpetflcétfpgnsofof]_Zim(a{mﬂo(gy]) %mtl’m \}-@hgnyl-g (1-pyrrolidinyl)propyl]-4,6-
nonosucci nate salt); salts of 2-(nmethyloxy)-N[2-m
ethyl- 1 -phenyl-2-(1 -pyrrolidinyl)propyl]-4,6-
bi s(trifluoronethyl)benzam de with succinic acid in
nolar ratio of 2:1 (which would give a
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hem succi nate salt); salts of

2- (et hyl oxy) - N-[ 2- net hyl - 1- phenyl - 2- (1-pyrrolidinyl)p
wo ogyhi}7sd1 6- 10 bis(trifluoronmethyl)benzam de »eE1/BEP2007/056106

napadi sylic acid in nolar ratio of 1:1 (which would

give a nononapadi syl ate salt); and salts of
bir(fioretomdtimptiper2dnii@e rsatdiydte Jandphapagisyidte 1 Thus the present invention
ngearésrol;ldlnyl)propyI]-4,6-_ . . o

oL P at | Plor 22 EURRER Mt i et egy 2 Ui b4 o-

bis(ifluatomeaind)ppazamide with sugsinie gcigrie malgatiaehi:! (Whishevquid give a
mprasuccleate 2altyret hyl oxy) - N-[ 2- net hyl - 1- phenyl - 2- ( 1-

- PyTrgld di nyds) prorzymewo@ p;vs{métwwodhgﬂﬁtéﬂ laﬁ@wa.ﬁw;ﬁl@pyu 4,6-

bl%lflrc%ngli )ﬂ? ?nﬁnr %e Wgﬁﬁwcqc aﬁlﬁiéwpo@ retio o 51 (w‘f‘nc?u wouId give a

herpjytpqcmatqﬁ 1) propyl ] -4, 6-

b| S(shlts f | uogforret 2yimetratoag)Ivde-niethys-u ashienyle2-@cpytirofidistyl)propyl]-4,6-
fl‘ﬁz)rdn-ﬁ?t I)%en?aQT &é‘wﬁﬁ‘ﬁa %Htm mtoﬂa‘? r&id & PY a¥hideHould give

net hy enyl
aw prgﬂpi%pW ﬁ&@ﬂd] 4, 6- b| s(t rifl uororret hyl ) benzani de
- 1, 3almpadi ¢yl at @- ~(Bethyloxy)-V2-enatiyb exbienylre- %mr@ﬁdinwwropyll-éfi-
b.g(&tfluoroafetr%d)baﬁzdwh@wh nbbddsymetbidlin Aotdp hgtydf-21 (vhich would give
a E%%%?éc#%}lé?é{ls r°py' ]1-4,6-

uor onet hyl ) benzam de to napadisylic acid (by
mole) is 2:1 (ie 2-(nmethyloxy)-N[2- 25 nethyl-1
In- péreny emRodiment, there is provided 2-(methyloxy)-N-[2-methyl-1-phenyl-2-(1-

pyrrl@ydmw)srdévwIs)mé(@mubrbmétrﬁr)tmrﬁ(awdeféuuaﬁaa”@t B)sbVaRNASEDTN which
th? 1 5ra &' nl n@fpﬁg't %y E%Q{Q_ ?91'9 P&W §?i$yrrolllafﬁ§l)propyl] 4,6-
b's<f5ﬁe?f9m"§w )aeq%?ww to gy %W"}o' '%1 1.

bi s(trifluoronethyl)benzam de succi nate" and

In" ZorleTebRpb@MENt, N-there ek hydrovidéh e 2y hethyloky ﬂ@z -methyl-1-phenyl-2-(1-
ypr¥> dﬁ@h)@%pg@'4)696|§(9MLcl>r8#1ﬁ91|yQ$e%%Hdlfel e F\Qp%% smé e)greéqgo‘wgtedﬁereof in
ch'f - 2he neﬁaﬂ9| oRly) 2NmeSWieey {2 Teﬁlarbhphery' ¢4 1-pyFaliginylgnrapyll-4.6-
blylrylpmmwlh]yL)HerﬁamtdeS@t mapaHisyicoaaid Ky noleniaRildée 2-(methyloxy)-N-[2-

ﬁM%VIf@ﬁepyrrolldl ’\{ épropyl] -4 6- b|s(tr|fluoromethy benzamlde 1,5-

1- phenyl -2-(1-pyrrolidin
héﬁ‘a dgg? |quoronethyI)benzaﬁ1de
nnnosu00|nate

THBs( +) 2> ( midrimg] oX'P)(ristHyBxwEN-iB-methyphengryi-2- (-bympatidingl)drapyl}-4,6-
blé(ﬂMharBh‘éWI)ﬂ’er&aﬁﬁdeb's%éuﬁété' USHAO ML gt RRNZAPB-RRthyl-1-phenyl-2-(1-

pygoFairjy%Eroex@a%ﬁl%ggg)yorwf?y%etrﬁgm|dje_ nsﬁgq,{wlat% a(slu389 Ihgr&l |aclude
i nyl)propyl]-4,6- bis(trifluoronethyl)benzam de
rrbnc(s)alz-tmeiaylexy)lmp methyl -1-phenyl-2-(1-pyrrolidinyl)propyl]-4,6-
R- (lt)is(@rﬂ(néFBﬁmE %&z E2erRdubYihatd- phenyl - 2- (1-pyrrolid
| n | r
QY| A 2598 1,|o R 4)%{%@ RERRE IS |
phémﬂﬂﬂgoreme W?%Pm@rermnpsqu 4, 6-
bie s (3-{+)f2-{omatio/ey Y [3-rett s ripenyiBr{ bpyTdidingbErpp WS 6-
2Ooﬂuﬂﬂuﬂﬁé’r&meﬁf)w&ﬂ%%ﬁﬂ&l@cm&e

N 23 FKJW haryl-2+(1-pyrrolidinyl)propyl}-4.6-

oh f i F Ryigolidinylpropyl}-4,
bi settr'] V'ﬂF WS%&) ; I'BQﬁ % %ehem' napadi syl at e;
( ). R{ﬂ@t(h}pthyboyy)-wz[ meﬂmt-hylherm -2- -(1-pyrrolidinyl)propyl]-4,6-

eda(rrﬂaoreﬂqewnwizwde%}rWu@amétb 4,6

b' LS (B 1 of hUB RIBL Y- hBRIZABAS - %(?pﬁPoﬂSH%b%’dyﬁM &t e
(t) -bis(frifeerapetiisenzemise manesyccnaieny| - 2- (1- pyrrol i di n
yl ) propyl]-4, 6-
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bi s(trifluoronethyl)benzam de-1, 5- hem napadi syl at e;

(t)-2-(nmethyl oxy)-N[2-nethyl-1-phenyl-2-(1-pyrrolidin
wQ kQopneopsyl | - 4, 6- PCT/EP2007/056106

bi s(trifluoronethyl)benzamge- 1, 5- nrononapadi syl at e;

S-(+)-2-(nmethyloxy)-N[2-methyl- 1 -phenyl-2-(1

- py r O 2Hoethyloxpk-Mbar ethyl- & phenyl-2-(1-pyrrolidinyl)propyl]-4,6-

bi S(b.gotrffluufafnww)byrhz)ahﬁdbzamhéﬁnﬂa,pad.bﬁﬁbnapadI syl ate;

S (+EJ W@)ﬁﬁ m'élﬂ{ygi Bﬁémyy b p?#o“?ﬂ%bl}p?ro;gyh AT olid
[ tq'f

I

Iblns( BGW)H?”?Mb%Woma@%H%apadl syl at e;
S-o +j1)-2-((netityloxy oiy3-misithyR1-plaeryy 2~ 1-pyrrolidinyl)propyl]-4,6-

1- phsaeofﬂ.fruaroéﬂetmbé@iahﬁ&éwB)herrmrabbansﬁaté

01, (b ol ARG EAYS- B BRI 2 P hRTuMORAGH YA &

S- ( +pisrifugiomainbRenzafiqex1 rEranpnapadisyigy| - 2- (1- pyrrol i d
[ nyl P ¥ PR {rhéthlox -N-[2-methyl-1-phenyl-2-(1-pyrrolidinyl)propyl]-4,6-
bI s(s.g miuwnmm)taaﬁz)amﬁmheﬁ”{la éd.sgé\enapadl syl ate;
| n | 2 %gﬁ%t %o >§)I,\)[2l\rlﬁétgyl niephe%yl 21(1 yrrop(clmy%)pr(o ylﬁ)xr rolid
lsﬁtrf

bi s( flugeamsiist hgnzemide; hainrnonapadisvidterapadi syl at e
Ree( - $2)-2-(reéthyloxy- 2Ryl h-pHehylt2-( 11pyrrphdmy)bropyi(-2,6-
pyr bi8 tr‘if@b%e)tw B%a}mcfe-ﬁS%gmlnapadlsylate

r [_5 i 2 Dt
' nyI gﬁ%@ig;queg:g%ﬁzaﬁzeé %ﬁgﬁaﬁadlsygﬁe&f @ (Oj_) hjgh olid
|.s( R¥(4){2-(nreatioynedy vk [ 2-betinaniptienyl-2 4 me&waﬁb syl-abe;
|ny % s FuBRI P zaide2r SEMapdaiRiagy ! - 2- (1-pyrrolid

i3 R mwﬂaﬁ@mmswmwgyamm 46e.

and bigigiflugromethyipenzgmidenb 3vroneparadisilatehe above. I n one
e b ORi(+fe(metiyldxy RNZ-aREW- 1 iphenRi tpyrrdlidmypropy pebe and
the p ?(?f‘ﬁ br%YAé'ﬂ]i bér?zanﬁdéb??)%ﬁw'lr% bhis ;Lége of alternative

sal t al |

3 B @@mmgm%w 2PVl bt han

5% bis(triflugrometahbezamige- 1, iymanongpadislats; ﬁpdm ty 30 may

ba o4 hetture @fprelotaoerof eHeloveal ts or sol vat es of

2 (et hyl oxy) - N-[ 2- met hyl - 1- phenyl - 2-
Iy 8@3 ALl éﬂ%}nxl )gwog%éégtgmg%rmorsé :trgje:;s{,‘;ﬁ?r{g%ene yIth)e napa%lsylate is
smmnaibttfeeeo@f atluamahwpaaji drek daee o i@ty Byedybstandially free” is meant
cEIfinG Ris€ tiih 1098 st aslieSy trines TR 148 tiedi Zi%n@fdrr@En@ The impurity

m%g 5(‘-,( at h%r cd?ﬂ&thn@s 3%%8&%’@%?&%%&@ 3%%&?% )?1 FT] o g -1-phenyl-2-
(g PRy e o Tyoromet W beBP@Iol vat e. A suit abl o

solvate is a hydrate. In one enbodi nent,
Dépdriaighot eeysotvint frém Mridhyihe lsuccinate or the napadisylate is recovered, the

s%aem B BTl SV LABREPUL e blq;oem ISR s one

zam CC

R Bt A oslcte; 1y DS theHpIEns tha BBleo: 4 zamaﬁeutwa"v
ampgabne saplvate bﬁ§pvtahlef salatoivea hydratenn ané embadipwat, Sy(methyloxy)-N
[24h&tBiA-1-pheyll2-{11- ﬂSWtﬂ)l‘ldih)&)pr@@ﬂ-ﬂl’@bﬂ‘k(ﬂ'&ldom#@th’?hﬁerﬂéﬁ'@nt succinate

wh.@ 6r‘é'”a' £ H'?/Hga hyI xyaN methyl 1 enyl-2-(1-pyrrolidinyl)propyl]-4,6-

big{e (ﬁ‘ém ROP Tapa %Y'Bﬁegf( VTR PG OERtRYT PIOMISA de

succi nate or the napadisylate or a solvate thereof
Theol dted@nt N Pudrtioh Or NReRbmMpPéBs adra-gethydxiy RNGR-Awsthyl-1-phenyl-2-(1-
gﬁc}ﬂ&iﬁ*?%yl]% BORH ua%mqyl) ggaﬁPd%og%%gégﬁ thé napadisylate or a

edﬁE Fgrae ?rﬁ{;,r' vflrf%;ﬁ%gh%d witl o_lt_her materials.
pyrrol [ d| nyI )propyl]-4,6-bis(trifl uoromst hyl ) benzam de
succi nate or a solvate thereof, or 2-
(met hyl oxy) - N-[ 2- et hyl - 1- phenyl - 2- (1- pyrrolidinyl)pro
pyl]-4,6-bis(trifluoronethyl)benzam de
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5 napadi syl ate or a solvate thereof, in isolated form
I n anot her aspect there is provided

w@2qomaatsgl oxy) - N-[ 2- net hyl - 1- phenyl - 2- (1- PCT/EP2007/056106
pyrrolidinyl)propyl]-4,6-bis(trifluoronethyl)benzam de
succinate or a solvate thereof, or 2-
(met hyl oxy) -N-[ 2-net hyl -1 -phenyl -2-(1

T %gf{){ ol fnd'oﬂ¥| g%egpgthéred'is(s é}k}’&\ﬁc‘etgr 'S’Zgirﬁé?r{w*n-:{é rqgethyl 1-phenyl-2-(

%@P@nx'lercmy']ﬁ@ laﬂ&_r ! 'é?l”BBl? %?ﬁ”zaﬁ"d@nﬁicﬁ Pt@x aNLO[VEIe thereOf or 2-
(nmestbythopdy - V-] Primestiyll- 4@heaylﬁy(nerguirolzdilnypwr))pyi]ecp@'-lb]s(mtlL@r@nsthylybeﬁzam|de
ndpaais artetdaxélsbmféaﬁé?e@lfemsm&@mnﬂ or 2-

met yI oxy) - N-[ 2- net hyl -

1- phenyl - 2- (1- pyrrolidi nyl) propyl -bis(trifluorone
Ing h?P?tb@nzé‘ﬁP%Fé hereadilss y 1 Pse\ideds dwﬂza/iowiéh& g@d}aybﬁnpaeny' -2-(1-
pystobdinydprapy Bdiceis(trilaoroethyhberzamiie spceiatier ort aaohva&)thereof, or 2-
(nﬁlét'ﬁﬁoxg%ﬁ [E%tr%méﬁw-i (PhoytrORIMNSSEILS, BJB}éﬁﬂﬂdo‘P&néfﬁM)benzamlde

Ry b b Fabie b WD of 5o E%'ﬁ{%m‘i Ametoxy-v2-
mgihyl-1-phanyl- %rhh@m@aﬂ)prmﬂ 4akis(triflgeromedphenZamigensuccinate or 2-
(nfetpadxy ps phesthyl-aspbenyl-LH il py tréligling Derp pyllef, 6-blsérifiucesasthyl )benzamide
ndﬂé&ﬁﬂél‘e%?reafé? kERRIOBNHHE) SRR SE ?Hal/erm 06 BlireQsr @’eat(e)r than 98%

response to changes In tenperature or pres ure or

P¥%t h and can also result fromvariations in the
crystallisation process. Pol ynorphs can be

Tl cimpe@hidssofetile pieseatiinedtiorpis haval the Bbilitatd erystallisem more than one

foHHOWE, iy Bh&a?é(ffteﬁfkchn&ﬁn %3 r;ﬁ)‘t&n@rﬁﬁlérﬁcéﬁcﬁr} is Hﬁ\tdta%fd?ﬁ that such

ol nt furt aspec

pcﬁm rghlf; S ogrpgvfla(a&morphng g re’ within' the scope o the present invention.
Palymerehiag ggpgalincarpoesut A/ rasppRventp| changes-in f@nperature or pressure or
bty éh@lcard brsyslrwmowh Marationirsthe rarfstanatioreproyégsb €ogmdphe can be

d|§th‘1 t}? ?ﬁﬂ é’ ﬁél %hér?%ﬁﬂfcs kﬁ{)\%@ 1&1@ art ?%cih as xeray diffraction
dhyrip

pzﬁt Py

"Be'tl?ﬂﬁ(/’{"rtl fl uoro net hyI )benza m i de

napadl syI ate or a solvate thereof, in cryst alline
Inf 0& MfurkHer Onﬁpéﬁbotdéﬂéﬁnk pro@ded | 2-(Ae@Wilot@N-[2-methyl-1-phenyl-2-(1-

p)gr VcJ kgg( y[) &Qﬁf@é' sufcel epyrr 5 o|vg le thereof, or 2-
b&ifge %8}‘9 g (gﬁw@gp\”ﬁm?{ g rgns?ltmluoromethyl)benzam|de

n@a(ilm_tjath)dr @splvate-therepfetim giystaige form. In one embodiment, there is provided

2-Im&thaeh-NE 24ty gieh pli2om LpyrroRimyiprofyiBa Bl s(tri f | uor ome

bi k}gﬁf FUARbBaRRRAoaLE S Llovhie Heldf G J-08IRAD . Mo-metny

1- P’éer'h‘i -2 éhBSérfoéiH‘PY'éHr?R)/”é‘r‘iz%'ﬁ(é’l"\“PF?éT‘%W R?"%@BH@%”%H@S’[SY'?T@ qr g solvate
therebt tianubstdntigliyf ergstallyfe fommor phous f orm
2- (et hyl oxy) - N-[ 2- net hyl - 1- phenyl - 2- (1 pyrrolidinyl)p

Ae.r 9&%‘6' r']ereff}n QH%ﬁmbE s'iJnlt %I‘ﬂﬁs‘? r% rA %%t is stjbstantla g/ free of

T EEhan A5 of  CHECAMSKBHE MEBH] pgw?@mvryolﬁ@g@or pyi-4.6-
bis(triinor20%shyfbertzemidepsyssivate. Byr isubstantially freet ér aisgt tetaining less
tham aoc’/olé?%@émbhxhoaﬁwrmhpmerémy fBss MEne2(9% of efeaénwrph@fsSform more

erQ%IyBrééthr}%ﬁ]@?%aﬁDﬁQ %ﬁ)bjgssf rn?Vr'?lBrenBrref:eré)d'I)‘? #éasrsa\ +N 5% of the

E\afh 2%80| It{'nep agpmqous form most
prefgrabclessibprdteo af e amorgheusdoinded
2- (et hyl oxy) - N-[ 2- et hy| - 1 phenyl 2-(1-

rr, 4, i Bl
|np3é i @Hﬂé(rj )agb&ﬂy{tﬂgree Q- reo b 2 H\%’Er&gig)h/g \9 ?\%g\gﬁ?ﬁbq&ymm
@ﬁ& @E}Qwﬁd§%ﬁjglﬂugo y ?ﬁ"gﬁ‘;ﬁ el\F-L[CE'nWﬁt Wy? sPlvate ereof, or 2-
- phenyl -2-(1
-pyrrolidinyl)propyl]-4,6-bis(trifluoronethyl)benzam d
e napadisylate or a solvate thereof, in polynorphic
form(s). The present invention also provides
2- (met hyl oxy) - N-[ 2- et hyl - 1- phenyl -2-(1- 5
pyrrolidinyl)propyl]-4,6-bis(trifluoronethyl)benzam de
succi nate or a solvate thereof, or 2-

Ao ims VeR THE e
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(met hyl oxy) - N-[ 2- met hyl - 1- phenyl - 2- (1-pyrrolidinyl)pro
pyl]-4,6-bis(trifluoronethyl)benzam de napadi syl ate
worooa/1ssBrat e t hereof, when adm xed wi t h ot herPCT/EP2007/056106
material, for exanple another salt and/or sol vate of
2- (met hyl oxy) - N-[ 2- net hyl -
(mpthyteplyN-{2mEethyp §phenyi-ai( py rreidiophnrpp yl; 46-bis(trifluoromethyl )benzamide
né@b&.éwatbfolru%nm@tnh%afb.ﬂ;pé@mo%c fben@pst commonly used
solvents are suitable for nobilising the free base,
for exanple al cohols such as ethanol ket ones such as
Thec etREPREN halN¥RftiRBLt edlSAy d PEYISEs on 2-(BgtIoxy-N-[2-methyl-1-phenyl-2-(1-
pytholidithyb)p cipeil- 4 Srtes(trifloctombthghisenzar e aguctinste adry al rsofvateathereof, or 2-

(m-gﬂ?ylcﬁ? LKg2- H?é&hyb?—pﬁé’f%ﬂ (ﬁ%y@oliﬁﬂbl‘)&opyl]Q@G Bﬁ(tﬁfﬂlé?&?'égﬂ)é)ﬁnzamlde

naggdlg)(l?]tgr%la soJ)vla%@F whw%n ﬁ%’PP{S?] 8\1% %3}66 eﬁer?ng pIe another
salfc @ngie. selatet (b gr@smym)dvr[?ometw §hft’t¥l &bt eyr&hdwléoropyll -4,6-
bis(aiflactosgthaleenzéineéeconcent rat i on of 2- (net hyl oxy)
N-[ 2-met hyl - 1- phenyl - 2- (1- pyrrolidinyl)propyl]-4,6-bis
b S TS ARSI l5aBa R Rl ARSI RSE) T oreme
aleohalgesushtas athapol, ketenessus ﬁ?ée?ﬁefcé‘lel beloggnadast bydipearbarssuch as
dl@ﬂorﬁaémdha)dnldcetms duamﬁltetrsmdirdm]raamrhﬁ acids May beeadded as a solid,

&?aq@éﬁgéb dr %stahgollﬁtﬁﬂgﬁ af: 05? 1z ViR lsBth as'd n@is or water,

et wee e salts may
m?tgﬂnoitpég&\nr? -Qoff € °8Fm by convent| onal means from a
solution thereof obtained as above. For exanple, a
Fon e préyabwdd offife SWcinatedryr thengpadabRdtheycoptetlaport aft 3-ghethyloxy)-

N-ﬁ?’s-ll'\'\tefh? ‘2 {‘Pyrﬁdﬂalﬂylgé%)l]% Blgﬂrlffuﬁﬁ)ﬁﬁ?haﬁiﬁ)}éﬁ{é%l@é base is, in

ong RS 51310 25% gt B MG ibeifanges to 15% . The
coomr&nah@d Of smﬂlmceaglﬂuqnmapadltswe doiccwheraseed imsolutipe mey de in one
erfBodihert in the rarjet0ss R0 rh6lah sedhadsTer Mantbld Bstiveah 5 to 10 molar.
crystallisi ng froma solvent in which the product 30
has |imt Iui,Iit or trlturaln or. otherws
The, SAlts APeYy Pri %lte dm-setd, i, *P%ﬁ%f“@a"{”a fsens é&ﬁhﬁlsé"“t'on thereof
obtdireds ax abomet éooex@rh@e napadicegtadine satiyndyebe prepared by precipitation

frdn® Slitionabpriag GEirgr 4Mid frRee¥ @ BilyfigYof @Blu@csr@aeva‘pora‘slﬁ@ a&ydiusion to a glass,
or%G%ﬂ%B%eﬁfo&I'st ¢ %cﬁdlfl&i‘ﬁtoﬁ%? Neits Thi ldtfpcﬂ'r? reactloré of }he free base

pent-anone,
ndibe 8df-uene. An inproved vyi el d of the salt i s obtained
by evaporation of sonme or all of the solvent or by

Cr%tﬁlﬁrﬁ@ééltb%@dy‘ bérbréﬁar@d By &Rty & &Bﬁéﬁé 1618 a3Meat ih MRS the product
ha%%h lreglsloﬁjglh ?8 bngqturtfaﬁrﬁ)qqg?(?tﬁg se %ﬁglﬁgﬁia n%qc?%s%lhne salt. For

exgaplgs ¢ ?%C'Pﬁ‘ﬁr%\f@ f‘?f@dlsélﬂeo@éb P%lr?QW%§a|'d§Pdth€“ a Va”ety °f organic
sofveoid U cduchnas pacetanisle arbditanioee,p@et-batasolsi diehlatosethabelt etvanol, 3-

peRBohdr Hﬂoﬁén i dHdofiiEhe. | AnOMEprEVEAOJieREBE ithe salt is obtained by
ev'ag?rb‘fdnd dft ?rﬂgl c}’r"rBI|r th ?nea§cﬁY1e%'E %ﬁtb‘@' é%&glﬁ%%ﬁ eaqtélé/vagdo{@nﬁ)erature

followedt ti))bﬁorgfo 6%08&519;/5% 5@% d@ Sé"’l—ﬂ?ﬁs prefil oqqq pl of precipitation
teppénptune @hd reegdiab soahbe used darimpesye doe repa ity off g3 production
pr&¥ets aaaqaa /paﬁﬁlboﬁze Qisib(teet byd oty ohoé Dré®ichy lin one embodiment,

inc&xﬁ%&? ﬁ%&’ﬂrn]iz%gl bi%éﬂ?rarclr%s sroéutlon f the thsilt although
regyelringa se 'Ows%f 3P MG Shedaof aothey pe 'iyw\féep Bayalso be

cagied awhpadi sylic acid are conmercially available. 5
2- (met hyl oxy) - N-[ 2- net hyl -
1- phenyl - 2- (1- pyrrolidi nyl)propyl]-4, 6-
bi s(trifluoronethyl)benzam de succinate or the
napadi syl ate nmay be obtained as a solvate, when
during isolation fromsolution it becones associ ated
with the solvent in which it is dissolved. Any such
solvate forns a further aspect of this invention.
Sol vat es nmay be
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returned to the unsol vated succinate or the

napadi syl ate salt by heating, for exanple by 10
wheavitng3n hydrate form above 70C. The presentPCT/EP2007/056106

i nvention al so provides 9

2- (met hyl oxy) - N-[ 2- et hyl - 1- phenyl - 2- (1-
2- myéthMXygtthyin)q:lhybp)’ﬁh]enyl—ZG( 1 inysOlidinyl)propypaet hyl ) benzam de
b.sszlgérea Mzamg@r F,ré phfddtby 'tre pfb@@é@eg%ét ﬁsﬂh%BBw All forms

ract m subst ant | a

. {
of i 895 BRI TP SH G AR ABPB des
2- (et hyl oxy) N-[ 2- met hyl - 1- phenyl - 2- ( 1-
2-Oéthyabsy SN iy B henyh 261 iy blidiriyfprapyiparet hyl ) benzani de
b%Hfﬂ?&rBﬁ%ﬁ\ggm&%Fd%réuﬁagat{e ¥r Héaﬁadaﬁns eor?{é)ﬂ b& o%mé Fe)l@ a solvate,

ract.ogram w S sub

wheayashg sooneers sebhih Titksares Bﬁs%lai%) KD drasbavent in Wnich it s
dissolvaet Mylyosugh-sqivate feemayal furthepagpegl ofothisiinvention.  Solvates may be
refllyreidotoi tHlé Rinbolvated glidciritd ob the( dpatisyiete csart Byy hgdting Zpiedemple by
he agh?cﬁt@tfgm gm[e%tcgrl sed in that it provides an

XR ract ogram substantially as illustrated in

Figure 2. The present invention further provides
The- ( rpsedept oxipyeritlof 2- piso hy Ipravideh e n g methfloxy )2%:-[2-methyl-1-phenyl-2-(1-
pyR¥lidi gl)b@pmﬁhbﬂf istPlidrothefytenzamide! QosdaRs héﬂa)r&%‘é‘ri‘sém M€ that it

pr Bt Qiftr cji]cg;[nﬁﬁtsﬁﬁéérﬁg H’a%sl‘l&?r%tedtm B[J des an

rac stan y as
list ed in Tabl e 2. In one particular aspect of the
Thenv eresentn, inveetiqpeaksthef provides  2-(methyloxy)-N-[2-methyl-1-phenyl-2-(1-

pyFrolidiA\Bop Py b= H}é({r@udf&haﬁhklbﬂenﬁé}ﬁﬂ&' sdccinate  characterised in  that it
b B PR SR 8 Bl 54 Hpneb b Benzam

e succi nate oc At I'ons,
expressed in 2 theta angles (0.1 degrees) 10.6, 11.1,
Th2l. Prekegt ecipverion | nalsne erdvinds ne A methiglexy-N-R2-pethyi- thelkkenyl-2-(1-

pyﬂ’bﬁdﬁ)mﬂp%ﬁf H\k({rlauéfgr‘hebhk/ tJehEé}ﬁﬂlél na%‘aﬂléylate characterlsed in that it
rroll af?%% D g ﬁ){ ug y % enzam de
prg\ﬁ i 8 ?Cgc‘%%r |Sg%5 ki3 | IUStrta edﬂ?ﬁ@l des an X-r ay
powder diffraction pattern conprising 2 theta angles
Thet oresentr yeertionpodirtheonproddesct edmethgloxy e [2gmetingl-1-phenyl-2-(1-
pyﬁ‘@ﬁlﬁyﬁbﬂcﬁ%@% tﬂé@tnﬁ&br&met%%l)%zﬂmldg1né’p9d|%yléit%9rcﬁ§r§cteh§éd35 that it

proviges X Eﬁ? am sﬁt‘;n&@ sﬁtgsqy ti Ilsted in Table 2.
'napi e %% it lShes‘F%iFfj%&iP ieR)Y Bas By ey

(1pyeidinytieropylvh bdis(teiluoserdethyl)behzamide  syseiogted escuanatxtheajollowing

POBIIYALS exSteddeian L itttbta BRjIdsR0.10RGTHEs 3 106, 21.1 et Adegredes
at two or nore p03|t| ons selected fromthe group

consi st of 10.60.1, 11.10.1,
In5 B RYPAIPRON. 15Tkt Ry | QUG TPV LT R R P21
pyrrelsiiny] pwpgl- 4ﬁrt%q(tnflwrpme%wlﬁhﬁr\h@mmeﬁtmriaéﬁe phara¢iedged in that it
préodesdan X-fag mjwdenhiffmdtlm pafterh heonglrigiog e tHetaanaglos taérone or more

pdsie®s S¥ckdd reRNMPe WSS WiHsEingtol 108100 .81 § PRS0 0f 2{BY0T1 degrees. In
an%fh%r use%bLgd g% tt h?hefré eef% wcﬂeféi d?{gﬁﬁﬁﬁﬁloxitl@tff II £ Bhenyl 2-(
@ C

pygp |yl)prfpyl |(tr| uqrgme %éqrp 378 inate,” characterised in that |t
preitesEa 00y aBevtee difffaption pattern comprising 2 theta angles at two or more
posiiomsoddlebtety/ronp thengrbdp ebnSistimgsdft 10i6:H0 L1 1 el hy2 1) bz degrekss.

has al so been found to have greater affinity for

A yTl than for AyT2. Thus the conpounds are suitable

for the treatnment of certain neurological and 5
2-(resiindpayr OHR-aetht- 1 ahsay- @i Pyrralidinydergpyibt.6i n, the terns
big(trifleabmethly)benaamide rreatteeg fourefl trbet an trinditoabl tei giydinentransporter

ty;?éqgﬁl?ﬁ @Hhﬁo@'fds%ﬁﬁ@ ﬁ!ﬂ%ﬁor@%ﬁ%r@ﬁs&@hﬁ th@streatment of disease
stfire PP e o atR %0@ L vy 2l VoV gl t-phenyi-2-1-

Therefore, the invention provides
2- (et hyl oxy) - N-[ 2- net hyl - 1- phenyl - 2- ( 1-
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10
pyrrolidinyl)propyl]-4,6-bis(trifluoromnethyl)benzarrii
waleooguemsBnat e or a sol vate thereof or 2- PCT/EP2007/056106
(mat hyl oxy)-N-[ 2-nmet hyl - 10
ohenyl - 2-(1-pyrrolidinyl)propyl]-4,6-bis(trifluorone
lr)ytb)erppaﬂrﬁ@eblsméip@rgmwab@zgmlda hesl alsq Geeméaundftofhare greater

aﬁuﬁ@fd)rrely'hemapyor GiyTparticular the invention provides
2- (et hyl oxy) - N-[ 2- et hyl - 1- phenyl - 2- (1- 15

TI@%L (rgr%'q ;Ft%@np%l.l%cgsr g%g ng @bl@hgl Sg’%er L)t];éa%ggr%n% h elrl)altr)1e r}1%-3la]lrr<r)1lo%ﬁ:aI and
neunapsighiabsig/ Jisidera- mstusgd hdrejmh theytern®- ‘reéatpent” aind direatingpreéer to the
alRyibfiordarl/d?icEfet dficklabhedBimptoms 3 aiad @roghgRadi R%uBE& herein, the

ment of a
te% sp% y%%l}%ﬁ%grdtef’ ?@ﬁgesg% Weps}éh '%E(g%'g(%]g?%l n, the term
"a di sorder nediat ed by AyTl" refers to a di sor der
Theneforemay the 20irtvestined Ipyovides ad@i(mieftyloay )R -oethel-1-phenyl-2-(1-
pyrfR i APRIPYI)-1 Bais (R LGometn Bbetehinidet Yucthatehsr QébTvJate thereof or 2-

n%ﬁ@%b%?fﬁli FﬁetH&f :Bﬁér? ?Z? grrr |ﬁ9\$l§§r{>ﬂz}jﬂeﬁ% gtrsfgﬁﬂ %%efmzamlde
”@P?@Y'ﬁé%?é&'ﬁ@l‘eﬁm fecsgtiningraPks a certain am)unt of
glycine is needed for the efficient functioning of

In N'V%rtfcﬁl‘éﬁ Pt S, jAAtGHaN Ei%vfd@s t h QI (mlefyRby )L RBEHYRE bRghyI-2-(1-

oy B ABiePs]-4 @Hﬁ%@@eﬁ*gh% g@@'de SRR i vl or 2
(medviosy FMt&reswl-brhern-é-( bewrelidimghrrerit]ett-bis( tefmcawhyl)benzamlde
napadisyiqte e hisalvatethetesfdordesesn the uehtneesnt diesrdisdridas mediated by GlyT1.
depreSS|on and psychoses for exanpl e schi zophreni a,
ear.ni sor.der or. ex l.e

AP TER BE T TRBe P UBEHE T L Hbref LR tSorder that may be
tregtede byt thenadmipistratips gt i Wedigagent thet QgL the aetiviyr efethe GlyT1
trefisporeex P o Ieeteinbeforel daseritel, sechctidh £01GhaTstrardPoridre affects the local

COQEé‘eraqgrﬁ éf m PAr8GhdN MgAyrggtﬁﬁcﬁg ehE &Gehin M, &ﬁ dRhof JAindE needed

S atric
fof Rereiaty @Wé@ﬁeéﬁ@ (R Y ARG IoanallarRl pRGgniration can
af&nUNMDﬁemedlat@ﬁ mﬁur@tran&npjsmnad/\% beieinbelore d@ﬂ@hb%ds changes in NMDA-

meduétemtneorbudaaémrssubn Haseriben simphichted” ghabéreai m@urdpsychiatric disorders

USM Qg Ggr‘ﬁg |orp g@ﬂ&s@s %F é)& IeSQ(fh Eﬁrehi%cgr%j@arnmg and
i0

en
mﬁngrgcﬁéﬁoa%@ %@é@pﬁ%ﬁ\ " ghi i%ﬂw?{% a3 GuliimoThus. atterations in
the egtiyih st ther(@haritteanapaites @tﬁ@xn@we@pyloih@@p@ suckBligpsgarhosi s
associated with affective disorders, brief reactive

Tr%%éﬁ&;?éérﬁl il Al €6 *rYere ngr?é(/fhﬁs' reu?”%cﬁﬁé!c'ﬂ@ér‘o%glcal and

renj I SOr rs s
”eé‘éqﬂsi%l %”Co s &Ri 7 P@B%Pslﬁ PRESITAFY B Sﬂ?'@(ﬁ’ﬁﬁ?@@s depgpntia and other
foinhd ofémmpaieesisoghitior suchi astatigstjantdedicitdigerders aad onggnigrbrain syndromes.
OHePhasspsYbhiatiBRiisorddePinemae drugtindutet dpherdydiding eketamine and other

diédoti Wé@gzﬁﬁe%f ﬁ?ﬁetgmi‘\e%ﬁtoﬂé}% Bstﬁnulﬂés Sﬁécocalne) psychosis,
ay

ekt heCien BRI JUT ke rSvEToSEy gepizoatiective
psyplms@d an@az;yq;hqslgr yOSerﬁgngphrgrgg-lsggcgruah digpsders jseich as schizoid or
schizbiypalt persahatigr diesrderandr Vitets gesocMib® MR/ p<léB3sls (such as major
ddpfessioR 2 RAAf O@e@?&@we](&p%];)h&lsbrﬂé}e A%@ﬁr?e’ﬁ% d?éeafsg'eand post-traumatic

sent_ 1 nyen terms us

stS6S SUMPIOBIF . AN AOBEIS RRY BE  IBMS: CHPIESEIo0 I i, froetiiness.
chighaoenleaming disprgerss, cIQseH BRECt inBity. PUB$IS.sAGETeBsjon, hgastric mobility
digsredrs aadivértigyehi atri ¢ Associ ation (DSM1V) and/or the

International Cassification of Diseases, 10th

Edition (1 CD-10). The various subtypes of the

di sorders nentioned herein 5 are contenpl ated as part

of the present invention. Nunbers in brackets after

the listed diseases belowrefer to the classification

code in DSM I V.

2- (met hyl oxy) - N-[ 2- et hyl - 1- phenyl - 2- (1-pyrrolidinyl)p

ropyl]-4,6- bis(trifluoronethyl ) benzam de succinate

and 2- (met hyl oxy) - N-[ 2- net hyI phenyl 2 (1 10

o oy o L
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Type (295.10), Catatonic Type (295.20),

Undi fferentiated Type (295.90) and Resi dual Type
wo 28516831 Schi zophreni form Di sorder (295. 40) ; PCT/EP2007/056106

Schi zoaffective Disorder (495.70) including the

subt ypes Bi pol ar Type and Depressive Type; Del usional
Wihisothd eqontexp @f the presenidinvegtierngtha Sermsbusadekerginoare miasisified in the
D'Egﬁésnc@r&ﬂ@t&%@ca'rym@nuaﬂ el Mé&alerdeerrs"ecEmt@hy p'ﬁblil#\ed by the

@ %Oﬁ%% Q E)r (gféy ﬁ\l’ig%%ﬁgﬁcqggl a%%ﬁa %Iés f"catlon of

D(SE @F'Otﬁ@mﬂ@eé o?;irrﬁe?'a?r Rf@d?‘%%ﬂoned herein
aremmjltetrmpmed |aﬁcnautd<|>fntge tingsestmivgpiios. Vilyrhbedde linu braskets aafigr the listed

di¥¥dshs balblvyéefentthe Biassifledlrst codedn bepuged Psychotic
Di sorder including the subtypes Wth Del usi ons

81) and Wth Hall uci nations 293.82); and
2%@9@)’1'6&1)75\/ “Brraethyiel-Phasyl- %:ﬂriéifw'@;@vl)smﬁﬁﬁed (298.9).
bigr{ifivetomettyXbenddnide neddrinate 1apdhe rdyimehycky pii2-aletityl-1-phenyl-2-(1-
pyrfb‘%l%ﬂfp%i’ﬂ]-h ébl@(tﬂfﬂbt%ﬂeﬁﬂyf)bé‘r%ﬁm%t hﬁp)a@i@ﬂét@ma@i@ of use in the
trialfraﬁ%tn?a/ft scﬁlze hr%nlg méluc}fng }%)s thes rBaarar%nd Type (295.30), Disorganised
TyRer (289-110) Rralagnicopype) (295 80)pMadifferentiaied byrer (€99 PBLankbResidual Type
(298pa)li ShizaprresifoemaDisarder (295 40}); rBchizeafffstite Basbrdent(29% 70) including
thg%gtygéssllbgﬁF $y;5é1§ﬂougé;5}95§\@ WpeD@Qru§|§ﬁél\tﬁscE@érs(ng1 ) including the

{iibes ETBbRRR Brp&er%%anf%euﬁmg%abg? H"@%e@@?&w jpe, Somatic
Typies dYied , TYpps ard, idnspegitiasy Jype(ﬁo Ppychoiiprlisedere (298.8); Shared
P&jchoticd @isoidr Qohai; WPsyeh&ijre Qidordxat DBé.th a GénpphlaMedical Condition

leJ&lF? d@ES shiftldddingh BRRIAE hnd WK dﬁélbucﬁbmkarSdblshnce-Induced

Rec L
E%tﬁgfﬁﬁ%r e e ﬁvs&%ﬁ%’é@&r% alcinatons
(2@ 62); 29 PQ!PhQFﬁJIDBPfﬁél et @hemi ehed @RBDwi se

Speci f| ed (296 80); OQther Mood Disorders including

ha-die gé?@nﬁml.d.%m@h 4ondi ti on

c% 1N ges € su

g Parro ST, SHTPL s ik 12 e N TE TR 1 bRenyt 2.1-
p)mghqi|aylpgmyw@blgﬁdluowﬁhy»bmmﬂ@anmaggylate are also of use in the
tré?amknshtaacmoémdlseeﬁrd\/tnoldd@g NMujsteDerressMeUBpiSeHel Manic Episode, Mixed

E Qﬁé LV Pebfeabivt el§lsor rtsh r%?% Major Depressive
Dggr tﬁg{ %%hﬁ@mgﬁgj{gégg P %{%ge §or Wot er%vlsegépecmed (311);

BipolgnviRisnrtersy ncindipg - Bipolay | 1- Disgttieny Bipplaf 11 phiserget Recurrent Major
Dérgsgives E[ﬁih’d)des‘lwlﬁr Hbbidnid Ebn@@desmmg beytzcaﬁyrﬁhe Disorder (301.13)

ar?bugflﬂoﬁ P@ot(@fﬁin\y éeoéaé%cg% yéth ?Eﬁlso’%‘dén} including
MH%‘?)Q&%O %@ E'P g M?d'ﬁﬂ qnﬂlt'%ZZ%cﬁ ‘feéfnke subtypes
Wéth>Oepressite Seatiicess WiticMajdr Bgpreasives ik Erasxkie mgdir Mphiolfieatures and

Wita ke dPiFeaiudsY), Subgaicanhdieea MiddOiorddr JineLingf th&€asib§pes With
D réé’é'n%elfeétg’rgg VRN Maﬁ% Sd e BH&’W M&QQ F%ggurésn%lnb‘q}kfbg Disorder

nvi r onnent

es tura ype,
N@I@B sr?yg‘leﬁfSﬂéB%j%?y Type, Situational Type and
O her Type), Social Phobia (300. 23),
2—(Mét6$6xW$ﬁ[Qaﬁ$1hylal-pt&nWZS(dl‘-;@ablldnﬁl)aﬁibw 447831
SudcARL 3hnd PoS(H HyR$-phenyl-2-(1-

pﬁgﬁpﬂ pf%p&é%margw SRRy e, Sor%}?ﬂf&ea ko of use in the

tregtmeptdef apxietyt dlsard@ésn dnqidinge fapial A@ﬁ#dﬂig%apfptzlgs Rapjc Disorder,
A@Mbﬁﬁdbm:\ehthcm.d wﬂﬁdyéﬂ Rasit Yidorde (308X 223 8heliix iRgbigia (300.29) including

th? ?(&r e?é"" ﬁg € h\‘;lﬂoﬁﬁegtg QO)BIood5IP1ectlon -l Type,
e R A
2- (et hyI oxy) N-[2 met hyl - 1- phenyl - 2- ( 1-
pyrrolidinyl)propyl]-4,6-bis(trifluoronethyl)benzam de
napadi syl ate are also of use in the treatnent of
subst ance-rel at ed di sorders including Substance Use

Di sorders such as Substance Dependence and Subst ance
Abuse; Substance-|nduced Disorders such as 10
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I nduced Persisting Denentia, Substance-I|nduced
Persi sting Amestic Di sorder, Substance- |nduced
wdsgchetssc Di sorder, Substance-1nduced Mbod Di BOT/EB20)7/056106
Subst ance- I nduced Anxiety 1P sorder, Substance-Induced
Sexual Dysfunction, Substance-Induced Sl eep D sorder
(380.8), Habttrauinatigeinesedlisarderi(3QP. $8r Aayte Btessiisoder(308.3), Generalized

Arﬁﬂt@m{@&@f $300.0%)CAahgdty Ridorde? DukSto Rl SeRétar Meditdl lCadglition (293.84),

SRR ABA B byl B R 02 s oo o
(291.81), Alcohol Intoxication Delirium Al cohol

2- ‘(Methm)a\)om [2DaéthylilephenfiZed yrrolidimlipegylPé6si st i ng

bif@RohRthyHb&aRIdel NSeREtesPehd SLLRIBthyRFPERY2-fethyl-1-phenyl-2-(1-

oﬁ(ﬂrﬁﬁﬁqpﬁ @%&MIL@%&%%&RE&&SEQ& ﬁ%:i%dfsgl%%eare also of use in the
tf%’i@ﬁ'@w BP*&S@’EP@rFe ajed cgisedensnipaleing Sevasianceydye, higardass such as
SWlistamle | Dépetiderss 200 Slubstpndal Fbusker Substindé-tratuoed Risaterd such as

SitistMicd htodiehtioRt REPYLSR ﬁ@lﬁ@r‘a@s}a?d&fbg%ﬂae@)nduceﬁr@@ﬁtﬁm S\bstance-

o R BN Bt S B i) PORTiea e Blprtes, Sbstance
Induged . FgychofigpRisprsier. neubstanserlpdygedn NtoggzD@g)'der Substance-Induced
ArMEm’]eDamdee Bubstainaiaduded 9 Be)al Bygitretieni Beibstance-Induced  Sleep

DllsBrHQP(!aﬁ@HaWurblr%leh IHekdRitin @ép@gr‘u 'Eﬁsordé?qmé@l%ap R¥ChAEbKoI-Related

ORI T AL I8, E5ebAREESot98) Thasid Aouse (005001 Aconol
IniRsAanaF0RE0). nileeheh Vthdrawal £ &incficehp! Intoxication Delirium, Alcohol
Whhgrawbla Defieunt, nAlcokal-Ilueed Pdabistmgd @enntia, Alcohol-Induced Persisting

ARRREt 5888 RidoRbaAdRed qfﬂiﬁotllé%scgﬁgre AMORBI- I§9§c§é’df MB&H Disorder,

AbgRGed B %«o@'sséf' oG] RCT Sl gty Acohorinduoed

SI@e%oD&@rdercaﬂ eiftroholfrizied Qisseger DiNedr sheryise SpeCIﬁed (291.9);
Agplidtamine- Ref a%@blﬁtaﬁrﬂn‘iéiake)bl@élatéﬁ heDigorders Spehi fased Amphetamine

Eﬁg%aer%e (36809 %'nﬁﬁ@ﬂb&es@béq A%* 1RINERSE SN (292.89),

d 04
AERIRAIBIE. PUPESAEL 28ROt 26BP eI, TERSI0N DBl Aghetamine
|nd)¢49ﬂr|?&mh\0t'0@$ﬂﬁ%'l émph@tamm Ipdycer ddgad Dperderd émphetamine-Induced

Aasty BiFofdek, IWerhﬁiarﬁhéJlr&iuy,e@S&maﬂBysfaﬁdloﬁanmﬂhé@mme Induced Sleep

48t 6Hd RrSsHetlfehi é\lﬂﬁhﬁrsWd%E NP &5thérinvRd reg) 2 9 Caffeine
R?;@a Q@yr%%'c%téi?heas e 3 oegfon %@h t‘?%’n Anxiety

Digorder, wﬁelnemdéﬂm Rigowdanland LadfeDl, Re@j@(ﬁﬂrﬁ@rder Not Otherwise
s;Leuﬁ@w(Q@Q 9 TdAnbbis-RetedCDRBIdRE bivhugs dafisatid Dlepénddhce (304.30),

C .ngg{s 30 lﬁsngg%fzﬁ eC!aH%ﬁ%e% Sorq%m[b@%ggfrcann s(ljntom%]atlon Delirium,

Cagaagigrn r?é‘? fant H‘u&%‘éceél iSQFdgE Ang fgnnabis-
Related.i aneerRerI altoted)thwwr@lmmfﬂdt(%z Ebr@wc@mewecﬂ iRigpbrders such as

céc%% Bépeddahw@sommneﬁ’@.@t Adudd VEHR scm Rfoxication (292.89),

d%%Sm %ﬂl%xégt)on Helllr gg'@ §1e-IABHRA Psychotic

Di r|dF g n%ﬁlgl (?qd:: |sg E'e ?cfagi?olnﬂj (i?ldd% xiety Disorder, Cocaine-
Indyeds @sa sPNfQ'@Z'O%Q)COCaJOeMUP%l Plegre rDiserder iapdt Copaine-Related
Dipeider iNot) Otisdnvige i 8pentfied| (@b2cdd HRslychmiendRdAtsdr Digorders such as

Héﬁ'c%&éd"o@@ﬁend'eﬂgé'c%mmd I%Iﬁj@lﬁgé‘én Abuse (305.30), Hallucinogen
infgRicptin &%??ﬁz RSN B S PREP RN B er (asbegie) £92.59)

Haligipoggn InfoxigalicaniPeliRematiaticivogen-tidpeedsieyshetic Diperdera hlallucinogen-
InBeqeendesic Bisoigd . Hellicindgehdhdutkd Avwies DiddTeOaNd Haltiogat-Related

DILSHEX NG 92 &hked (0859l aRha MR R FsPdrs such as Inhalant
it T G g N et

Psychotic Disorder, Inhalant-Induced Mbod D sorder,
I nhal ant - I nduced AnXi ety Disorder and I nhal ant -

Rel ated Di sorder Not Otherw se Specified (292.9);

Ni cotine-Rel ated Disorders such as N cotine
Dependence (305.1), Nicotine Wthdrawal (292.0) and
Ni coti ne- Rel at ed D| sorder 5 Not (1 hervvl se SpeC| f| ed

A Y.V .
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Opioid Intoxication Delirium Opioid-Induced Psychotic
Di sorder, Opioid-Ilnduced Mbod Disorder,

w@piooitgsbnduced Sexual Dysfunction, Opioi d- | ndeCEEP2007/056106
Sl eep Di sorder and Opi oi d- Rel ated Di sorder Not

QG herwi se Specified (292.9 Phencycl i dine (or
Intopisalioyic Delifiumes - Inhatayt-Inducee| Rereigting Hemeatias kshalantdsduced Psychotic

Dlé’dsreétwmbladt InelucaRiEostEDIs6rden Mhaf)-IndBbenaiaety Digdede2ng gnhalant-
Qé [%9 rd N‘éf'@fﬁéﬂN@%@péCW@%ﬁf@?b qmcét%g%ezly’a%d Disorders such as

enc r}?@ Pﬁé‘qiéﬁ@ﬁ@?(m gh; E%?r@eqnd Nicotine-Related Disorder
N@r@ﬁeweﬁe Spegifiadn(R9288 Mpioid-Rulated dlsorders such as Opioid Dependence

(36 emc YOpidid ABEsd (3@5(5@;1 Pt BityxiCAtDA (28T 8N Dpioid Withdrawal (292.0),
O Qﬁnﬂ:\ o‘3<|c ﬁ%rg?f rf:ilt ?g éﬂ ﬁl%ge%r Qgctho@ Iﬁgo%ée Opioid-Induced Mood
ecl
'i\ﬁsé?rm ¢Induped aerysl Qéﬁ?fH’é‘i“g”sQB'ﬁ'dd@d‘@@aa"‘t'?‘?PeD'SQG’er and Opioid-
RWp«h(BISQrdero\dotA@bhewlga Bpediiede(282 A1 Phepowtliding (orJFehkmcyalidine-Like)-
Rétxted abikSrderdr sWhQ'Meh@ oINS €Depe 3@&10@ 304%§ﬂaphé/rf%ychdlne Abuse
3@ g ot 'Pﬁen%llm 9\ c'aﬁor* &2@5'8@? ' d&‘lné nt?ﬁwo% Delirium,
P'@@amlﬁlo@'n%%otpsxé off M%ar%ryt Peen% Girediagye | Mood ) Disorder,
PHeekydlidinerinduSed] Atxietg Dideygem @ind ©heocycitting-Belgted Disorder Not Otherwise
Spackibgl2o%ed): @ébétf\/éu mypﬁﬁﬁatdrVﬁmoIM%@téd:Dlso%rs such as Sedative,
H@%X{Agléfr %\R){IOlXt?C ?éﬁcﬂﬁ Qgg&{] (QS tSeggi%at Ililygnotlcwfg Rnxmqw’c Abuse
&3 ARk S\Péat}'/"eHQ’b’lﬁ’B?ticc or Aypxiohis i lloyieation| 784 88u Fedativyt Hypnotic, or
Arﬂncﬂ;,cucd\%thdr‘éwdat(maec) Sedptina, | ldypnotic, orAmnixiolyit | lotokisdtiome delirium,
SGMBJ% l])q ﬁétﬂ:ebr Aﬁﬁgﬁﬁd W@thdrampléﬂrlh% S&dative-, Hypnotic-, or Anxiolytic-

8t mentla eo% |v? yg %‘uc or gn)ggxt %iﬁgtfng A{nngﬁtlc Disorder,
@E@' anotw%né@)ﬂ@yﬂc lmucmxp%ypmtuchlﬁﬁr@ebe%edatléeep Hypnotic-, or
Arbichydic-dretucedh MGetl disorder, Segptivat,i tlypnatic-, Aorx iApkiglytic induced Anxiety

Dlgg'llj@f; %gt@lé\%gr b\ﬁ?:t G hﬁﬁ)\%@tﬁ: I%Hf 'S‘éguaﬁ 2B¢sfction, Sedative-,
R Eﬁ’s f°‘§68 Eﬁe@dﬁggp 0@5‘2{"%’0 &%ﬁa‘dﬁhe*'y gfic-, or Anxiolytic-

RelpiRe &mydesmspﬁrwsw@pwfm (29%.8) PalysubsiancerRetatathRiseideg such as
Pdhisabstanks, Dédendéreel 304,80t sndn®thért (eruUrkkowe). Substance-Related

Di_zofegfetsnaﬁ Qﬁ%ad& it gE. SaM.tratelrrmasﬂeélanamﬂmewdé i d

I nyl) propy trifluoronethyl)benzam de

succi nate and 2- (net hyI oxy)-N-[2-neth 1- phenyl - 2- (1
2-@oethyloxy)-N-[2-methyl-1-phenyl-2-(1-pyrroli |nyl)propylii4,6-
bigltiflusromdinyyborzampiel | sutcibatei satd i RHmetrgiory)y{2-methyRirpRenyl-2-(1-

pyR AW Wg@ Gad'lﬁtrfﬁh m@fh Hbctﬁ\zéﬁd‘éhﬁ?paﬁfsﬂgfengr%t alRh of of use in the
ez QEB'%P g@O@ﬁ%ﬂgﬁ ALY SIEP SBRED TU50 7o rpe

AS somnlas such as
Pripnanyramspmaje €303t Rriniap Hypajsommiar @@I?éﬁg greaiansy (347), Breathing-
Ré¥teat Bicsg - DBeddatschaﬁ sHP ClicadintleRRythrM88IdeP) Disorder a(Boams) and

Dﬁgﬁ%hﬁ‘@t @gﬁé @'bgﬁf' ed (307 4P i sIe@yS%%@FUé'rsasttas Parasomnias

7,474
B NORE T bt SzeP AR et A7) Siepualking
Disgder. (0 ,46%|asdpPareperpinia wféo@tﬂ@rw%%@ve@@ssd ()7t pndicep nigisorders
Rdatsd tal Anoth&0Mewrital) DiaordePsuchsasnmsan il Re@tdtetowhrsgher Mental Disorder

3@?@@)‘ ded ;Sé’rQJmAiZ )Rela%@?d)AQ)t%@rr Q@ﬁ%l DE%FO%F QQ’O?tM Sleep Disorder
D%% gsrren Sglc% éog{d § T‘é% alc B?egzﬁ §§ dér including the

sqh&pa% bgompiayee HbPergemnia s%arammr('% Gyp%ar)d M':SF% é%oe
Di sorder Due to a General Medical Condition; and

2§h@ﬁ§| R-[RHeRgRY - pﬂeﬁ)ﬂ@ E)lp%% y|)b,%5{,& Eng the 40
blﬁ(y’@ggrg twéeg\ggép%eyg%bl Ia-%pe oo WBI %et %xy) ﬁ?{ %rrp -phenyl-2-(1

met hyl oxy) - N-[ 2- net hyl - 1- phenyl - 2- (1- pyrrol i di nyl ) prop
yl']-4,6- bis(trifluoronethyl)benzam de succi nate and
2-(methyloxy)-N-[2-methyl- 1 -phe nyl-2-(1 WO

2007/ 147831 PCT/ EP2007/ 056106 14
pyrrolidinyl)propyl]-4,6-bis(trifluoronethyl)benzam de
napadi syl ate are al so of use in the treatnent of

I NN oA
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5 Eating D sorder Not O herw se Specified (307.50).
2- (et hyl oxy) - N-[ 2- net hyl - 1- phenyl - 2- (1- pyrrol i di nyl
WO pooopyisht 4, 6- bis(trifl uoronet hyI ) benzam de SPCTVEPADB056106
and 2- (et hyI oxy) N-[ 2- net hyl - 1-phenyl -2-(1-
pyrrolidin {o 4,6-bis(trifluoronethyl)benzam de
pyrfabfwl gsﬂpaﬁ/é 6:94% r%P@Qm@ﬁ"YQ@é‘Z@'ﬁ'd?hréapfglst/'ﬁ@aﬁﬁ?eﬂlﬁocﬁf use in the
trefitrhérg tof cedlthg alisdederg 20¢h @9)AnoAidzeNeivose P87, Di ihcluding the subtypes

Rés‘ﬁ'ﬂiﬁ‘%@%ﬁé %h 3B|raeS E[Pu'rd?ﬁd tI+ éqQBJI R é%{;y 51 including the

SUplBES PYBRD TIPS 4 Mg f/%.@‘bewt%w%w HSE dokerdr, and
E@hg&is@éderNoé@ﬁwaﬁﬁpwﬂe\de@@?em|ve Type (314.00),
Attenti on- Def|C|t /| Hyperactivity Dlsorder

aﬁ"“% NV[ S"‘F‘?% eré"?f'.é‘v%
FUsb!

t
Fisroethy 'ghdsd 3o, . @ Awsﬁw@r@ N et 1-phenyl2-(1-

pympwmybpmel] 4.5-tishidlvoromethi) Imz@fe\ds rApeHisylsteCaredalee of use in the
trdatrieht de Autistic Disdrdeg (2d96003; Lmteys@@soéftunlmyw&n bord¥MiAcluding the

su&&éés ﬁﬂ'&%r}tlgﬁ%a§ gqﬁrgﬁ]v@g?sg C%ﬁlg)ﬁ'reg%%/p@ O1|)1 Attention-Deficit
BBt DBRPoD 1 Prodhi 3T b dRatEBiNss h ko3 100b chlfention-Defct
/Hioaraciviyer \EmspaieSpd'dypbra@dve kmmulseﬂ Typei s@1d€ns sndh Attention-Deficit

HYSBta@RvinE DsoFded Notl Sthdriidé - ﬁ)'éhfle@@:im 9); Hyperkinetic Disorder; Disruptive
a(/ QErt IS%Q) gér%)suyz %.27 CEF&J&’ bls%{(%l;]% dlng tr(e)izL%Y@eg lch%hpg(ji-%gsetﬁype

3%hg¥ QA(jﬁlé?q%IﬂF Oyt Nsz(Bﬂ,%gg)yzpn nepesiiigd Gnset (312.89), Oppositional
Dediant Disordiengd1 881 bpyd PisAypBve Bslidviaur IDisordemdtah {ithdreisz Spedifed; and

TiOBRBMRYd R @s BbAreb'S DiRtdei $R7108)t he  treat ment of
Personal ity Disorders including the subt ypes Paranoid

Personal ity Di sorder 301.0), Schizoid Personality
2-nelir-M [émetfwﬂ -phepwi2Adoypalidinybprearbd bt y Di sor der
bu{ Gmaorarﬁkthy%néamweocslmbmaer samhl 24 yefbylory)ehe [2-H8BYl- T-phenyl-2-(1-

bllOB?] v %[l:ﬁé?!?lﬂbérBMe an%ld@:)’r%pe§§9|ate"5r%t E5Q@NifCuse in the

P
EP%{&% SR aoerf*er%gaiwgfii therS YRR PABEL Besganp(jy Disorder
(3Qﬂ @blsﬁ@im'@ 3prsopality Diseprdan 0+ Bepehirnbivet PemprajitiRisorder (301,22),
Arftidétlal Persdnalitg Didovder (SN BetderinEeressonality Dysokies ¢80HE83), Histrionic

e{%gtg*%ll ) Dg'p'i‘) ePe I?(ﬂr?ﬁ‘)' | (Narit i@ d Perddnbiitf™ BREMeF €(301,81), Avoidant

ec
PosTRY h DI ?ﬁ% prdent, Rer5Pno8Y DIy o305y Qhessive-
Caropijdive- Bersonabtyé@scvrden (@61 AhenchpersoraiydpiserdesiNetcPivavdase Specified
(3end). 2- (et hyl oxy) - N-[ 2- et hyl - 1- phenyl - 2- (1-
pyrrol i di nyl)propyl]-4,6-bis(trifluoronethyl)benzam de

al so of use | enhancenent of
2o N e g ¢ U e NDP SV ED i 1 1 on
b|s(mﬂmromnetfwl Jbemzamider slicsivateesar8t gjwhthaloxyoW{2zopthyehplgnyl-2-(1-
pyhbmﬁﬂ roﬁyqszvBdﬁs"(tnﬂd@@meﬁyn)tmmamﬁberﬁaplaayyxbt@t are also of use in the

ent bﬁc%" 'Eéf &%E:Bﬁ}%m%b% g&ﬂﬁ#bﬁﬂ &Q%ﬂﬂﬁb?ﬂﬁ* ?Frr%%nt‘% bolher diseases
e

s“ﬁ*r’ g% éﬂt‘quﬁ '8?\'6‘r '?‘ngrt PRIPEEN P PURSYP E&.dﬁ?éqﬂfs and psychotic
coneiipnscRssogiated wita Apurétive frapaimesnt méfthinghe Foriest phidAPresent invention,
the @gmi dobnitive inpacientriscludes fordixagplet the Deataent offimpaitraént cognitive

fuh@BhinBidaifly SREHBH Sorleﬂféﬂs’r{ Yedrhing dls&%@?%r BﬁeFHoﬁP(rl ger’hémog disorders,

amesi a bal es
e T B T
meneryuBgairnents @nd nangsagmifurioien; qmaﬂlvmwalrm@na apex uﬁpstult(qf stroke,
AlzHeirkrs, disddszh eluntirigten'd disessee PidRuditéasgl Allsseldiesedetantia or other

deﬁte@'ﬁa %‘taﬁé‘s&@@oh Q’%/u%ﬂlr%r%{a%gmgﬁﬁ?rﬁrﬁoﬁglﬂf df}ﬁ&ﬁira hYSSRAiLA-related
cogist 5 HBRiR FeoRP e o b eSS (SOrek Such as cerebellr

denmenti a associ ated to other degenerative di sorders
such as cerebellar WO 2007/ 147831 PCT/ EP2007/ 056106
15 atrophy and anyotropic |ateral sclerosis; other
acute or sub-acute conditions that may cause
cognitive decline such as deliriumor depression
(pseudodenentia states) traung,
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head traunma, age related cognitive decline, stroke,

neur odegener ati on, drug-induced states, neurotoxic
w@oenitigs3mi | d cognitive inpairnment, age rel at ePICT/EP2007/056106

coghitive inpairnent, autigm5 related cognitive

I mpai rment, Down's syndrone, cognitive deficit rel ated
attophy syd harsyadropia nlatergh asterasise ethren camuteu bs isviz-acute aonditions that may

caligé @b@rﬂu@mmé ¥gohdhss Q8IRBMSor @éweém.ko Q&Ido@er%ﬁt%r §l8feS) trauma,
heég‘fgumg rﬁearrﬁ]&erbscg)gpg\r/e d&iéc'c‘?ﬁéc' %&r&neérsﬁrggggen%ratlog ocrug induced states,

d
neprqteig FGeRKy Jile qognitve %q?ajrpenbhqg@rejqw gognitive impairment, autism
relajegdr coghitide mypaimprent \Ddwive, §/ndldme, cognitive deficit related to psychosis, and
pd3t- élé&thcBh%@‘ﬁééﬂ%bﬁt%ﬁ@r@o@ﬁltuwefébr'a@Fseaﬁ(ﬁ‘@yskmetlc disorders such

oS AR b 4P et P S earghs skt

napadi syl ate are also of use in the treatnent of
2-Gwetpid xy Shive R unnethyl-0 rphenyi2l-(d by rglidBeR prabylPesi re Di sor ders
bi Hﬂ@or@ﬁewmgh}é‘é §%§|H§ I:Encd rQ ;e?fo%w gégrq%thgﬂ) enyl-2-(1-

oy DR RV A it A oS RV e b3 dathiisHis! e 815 439 use in the

treagoent 7of ) sexviel dVQfL@C'E]nédﬂfF"Ud!ﬂQ]S@waﬂQeS[[% Qigodery Bych as Hypoactive
Sexuglabedie DissrdedE302. mwcdmda:s‘eﬁemb@suai @rsonder (B3 vY)Xleexual arousal

di &’ést%ﬁ%%a egrcJ atg{égag';% f}gs%?drer é@ndanlgle Er ctlle Disorder
(o0 L igeSmridisaresin saoh e%’y Qmasm)a& &l ?(3236 Blp) Orgasmic

Digwsieral300y7H) Lanet Peamatoe  Ejahelations €302Si5eic siuat] paBOLisTIoier such as
Dy2paenhial (302, 78Y Clndas/agiitinlist (30BN (S3R2al 4Dysilgdibs NNSMOtherwise

s;{g%ﬁ’@d 8&%& 7°Zh?’t“ a‘f)b %g%goégsglmpf il h{ﬂo?%) %%ﬁ rﬁé (302.81),
Frefteuriste 3028%c Prdaphlia, (3882). 3§exug Mag P?@?ﬁ‘(@@éSQ)Z)S%‘HB' Sadism
(3C284)p Mrdnseeshio fFet@hisar (30268), \Bpeoiism ¢3D2(&X) 2n6 Parapdilid Mot Otherwise
SpedmBd i(302. @bl dter‘&enﬁ cchscﬁt@er@%u@#eraslc;beﬂbi fdénfl IRESHEEr ihThildren

(3%%1 %F\gnGrg L %&Lt}f &ig&te yoP' ﬁlfsdggofgba and Sexual

escen Sexua

D'méefd%é?twrweéiﬁée'f'?q iaoz 9) 25

2- (et hyl oxy) - N-[ 2- net hyI

1- phenyl - 2- (1- pyrrolidi nyl)propyl]-4, 6-

bi s(trifluoronethyl)benzam de succi nate and

2- (met hyl oxy) - N-[ 2- net hyl - 1-phenyl -2-(1- 30

pyrrolidinyl)propyl]-4,6-bis(trifluoronethyl)benzam de
2-(magiindd )y Y- N2 eneting-1gdhe oy @ (1 yyerolatinydpropgbsBul sant s.
bigtriIIEbMElpbErzAmlde- Rickikbtel amhe X ietyloky)-N-[2-methyl-1-phenyl-2-(1-

pvg‘gﬁ%@@Pﬁp&@x&ﬁ%ﬁ%rb@ﬁ%me@éa@1980.nﬁ%%désvéaaed are also of use as
anficqnyiisaytB.oxy) - N- [ 2=(methipxy)iV-phegifyl- Dphenyl-2-(1-pyrrolidinyl)propyl]-4.6-
bigiiflusrbmdihyljhergamagl | sutcibatei séid i Ri(metrgiory)by[d-inethyaphenyl-2-(1-
pyﬂ@ml PROp il 3Gad'lﬁtrﬁlu&ﬁmﬁﬁm?f%nzbrﬂldEhﬁﬁpaHrsﬂQfeméfg t#Qfs useful in the

RIS CORRS 50 ol f BAAEUS oo RN, B e Eplepsy i

integdecyiai ingudedths mlgwmg S$eiggres: gaple; partia éelzw@scorrtpéﬁmaétial seizures,
sepandanal ges'terzmseda Sseizuses; ogeaarylisge nseialres elclsding uabsgnce  seizures,

&ﬁﬁ%ﬁfc@e’izﬁﬁé@ 8i6hig §él§t§eé N&nidISHiABe 2 RHRNGENIS §diZWELSNd atonic seizures.
Tt}@’o ve%E & Z;%‘ro(?e §és orﬂét%o? eL¢ l{r[e?ngzt c?o%&lsn%%z Which: comprises

sel zures
aqrrnw@ﬁﬂnsbﬁp ét‘l @a"med)\m deed gh %@fham effective emaqual of 2-(methyloxy)-N-[2-
metbylvidbreingIFzs( 1-pyiniotidinyd prapyi]-4 Gsbis(idlooemethyhbergat@ea succinate or a

sor@f@ml thbl"éof‘ee%rt her ﬁ@fhyﬁﬂy B2 ektnye1-BREND-(Rbyrrolidinyl)propyl]-4,6-
H?me\é '}Xﬁ%‘%ﬁ?ﬁm%’z (”fpfﬂ)?y LR ROYIRIEISAN - 4, 6-bi s(trif

Iuoronethyl)benzan1de su00|nate or a solvate thereof,
or 2-(nmethyloxy)-N-[2-methyl- 1 -phenyl-2-(1
-pyrrolidinyl)propyl]-4, 6-

bi s(trifluoronethyl)benzam de napadi syl ate or a

sol vate thereof. WO 2007/ 147831 PCT/ EP2007/ 056106 16
2- (et hyl oxy)-N-[ 2-nmet hyl -1 -phenyl -2-(1
-pyrrolidinyl)propyl]-4, 6-
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treatnment of neuropathic pain, for exanple in diabetic
neur opat hy, sciatica, non-specific 5 | ower back pain,

wondorilwisel scl erosi s pain, fibronyal gia, H V-rebet/&p2007/056106
neuropat hy, neuralgia sucheas post-herpetic neural gia
and trigem nal neuralgia and pain resulting from

2-(oitisyl@a)-N-[Rmaating1 - phepyH2e(t ipgolidirghp@pyl]- 46-)(| ns or
b.éz{?me&bf‘nethpf)& rder ys&e.ngg?; - 2k ﬁ"o Fnefhé -{-BRenyl-2-(1-

t
PYRRIRPRPHIR G oD WA B Paadey a]‘?c?iﬁor d’use in the
tre:euwépr i beeropaihla Rﬂrsmrd@sammjlradlefcetbwe@‘qpamy 9gidtiga, non-specific
lovesHieick Syfin, radltrplelgs;te&rslmgauanfntﬁbﬁqﬁafubvm\ammed nefiropathy, neuralgia

su%ﬁ %ggfogtyﬁé?gi A%u[’ﬁgg’g:%gé |%e]m ﬁ%‘% a'Lléa %;id tp in regultlnzgafrora ephysncal
e PRRVENG CACEh oiisrichnEghiampatory conditr
(rret hyl oxy) - N-[ 2- net hyl - 1 phenyl 2-(1
In oRY B§dct 6 thy InveritRRYthreds Brovided birhéthatpsraraating b emaaNnbluding a
hu?nann @W({\ﬁ%lﬁﬁ r %Ls%%ioﬁ’tﬂe Y?%edlécngerer%dlateg b&nGQ‘ﬂ‘P t \Pﬁ‘{:h comprises

adgur(lﬁgm@| AY) qﬁg\églrenetamﬂuntl of 2- (methyloxy) -N-[2-methyl-1-phenyl-2-(1-
pyp'bleilrwl)p@p{ﬂ]H pyhis(oifluaomegihyipreppyrhide 4suBeibate (drra fsbivateothetehf, or 2-
knyfRRyZR- Fh@th?”ﬁ hé}fﬂ-é‘-( ﬂFyr?oh&iﬁle;ﬁ‘é@l] 41é'lslrsﬁﬁfuord?ﬁethyl)benzam|de

BT At VL ey

b| s(trifluor onet hyI ) benzanm de napadi sylate or a
In sambthat aspdue bé tie, inventibh.ethpreeisapravidexhusd ofa2-(@6thyloxy)-N-[2-methyl-1-
ph@ﬁﬂiﬂafﬁﬂbhcﬁrﬂﬁ)p rrEﬂ] b B%@e‘(ﬂf“ﬁumror%thﬂ)&n%?ﬁﬂgr stiRsHa8d €4 BY solvate

€] :
Ut o 8" on SABIVERL BB EBe L b Cidihyrony -
bigiisluqramethybengaside; trpadisyaty ¢rs9 cebyates therad indihggpreparation of a
medidanTem for ¢e tesatrdeftent idsorled metikaatbyddlyTdef i ci t

dlsorders part|cularly schi zophrenia. 25 As used

herei n the f ec t.h
in % Sipelipegh i borferaliedied o) G o RS e £AF pF method as
hergiebefare| P@bﬂd era PENEIE. nekigipasechigpphyerips deregntia and attention
defiyisdisdrderapamidulaply sbhirephrenidhat i s bei ng sought, for
i nstance, by a researcher or clinician. 30 Cbnpounds
for use.according, to the i vent| may be adm ni ste
A Sog MR i s esigounf ichns Wt GBHALRIE, TipgT Phiareceutioal
aggot thatewill plipitdior bialogicalras nadisal wepensa of dissus; syssém, animal or human
thathebeims Sdlight dr instiEpasy 4 fedarchehee alirfbiiargl y, in a
further aspect of the invention, there IS provided a
harrmc utical 5 co osition c
ROHB hiPr Ys&/Fearging vyer@oBH@{ rlSth?Praélth?ﬂar‘fﬂ/mf‘f”al but
in mpwmbdmreentbﬁfze( aetive| ll]@fledlﬂets ha}rle)m‘emmnrd thes focwi efaprarmaceutical
Coﬁhpgg{.mte t hereof, or 2-(nmethyl oxy)-N[2-nethyl-
1- phenyl - 2- (1- pyrrolldlnyl)propyl] 4 6- b|s(tr|fluorone

th enzam.d adi.s e or .a sql vate reof , and

AGBMBRGTR ahusrhel RS B’ nientBas heif IS peCR, pnaimbceutica
comppsj&tm @@me&ssnmu é’ﬁmeth&toxyl)wé plhulrhﬁh&f\yt-i’fhpyrrohd'nyl)propyll -4,6-
bus(tmrrmsmemw)ﬁenwldbe;uuame o atsofvater 81ed® I 2qnethyldxl cAI[2-methyl-

1- ;9% i3 1053§rof|&ﬁyl Yéﬂygh %lg‘rm-r&roh{émygbér&ﬁmﬁo% raRdbiSRite %r a solvate

theEo K %tel%aeweca Stligally AgPbitle Carien GLeRl dnsponfnt

must be conpati bl e vvlth i.e. not have a deleterious
Thebé pharmagadtical denpaistiefs maglbedlse@trSthemretaimermfrmﬁdat t@ndlitions for

w%ﬁ %@21’8 g??”?)%{ Ogﬁblc &‘gh&rﬁja%mﬂé? yg?ed'ggﬁﬂopgrema The carrier must

WPEFSP Iq 85@6{ regipien musr{%e coxlpateble with, i.e. not have a

degate(rwgs Bffedxpdn. Nhg otherdngredients ynibrygomposition. The carrier may be a solid
(1-pyrrolidinyl)propyl]-4,6-bis(trifluoromethyl)benzam
I de succinate or a solvate thereof, and 2-(
nmet hyl oxy) - N-[ 2- net hyl - 1- phenyl - 2- (1- pyrrol i di nyl) prop
yl]-4,6- bis(trifluoronethyl)benzam de napadi syl ate or
a solvate thereof, as a unit dose formnul ati on.
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5 1f desired, other active ingredients may al so be
i ncorporated in the pharnmaceutical conpositions of
wo b@7itemgention. It will be appreciated by thoseceEPihBWS6106
in the art that the conmpounds according to the
i nventi on may advant ageously be used in conjunction
oni lighidand reay beofoemyatae with atleagiene iof 2-(methalgent/é[2-methyl-1-phenyl-2-
(1ipYyEbIRINEBprogIf-4 8 Latiflastbie@pIRssanide du6dhe ¥ aNsohatdtiErof, and

) SLS, Qqt onj N Aagc - 1. apt agoni st's,
Qi Ve gt e 2 SRR é";( SSRI) . |
big{KiflaerPeg v hrnzamide apadisyat o Biselypte thesept ps & ynitdpse ffiermulation.
If aiesirett potbsrs antive, ingoguieminenayi alsanbe deqorpsstadt is, thel3pharmaceutical
c oY &tise inPéhtidA ant agoni sts, 5HT1B ant agoni sts,

5HT1D ant agoni sts, Dl agonists, ML agonists and/or

anti convul sant agents, as well as typical and atypi cal
It 2t bp ApprRsiated By Joese gkilednin et thal dhe: sAmAe\WIds. according to the
imfuntiorablag dahEiRagetualydel wied imftbrjonctiay vith areest nore other therapeutic

agtéﬂlgbtdﬂ%é;ft%{r&eg{j(ifaféﬂéﬁte %ﬁggﬁg&tﬁg g%eﬁtg‘ %gﬂ 8y tGFr:ltI'B QRtagonists, serotonin
oo N Sl gD SRR I hyp ke KB ASsEn, garagrenatine ro-
uptake Iwitiiged (BNRB.o Misyelist Potdeprasrants e deRamberaiss apideprassants, H3
aritagoaists, GHT i AahtagenistynBH T 1EDarstagonists)\BBITI Di antagoyty, DA agenists, M1
a&ﬁ%%%%raéﬂti%vwgt&‘ﬁté&h%, §§'\D}J§§ ég"fqth?iﬁal%ﬁ Apids? SAtidsYchotic drugs

conbi.pation wt e compoun e I nvention
mpﬁ@PUgga?ﬁﬁB%ﬁ?ine, cital opram fenoxetine
fl uvoxam ne, paroxetine, indalpine, sertraline, 25
Suttabie| SHTB antagorisad whichNRhp behised imeymbigatitgeds the compounds of the
i | n
B A S R R S
tricyclic antidepressants which nmay be used in
Suitebigiseratonim agdnists avhishiipayubel uegd inFrombinatiemwitithe erinpaieds of the
inVeMtioh inBlLBE surdtribtah FauolSEne, §bhiMBINE| rABTobIBprARide.
nortriptiline. Suitable dopam nergic anti depressants

whi ch y he used in conbination with a conmpound _of . _
S%"ﬁb'ei ?é%ﬁt"l’qb‘ﬂ‘ F‘ﬁ‘%|q?déseSdBrCGB]tbﬁﬁt'%{h&"t%ﬁ%8?:’58%‘."53% the invention
inGudet Hdxetinmt ¢itatopram, sfemoxetipen flgvoxaimire, mwasoxpiineu dreddlpime, sertraline,
zi@alenati on of the conpounds of the invention include

for exanpl e dival proex, carbamazepi ne and di azepam

Exanpl es of neurol eptic/anti ps¥,chot,i c drugs that are. ,
Syiteble PNRI§ whieh B Rensednp Sombsiation withydee compoysgs of ke invention
inclade Ventafax@gw and:retmxelmeophenones, such as hal operi dol ,

pi nozi de, and droperidol; phenothiazines, such as
I Iy Lpridazi [ i :
S GBbRIRLBI Yl b 817 RAF e TEON AR it o compound of e

inyentien ek deaPraEIne, ARHRtERG ShIRFIRTAMNING RAd AERTRIlPRNazi ne:

t hi oxant henes, such as thi ot hi xene and chl or prot hi xene
SuitablBidepaame ideptets WH2PBY bd AddBih combination with a compound
of?t%rlénlr:eP qu ?r(c 59 %Q;S{QB.%F? a @EE%@%&?‘ZGP' nes, - )

benzi soxazol es; "di benzot hi azepi nes; i m dazoli di nones ;

benzi sot hi azol yl - pi perazines; triazine such as
Suitahietantieanvelsantiagents ashichapayntess ysesiio isombinkiinnagfi thee compounds of the
inelinysineluas fr er@fiple ANaIRroRs, dabdriskepide afd dRk§aaz.ol e; and

derivatives thereof that have antipsychotic activity.

5 Exanpl es of tradenanes and suppliers of selected . .
Exqatnies ;S‘FP'P?%H’FE(@%"Pé}‘%‘%%dﬁ“S? F’Iﬁ\g'% ‘tﬁeé‘i Hhe eresUHnYepreinclude,
but rette rnot Hignited dole hatimopIGiroReR $uch) as haloperidpl, arimoZidsi ard droperidol;
pHeRb@lazings, dhbh ad\oyrRirbiomazing] anidaddzine, (¥sdridalihe uifleperazine,

petr&%ntaEiﬁge QI%BFer%%RgEX‘\#IQJprOEEQIH%,U dr&éﬁldrpégﬁﬁés iaqg n %cetophenazine;

thioxanthenes, such as thiothixene and chlorprothixene ; thienobenzodiazepines;
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(avai |l abl e under the tradenanme GEODON(r), from

Pfizer); risperidone (available under the 10 tradenane
WORRGPERBAL (r), from Janssen); queti api ne fumarBCEEP2007/056106

(avail abl e under the tradagane SEROQUELO, from

AstraZeneca); hal operidol (available under the
dlbemd@amwesmmxaplesfdlbﬂnz®tahep|m¢s\lemlue)zohdmones benzisothiazolyl-

hahds Olfﬂiﬁln@e sGJéNalaEa%rﬁotH@ﬁ@r ditbehzbx2 dégﬂéwe such as loxapine;

dll;%TWJ]oa{\? S SU? % [nggr\atonﬁ n ag?lprtaﬁéghtapg ghvatives thereof that have
antip®ChRoNCYity. f r om Apot hecon, Copl ey, Schering, Teva,
and American 15 Pharrmaceutical Part ners, Pasadena);

Eﬁalﬂ\ﬁ%shb%?ra@er{aﬁﬁé%' érﬁpg@pdﬂé‘r‘g%f Eé]@ctédr "f‘\g% (59 follows

ciozaPB8 TRAIHTE LB DR Fodsterie 1 OEARD Feiibih ﬁg%?’gﬁg'%e upL,

N@Jaﬁsﬁo‘ir@%ﬂiﬁ@ﬂﬁdéVa"Qb*QMndﬁﬂ weragename &Y dram Lilly ; Ziprasidone
(aSHilablAZInNE( the, traderame SEODOM@eermBﬁﬁbnﬁl‘speﬁ@dr@h(analbbleamder the

trég@néeﬁlpl LaR S‘?’E%&ﬂ t*a}grln:][] qb apif ?}k%)%e (tfa le under the
g AR RGO By B At oo %ﬂe% SRee Chpied 3%? f5dename
Hé\er.DLé@phfmma)OrthOrmNeﬂ&iom@IO(momama@I éavaitabis umﬂsr the tradename
THORAENE®: frdfBaMN|thiKlinef lBém:lﬁfﬁrdC(HSKE}n(ﬂuﬂ)r@ﬁéﬂh@e(available under the

a tAr T
tr;{ﬁt{% L%Ph@%ﬂ@ Frgrﬁ Aﬁ@?}\%gwg}g‘f};{é& @xﬁéiﬂ_g g fﬂ and American
PhASPIGALER! (TS PIROBRE o SLEE _ (PERRE p4REeT Yire risgdename
NAVANE®D. ©oimer Riigeniol dfftuoperdrings (1|0dB1(xﬁmeytmbﬂr=@znemmyl)propyI]2
(trflavraietyl) g\émdﬁmdehﬁxydtdcﬁldﬁd@rmauﬁ%lilnﬁ@(thé Yradename STELAZINE®,

fr%%& I\Flr l%}éﬁa'hle? @Qu?ar geflgr?q%gl / G%Famet TRILAFON®:
frqm m&@rfm ar"? edl" r'f“a d &% N%t fom Novartis,
Raxaee,t Hildshafeva, NARSIAlet(arr)\}a ameﬁrmpher(azaihele( andgr| thel tadename

MOBAR®D, tildeh Eh eaaarﬂbxzblhp dildble .undér BEteRFHATIOYTANE®; from

Wg%%éﬁolt Ellprj}Pgerrﬁazreabetnlainéol %ﬁlﬂ%n%@%@g ﬁ%%!%% n)e or melperone
(Empw@bjnay;hep@ﬁi ﬂ@qugR}%ntnc&mgé IRgheAer Promazing (ayaipRifeunder the
trdelePAME] SRPARINE®)| inflagirdoazne danvdhilaiipamddoiee t@3dehameNESPRIN®),

HITEYe thixERE (avalidlie Uﬁ&gr%eeﬁéd&aﬁﬁeMRﬁ@f AN drdpetifi§ (available under

|nvnt|on a ri_spe ta
tng BRSSP SINERS SR Rnertd-RE oiIRRE un?ﬁ%f‘ssfaﬁsmem% TINDAL®),
prechigieeragne (availgpblel UB@eraEﬂ?r diedanasee t GaMPARINE®)pogihglsimeprazine
(addilable eundentrienzddenamerNODINADER)! pipatiaring (aeailaBe under the tradename
PIROTRIEY shadidshdnehtiApsaushy (el ther in the same or
dift erent pharmaceutical formul ations), separately or
sequenti al | In one enbodi nent, the conbi nation
Intohe eabpeisrest, therreurelertistaoent ferr useani terinveniioneig olanzapine, risperidone,

quathpime; atipiptayole Byalapdyivdl Calo2a@ina dnprasiddieddriosandtantmeant
the coterm nous or overlapping 40 adm ni stratl on of

e of the
1t 56 B anal e 08 168 cPBidioe! e bathuRéRR & Fapostiopemay be
jeiptafeutMeltangavsiy éﬁ'tf‘a't indhe spmeep differend rp@arrmqp@p%gé[grmglatlons
se@gmtﬁl)sonsequeitahy ed to generally by those skilled in
the art and herel n as adjunctive therapeutic

.4 ri o
28 nBAb A pslnf R R P B thriisteres
adiyigtivehe BY | adiynetiyareadminigtiating sisi MeRAT dhe sLoMRIfinaNe or overlapping
adnaistratien sfepackatd thet comparemtsnausherfornovelr beggpatagpharmaceutical

otntb%gmbk CdeRidBd.Ni $his %g.% of thdisp &mmmﬁk&rafontsﬁtwo or more

i oadi B 988! 8 RIS b S S e herein as
adjstite thew@peyicradninistratio,dbisalserknowe a@mdfimtth?rﬁ%ﬁﬁa@mlmstratlon
I n one enbodi ment of adjunctive therapeutic 5
adm ni stration as described herein, a patient is
typically stabilised on a therapeutic admnistration
of one or nore of the conponents for a period of tine
and then receives
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adm ni stration of another conponent. Wthin the scope
of this invention, 2-(nethyloxy)-N
W@ 2e0mautsyl - 1- phenyl - 2- (1- pyrrolidinyl) propyl ] -B¢CBEP208{/056106
rifluoromethyl)benzam de sugci nate or a solvate
thereof, or 2-(methyloxy)-N[2-nmethyl-1 -phenyl-2-(1
Anypgndr ell itréatmen) pegipes Jn whigh 120 patient receives separate but coterminous or
oveH&dping! ﬂkh@b@fﬁebbmlrﬂéﬂ'@f&ﬁﬁf #4e 8enpslindy | atthe Present invention or a

ph%ﬁké’c%bﬁca‘tﬂy ggcfeﬁab e'@éftt oﬁg{g ﬁ’ll §eto? Sﬁa?%astaoq{euﬁe%%lérﬁlc agent are

withiningi %quatqfdPP GHrreqt 'm\@aﬁ@n or'fé onﬁ anhedisgant of agyﬁftlveﬁn?rapeutlc
adntimsteatiop easofdesdribed nherein] @n pafiend is nigpicaligsstabiised on a therapeutic

adAfhistreiibh 68 ohb &F RS oF Ghe @&ﬁbd’Heﬁfsr@F b eriBd AlireeaRt theRGeceives

o BHER B 5r R Lol BB VIS Ty PR 2metnion -
[2-msifein tpheoyl-2- (65pyfrgl|q|rtyl)prﬁ9ylb- Z@Wn Ium;orget%ﬂ)benzamlde succinate or a
solvate( t rthédeafhr omet hpi(nethybayi d2-meaibgl 1:phanyb2-( Bpwallidiayipropyl]-4,6-

b|§(f?|ﬁuc?r8¢neth9i)be%z§rﬁ%5Mf@?ﬁ@laté" drZs 9B therdof; Pﬁb@nyé aam(n?stered as

B N L O e
neurpiapiipiagsntobut the scareat therinvanjionpise Iwmﬁhwaétueﬁte@ therapeutic

admmﬂstfdnan epatsleyst oBy ned@BlepiidTadent regatients Honars récivirgadnsinistration

NSMMRNY- h@ﬂ,}l’é‘% FOIRS rGSylj Agl vi dual
nXZ% J@P (5; é ei t her

bﬁr?&s' TSne Sy er BB RS oF ?égﬁ BEi58I. & GRS R g ety
1-pfempl3- éﬂrmgrommxd)@mpaﬂﬁIGMS(btﬂuwomﬁTyamrﬁamldemapa@sylate or a solvate
therepfar at e conposi ti ons or devices, each conprising one

of the corrponent s adm ni stered si mul taneousl y. Such

conbi nat.i o separate in |V|du , onen

THEGMATAIP ARG o TR G A B AU SEtd HmLigneously. By
sim@taheeyus agimiristration isf meznt agreatmend régime Wwbereitstpe individual components
aré hamafiqsed tbhehér eaidriionhd e 8E8 dngleebharehaebutical composition or

de(/{%ﬁ %r‘ﬂgr%mgggr %)npa?ﬁ’ ﬁ(_? Bétb %omgb?c’é?ﬁsd oF a?¥e€aqiatﬂrb‘6“p¥>? tions or devices,

eash (:?Irﬁpmgomo r(pet Qorﬂp:t,)(nﬁg is. q_drBlHlémd sjimultaneously. Such combinations
of (He-geparatd individyal)qomppydrits for 8inhiltaiequs fcbmbinetiart gy bé ermwided in the

forntl6r Skicsigaake or a solvate thereof, or 2 30
(et hyl oxy) - N-[2 rret hyI 1 -phenyl - 2. (1
1‘yrrolldlnyl propy 46bls(trlfluororrethyl)benz m d
'”é‘ Uﬁﬁﬁfﬁpgﬁltﬁ?@b& tBe %PW@Dé’r?‘H@Se%f“e”toé {ipatmenitof a psychotic
digoedseibyi adjuricher Heeapeutic administratanadf b(methylaXyHAé[@shethyirﬂephenyl -2-

(1%9#3&\3)?‘@%% I]afﬂélbts(trlﬂd'br&nétH }b@ﬁianﬂ@@@&émnaﬁé‘@r 4 BYEAE k¥feof, or 2-
Rl %WGTYEﬁBﬁWF% T %w@?f RGBS Glpomptyippzamide
napg W% 6r éﬁélt’ﬁﬂﬂ)%@?fztér% patigat rQERMnﬁﬁ‘P@PGPt'C %ﬁ’%’@'ﬁ\?%ﬁoé of at least

onemeumtdptic agent. In a further aspect, the invention provides the use of 2-(methyloxy)-
N-2- &eﬁilhﬂb az M- by?rrdT&F\E)Hro;ﬂyr]WBeﬂ nf@o.!o )béNZaftidey $ucBinate or

r%ié‘éa 4he§ }S§ rnl @Qy)gﬂ? ) ‘Fﬁ&%&q— -ﬁamfohdlmll propyl]-4,6-
biggirif '%Promw'va%%?m' paEPadFRE GV spialpdheget ¢n the manufacture of 2
mexticanrens tforaagjonctiver thetapedticeadmipistratipn  for piog ctheatrnent of a psychotic

digdr&eRifl 8 patiéntae SihE therdpB GRS ¥driiBistritdhad? @i Idast one neuroleptic agent.
Th%dlmléﬂtlgltl rfa‘#ﬂe? Q;h&f de@tz {/n?égﬁ);soiw R- [E %tml q%th'eﬁyl Qg(ﬁ‘ rbtyrrolld rE/Bpropyl]

4.6 bistigftustanestiybrPZ 'ﬁ’ﬁatsHW”aie Pheypelvate hemalr o 2dmginvieyy)-N-2-
metbyiyFghenyil: BC1pysiotidinyl b wopy b Al tis(riflberometiy Hlzengaricdie mapadisylate or a
sofvafeOlnerdof foP &€ dbr a@]ﬁnéﬁvé RdrByd By Yadnithibtzatiél B tHYY tredtment of a

Y

oo RIS ada i) o patient tpegiR PerRPEYE PAMISIFIF, S 2foget one
nqgr 389 {ate or a solvate thereof, for use for

adj unctive therapeutic adm nistration for the

treatment of a psychotic disorder in a patient

recei ving therapeutic admnistration of at |east one

neurol epti c agent. WO 2007/ 147831 PCT/ EP2007/ 056106

20 In a further aspect, the invention provides a

nethod of treatnent of a psychotlc dlsorder by

o, o o g, o, o o, oy o
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met hyl - 1- phenyl - 2- (1- pyrrolidi nyl ) propyl]-4,6-bis(trif
| uor onmet hyl ) benzam de napadi syl ate or a solvate
wo b@raofssi In a further aspect, the invention pPOVERB®S7/056106
the use of at |east one neoroleptic agent in the
manuf acture of a medi canent for adjunctive therapeutic
admnistration for the treatnent of a psychotic
In @i faktici @Epédl, the RVENRIMpréRERi &/ mBhol e fradfieht 6f alPsychotic disorder by
a Ve tﬁgéa%ﬂitﬁrbd%m%r%gﬁ 'br?tl 193¢ %P%\Lnggrgfé%@géen} to a patient receiving
sphenyl =27 (1-pyrrolidinyl)propyl]-4;6- o
thereRquici pdBisEAERPf )%@W’z‘ﬁﬂ?’@é"\é@mtﬂéﬂé”‘@ﬂy'a?'(éo‘?y\ffab%”y')pmpy']'
4,6-his(tefbioronoethy2)benzentige sugginate [@- aresolvate- thbreghhen pHrdih(ylbxy)-N-[2-
metﬁMgr—&{ehW%?MtLﬁ%ﬁ’d?Wl)bro‘bzlﬁi?bLﬁé(E@?éb?h@f@WFé&ﬁﬂc)ggﬂ%ﬁﬁkﬂate or a
oFale i B 5 B BEielr' B MIIFS i LBYEH h et o
negEqlapiet A9t nhdheageRnuiactiganPhiastredisagient ofor ¢ ddunctive  therapeutic
admigsttation tforothe arqatryerii aff iacpsyclaticdiisorder ia gppatieanteceiving therapeutic
adn_ﬁﬁﬁgétﬁﬁﬁ‘ g . 1 5off Rf‘ r gR %itﬁ%@ﬂ%hﬁ%??%?%_ypﬁ( 1r-g)(riroliidirr]1yl p)ropyl]—4,6-
oid Ml ikl RGNS ot AFRRIE ferebt o 2Rt B P ety
1-gheh-2-Gir ey riofidipd propy it 620 (il erpmestyy) begzpmideriappdisylate or a solvate
therpbierHe- Rwedtiopy furibei @ravidel pato ekl ofe tneuraiddtici dgend rfonmtijunctive
th(%}%b%{ﬁig %ﬁﬂ@%&é@ﬁg@dﬂhéxtﬁhﬁ%@ rorf] % %s}@ll\c?f@f/cﬁs eﬁ@gﬁ%ﬁ%@;eceiving
theJRPS8 o POTRISTBIOS G KRRy HG RV T Phesy i BBy Propyi-
4,Q-hi§ft@fb@mnnqth)d)bﬁmﬁn§d¢ sucepatefor a solvate thereof, or 2-(methyloxy)-N-[2-
methylTesHewnl/IRx i) pyiNolidnympidipyil-4 b=t RifMibroRrethihbenzamide napadisylate or a
soRule'tRéfedi Nyl ) propyl ] -4, 6-bi s(trifluoronethyl)benzam de
succi nate or a solvate thereof, or 2-
(et hyl oxy)-N-[2-nmet hyl -1
In aflirey laspeqt, the ynveationdirenjdes @ mptpogl -oft treathies| ofrd p$ygbetisraisorder by
sifiyitahbewZ athettpeutiapadinmistratich 0bf a2gmetrgloRy)tier@efhyl-1-phenyl-2-(1-
e R T T
(n@fhy@)(()mg-l[%megyw-pngr[ykg-l%-pwmligij_\yIM%W}I,]ﬁ_@bisgriﬂuoromethyl)benzamide
napadipylate or iadiotvale) thewmof; il cdnbinglicn(with 4tl least one nkeyiojaptin 2gent. The
inVeRBorPldfRe M REBAEY the uSObNMAEMBIMERILR of z-gﬁéthaoxy)-/\/-[z_-meth I-1-phenyl-2-
(1%%@%@&%%@%%%ﬁ%ﬁmém%thgﬁ%ﬁﬂmlae écc%ﬁé 8l gblO%tla irperrgof, or 2-
-4, 6" ri 1] uorone ) benzam de “napadi Syl ate ,
(n@¥hy XEoNZne I'tyh@-pg@fy,l-z-é}fayrg%hdpgl&gg)pygrf@-[qléﬁr,lf&omqtgyl)benzamlde
napgdisylate or & lselvaternhdreaft andeatdédashonemeelirdeptieragenion the manufacture of a
m&diéahdrR ISOsimult RIS Aerh Se LB HdRimStFAbh G the trbBithent of a psychotic
il TR 8l AR B s 1R (Lo 25y A /R Plloheny. 241
pyprolidipasePylk ¢.p-aig(riflueremptpylbengaraide| suscipate or a solvate thereof, or 2-
(meshytomy }- R Dyrle)yt- v pliédyl-2-( 6 pirraiitingldropydirdsreisflup emstiayiibeezamide
n?ﬂ&i%}lé\léto? éJ_Eolaatéf?ll\éfé&f,e inE ﬁ\;@rrﬁ%ufad_%r_e%‘f_a mredicament for simultaneous
rosgF I B e P BBt el PP Bt
diggrdes. sol gt dnYantipofurthehy PRMd®NnafmEtyioxy)dY-12zmethyl-1-phenyl-2-(1-
pymelitlinygpepyl]-# 6bigiriffudromathigiifsenzamide sgscinate or a solvate thereof, or 2-
(mREHYIORY S Bbne My 1- Mo hényRb-(1 -BAFIidPPIRH res M La08-BiBltfifftioreby| jbBnzamide

o RepIAES TSl o I -t

rapﬁ:ﬂ gadm'{nhstrlation with at
. l IXY) - - et vy -
legst ﬁﬂ%ﬂ?pr_o@pyqagent i reatment of a psychotic disordet. The invention further

prpvidescthe disepf Jtoleagloing néu®ieptic ageritfin therroantfaoiin né azaedicianent for
SifUGERESR ehétapautic OhdminRirbity &ath. cOipdunds 2-(methyloxy)-N-[2-methyl-1-

thyl r - -1 =2-(1-nvErQl i | ) pr.o
WA LA ST S i
thefieola sol valfe t her édMethyigryifé&-meihys]-pgvhisébayrolidinyl)propyl]-4.6-

therapeutic admnistration with at |[|east one

neurol eptic agent in the treatnent of a psychotic

di sorder. The invention further 40 provides the use of

at | east one neuroleptic agent in the nmanufacture of a

medi cament for sinultaneous therapeutic

adm ni stration with conmpounds
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In further aspects, the invention provides a nethod of
treatnment of a psychotic disorder by 5 sinultaneous
wo b@vapmst i ¢ adm ni stration of a pharmaceut i caPCT/EP2007/056106
conposition conprising 2- @rethyloxy)-N[2-nmethyl-1
- phenyl - 2- (1
bis(pifluerometiy igdnzamisiey hdpadisglatsi of tar sélvater tbemepfiyih) the ntreatingnt of a
psgcho‘ﬁéIG%br@éFe or a solvate thereof, or
(et hyl oxy) N[ 2- mat hyI 1- phenyl 2-(1-
pyrrolidinyl) rop){ bi s(trifluoromethyl)benzam de
In Adrier PERACES: degpver %%PR?&'F@S?H‘@M of tegagment ot pgugholip disorder by
simultaestsa bierapeutic) admirdsttatioraof @ algwnmpetalcplhecmmsenmamhpnsmg 2-

rrféW?}NJ[Zlﬁwewmlbhéﬁyﬂg- 1 5 r&uﬁwyﬁrw Q?éeybrshhf[u%rdmétﬁwbenzam.de

e O bo g eyt e
pyfrﬁlg}lrygpropw}A@ bistis Wpr@g@ybh@ng@mﬁgm@y@dlsylate or a solvate thereof, and
at legshemey mo@d &thbiiying ot artinmanic) sayemp\d phafméeduitisd| tcombbsitisrocaenprising

2RSSR ZI A RAh T L ALy BiebYRA 6. thereof and

b'%&@uoa?msthesﬁ%%@@aﬁue%tnate 2 fsbes *S*ﬁferéﬁ 2 @i Rz methyi-
1-pheritied-fiypysseliginyporony frdehkjis irﬂ“mé}@;hyl)hef‘(Zer péigyIatg oy p solvate
thereply bihd 4t Badtonei ragdd stéhmg)mriuwa)wb@géaimtnéeumw pledraceutical

coﬂ{po tlérpl % rlélrkberg eth?fo P’?(}fﬂe Wihyi)propyl]-4,6-
s P o

r I 0
big iﬁ@v SR RS p A éf% Pé LBEsEE & 2 stispy B methyi-
1-pheny é%pwwédlﬁﬂ)mopyﬂ—étﬁ bis(¢iflngromethyhbenzamide rwg»eﬁltsylatn or a solvate
thérbef, R0 Witaedsireheoiodd stEpilising e ndntifrafict dynt ire #gTaahufatture of a

m@dlm&lﬂ%rﬁ FoS ?o a3y rEi"Psro £ e & i 'c@rﬂ osition
R s L ot e

conwn?p%| i di nyl ) pr 06)‘[71}9 [2- met 1 pheny yrroI|d| yl)propyl]-4,6-
bigfiri§garointihyiprenaamide | subeinste or desobatecihamod oo 2-(medinfloxy)-A-{2-methyl-
1-bHel e 1-py@roliding JHRS gy U BXbis (trifubrénideiyl)¥énzamide napadisylate or a solvate
th%rﬁ EE&' Et I%agtépn%yr%c% étgb[yr#g) & ér)r{?mahc \ggppfoﬁ (.1%(—5 5nf !hP q{egfﬁgent of a

psy¢hofiedisprdghe mood st abl lising or antimanic agent for
use in the treatnent of a psychotic disorder. 25 In a

InfafirheF a8fétCthe Mikshtibh \R&NidedNa KitDfipdRS fér dd P trePREdtfent of a
ps&é}{otlgﬁgo Iddr ng?rﬁsr r}egazg ﬁEPEo%{geqornp EXﬁQQMOQy)qV Fz%gfw 1-phenyl-2-(

pyHo {)Wp }&f} b@(fﬂuq@rpﬁ yl)@nmﬁwsugm@qte or a solvate thereof, or 2-
(meshylosy -zl bpléryk-2- BpwrTdidinyhdropytidveisfiflupemstiayiibeezamide
H@@ﬂé’té‘b?a %blvé‘teﬂﬁ’érééft §nd &% §GhoreFirthr dosage forms each comprising a

FB‘?erpll' Pg(ﬁ{)for% pr tc?gg yth rép%lﬁg%?hqgsﬁraér oret hyl ) benzami d

e napadisylate or a solvate thereof, and one or nore
Within tthee contestagfetht opragent dolentimmpine dermg psychatﬁ: disondet éytudes those

i rﬁé?ﬁloﬁédTHbé\fén%Qéﬁ dshe@hBBphHEhiE, AdBH Nisdrdat| Sikiety disorders,
su%!tgn%enre ated glg&?jgét slggnp Filggrdel:s? gmeg Hgéfr‘agrtsl Sﬁ‘nsuE I?i?so“o%r ngaltentlon

acigtfuperasiii. SOsieh SR  2eaBwd ARORSH s IogRTSe Rersonally
dlsshrdmw degsifion sdegtrentio-atter alisedsed, s@ru@bd;@fumh@emysklnetlc disorders,

Pe‘é@lbﬁledlﬁolar&ﬁédrd& SBgPmivEl R Sairnnt bisd biSsedivEdHBulsive disorders and
allgﬁé 95} ouQ [Forﬁ%quﬁé &i Jséré ¥%‘§ﬁ@%oXé{c} P{erg hSRhi gﬁ are contemplated as part

avi our di sor 1'sor
HE%Eﬁﬁﬁﬂ|”V?“waisorders cogni tion |npa|rnent i n other
di seases, sexual dysfunction, dyskinetic disorders,

For@BE RShbdBine, thd 8bApohds of d@rpres‘e@gmwémw ak@D@UaﬂWEMm%@ed as a

stﬁ%%sﬁa)(rﬁ?ﬁe%ﬂgéf |C8Jné85|t?ons olrhgg)r ?seﬂpﬂverﬂl l\ tﬁehgfo?vlﬂgrbﬂﬁless ina further
aspRfite ARATPERHISE! GORIROSIIRN COMBNSHc Sdmet iR 12ome P2

use in nedicine, the conpounds of the present
invention are usually adm nistered as a standard

phar maceuti cal conposition. The present invention
therefore provides in a further aspect a

phar maceuti cal conposition conprising

2- (et hyl oxy) - N-[ 2- nethyl 1- phenyl -2- (1 WD 2007/ 147831

PN NVT" ] N s =1 /A= 7NA N\~
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phar maceutical ly acceptable carrier. The present
i nvention also provides 2-(nethyloxy)-N [2-nethyl-1
wo pdvenyis3- ( 1- pyrrol i di nyl)propyl]-4, 6-bis(tripPdTEPIOBOS6106
hyl ) benzam de napadi syl ate22or a solvate thereof and a
phar maceutical |y acceptable carrier. The
pypRidimtewayil- 6e§rbls E'ﬂBQfﬁ'ﬂ?QEE\V'r)lPQﬁ‘ﬁa'Bﬁﬁ scingle Qise spiateribereof and a
prfarrﬁaﬁe[li&crdlly Gﬁc@tableoéartldire Trensteédnt iveatRmcaisdoprdvites 2i(methyloxy)-N-

ﬁw 9;;? rZ'Y"f Frb Ekfg? bﬁﬁ?ﬁ&r%éﬁg%ﬂzgrﬂﬁeorr?z!p’adlsylate

orsmf&)/@ o e ?rﬁf ol @aF%twca@ PIPEIFe PRI | Thecphamaceutical

conmmekien cane fonusenin dheatreatmentiof ary efbé conditieds desdribedrgerein.
suitable for adm nistration by inhalation or

Pdfﬁﬂéf forr%lb%s( EFIEH@%&Q &?588%} Br}éﬁ %qlhﬁuﬁrblmgle)parenteral (for

exgaple; csd’l 8‘:‘ a”‘i?é‘tsl éfﬁiam\MsF‘I‘ aly P e il at‘ﬁPOtJ%e Refelirtgrigalgand intranasal
adeuivigirationy anfl in Hernsosuitiable dos adreinistyationebyt ethalatich oninsthiation (either

thid@ghi e AouthNér Assed.V hE QRER $0RkbId ThedRE of BBMMigIaEAGN fdaraabamcular
pa"ﬁgm Al 31%3340‘ {))r‘]trte naﬂurgve{nges%veﬁg P‘Eﬂ aédn%fi@nss Hél]ﬁ?l? egtedognd on the

naé% Hf ‘5'§ agtyver copIpopRd. '%afb%‘éfF‘B%d'mE’éthé{ %dm'B'Ptr?ttS’Eé%@fég'ded
each containing a predeterm ned anount of the active

ForRUBHASHOs uitable FOMBRN ad@inisrafiéh RS bedrodigbd! tak UkerdtE units, such as
(oRHRPEIR BISCABRTUPSALs R8T cBAMERNS, hieBlielie8lanint of the

ac@!ﬁTﬁ%ﬂRﬂﬂ’”@f as peylerofegrandes ﬁﬁ)ﬁob'éorﬁr@&&ﬁé@s@é‘sﬁ‘ aqueous or non-
ac{ueoumliqmtdsonr ag bikinawaterndrrvadtéraa-oil @hredsimsp rFok iekampléha ompound of

thé“ﬂf)(/enthﬁ rhé‘,/ Bé%r hrddR @*H?Mﬁlaﬂ@rmvltpa%nﬁaféfj Wnuﬁlﬁgég br%ﬁlla This may

oo Y o e G ep it MEimaceyfod orm oF 41 GEYRIe. e be @ cel
foemnuation 4ba BoRanygoyg ofjehicls, for exampie M&QJ}’O'MW @%&Wpleegellmg agent if
reqiEitelyfor exdrhpié aehydeellbipsk ofttyahipbolsio blpiddadilical | i ca.
For mul ati ons sui tabl e for sublingual or buccal
istratio ude | oze S,CO the a
FEabace abee o, Aty of BERPESaRRERAI Beugt dizefdds Sprising
the (agtive sAmpaenc: japd otyplca 19 dlgerusert rbaaﬁndSLpPst |sugar and acacia or
traatahth ahd @asties asrhpristhgcieetivedcdnipcaind imar indhtasse, Sushihas gelatin

a@@ﬂ@}u@&ﬂ&cr&@%@' %%&JI n or sucrose and acaci a.

ations suita for parenteral adm nistration
typically conprise sterile aqueous solutions
Faroulationsi suitablep ferd parenieral eapnaioisicationr ipicely ebmprise stariey @queous
soRABMO boraining e pRIdeterfifed IondBmYratih bfSthkQittive \8brhPoudnde the solution

Sopé)?.oﬁufmct\plﬁm fh%tb%bg!ecq tﬁ@ﬂtéﬂ §8trem 1 rlith%ltg ngrp&n‘,h solutions may be

ns na aveneou
BN R L S T ML R A

lntramlmulaonjecm mul ati ons suitable for rectal
adm ni stration may be provi ded as unit-dose

F&MH@Q&H QlitFig f?@rgct%Pé‘%hé ey B&&)F&Qﬁjeh r&rl.ﬁ'\q' $oRL sBRbsitories

B0 U8 Bl e oo e B PGR  ppostor b,
foseramals!, gogagrbuttepi cal or intranasal application include
oi ntments, creans, lotions, pastes, gels, sprays,

Fﬁﬁ%ﬁwsssuﬂgge %rt |c g |B@5’Aa%aﬁ§] Tléa?&sr Fﬁe% ents creams, lotions,

t1ons |nc q
aﬁ fs%rﬁés gq r9§9| andaPE%h udab %ﬁ;a rmﬁgﬂ@dlatlons include
pettﬂt?@luedelly, Roelin. p@dwtbﬂ@ecﬁly@ml@mmﬁs apd cerneinatippe therenf.

may, for exanple, be conposed so as to inprove the

F%@g@ﬁéﬁf %P?[&ﬁﬁéﬁ grglaﬁ brg/g ulrr\ yoi teQ&mF@VSQtéoﬂ{bosé/pso as to
mG[AvE 455 %*ppavretpf%»%‘séi?m TR A G VBTN | ncl ude
oi ntnents, gels and patches. In one enbodi nent, the

conposition is in unit dose formsuch as a tablet,
capsul e or anpoule. 5
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The formul ati ons of the invention nmay be prepared by
any suitable nethod, typically by wuniformy and

w0 ndo7metsel y adm xi ng the active compound(s) w PET/EP2007/056106
liquids or finely divided 29lid carriers, or both, in
the required proportions and then, if necessary,
shaping the resulting mxture into the desired shape.

C&ﬂpﬁ@lﬁon@%ﬂﬁﬁl@fm Raiisabingd| afinistatieH iapladesintents, gels and patches.

o?ﬁ@%@%ﬁ @'%ng:}h Q:Hngg%t?ovng?s |h%?ngt d&&%{)frogﬁ Osugh %s z? ?XH& capsule or

algBPY'Snal i ngredients, such as a binder, Iubrlcant
inert diluent, or surface active dlsperS|ng agent, or

Thy fd?ﬁhUladd)ﬁ%Qoﬁfhe' iR nfiE %aynﬁé(b#érpﬁre@f byp %l%ﬂleaﬁﬂbihBE typically by

urln Bﬁhﬁ%nﬁ%ﬁd@ Eagrﬂrx{ng tﬂ\%gétg %'o c{s) hﬁﬁ@%g yf:) fle%Y nglded solid

C%F%a?retapt%yndh%sqﬂuv%arqpﬁ@on%aw V@”ctﬁrﬂ%‘éﬁﬁ’aw, §haping the resulting
mdiiré into thetdewrddeshape. gi ve t he desired concentrati on and

t hen rendering the resulting solution sterile and

FUyo el = AleL gl o rpeu B B5 RleBnd 2f il R Sompriing
PRUSIEA PE 9r@AUIes ot e aptive; isgredignicandrraesor aie ARYPNaHAgredighis, such as a
biodleraldbricant inesitdiloent aordurfadd adbiee dispérkiag agérntj eredyanoulding an intimate

mgétlﬁé: Bfeédvﬂﬁré?f adiipe m%Fer%ﬂgé’fm in&¥qUiF4iRent. The conpound

be adm nistered in single or divided doses and
may be adm ni stered one or nore tines, for exanple 1
Aguposs tsolwiang) &1 paferyierab gdminjsiratinis atg  tisisallyoprepared i fligeolving the
adting cardpaunid ih eufficient wateras dive thel desirée cortertrdtion andl @en rendering the

re@ﬁl%gs&&ﬂa stdriiif isoth@k.enteral , buccal, rectal,
mtranasaln or topical admnistration to a human (of

approximately 70 kg bodywei ght) for the treatnent of a
It pyl) dRoRRREedted rtarsr therertecisee dogsy agmingitered. wikhidepencoen the age and
corditb i Mige patiint @pdiitise fraqueBy ahe r&héldf admirfstelgonitand G@0be at the

ulﬁﬂate%ﬁ%@ﬁ o?‘m?léhﬁﬁda%p?ﬁﬁlc%lﬂo ?{ R&%d rﬁéy 9@9 mfggerécpln single

e getive ing

10 doegn S B2y e ACHITAR o8P 05 Mg, i or SpaTpleyT (o 4 tmes per
day. mes per day. Conpounds of the invention nmay be used
as PET ligands (for exanple labelled with carbon- 11

| i - . i .
Aﬁ)g?ﬁe s?% ng\,&e ?ﬁ%oﬁ'ﬁﬁﬁfég%ggfd% ngrég?gé{ngrtozrg@mgrﬂlon for oral, sub-
lingdalh margnigrrlo Pucsdlr rectaly NF@N3sak (P4 teRiseli @Fmigistyation to a human (of
appuexirnatelycEl kahodyweight) &t theliraatraerspd rat paychdtiordisaiderphediated by a
GlylT® ¥hhibir, R IudiRbchiBogtiedni® rmasmduww mauoﬁoddmg béi2h s about 5

toI Jboh{‘goocr‘ﬁg c??%bog{ 1(% E;' asoou{J "T)(?](%lng of t@p@g.@ r{gr g%%oer Hm} ?ose which

CQ%*P? ad’%‘f"ﬁ@r%’ {ﬂf@?‘%’ﬁpé E°s4 es(%h’ﬁllt ed) t onogr aphy.
40 The invention is further illustrated by the
Abbuhak REthBGehtidH MbyBe B3R! FIST |i aﬁb@ f6VexaipRNabeli&lwith carbon-

HX qg)f &ra%ﬁ%?ﬁ)%g&séeaﬁ? 99\74\9 0§23 &%eta stable

te@j)r( urgzggag{arg&e ¥y, Yisraliga ang quantif atlon of the IyT1 transporter. For
exdmpies ttheyrmay P& wiseth inuinE T heSEEDTomeguhgppﬂm train5 IEDE@ context of this
pAeft3PETisHBEI MghRnidlmnbR epidsion b kRivhe ahd SPECTI @ESPET) shall mean:

sJHIg 'bﬂ&gh 8|rn'|SQE)n (computed) tomography.

The invention is further illustrated by the following non-limiting examples.

Abbreviations:
THF tetrahydrofuran



10

16

20

25

30

35

40

HOAt 3H-(1,2,3)-triazol o(4,5-b)pyridine-3-ol EtOAc
et hyl acetate NMP N-nethyl pyrrolidi none DI PEA
wo0d7diissopr opyl et hyl ami ne 10 HOBt PCT/EP2007/056106
1- hydr oxybenzotri azol e hydnate | PA 2-propanol TBTU
O benzotriazol -1-yl-N, N, N , N -tetranet hyl uroni um
DEMt r af | uctictwemean®VSO di net hyl sul f oxi de HEPES

DMIF( 2- hydrmympm‘,ln),mjbepi per azi neet hanesul fonic acid 15

R v TR A 1 S

conpound<eyif ”PFHPEO?RH‘@ ®ntion for the GyTl transporter
ED@r e det e¥-(3-(dethydgminhgprépyliNocethplgarbsdimyide Midk@dRridel | s

HOXPI essi r&H the3 £ A8, 5hRiné)3-4Ir ansporter were grown
Etb'A cel | %%e 102D medi um [ DNl EM NUT m x F12
e

CONt ai ni N d utam ne, 0.8ng/nL (418 and 10% heat
NMRact i vatheeftitparrolidiioneser unj at 37C and 5% CO2. Cel I's
DIEABWN t 0 N, N-di6Spromudthyleanioy in T175 fl asks were

HOBf vest edy I%’?Poiyb@ﬁ-z%ﬂrazcﬁ@hydr@% assay, cells were
ﬂefrost edzrand resuspended at 1.32x106 cells/nL in
buf

assay om VI NaCl, 5.4mM KClI, 1.8nmM CadCl 2,
Y, Ngéb@en@@mwaEﬁEQN N%H\ﬁeg?ueﬁwrw Eieflugraborate,
DMSD? 4] . dioethgsuifdsideer e 30 serially diluted either

HEPE®! d org. (ifrfy@#d%yétﬂyl%@ef&zﬁu@btﬂaﬁ&%lf&%‘&&&“ ration of
gz M wi t h @ge conmpound giving a dat a poi nt

e-resgBASE™900nL of conpound at each concentrati on
TEfas addedrietbylamigeassay pl ate. An equal vol ume of
Mé@HdseekandivindBA SPA beads (12.5ng/ m suspended in
assay buffer) was added to the cell suspension (1.32 x

106 d f the cell/bead suspension transferred
Bp@)&é«ﬁﬁeﬁgﬁ&ﬁﬁsa LV384-wel | white solid bottom 35
plate (3300 cells/well) containing 100nL of test

THeQi TGS theStdmpduatie of thislinvention e ROIGK D1 traasgdriéPere determined
by[tﬂref’oﬂ&wﬂg'ab'ézdyon of [3H -glycine stock in assay buffer

cont ar ni 5uM gl ycine). Final DWVSO concentration
was 1 %v/v Data was col |l ected using a Perkin El nmer
HEK293 gedm\,expregﬂs'([ﬁotheaﬁlyeise vidyre detiransparied wese rggown in cell culture
méWilirh YDVMERRSET mix B2 Earand danvhasiuiamine 1d.8m§/ndt GB18and 10% heat
|na%t|¥a|{ tfétglnéﬁpgeggﬁ%g{ 3-g>teg“ae Fﬁt Bé? %Iseﬁg\m‘n t<B 90%0(’% %Brfﬂuency in
T1§5( flaskg VR W[vgﬁge)i NJC[ jl:o,q@rf h{jpr 1 SIS - cells were defrosted and
reQuspénqedrat dl32di 06/¢8lipmbpy bisay, bedfei [ 4@mMiNalelr HaetvhgCl) bEmi CaCly,
0. Q’HM%EE@PQ@MWPHE?ES 5a8 @é@é’ah@SﬁhMﬁamﬁé‘ BYR@dmpounds were
seﬁglz\}sc@ %‘éj tnee hBG{oYdT T. ‘f@ﬁﬁ W$Cﬁ '%rlo% a gQB c'fbgeﬁ fﬂ%%f 2.5mM with each
cop@pp@aglglog pdggmpo@ mlose- response 100nL of compound at each concentration
wagshedgdd- & (He pysayoplatdi A pouad pyolumel 06 -Leadgdeker™ WYGAHTSPA beads
(1. I5 ﬁﬂ@@b@ﬂeé irrassaliblAGR Aas vbddLtoRe cell Q1pEndich (1ayLx 806) and
5Lﬁ|’.h ﬁe‘ll/begﬁﬁﬁiaé% BRTERL 6 {lealh W %ﬂ: 1738 -ugll white sold bottom
Plate (3¢ oqeaaye'inscoa%mgebo%tqﬁ t?%gamaowscﬁvb%nate @uL) was added to
each mEdUndo0 diltiam of [BHktlycire sfock wo aeseyntbufiemepstainang HBav glycine).
Fifl M8 dondehfatoiRRUNE vivSData was collected using a Perkin Elmer Viewlux™.
pICs, values were determined using ActivityBase™.

Compounds having a pICs; at the GlyT1 transporter of greater than or equal to 5.0 are
considered to be active at the GlyT1 transporter. R-(-)-2-(methyloxy)-N-[2-methyl-1-phenyl-
2-(1-pyrrolidinyl)propyl]-4,6-bis(trifluoromethyl)benzamide monosuccinate was found to have
an average piCs; at the GlyT1 transporter of 7.8 (n=5). R-(-)-2-(methyloxy)-N-[2-methyI-1-
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described as (). Wien a single enantioner (that is to

say m xture chirally enriched in one of the
wepanitsseer s) has been prepared, it is referrepCt/BPABTN56106

“chiral". Individual enantipemers of sonme materials

prepared are identified by virtue of optical rotations
pharv-25(daiyrraiigingt) prapy]-4.8rbis(riteaiemethglipeasamide Y 5-heminapadisylate was
fogrtito ha Gi'® pEC s, A1Rh\BBITE transsriep o8, a(re=1glescri bed as

havi ng been carried out in a simlar manner to

earlier nore conpl etely described reactions
RSP the exRTRIEh Sl (7 BHEV DS e isIigy dsadamaty espo chial
cogmaendsivowken @ mixtiie tof dve ensrtipmess basbeen@repapss the compound is
deSérved AL q+). Whbe aairtgle éndntiorayr (RN & tolkag miadephediyf érdithed in one

of%eeﬁa%ﬂ&kier‘épnéé’béého ared, g réf‘eﬁé&'t [ﬁ\r ! Eld géid ddhtiomers

necessarl are

of P@’F‘@rfP%ta”ﬁ'% Prepad 3t %‘H SIP by, 'I’\Hé? ﬁﬁ/Ptha'(rPtaéW? 8nd guch materials
areidehtified @atlen(+) oi (-EenaGtion@®s+ ON CN H Me Me McXMe 20 To
a stirred, ice-cooled mxture of pyrrolidine (8.35n;

WRer?-J Egétllanégpe 9%3%“18&1%4 Ka\?f ee garéimhtoln%ag nfﬂ?rdr%gnﬁer to earlier, -

m%ﬁtcempkeéﬁb\hﬁe}smmdo W@é‘ ot% ﬂeﬂ‘%fﬁ# rﬁaCtle‘tC@Pd'gQ’]SrLﬁeﬁ dvese essentially
the same.t &\igré rupt conditionseusedgiere df lilee typesl staneardtin dive art, but may have

be€h BHYE VB cﬁ?étréé’&ﬁ)ﬁ@oag\hdtﬁb\ggglﬁ% ganghﬁgésnag ﬁ’tau rngfgéeb)ssamy have
beﬁp grei)g(%fggjﬁ h%eb% C%%{e Wé; and evapor at ed under

reduced pressure to afford the title product as a
Deseliption ¢e2+rMethyli2el 1{pl/Orolidinyljpfdpanknitile was used wi t hout
further purlflcatlon IH NNIR (CDCI 3) 5:1.51 (6H, s),
1.80 - 1.90 (4H, m, 2,70 - 280(4H<:‘) Descri ption
nyl

2: ()[2- Met 1- Qheny -2- rrolidi progﬁ/l]amne
OXCN ON 30 To a soluti
2- et hyl - 2- (1- prrroMFdl nyf) propaneni tri Ime 1*MelO. 79;

77.54mmol ) in THE (400nl) at -70C under argon was

added over 10 minutes a solution of phenyllithiumin
Todpbslirgr e fogegooled emixivire of ryrroliding §bBRl dntmalls5afd apetoryd7.34ml;
0. frRely twasNaddedt ar soluties oft potasstuintcyadidle 16615010, 12ndlp U wvater (50ml)
dr5 vﬁ&e @L%OYWH OAf‘f‘@rr el EPFHBH ?émﬁé'r&hl'"ér SYé? hts'ttlluar tRide reaction

coo
i Ve ey oSt an ot i ot AL G Srbied BatRsia pashed with
satvaated dtegl (158 e driedt (MgSQug a‘rdrevapcbratetdhmdee@dntampr@ssqrﬁéo afford
thé aye rfFoduet %sséfﬁﬁleab%én IR0 {10e7g; TBISOMRIch YR used without further

oG TR ORI G0 SEB8T T 145 BT RL S0 DS R

evapor at ed. The resi dual anber oil was dissolved in
DesstiptionR: (-{3Mathyl-tplo¢ryi2i(t-pyvelidingl)propyilamine

bor ohydri de (5.2g; 137mmol) added in feBg portions
over 5 mnutes. The reaction mxture stirred with
i ce cooling fog@ m nutes, the i ed and
stirred at roo EN atte—ar s. The

m xture was cool egfhyice as water ,\gegN*\'Nas added

prl or to 5 concentration in vacuo to approx 70mL. The

m xture was partitioned between 2N HClI (100m ) and
Teethsdlutian eif a2-me{y0R-1pyreatidinylpeopangaitiilec 10 7ge 7@ cb4mindh) in THF
(480Gt -{0PCxuntiBOBTgbn wdsOdtiedeslendd dﬁlﬁutéﬂﬁe@kﬁloh%f%%n llithium in

%@gﬁh%@%l%%m §06luti8S SFs8hindi 2 OPHL deachats it &d Wist Slirred at -
70°C for 2 hours then allowed to warm to room temperature and stirred overnight. The
reaction mixture was cooled in ice as saturated aqueous sodium hydrogen carbonate
(400ml) was added. After stirring for a further 30 minutes the layers were separated, and the
aqueous layer extracted with ether (200ml). Combined organics were dried (MgSQO,) and
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NaOH and extracted with DCM (3 x 150ml). Conbi ned DCM

organic extracts were dried (Na2SO4) and evaporat ed
womoovaess1i to afford the title conmpound as a coOPOEPBST056106

solid (15g9: 10 88% 1H NWMR26CDCI3), 5:0.75 (3H, s),

0.99 (3H, s), 1.70 - 1.76 (44 m, 1.80 (2H, bs), 2.65
evapgrawd. Thelresidyal amber ¢illwes dispolvétl BOmeth@nel 24¢0mhd), copled in ice and

sdaRrpe bbll%h%/d?fde%zb;"‘ ) 37mmol) added in four portions over 5 minutes. The reaction
mWa%@Frﬁ&vmﬁ%el kééliké'f%é:g%&]liriﬁéssg?(hg f%%ﬁg%:olleagn Lhg stir%g’ at room
te[RpTAUrs fof.TrehaussyTiHR ERiYtHER S Qoolediiniice @s vRter (SmhvyRg added prior to
cabeentatiamah vab@onitg apaox Eihde Thel roipiure evas vigartitibBedi betiveen 2N HC
(1b@m?oa?liﬁh?tl?}ﬁ%c@%gélfﬁoggrl%qnné{ %e@%&y&shégt&g%ey\bnﬁz&lﬁm (2 x 100ml).
CH¥ bR At SRRl arh fashod %B%sﬁ@@?ééra‘a&asiﬁsﬁ with 50%
Nafald tand pxitacted sithi d3motS0mix (omined1PCHM groanig extracts were dried
(Nde3(DJ) mgd \saspdrited in vao\te dfferdahe title corngbubdrisi anbslourfess solid (15g:

SPLE HAMIRY BDRR), GuRFS 81, BP @Fg’é-(sﬁ}*éJ?r 'ﬂ?? 4R @P{agﬂ]& 89 (2H, bs), 2.65

- ADR (ST o 29870 £ 5 somt) . et her
(100m ) and dried. The solid was recrystallised from

Déxtriptiog 32-(#8)- (-Methyld pHehy B2 (1 -pyreolidindjprbpyl]dmihé er ed,
washed with cold 2-propanol, ether and dried. A sanple
was partitioned between 25 saturated aqueoyg sodi um

hydr ogen car bona

passed throwugh & _pHase separation capili dgezsand bl own

down Wi th a@ to afford—t—he—t-itlé")@'pou d as a

col ourl ess se+Ng_A4 JWR (CDCI3), 6: 0 NP2 N%), 0. 99

(3H, s), 170”9 2(4H, m), 1.85 (2je" Do 2. 65 -

2.70 (4H, m), 4.08 (1 H, s), 7.20 - 7.42 (5H, n).

Chiral HPLC. 97.5% ee, corresponding to the sl ower
A solntivmef (RiréirtiroetbexyRhenyidcgtic-acia 8.6y, @emmol)dMetgorenol (30ml) was
adyéd SGlopwikae ob@rm(iioninﬁrﬂnéé gg BagfretAsolutiber 6ft @Zin"iefhya;l -phenyl-2-(1-

. : ndi bi 0 0

ke s s P A s S
casnrlgle asgion hpalingnias eentinugs {gr & Biithph P rainutes; zEeating was then
reivtoted ando$tiring cortipuesirfer onermiddire quater toyrs. Guathiérshpropanol (100mi)
waSaddedtdnd th&hidaurediitered landl theTkslidWivashay itR 2grbpdra @Ex 50ml), ether
A B P ) g ol B 40 o g AT B s
filteregh yngi@’s@@@'—pr@ppn Sther ﬁqu gHecbgg sample was partitioned between
scfuratet! i aspieb e sodien Sydtdges icarbohate+gnd RCMeaid the organic layer passed
thﬂcuPHeé‘}ﬂha?e (sbpard¥ér @hitcigeY bad RN kiawh Neitrd afh thefford the title

odf) obﬁ%‘gggtcf?%%ﬁgé_s"%@h&ﬂ Wf{l@%br)‘,e&&% ®H, 5), 0.99 (3H, s), 1.70 - 1.79
(

R ,
:g?mow@(w $hP&sy %-g%%,m)aﬂpﬁ(ﬂfé D eagfent’¢24Rl. m). Chiral HPLC:
9% \centarespordimuiochasievef ruoningledanton@ni2rifcl = t28.£9s=1, CHCI; at
25551 THe@EmainfRGice®ate WaS fodrated MESimilar Mérrer t3ssg/aBbdey P

HPLC (acid nmethod, 8 min or 2 mn run was effective),

or LGMS. 1H NVR was run_on the _400 MHz, preparing a
Canitions & resolutip of ragemple Q4 veRBBIAEWST Acet one-d6. 10

Column: chiralcel OD-H 5 um, 250 x 4.6 mm i.d.
10 micron particle size

Mobile phase: Heptane : Ethanol (90:10)

Gradient: isocratic

Flow rate: 1 ml/min

UV wavelength range: 254 nm

Analysis time: 10 min

Ret. Time: 5.4min (Enantiomer 1); 7.0min (Enantiomer 2)
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Stage 1: One pot procedure toward conpound 3 in
methanol H OROONO &, Br K2COB MOH 83%/ 3 2
wa 20024 Brse1noi sobut yr ophenone 1 (0. 05 nol, 11. 36rgi/ERP20d7/056106
K2CO3 99% (20 g, 2 wt) in nethanol (HPLC grade, 25
m., 2 vol) were stirred at roomtenperature for 3
hours under nitrogen atnosphere. 1H NMR showed

DésRpti6h e B3  ENantidseffictite O Bynthdsld 1o, WRthylashenyl-2-(1-
E?;%é‘ |)w§ urry and heatyg'd at 70 C 9%?240 hyou onyk2+
p’? y ; RTSP 1.31; 2 mn nethod). Workup
started although sone starting nmaterial was |eft
Farabthet Sefoavig . erfaeticseleativeon syathed® dbf ut(@d[2amethyFBpRenyl-2-(1-
py(r@aﬂdl ropyl |ﬁe aNehd Helaﬁ&ft@%d %\%nfse\ﬁérg%@rc%s?ed ﬂ'd?ﬁﬁﬂjnchChlmlca

Ufwzfé Seciléa, Redetlhe Ypre RIcHih oy Cﬁ%sm“@mﬁ?@%@%d 8 min or
2 MEKER Wag p?ffﬁﬁttvﬁ) or E&M3 25-NUR vaasyign on dhei4Gihig dprgparingza solution
of MheH@mplbinMMSO4lB.or Roetomes-dél sol uti on was brought to pH
12-13 with 6 N aqueous NaOH (about 10 m_ 1 vol) and
tracted E f th
sty 1590 Bat briokating thuats’ %%"e%tm%m%? pt'(6.25 ¢

0.044 nol, 25 88 %yiel d) Th| S react| on was repeat ed

many ti rreso yielding b n, St age 1: One pot
proced vvg,rd axgmpo nd er at ve in Ethan I
O[d 3 2 3(?)——“> ‘?<m
2-Bro obutyrophenon |, 833, 37

and K2CO3 99% (6 g, 1. |n et hanol 237 voI)
were stirred at roomtenper&t ure overni ght under

nitrogen atnosphere. Pyrrolidine 99.5% (3.5 m, 1
2- Bt%'rﬁms‘@!@&yﬁ‘)?ﬂ@r%n%ol o ﬁ‘ﬂb”ﬁﬁ)ﬁG%{?@n@@@@@? 084 ® @fd l2)ﬂl\rt) frPhethanol

h
HEfesds 2 g %H@WVFT% 70 &t R S petafirg o %a%%gﬂ%ed nitrogen
atW$mea NP showed compistensiss dRmolidige SaSTHald Ownl, 9. uealwas added

to (H2Oslurty ahdZjeaterirad 7GXCrf@C40€hbuW HPLEZ, RTRC.0¢;RT SH11 3A; Z)mn method).

Wa_{f)( %? %ﬁh&{% Ratbrl Jv%s Eﬁ‘t%ﬁodt 29, g é\ olution was
2 6106 2 C

d"W& TN G B % i In6 ceqdecsa oo £ VBT (0 m»

2)¥neé tf@t@&@lne\ﬂaﬁgmlaqu cgneentratedved veguupe Téﬁtr‘?%lﬁlné@" was taken

up\WithEIBIAQAR0 (ML) 2mo)) an’ﬂ%sﬁéﬁr’ﬂﬁltﬁed\l I L. x SPITheiaRRISsolution was

&?g{p?t 'i‘f% th:g ué R9op golﬁhog{li_d 168§ %ﬁ&‘%it & ith EtOAC

8%1!le %) er%tltoh tfger garg%ﬁca tﬁ)ﬁcgagg ’3-ﬂs¢(|e®vy crysta .58 g, 0.044 mol,

88 % yleld) Thls reaction was repeated many times, yielding between 75 90 %.

Stage 1: One pot procedure toward compound 3. Alternative in Ethanol

H
0 N
RO O O
‘><Br K2CO4 Q D
EtOH
83 %
1 3

2

2-Bromoisobutyrophenone 1 (15 mmol, 3.37 g, 2.5 ml) and K,CO3; 99% (6 g, 1.8 wt) in
ethanol 9 ml, 2.7 vol) were stired at room temperature overnight under nitrogen
atmosphere. Pyrrolidine 99.5% (3.5 ml, 1 vol) was added to the slurry and heated at reflux
for 24 hours. The solution was cooled and diluted with EtOAc (20 ml) and filtered. The
residue was washed with EtOAc (20 ml). The solvent was washed with water (20 ml x 2)
and extracted with 2 N HCI (20 ml x 2). The acid solution was washed with EtOAc (20 ml)
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- /No CH3CN x NaBH4 |~ = NMOHN 3 N~ NN\ N (R
99% NH, 4 5 10 A flask was charged with the
w@yoorakisdi neketone 3 (3.90 g, 17.9 mml, 1 w)PCT/EP2007/056106
triethylamne 99.5 % (9.36sn, 4 eq, O. 072 nol) and
R- (+) - a- met hyl benzyl am ne (2.60g, 21.5 mol, 2.77 m)
them E&@Ac¢ (0 i iwas 4d8Bd Mdliowad by & Nl aqneeus KiQQsdgehl 12-13. The EtOAc

wa g@&a%l@d €nd1th/ Wétbﬁﬂé é‘ﬂfabf@j & EtOAE (20 ml). The combined organic

so?u%n%a%&ﬁqerwgshgg lv%ltﬁ dv%t?{ é%’ an & ig? gpg gz)r}f:@nl?r"%eg S\%g%? tl?eD icnesnred product
(2662t P1%MR)r esul ting slurry was kept at room
tenperature for 2.5 hours. The 15 m xture was brought
Stage 9; §yrﬁﬂé’s|§%¢'b8-‘ﬁbﬁeﬁ&’byd“ de (1.40 g, 2 eq) was added
porti onw se | owed by dropw se addition of nethanol
(8 nm., 2 vol). The reaction was slowy brought to

room teymp ure tio) 2 ho rs_agd |eft |overnight h
@slmmﬂwasq hed with 4 N HG 2 m)
f BCN (2 mapH, The J0I vent

stl rri
% and—wasted W
1y ey rate extractjed—w=t h E{.OA 8

rrL 2 vgl x 2) af addi tion fbf @ HMeOt 16 m @
vol). The enul sion]vyas fil . elr f_,go}otr

of HO 2 N and 2 wohw,0f e added. The v

phase (25nml) was separ at and the arlgani c | ayer wes

washed with HO 2N (2 vol, 8 nl). The conbi ned wat er

| ayer (33nl, 10 vol) was brought to pH 12 with 6 N
A Reagh-vas dharggd withy ;ﬂwa/\pyrroli@nemor(es?s £3:9% g3 7.9 Fompb rlawt),driethylamine
oom YL 9aB6YAI, | g, D072 rBdl) adPR-16)-@metyIbeAPmind (0809, 22% mmol, 2.77

g@e&@mtn@’ Is'1§ vgfg g&ﬁ%ﬁ@ atnfa‘lsé[%g@af Wff‘ta |ur\m|V) chloride in
gmow@gaqe (8 o SRSk eise dodes ot s ofiod sk at 510
Q Water-iceebatly). TbazgsultimgraturcyOwas kept a raonv tdmpenatsreafidd @@ hours. The

mﬁ(ﬁjlré A4E Brodyhilte |O‘3°U’éﬁda§6dﬁhﬂ1 B&oRydHué 21.50 g eq)2w5s ¥@ded portionwise
fol%g\%g d)érar%mﬂgeegd W)o? m%angI @nﬁll 'Z\X)%ﬁ)urrﬁe %ﬁfmég ggN@tbrought to

ropm| tpPeratureind I?ﬂﬁ‘l’%?%lﬁﬁ ﬁé‘?f@'gt‘tﬁly‘"é‘ qﬂrr)ngwage sltene yas quenched with 4
N dHCp@ sd) amd Tiienat narat waghedOnvtwaBHBEN (2 niatTe selvdnt was partially

ev‘éb&@fe@%dséxlréété@gﬂth E?@Aé wﬁﬁl 2WaBx PRafa hddltibh of 1 N HCI (16 ml, 4
/o) 0%? gaw s%on wéﬁnﬁ@gr d. e/C}ftaetr Sll}t é'm?n BScl @ﬁ—ﬁflté ng n‘T’cL ni’/of\A@t?)Ac were
adggd. ThegitardPhagse 2&miawas serfretad Bad WE?@%'ayewwas@d with HCI
2Na(:9 volad mid ded chmbinedmaitdyylaydr ¢38mis €0 valjildias ibaougbi/erpt202 with 6 N

Né@ﬁ‘ aRdl tdKkeh BRI EbARIE mLTR8). 'ERasdrhfih JRe aS)LéHNvédark oil (5.16 g, 20
mgow %éto room 35 terrperature in 2 hours and left for

r two hours. The sol vent was evaporated under
vacuumto 5 vol and EtOAc (10 vol) was added. The
Stage peSyithesiga$ compband 8. Alterbative proatedured t he sol i d

P))%ﬁtﬁlﬁ&e‘ﬂn%rk G A% famoy Al vy wjégﬁlsgtt)l%m%gtoﬁmé fedg vol) and R-

(b %%EXQV%WYO Wy addel Hidied by tisthvamine g9.5 % (2.5

mis giSuvel) sRdenpiFeoenaimesphaie: Angmestire weg stied at 15286 Then a solution
of vidV }itaniverg | Vo dbleddesin diichloeoroethdmen@d ® mhives abidgdedropwsise in 15 min at 10

*PiuRidde bAhPIthLdgWolid stirfhd. drhEGhnel Was RaGREd with acetonitrile (2 mi, 2
vol). The resulting slurry was stirred at room temperature for 1.5 hours. The mixture was
cooled to 0 °C and sodium borohydride (350 mg, 2 eq) was added followed by dropwise
addition over 20 min of methanol (4 ml). The reaction was slowly brought to room
temperature in 2 hours and left for a further two hours. The solvent was evaporated under
vacuum to 5 vol and EtOAc (10 vol) was added. The suspension was filtered on Sterimat
and the solid washed with EtOAc (5 vol). The EtOAc was extracted with 2N HCI solution (10
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was separated and the water re-extracted with Et OAc

(10 mM). The organic phases were conbi ned, washed
wowdo/1vaser (3 x 10 m) and evaporated to gi vePeTEP2007/056106

desired conpound 5 (1.45 g9 97% . Stage 3: Synthesis

of
vo{ %2} ¢l the chybingd phaten polutions wesy wamedd/vltﬁylftmcciﬂ)@/wu &tDAe(10 vol)

wadl Ridet BAE the doyrbirRAGRAENSY e$ was bfoudy dNi P2 witlh sé\a KOH The EtOAc
w%lge%%}’a%d %H@%ev\@gtgﬁ‘:baé)g te\é'I \@m %!b‘?\go \%ngl 'Pﬂe gg@ﬁ ¢ ghgses were

Cogm'rmuvv?%he&cw%h Watepét fial om')(aqri@zae@ra@é to @Imthezdee?mq compound
(186 9®7%al | adi um carbon (150 ng, 10 %w; Strem
Chemicals, 50 %wet) and submitted for 1 hour at 60 C

SO 3 S T T GO SR v o

wdregenolyslss rinsed with nethanol (4 m x 2.5 vol) and
evaporated to 5 | umes. The pal e yel |l ow sol ution was
added to "1 N 6 nm., 4 vol), extra@te ith Et OAc

(6 mL, 4 vol) and separated. The or a hase was

extracted with 2 2 voi)~ an onbi ned wat er
| ayer was basifiedlt 12-13 wi Nl\la()—|(4 m, 3
vol). The res n m | ky solution gave a white solid
after stirrin roomtenperature at 10 C for 1 hour.

The 20 solid was washed with water (1 vol). After
filtration and drying in the oven at 30 C overnight a

Aﬁ"@h&e%v&otlubg V\)%Sch% V\ﬁfheﬁe(cgﬂgl FminéGs %62 4 t1 &4t 8t31Vmol) and

disSoPRE ¥ 10 E&Pﬁ Ui 40 e e Siller Sl 3evon. 10 %

paw&éuraﬁarrban( w1 Strgm :hemicals, SQds V\@I)@ms\wbmltted for 1 hour
atfeor 16 and @ dtn( bf MigroGerd Thel nixtaunsl wat QéfE to (éhcﬁ rﬁbrh tefipefdture and

filt %Hlo@gll ‘\E/\g;aﬂec "’FEQ e (\gé%g ngﬁd with ntéti¥nol @t d I leﬁlapoﬁgted to 5

15, Thg bale vﬁ@wfsaﬁan e pedaiB TRLKE | omf? o) P%‘tfﬁcgq‘?e"&th EtOAC
(6 gmhu4mgl)talmd separatedafkeiorganic phasesuas qﬁ@ct@dypféreswml\(\&sol) and the
cofrMeddvdter 14yer WasGasined fd pH @pagd witns RINIOHB4 mI, T ol PAh€ resulting

t
molf“@%o oy géi/e"% &vglgfgogﬁ éﬁst@?mg(at%oTTi}ﬁ?érgtlu}’e?t Ldé“é‘,s:f%?M hour. The
fwAs washgd Lﬁ’"hovlvlatﬁrf( 4/0!,% /M@r filtrat |%@Q_9 I’(IT@IFH )ovg\%lgt O C overnight
a \wloitteplid wah eecowgrad (G99 meag69b) rred at 100 C for 3 hours,
then at roomt errperat ure the water was washed with

(10 gEt OH “gsh was gdded

Ad:etr&@ ion cghl ed at 1OC é 3"8 % ZTQH%“?I 1ophe|qu2(1
pyrrelidinypeanyfl am'f‘%5°f’ﬂ'é?%°é‘frfféﬁu 'ﬁ‘r‘e at approxi mately

The. chikalstidride \B(d .45t di wig waadidsalfedin ferntioacid (D IntLeBe@vma)rmwd EtOAc

(owamhechonst Pale@lush/dRbs (300 M, 1‘0 8) wt;3Strebh ecrieplidals, B0S% wet) was
ad‘aeé %%\{ﬁ(?d B%)é%gh%af%?qo% e A?t%r Jsﬁrrlng%r d2 245%3 the reaction was

finiheg e i LA s Eos S Kheekis coglpdia 40ra0p G 254 fitered

ordSterimat. The Pd/C was washed with EtOAc (5 mL x 2). The solvent was evaporated at
502“dtMatbwtawm)ungr[ vaclEh ikn b splogstyéf-42N HE1 pyw4ter (1dinflyjlwas added.

lhl)n A{Na@ Jf')rjea(att r1b6| Ba6P §%m§| lr%”ét%bﬂ%&'ﬂle(aﬂlre Itr\e Water was
washed with EtOAC (10 mL x 2). EtOH (2 mL) was added and the solution cooled at 10°C
then NaOH 30 % was added to pH 12-13, maintaining the temperature at approximately 10
°C. A solid was obtained and after 1 hour filtered and washed with cold water (5 mL x 2).
The solid was dissolved in CH,Cl, and dried for 14 hours under vacuum at 25°C giving the
desired compound (710 mg, 71%).
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NN\ N2 M MM HI/ F M MF M FTo a solution

of diisopropyl ethylamne (0.915nl; 5.37muol),
wQ@26¢b7ditssi f | uor omet hyl - 6- 5 net hoxy- benzoi ¢ acPdI/EP2007/056106

(0.511g; 1.78mmol) and (+)sp2-nethyl -1-phenyl -2-(1-

pyrrolidinyl)propyl]am ne D3 (0.501g; 1.74mmol) in DWF
De¢sghiptipnundér ae bethydaxyrdf@2emetipiFiphénys-2e(d: pytrofidinyt)pyopyl]-4,6-
b:@ﬁfﬂdﬁeme&ﬁfl)béﬁiéiﬁld%fchirhl ng at room tenperature for

- lowed by standing for ca. 2.gdays the reaction
m xture was pwadi ed using an SCX ¢ (arg ion

exchange col u and t he result 5 2

bet ween tate_and vated. EO he } ent was
renoved |€;§,a to afford the PINOAD 1H NMR
(cbd 3) 8: s), 1.60 - MeSoud HH, Mg 2. 55 -
2.75 (4H, nYe Ue89 (3H, s), 4.78 (1 H sY, 7
(7H, m, 7.52 (1 H, s). Mass Spectrum ('E¢ectrd‘spray

TG h@)utloﬁoUﬂddllé&QOﬁMHQIam@%dﬂ@ﬁﬁNZ@s?nﬁrﬂay| nesdit@Goromethyl-6-

m?ﬁ&xy Eén% 2. gm‘ n. (o Cﬁ ¥er31] 98m I)t hez%ntd' gi%%g 1 bﬁ’enyl 2-(1-

rres ochl ori

PP IAmPIoY g o Cag, T JaoAmoein Ve <{5wa'>weewrgpné~as added
HATHI (&67615 1|7|8t’f‘em0f)3[abrmrwﬁ(eD3\ft§r stirringsatyepinctemgertahae fortah., followed
byt dtéldgPfoP 84.C2 dEVRSthe éatkione thixdre Avashuriféd GERPAHBEX column (an ion

x&%ncg; 'c%ﬁd(ﬂ'g téﬁlﬂ th@r%s%wgfryo%cﬁgﬁﬂﬁor{eﬁrbe eeg tfiyl acetate and water.
Theysoivent ‘&?%Sﬂ")%(% ﬁivqcug & 2fhord (s fittq rereﬁile%«etfﬁ %%&9@% {94 (6H,
s)FBGD EAB0 @HR3MY 2.55- 2318 (#H, M).C3.89 [FEAS), AcTBN TWDs NH.Z83C.40 (7H, m),

1|.|:|'|Z§’ I WSSZQ;p%uR:(ETé&%EBray LC/MSM: FPowid2 489 ((ﬁ"@ 26@126F6N202

reém fs:ﬁp F?eitu@rlh ne?%f? N g Con vteﬁ%on ogéhﬁzgtle prgg}xét 61@8 corresponding
hyercrsalomﬁaﬁa)'t @\%@d%%@ﬁd@ue Sﬁ'i%@é@fﬂg( 96%)-nPue 1o %P§e of the chiral
infétededidle (D3] it iselleved thatdtee titld hectuahwlag dteainedasia ehicab odbrepbund.

to OC Mesyl chI oride (O 054 m, 0.7 mol) was added

he xt irred f

DERFRYPS 8. Aefnallve StEls 58 Bﬁﬁ%tm‘s'a%méﬁ igthdgphenyi-2-(1-
pyrepli U‘VQPFﬁﬁM]) Grbis (Hiflwerpmethyhenzamide ng 30 for 15 nin,

TEA (0.1 m, 1.4 eq) was added and the obt ai ned

suspensi on sti rred for 10 mn. Mthanéf (0.2 m) was

added and after stirring for 30 mn, the velt was

partially evaporated and the obtained s ns(g on was

diluted witH EfloAc (2 m)R-viasdredcon t h vvaier e

2007/ 14783f / B1b2007/ 056106—313 ), 'ﬁ (@

bi car bopateg0lgyi on, water ,and -eyvapor at e the
title conpound (200 Mg, w d. (i

Tosyl chl ori de

R= CH3SO, - , p-MePhSO,- , (EtO),PO-

(i) Mesylchloride

2,4-ditrifluoromethyl-6-methoxy-benzoic acid (150 mg , 0.55 mmol) was suspended in AcCN
(1.5 ml, 10 vol). TEA (0.1 ml, 1.4 eq) was added and the mixture cooled to 0°C.
Mesylchloride (0.054 ml, 0.7 mmol) was added and the mixture stirred for 30 min. (+)-[2-
methyl-1-phenyl-2-(1-pyrrolidinyl)propyllamine (100 mg, 0.5 mmol) was added. After stirring
for 15 min, TEA (0.1 ml, 1.4 eq) was added and the obtained suspension stirred for 10 min.
Methanol (0.2 ml) was added and after stirring for 30 min, the solvent was partially
evaporated and the obtained suspension was diluted with EtOAc (2 ml) washed with water
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5 2,4-ditrifluoronethyl -6-nmethoxy-benzoic acid (300

nmg, 1.1 mmol) was suspended in AcCN (3 m, 10 vol) .
waBA7(O821 M, 1.4 eq) was added and the m xt urecTapPioen0s56106

to OC. Tosylchloride (2003mg, 0.7 nmol) was added and

the m xture stirred for 30 mn at 0C. (+)-[2-nethyl-1-
(3 pil e 1@yQ.1%- igarpgnateosalationy Water apy EYaperated (02@ee the, tite aempoynd (200
myagoadaad). . After stirring for 5 mn, 10 TEA (0.2 ni,

1.4 eq) was added and the obtained suspension stirred

_,f_lg)(ri 30 mfn at 0C. The solvent was partially
(iDglPsehiai%ed and the obt ai ned suspensi on was dil ut ed

with EtOAc (5 M) washed with water (5 m), 1 M NaCH
2,4-8itrifabRMmethd/I-8-nfetiidxy-benBdi€hcid $300 ﬁ\g?ﬂ.dorﬁM@IWWaétsﬁgpér@ed in AcCN
(@ ) v PR 027l 1R U gkl df he A2 a0 b Tosyichiorce
(280 magPrmrel) svasraddRg eNG heem 9-SBré‘?f’zg’iré"OéE'P@t Q1€ 58)-fg-methyl-1-
phBnB-2r{trplyrolistiry ) snes yiandedl (200 mix; ANnmpel) wvasiadddd). &fver)stirriigor 5 min,
TE(/%(-042 A, gtztg]éq)%?d%ﬁn@%@?@taﬂ%&g&%ﬁer@o@%ﬁﬁ@d Fc{?@b‘?ﬁ#n BP0°C. The
solt P gL SRR R 08 oBiroo uliansioB yas sy wifr0ac (6 mi
washegyith water £ o) M NaRH ipwadgr (2 x 5 ml), water (5 ml) and evaporated to give
the tite-doRrpaahdh {00 Tagp @YW bladufifl; py0votield).nyl ) pr opyl ] am ne

(1.92 g, 5 mol) was dissolved in CH2CI2 (20 m, 10

"'Vlﬁjﬁ" a d t eaiﬂeg with 1 MNaOH (10 m). The organic
(i RSYICRROPOE P ed, washed with water and evapor at ed

to -10 m total volune. The CH2Cl 2 sol uti on was added
2, ouigifludromethyl-6-endtiy dehzoi@beid (468 dy, 508 wirma)Nwa®alLigstndéd in AcCN

. bt (o VY ,,gyzgi S k& 0
S%Egt t;ngdld\@sTB%;iggsmg ‘Fd“gﬁn Ccmi hen t déd ZASHdggﬁvgJR?urtﬁlaé&%d to tIOCd.
aYehPPRrsRlAfdP 4By 39 "HBMQ? AEdes Qver g Rigyangrthe grigipre stirre
forefl dyc3Q 2mn.nin) avgiferartaitask (Hivi2smeityhid-phenyh?-Nayrolidind)ptepyllamine
(19R)y, 5 miedlpwad @ssohkd imCH,GINEOtrAIET0 ey Pl tedatstl With OVWRIOH (10 ml).
Thtehé‘rg%r'\i |pﬂas&W§Q°§é’%9ra(e%', %@ésﬂ?d %v‘hf@Wﬁ Ahnd €V¥dorated to ~10 ml total
S ﬁ|%¢ldel+'a ne(%jhlra @nt 0 i id seluli led at

V°¥?"I‘F¥& ¢ Fetla SPIUTAN WRR adsedr ooy Bdn N5 aetivaipdiagid sgly 'y cooted a
-5%. 3 warovashed vithuS pé fdte@li lhwag @&t for asother 151 minuigs) atab "C then the
solvéRtas Ifaftiallf evapdtatedtoappximaiéip 1adeles toad)d Etdee (POXxhIY s added,
L0 96 (35 0 I\ PR 50L 964 0 B s o e
copRuUNnd & 24PYS'dH ) was added and cool ed to -15C. TEA

(2 mM) was added followed by (+)-[2 35
(iviTRre§WdhickidB Rediihe hifalsadyr rol i di nyl ) propyl Jami ne (1.9 g,

mol ) and CH2Cl 2 (15 m). The reaction tenperature
increased to 5 C, after stirri ng at_this tenperature

2,4-giinflgeromevt-Granethanibenzne feld (1P @ et BUNOlTHaS SYsRABARd in AcCN
(15t 1Pavot) et 105C. SREAOr8anke 6. 5avot) wels @ddéxt andnibe nxtgrestosiedito -10°C for
5 Wb MidylehReldavid.h2 miIOAQ5 (vi) Wwhs addmnasl Wet Mixdurd/shirRédfdr215 min.
CHi 18y whfblog dhatiodfia T 1o PEATh ] 6 BATAIORRRa by (+) 2
mqtbyldgphenuh YT PUTOBEPY IR (B8 S SRme) iy ek 15 m. The
reagtion A TPeratuss ncraseErp 600, @fien e@ring at this temperature for 30 min the
redatién iak terinina@sdo maé byilerft waetpb?pa%ry SENoRIte A t)de obtaihed ,suSpension
- : v

B R R0 e Oy ol i oo e
ethyhaespte was fitgrgd oPd RYaper Pivg)the i compound (448 94%)

stirred for 20 mn. TEA (1.6 m) was added fol |l owed by
(vX TosylbRloritRs Hming-chirgirylk - 2- (1- pyrrolidi nyl ) propyl]ani ne

(1.9 g, 5 mol) and CH2CI 2 (10 M) 5 The reaction

tenperature increased to O C, after stirring at this
tenperature for 30 mn the
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reaction was term nated. The solvent was partially
evaporated to approximately 5 vol, and the obtained
wapepassson was diluted with EtOAc (20 m ), waBdEEP2W0T/656106
"I MNaOH (2 x 20 ml), them by water-NaOH NaOH, water
(2 x 20 M). The ethyl acetate was filtered and
2, &dérploornmethyl-6-negthexytbleszai¢ atie (tdrgGumeho()vay suspesded/ia AcCN (17

mIPUoi oY), and7ﬂ%> Wl)@urd dooledOto(MDIC. DreeA oy 72 hio 5o0RRRHPRAS @dded then
to%’%\%‘?d% 1 Pfu 8? é mhxtl.ire 8tlrredt fﬁr 29 mBré nE%Al‘ {:1 % E:nll) ?s acgigd followed by
(+25[25n%v; my%gp@ﬁ@&%nx'mwﬂw 0951.9,.,5 TQlpppd Gzl (10 mi)
Thelredatibn tdroperaiuje inareasadited Qhdfterrstirmnigyat Lttmetetmnelraﬁdretfor 30 min the
refi&ion wha tEInfhdt¥d CHedoRIRAOWED Bér@aﬁyoev%%ratedﬁo UPPRIIMABS 5 vol, and

th%gﬁgﬂ%@\éﬁ{%eﬁ?& G/aggﬂjt%{}ﬁllt (5(}%@ &/%&V\g{h IMNHPF( 2 x 20 ml),
them dY aaterNagPH-NefeHs wateswed X %Q/ ml). The ethyl acetate was filtered and

evaporafed torgive yHe-title gphmpyuindd 2 (g1, -809+ a/alpudiy nryaOPpyieldy)! ] am ne
(1.92 g, 5 mmol) foll owed by CH2Cl2 (5 m). After

SEILr] for m) was added and after
("'zblehyﬁcﬁ%"’a‘}%°§§8‘%p?6‘ ne Ch&%‘ sa%om n the reaction was

term nated. The solvent was partially evaporated to
2, &girifloxiontied-§-nahdg-benkoic &didDMC58g2 6. 5mmolyvass eukpedded in AcCN (15

ml\/\'a@%lwféhlﬂ\dnwa%n(rﬁol EN 'Hdhe oerthézrrﬁ&t%[é c)led to 0°C.

Dl%gcrél?rgnEeV (8 %58 /é,g@?r@Yewatsrgdg%%i OMer: ‘%Wr@an gmxturegétlrred for

1 b 30vBinh Jhe RYAURMas-aveter o 20°GHell (10 (i) wee pededatngd Erfollowed
byr(pr?Lriwtﬁyla-pHEnsI(Z -(1i- Wrm@dlﬂmptdwl]érhﬁ@ a9 g5 mmol) followed by CH,Cl,

éi?or rlnfna"l' g ﬁ.r)%fs' é’ogie B%‘ﬁe? f]t Bt %0°C for 1hr

f}:?edqa&nd@sﬁ}gw}é F/g ‘?yg waglpg ?Yﬁﬁ% (o} approxmately

102¢0ﬁrEEtﬂ§\b {20 ()- pps reddedii wqudrwtbaHﬂrNaQH (Zex 1§ nilioegter (2 x 15 ml)
and8RerSapBraleditd gwd ithe titlslizofripotitd (21876l 6oa/k prQ@n ~90%gierRd

at -78C, was added dropvm se a solution o 30 phenyl
['ithiumin_dibyt ut 305.
DeseHBURR o1 3t | ob MEYSIrEFrethyly Bphom T2HA AvBsliaysTopy-4.6-

blsmltmrbmml)ben:mdh hydmhtqnﬂpmuf teanativetmethod
stirred overnight at this tenperature. The m xture was

(o S5 3 {Prepteti tpfom 121 e ARGt o flng G2 ®

wat er (ca.0.6L). The phases wer e separ af and the

aqueous back extrac with 35 diet et\efr (2x1 Q
The col |l ected orga |c vvg re-dried oyer NapSO4 and
evaporated in vacu et 90g of crugeCmaterial as a

yellow oi | that was H‘l ss ?ved in met M4nhol™e (1 L) at oC
and Tor aabkition of 2iroethyl2e 1waytrblidinyt)propatemitdleyidt i(4ky; 289.85mmol) in

(21. QQS?Q‘HFE@QLYQME?|n)troger‘?\f<§o%fed1ath¢8fb Was Qfddéd drdpld@ie a solution of

oo P g%t'hﬁ%nrfﬁoﬁ\" uil's ﬁ{e to%re 4@ 2 hsfo% o o o?%°'19éil/| solution;
eva PJPEH“ @”4’(?3 w8 §° 6??&%‘600% te(pegpture and
Wi t Hhemstisred (edigh) at thiaéeremram ethexmbturo@ies @essdediaf 0°C with a

WO 23Rif4tdd &BRTiorP i /NaR2Xh 7b @2 LR su&ad Tere1z alinres aad diluted with

org% ‘%’S(C%re?— leHe ag%@ Ma%% i‘; cgff%pﬂ'u@&fﬁd écﬁl extracted with
\égfrdgeth)(gtgq ?’ﬁn'st &he %lrﬁjanfca eﬁ% |ef i(le ﬁpd evaporated

St epn facuo to get 90g of crude material as a yellow oil that was dissolved in methanol
[ 2- Wm)fatlmaaﬁberayﬂed Poftibnige fagth lsdmnml bopsHyasidd eTig3g; 579.70mmol).
R( ) ?:(é(t (PE%M éh?rﬁo@éﬁ’ﬁéﬁt%t ??e?ature the m|xtu Bzwas cooled
frorﬂngt%"ﬁ’n \ylt wa% %L OMe ngl egpo]raa}ed in vacuo and the

aqueous phase, diluted with water (200mL), was extracted with DCM (3x800mL).
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was di ssolved in isopropanol (0.765L, 15 vol unes,
relative volunes being referred to the quantity of

W@ 2e0mautsyl - 1- phenyl - 2- (1- pyrrolidinyl) propyl | areT&P2007056106

this stirred solution, hegged at 50C, was added a
solution of R(-)a net hox phené acetic acid 10
( 38. B@polloctehpiganics weres@rmdcmsh pY@. g Fvap@ated|in @eiio to get the

r el attle peoduol (8 hgsaskzeyeliow solifl asgaad step 2 withoQtranhértpuriidation.
[ 2- met hyl - 1- phenyl - 2- (1- pyrroli d| nyI ) propyl ] am ne).

Af t xtur to oomt era

and TR et Taheiy b piniiatins BUBmetiRY pheny
The asgti¢ @cigsaltr ecovered by filtrati on and vvashed Wt h

col g2-Mestaypn ppang{2-(1-pirslideyl)brdpgirahired D2WREm SéteP €N ¢i1g; i234mmol)

s Oﬁﬁe%@%%lve& lgcgtﬁéf%an%ﬁ 0"7%%!:' rﬁ%s\/o u]r#es F‘el ﬁ(/%\é&u?ﬁgg Bgﬁa referred to

bei
Che the.goartty (q 4@.%ﬂhﬁ§f@mw BRI Topiis stied
at rsobution,eheptadzat HOEC, ovasr addgtita sohdion ©f B(-gr methoxy phenyl acetic acid

filt(eaBs@N234HhsI) Sﬁ"lé&br&&%oﬁzﬁ 2561S §W§@ﬁfé§e¢eléﬂe volumes being

| so E%Prgg% ﬂ(eoqﬁa"rﬁ#yhofl[g Wi-r‘ieﬁepylrze41aﬁa}rr\sﬁc{ éﬁ)ﬁ%ﬁ;@ﬁamme After

the 2y the Mixtyrgt Ve Co%‘f’% 9 rogfA dtempsiatide Andeihenrlgf sfiring at this
and temperatune bmrp|gh1atTheesahdeva3|rgd:rtveretdlwmltram\eadembsﬁéd with cold

by f|éddr<5p§bhbpnrh|sT§Hh§ &Pbd %a(s%ﬁs&&ﬂde%m@ propsifiesedal, 16 volumes,
i soprQ ano

<okt a8 P Sl et it
the § %&itarfd heated a0 CIered) at SR IRseReE UL OVEOUHt @nd Zecovered by
and fittativg.o MHise splier (3815gE was asuspeyided it iseprapasa\veeadl, 18/ volumes,

fi 1 te@lileolblunidd §elﬁ%'réfé’rréoe’@ tﬁQhu&ﬁﬁy §1U§ﬁ8 %@%édnn the last filtration

i sopr.opano

bei rp% e?f@rf}e%geq% hCe 0& aaﬁpﬁ? g§r08fn tgrgpierai Lg%{o\é?rﬁlggF?r}?n recovered
t he bydiratipn| T histsplich(37$9% wap puspendechieasapmrancld0@5plor202Molumes,
and relatve Yollrhey being teféreaiot taeqaeartitylbesolidibgairseal ih dhe last filtration

(34Q)ehash d&\é%%"g{‘ ®d°c for oA %H& 3PRBAI ten(nget%ﬁmr ove?rﬁ ht, then recovered

éﬁgtﬁt{ﬁ%? 3hke Sa’"%é A 3% SR Ao PpaTBLI 2L, 25 volumes,

st ep¥lativeneplynaes beingirefergaCortbe apantinefl $qlid obtaineddn theylest filtration
t enep)! aicchealdd &t GOOCIfor 2Band then Viltsred W psumdl Ginpeature.  This solid

Ibz ?359@6\%& s&s edddin i g@jr%ﬁynﬁsfoleggwblﬁﬁggo e%é valumes being
¢ he Thieged i e Qyaghy PR PR lngises pap) 2o Meated a
cool&dCdowh and fileed atrrdom empérpluresr Eis solidy@fl.Sghwas sugpended in

mat esdpadpan ?%Zi)?&'ﬁﬁ 26 Vhlirhés, 581biivé. vokingd® BBing referred to the quantity of

2- ('\dé% ¥ QM.WL%?)’ %gﬁ(ﬁgggﬂe{{%g%?ﬂor‘zﬂ' 88diddown to

sol Lﬂq g@ngfhen Itered to get the title material (27g) as a white solid

2- (et hyl oxy) -4, 6-bi s(trifluoromethyl)benzoic acid
(20.8gp 3: waﬂmﬁxly?-4 JBIbis{trifldrdimetHyDBbizoyREhidkide Was
added dropwi se oxalyl chloride (13.4nL; 154.31 mmol)
foll owed by dry DVFué5
allowed to reach roo
stirring the sol
PCT/ EP2007/ 056106 3
(23.59) as a yellow s
purification. Step 4: CF,
2- ( Met hyl OXY - net hﬁ - phenyl - roI idinyl)p
ropyld - 2, @DUSOTEM @ t?r re wwwqu§tmmt )begaig acid  (20.2g;
( E15%0.mmol) in dry DCM (400mL), at 0°C, was added dropwise oxaly! chloride

(13.4mL; 154.31mmol) followed by dry DMF (5 drops). The reaction was allowed to
reach room temperature. After overnight stirring the solvent was evaporated in

ops). The reagl on was

enper ature. AftelrfFover ni ght
ERsapor at ed Neo 0OF,/ 147831
cuo t0 get the e product
rry used w thout F't her
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[ 2- Met hyl - 1- phenyl - 2- (1- pyrrolidi nyl) propyl]am ne
wdrgeoya4set hoxy phenyl acetic acid salt from sPepPER2007/056106

(22g9; 57.3mmol) was suspenggd in DCM at 0C, treated

with "I'M NaOH solution (86nL) and stirred at room

t enpacen e et dhe Ade nraduck 23.59) Bhea yellaw stuityeusest sithout further

( 25(ukficaties. added, the phases separated and the

aqueous one extracted with DCM (2x300rrL) The

col lected orgapics re i ed over
evaptPRt ed¥i n Géwﬁﬂ‘mf%ybg’t[ziﬁetgél BPh ?'1241'5’drr°BdWQP’°Py'] 4,6-
was his(triftusdonvethyl)benzabine chizaldkil§) under nitrogen and

cooled at OC. To this solution was ad triethylam ne
(23.92n; 172mmol nd a sol ution of £

2- (et hyl oxy) - 4, (trifluoro ) en
chloridefro@epsln—d‘rrbeM mL
solution in N step 3 mat afid ) HOV 0 .

m nutes. The r#&aciMeon was left stirring atow
tenperature for 2 hours and then quenchednevmth

sat é% 1.5 },g,ﬁ)n 931 rr&ﬁ obfia %0 g %@ﬁﬁsacetnc acid

nic one
(50 @Ejﬁ”ﬁ% fiﬁ’a aar?&sgwm@ﬁ% hoihdisatedgvith 1M
get éowmrel(&GarnL)tandt stwad Fuedmi temlpblgattgelforcao geihuteg) To the
f | ashixtohy aaRr ¢250RihYwa Hidedg thd bhadeedepaiatsanahd $he' dqueous one
Eva%‘}frgtfté g é@FCW@x%Unr_znﬁ'h ?&fe%g %pggaH&gv\;e'ré tir?ed over Na,SO, and
T RPioA v o 258 5 bl S 15yt et iy DM
r opy2Q0ml,)aindei nitfagenfand soolad ahyIC) bierthissotiiion was added triethylamine
hydr 2802 ALT t@nfihdlf &dd 2 Bolution of 2-(methylo ) -4,6-bis(trifluoromethyl)benzoyl

(R )b 2 ) B e s BN KN 1 i
( 10d“at9r6?|)4°/‘ﬁfr§ ynigiges. difke Eﬁa\‘?é?f' V@S l?ft)f't'gtnﬁﬁt reah éqmperature for 2
( 20wlis, andctheh eplenahe@Qvitnal shiues¢d dollidnhof INAHGO} (tai.450mL). The
of HEhsdswéth Eﬁbarﬁfea%rnd (reloraBhic one Wadfamith watéf (500mB), ARed over

Ijlhg tia %b X@gva dl]r;z Q/g &P&/tgfdfggu% 'rn%l?erlamgp\ﬁgs rﬁ?ﬁ by silica gel
tit |ﬂesmﬁ*ar@magagrwyf@at'nagvlta W@%}f@nob%\%éo Esfawratlormfethe solvent
to tdﬁerdesehe)ﬁtletmaendi(%@l) as atpalernetbvasdidmade in step 2,

it |s believed that the title product was obtai ned as

r al )npo ferent, bat ch

S Mﬁtm@mﬂ’@ B BB Sh et prop-e
rop)h'?f(mﬂl@mﬁ‘ie )penzamiele hydioghlaside ch
hy d r2o@etiotdxg  Nv2enethe i ¢-phisnyig-(t -lpgrrclIdiny%ropyi}ceﬁ-lhsfsdnﬁuoeomethyl)
(+) Hegzarﬁée from st 10g; 20 47mmo|) was d|ssolved in dry ethyl ether (200mL),

ep 4
et hyl zp 119 i
e St B B i hea i) AR S HeR T i B @1 s
det e”ﬂrﬂgmgep& o Afler O§Q tge sqiig z@gppt[ep@g y flltratlon washed with diethyl
PCT/€itie2 Gid/ dife 140 615°C ovémigat sepetrthé ditle nyatéral (S1g)uat arpale yellow

St U@Y)Ild s 1] t@kﬂ"f@uéétcﬁ tsPEHitabiH{eAhb @Bte Fhade in step 2, it is believed that the
ﬁﬁﬁérOdﬂgy 25 ci%?"?ﬁdlads %F?B%’%‘b%ﬂ“f% 6-bis(trifluorone

thyl)benzam de was determined to be R 5 Exanple 1:
InR-4 - HifférenMe thlatch o x RXmiskhyRxyieY-[Brinethylphpmgriyl-24 (-gyrmjiding)arapyl]-4,6-
b.é,(tr.ﬂuérmésww&nzémfée rpur%ew.del W& REBS D¥hg BRERE] HRrmediate: (+)-[2-
m&R)r/]q p%henylrba& pyrroH] rgl)yﬁi)p %;/I]amlne and the specific rotation of the resuiting
compound was determined to be -32.6°.
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4.84g of 2-(Methyloxy)-N[2-nmethyl-1

- phenyl - 2- (1-pyrrolidinyl)propyl]-4,6- 10
whea¢tuissi uor onet hyl ) benzam de hydrochl ori de, pPeERP208T056106

according to Description 53swere treated with 150nL

of 2M sol ution of NaHCO3 and 250niL of Et OAc. The
Inré separate weystal structuredstddyr trROabgoute eenfigndhtiomof (98¢ methyloxy)-N-[2-
maﬁwa%nwt@ﬁepmﬁdu@wo@yﬂ @ @-bié(trifudrb MBthy ) Kerzimid@dwas determined

? gani c phases were dried over Na2SO4 and evapor at ed

0 dryness to get 2-(nethyloxy)-

N-[ 2- met hyl - 1- phenyl - 2- (1- pyrrolidinyl)propyl]-4,6-bis
Examplé | utr orR{-p24(Mthykeay)-Ne2nhetbyl- pben)yl-243-pyrrotjdayl) propyl]-4,6-
b|§ﬁ|ﬂ®r§ﬂbtlﬂl)b3%n%ﬂg nndsli€cinate o

(et hyl oxy) - N-[ 2- et hyl - 1- phenyl - 2- (1-pyrrolidinyl)p

ropgfl 4,6- bis(tri-fluoronethyl)benzam de and 73ng (1
‘@ag_@% succinic acid were dissolved in 4ml EtQAc wth
4.84g rring, oboni cat ReMetpldxy}eé{d-mgthy2ivahdnyp2-&mpyraaiging jpeopy(]-4,6-

bls"{‘fﬂlﬂ@&oﬂéf%’l‘%eﬂﬁaﬁw@et RRIrBlorbe, OBreﬁQreW' éé&oﬁﬁdgr fd rmscrﬁtlon 5, were

vl ety B AL b b NoBE S Bnd 2 & ERA e i vas

stipeg;far 20reinuisstandithen fecnuseysphase wasextrgriedwith EtOAC. Combined
orgdmc:hlaa‘sed wet® deedleverNas SOy end ehaparatet td doynessatadgates(methyloxy)-

ranfP@ICH {Jiﬁbrﬁﬁ? {1- Wﬁf |B\h§a{bl ot 4mé(ﬁﬂﬁjoromﬁ1yf)8éﬁz‘3n¥%3 free base)

hen |§q on and dried overni ght
2dW teiﬂﬁ 322 26ng of the title conpound mas
recovered after drying (86%th). 25 Method (b)

300a8miger naifi vethes caReémethylory ) 16D methl/iagphehylfe-Mm-pjridi@in@jpropyl]-4,6-
g il &5%@%2@)4‘&%}4&16 %E%? @t(P Q@ d %lJcYé?A id aél@}(vle@ HERRel %h 4ml EtOAC
; :

fsqrisaly AR RBTIER. ¢! hRF19S, " B8R desbpiePBiRgte dhe solution
withegitiringi Aigagmy3plid hegaretofemnatsarteis welis dated ito sThiEiomivith beating. On
coditfy b1 ampidnt Okolid. Deddn t;ﬁ)eélplfatlﬁg afrord Csol@tfon. The diWWy thickened

coﬁgé‘érﬁbli‘%f/& tﬁ&ﬁ %&d gi; ﬁg'l%v@ﬁ %%r%&@r‘ﬂ%h\“@@m%ﬂi‘ b &iid was

I ne
then selatash e fleat e?i"e\ﬁﬁ“grﬁ Wo‘ﬁ%ﬂe”'t(@ 80?‘? g’ﬂ@ of the title
coopntyicheas reoo\@aed @ftqudW@(SG%rtb) filtered on a nmagnesi um

sul phate pad under pressure (mn 1 hour) to give

-2-(1- i di i il D3 ab .
S e bk, BUIL Gb iyl ) propaneni trile (D8 above).

Stegeh 9 M phenyllitiumin dibuthylether (8.9 wt) was
A miktlee okpgpilidige { Tve) andcaqetoret (drvel) relotuene HO®I) Wag evolechte 0°C -6°C.

A 86ldkich &rbotéslgﬁrrﬂb))éhi%eﬁmﬁn Hater (8ol Was added ipBRABhwide thaintaining
the tempeldtie el s:ngé%q;ftyr%rWast Qg%d e Y8y ‘f‘éaﬁ'ﬂ?g {&clBec.. The
twe phRsRe Vet SPRIRG ARt the HEgRN PR as heshyyidh atbu'f‘% sekyt% (4vol). The
conﬁmdmueéu%@@ses‘l’ frem abox¢ weee sxdrmcted (litadoluen& (BCvdlp TAE Combined

MRisBs werdrileRd) orV\@fnag et slipRatR a8 /d¥esBsstid frﬁlﬁq hour) to
glv% rn%{hglﬁg &‘P gx fﬁj@mﬁgﬂo&a’}\%ﬁ tr?eeﬁfl&r gtgo%%b Tpg%ogfﬁlgﬁg)ag cobié& to -60°C

to e%ﬁof\aﬁoworﬂ 6f dPyMebenylifige i diRydnuigiher (B a8y vas gdgenikeqping the
temperatune belpw 15F61. Aftanttie tadeitions, cheimixdureceas sidret dor0adiditional 1 to 1.5

hr§ & -66° §&P1508 ¢, 0dhdotheMNA B¢ vQé?méth(} 160 28U Réstche NM Bafah was added

a||éﬁupéeh Oé%ge%§%%‘épe%g? i | ?% EE‘ﬁJ é?}éﬁg 5%&% flygp of 40°C. The
syeAvaysoster g Eiexine a0 %60'}‘@%%?@@{4 Fhscphases gt stirred
forsitO 80 eth & thén Zeparatedt Tits GGaniVdeyer was washeadl Withwa driael deldtion (10

voP%nB lRPapBratbdl fCdryndBRl THALAIEE Dat IRNCASTOREE ﬁ@ih@ﬁbl%@ﬁvcl and the

soluf %88‘@& gy?c%ct% aof A% oﬂ';tu&? fN%h ng%h? aé@g@?sﬁ FaOH (3.2 vol)
wa§cﬁdﬁ%maéga'wn%ihertampﬁr@fu%?we@9 Q/Eﬂ§ - Wepterdd yal was added. The
mai ntai ning the contents bel ow 15C. The m xture was
stirred for 15-30 mn, 5 maintaining continuously
bel ow 15C and then the two phases separated. A
sol ution of
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aqueous 1M NaCH (about 4 vol) was added to the aqueous
phase, maintaining the contents bel ow 30C to adj ust

WO b@7pkis32. After 30-60 min stirring, tolueneP¢BERDN)/056106
was added and the two phases separated. The aqueous
phase was extracted wth toluene (2 vol). A 1M HC

reaciiop ouistuseolast stored (fA01-2 diry atviae®Caddatdr (3 vdlewaaddedetd the mixture,

mélhﬁﬂﬁHgCtHea&/&ﬂ&tsl(Beﬁﬁ/' Y @' %Ifé@e&l'k%/ SQAE edHoS ég'm?rrﬁéleaﬁmg the

B3 L N B 2R G i Bggter 5o
Wa%dqeidrm@m\mr}s the| qeateats( bslaw i§1G.. The mediretwasrstiged erci$-30 min,
maintsirdrguemitisuduslySbelol )159@and dtet tHeotvid phasg e@psratedly & solution of

aq"@btﬁht aH\/\"‘NQ@I—F F@ooupqn$ﬁ[}t/v§sté'h‘a9frt@ttHé eacRu@B&Q"’pﬁQs% rﬁ&ntalmng the

coBfep IS Refo G070 GULAL el Y1hod S ] MR SUanSTiobiega 8 vol was
adgad amﬁémfeﬂvq/\phaﬁ;emp@arat@g Viag pqueoys gphese was exfragiechyith toluene (2

vol)- pherty HER afjdeduigr sobitiodi (N9 | op)r Wiy labiéed nﬁtr(dDaorabmw)orgamc layers
ma_n% ) UG CHRRR M &urégéle\%ng(?% 'A@tg'};?%ejo n o?"gllr in the two

e m Xt ure_was eat lrre
phﬁéﬁspﬂ?rﬁtS&P%’a% r THS 39ygous aP’?r Weswashs "89%’ t‘étf%er( vol). A
sofugien 2f BlafHs 1MrafupPys Griewol) Wae added:tohe aquastreliyeii maintaining the
com&rteﬁﬁemiré batl 8dre, sohdjobtWas pHItb ed2i Therasariby BusPERBion was

stlg:t-: 0(6?0 rﬁlln n@ﬁr@ gso é‘é'bg?h cakew washed |th water é/8I) to give
i ik

ro n
el by SR NN I L R e
suspetded eJnvmtesﬁ?r Vel ahdrth&Emlmure msemeatad to§eH; andastirag at this
tefinPerdfuréfor 452href It ¥as 86didH 1o@D°Of stirred for 2-3 hrs and filtered. The cake was

W%Egd %ftﬁ%fé?@%&)gﬂﬁil tﬁ'%g I|d Cdngd (r} &%gw&/eh Q ?‘5"@&9@% 65%).

rred
After t h| S,
Stage Pet hyl - 1- phenyl - 2- (1- pyrroli di nyI ) propyl ] am ne R(
2- Eﬁ%etr) hmymmyﬂandmy%@bynénﬁ% whaasafitofled 5 agetone (15
o) arp ?rﬁlf({u?e &/a? sf rQ$ f&$C ‘%m?nohﬁ erorptr %@Cpgﬁngo Nic. 3%% of a
soﬂ&@ermqﬂg!ﬁ eh@eth@mp@pax'%ﬁe@c fgid (@déﬁamb 'rsta?thr%@ vol.) was added and
sticed $drai®t in 4tc10°Q. Ater tHib.g2snetp@rispramyk@él-pyaliditymepyifamine R(-

rnﬁ’&ﬁ?o%y%ﬁéﬁ?laatcﬁﬁ@am@@glt was abﬁdt a§5's@éd NGhe Q&I kM cid ddhGion was

o overrstt i ot R A 550 8 it TEEb R Tod frtbtature o
4009é‘f‘ﬁ|sbfﬁﬂ9 senstantie fqra_hreThe suspensinnergs copled downdo room temperature

anaywasoleft dtimiyig Joperajgt. [Thisold WRés fikeraw bhd washduewit celd atetone (2 x 2
voBCTHE SR Wwak Yiti&d f VA8 IEm 0\%@&%03C%v%‘ﬁ Y{o'{ve [2- meth - 1 phenyl -2-(1-

YR PP TR o it SR S Hed RSl %%E%‘% o in

DCM (91 m, 10 vol) and a solution of NaOH 1 M (5 vol,
Stdge®1) 35 was added. After 15 nin, the two phases

2-NetHyI- ‘?gﬁé‘rﬁﬂ- bg9. pyﬂFBﬁdurZ@;H%Wﬁarhﬁé! ﬁr( )é!\’?rﬁetrﬁ%(? bﬁ@rﬁﬁgcé’ﬂctd%ld salt (9.1

o, Lot yltbtorel i Bt R0t S o BPFE LT g 45

waszddgd. Aftep 1gm)in, thes ;(rgasggwere sepgfajed. The aqueous layer was extracted
with- DGR (KUY Indx§ vel)l, The donmbirtedidrgania m&sehy\.{e)domemttated: toddryness and

didsBivBd With drdnt HERt Iy am e hig44smU, (1 ’VQM) Pfmethyloxy)-4,6-

bl%fél‘ﬁugroh%{hﬂgt?e%nz&és cﬁ' 56 85 Lgé%'n?i trY@fiY Oa% h(—r: %9 moll)] |Wtonltrlle
ﬁ@" Pt ehyvaistitss\at roRm t%nfé%turerfosZ ﬁPWLﬂOe@'” al"}ﬁ’eth? &ge begmin DCM
prepacédiaiBoveagsstdded b momuted. Tine BActivnmiature weoatirred for 2 hr 30 min at
robRMBRpehidre. WO 2007/ 147831 PCT/ EP2007/ 056106 37 The
reaction m xture was concentrated to 3 vol (27 m) and
fresh ethyl acetate (11 vol, 100 m). was added. The
organi ¢ phase was washed with 15% sodi um car bonat e
aqueous solution (4 vol, 36 n) and water (4 vol, 36
m ). The organic | ayer was washed with water (1x5 vol
+ 2x3 vol) and concentrated under vacuumto 4 vol.
Further ethyl acetate was 5 added (4 vol, 36 m). The
organi ¢ phase was concentrated again to 4 vol. Fresh
et hyl
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acetate was added (7 vol, 63.77 ml). The sol ution was

heated to 70C and succinic acid (2.25g) was added.
w@bdoen4B81 nmin a seed (final conmpound) was addeRPCT/EP®07/056106

reaction mxture was stirped for 20 min nore at 70C

and then cooled to roomtenperature and stirred at
Theggastioa mpetsrevaseconterdraiessioenyll (27 misind iflesle pthy| acetate (11 vol, 100
mIg. akgs \aﬂdiehjed' hei drhartit Myhseatas atashéd with 159, \sotiimatatbérite aqueous

A 4 doii sl I)n?\l- %Qt‘éru{h (ﬁvﬁqm t?h?bé‘ﬁmf layer was washed with water
@?9 2 ol n;)'am RO, el YSRLHT G, Het HEATB b pesiate was

added ¢4 et iIvamd. (e Srganiccphgse \@usagencqantrated again to 4 vol. Fresh ethyl
ac%ta(émrbfl)éli@é@)? D[ @3.7e iy IThd soRbenWas Pebtéd Ry r70ed iafl Ryibeinic acid

(2)28%)%9@@. ;dd%d é%?'ﬁ@’j éé‘edL(ﬁr\q/éi’ @8@1\2&&8?%5 %%%Je The Lr)taﬁtlon mixture

OSUCCI n

was1sfgd fa f-nm e 3t 79 Tomd %’ﬁﬁépalteﬁr% FoRiR (TRRETaIR R tired at
rowasterspearweej Thersuspension wasdfilferéd, dhreechkelviRshed with effnll pcetate (1x 2

?@M klsslidaitied ihe vatutint bRnMBSgitd DG RBthyRkPIN- onmgthym phenyl -2-(1-

S GITE AR tr'7uovr?hre*£‘9@9ae%9%ﬂ‘3?ﬁ%9aﬁécﬁﬂ% Tepiichi
8 vol. The mixture was cooled to 25C over 90 m nut es
Stage #ret hyl oxy) - N-[ 2- et hyl - 1- phenyl - 2- (1 20
2Gﬁ{éttﬁy%>dy51N[[YJrﬁéﬂﬁ)iPﬁ h]anﬁqzﬁﬁ Fréltdiriyf br@ﬁ%?ﬂ@l hyl ) benzam de

oig Gerbinp iSeztetigl Hordhucrilt 7 63% 1 WAEWAE GsoEiip Do (1588
mly & yA ?bﬁ?ﬁ@rtﬁmp@turﬁﬁﬂd theeselution nas stirregher a sHe @ndiiiltered. IPA (6.3
vol) MAs (2606d ard the mixtline veasccohbentratddi td 8dol. Ften a furthea8 Tuol was added

an@‘b%rﬂllleoaég(ﬁfp&tﬂ’ﬁelbn "I'HQmeter‘eQA/éé &&%d 2refixaiitl & véi The mlxture was

00.@?2;) S ogf‘ﬁ” 80 B R o PP BV Pohétvi2 -

pynrollinybrioRw é@@gﬂnﬁw@omg@yb}b@@zmld@h@onosuccmate (0.001 wt, 0.3 g), as
théséédewayladuad al\63 2C rMitehguspdnsigrheary stirdd(dvernight at room temperature

HHérf fﬂ{eﬁa WA %H |th PA SGr%O l, 2 vol and e solid dried in a vaguum oven

,‘n:ﬂt4 enz e pre are as described In
Yeé”'g %ol ved in 4ml IPA 30 with stirring,

soni cation and heating. 114ng of
Exanipleappi har-ehedmettyiodgy)-s-[@anethyis phéma-a(t gy riolidihyiybropyl]-4,6-
bi%(gl‘rﬁ‘lu B%eﬁﬂ}@lbénf‘a‘?hu%'1@ﬁeﬁ’iﬁﬁﬁa&ugen {dtered. A thick gum

rapi SO thi's was Into solution with
heati ng. On cool ing to anmbient, solid began

300rdstd pi taht i nthef r oﬂw(rr@ti1yl@t<v)d\4r[2-mh@yb1-glnerryl-?--m -pyealidiayl)propyl]-4,6-
bié{@ilﬂﬁcbrdméﬂhbl Ben@xi@idephgbariixds deddfibedan @xavmple al waavdskolved in 4ml IPA
wiﬁltétl rlnlgé dg'tlgrb%n@ﬁ?aeﬁﬂa' ﬁqgrg CP-W% ﬁ%h‘tt&le%%sul%%ﬁ acid was <t1|ssolved
i 337 5t ansh e hURER WS GPPRIR o GH b deremedsepiils g this was
takn tnkee solutidre with heetingl O soelingotpeambiientafsblt bdgan peecipBatig from
sotdﬂbn ﬂ@bl@rr&l thll‘i@%@dad?oglslﬂéraalslcbv@r A aeAguf,0dnd was allowed to stir
ovg' th'YIl\ l)i vs)g' [tr?en fllﬂ?@ﬁyénd%rleﬁ oV ht m vacuo at
40 gg }

Sglﬂfc“] tz’%ﬁ 5'3 ﬁ‘gl/q&thea{lt%ne ;}1/) was Fetovered
aﬂzonﬁQ?@lh PCT/ EP2007/ 056106 38 8.8 10.1 10.6 8.3

11.1 7.9 11.2 7.9 12.5 7.1 13.2 6.7
Table 1: XRPD angles and d spacings for R-(-)-2-(Methyloxy)-N-[2-methyl-1-phenyl-2-
(1-pyrrolidinyl)propyl]-4,6-bis(trifluoromethyl)benzamide monosuccinate

20/° d-spacing / A
8.0 11.1




14.0 6.3 14.4 6.2 15.9 5.6 16.1 5.5 16.6 5.3 17.2
5.1 17.4 5.1 17.6 5.0 17.9 4.9 18.4 4.8 18.6 4.8
wa 2008147831 19.7 4.5 20.3 4.4 21.3 4.2 22.3 BCDEPRA7/656106
3.9 22.9 3.9 23.2 3.8 2339 3.7 24.6 3.6 25.2 3.5
25.5 3.5 26534—IabL%1?_-—XRBD_angLes_anddspaC| ngs

for R-(-)-2-(Meth

(1-pyrro|idiny|)p

i de 1, 5- hem napad

8.9 10.0 9.3 9.
7.4 WO 2007/ 14783

14.6 6.1 14.9 5.

| oxy3.8N-[ 2- et hyll0-11- phenyl -
ropyl1]o g, 6-Dbi s(trggl uor anet hyI ) benzam
[ Syl a1t € ZU/ 91d;s7‘? i n1/; A 8.0 11.0
13— 1.6 7.6 11.9

1 PCT|/1@32007/ 056108 39(14.4 6.2
9 1523% 5.8 | 15.875%5.6

13.2 6.7

14.0 6.3

14.4 6.2

15.9 5.6

16.1 5.5

16.6 5.3

17.2 5.1

17.4 5.1

17.6 5.0

17.9 4.9

18.4 4.8

18.6 4.8

18.8 4.7

19.7 4.5

20.3 4.4

21.3 4.2

22.3 4.0

22,6 3.9

229 3.9

23.2 3.8

23.9 3.7

24.6 3.6

25.2 3.5

25.5 3.5

26.5 3.4

Table 2: XRPD angles and d spacings for R-(-)-2-(Methyloxy)-N-[2-methyl-1-phenyl-2-

(1-pyrrolidinyl)propyl]-4,6-bis(trifluoromethyl)benzamide 1,5-heminapadisylate

20/° d-spacing / A
8.0 11.0
8.9 10.0
9.3 9.5
9.7 9.1
11.3 79
11.6 7.6

11.9

7.4
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16.0 5.5 16.6 5.3 17.2 5.1 17.9 5.0 18.2 4.9 19.4

4.6 19.9 4.5 20.8 4.3 21.1 4.2 21.4 4.1 21.7 4.1
WQ@2002/147881 22.6 3.9 23.2 3.8 24.1 3.7 24.5 BCBHEPRG7/856106

3.6 25.3 3.5 26.3 3.4 2%94 3.0 Description of

Fi gures Figure l:—XRay—powder—dififraction data

obtai ned for R-(-)-2-(#8thyl oxy)-MN.22- nethyl -

1- phenyl - 2- (1- pynrol i dn,eyl ) priopyl ]g. 4, 6-biis(trifluorone

t hyl ) benzam de suycci n%g Chcll'aCteé’bStl C| 5 peaks for

the solid state frormaré—sumar+sed—+n—Fable 1 with

and cal cul ated | atticdS3spacilngs. P2ak pgsitions were

measur ed usi ng Hjghscos8 sof tiware.56i gure 2: X-Ray

powder diffraction datI obt aijned ok

R-(-)-2-(Met hyl oxy)=1 4 methyt—

1- phenyl - 2- (1- pyrroli d ﬁ\/l ) propyl 15§ B6-hils(trifluorone

t hyl ) benzam de napadi $¥/l2at e. | 10 Gharacteristic peaks

for the solid state fgy@ are |[sunmaggsed ijn Table 1
wi th and cal cul ated i1g rice[spacipgs. Peak positions
were measured usirg—H-ghseore-—softiware—Fkigure 3:
Differential Scanningl€4dl orinetry 4®SC) t/her nogram of
R-(-)-2-(Methyl oxy)- hgp2-nethyl -135phenyl -2-(1
-pyrrolidinyl)propyl] 2686ﬁ<(t rit yor omet hyl ) benzam d
e succi nate. 15 Fthe——Safpte—shows—anr—endatherm wth
onset tenmp=1 81C, due2id meli everf2 Fi gure 4:
Dfferential Scanni nngaI orinetry 4PDSC) t/hernogram of
R-(-)-2-(Methyl oxy) 511[72 rrethyl J41phenyl-2-(1
-pyrrolidi nyl)prupy| =A6=bis(triftuoronet hyl ) benzam d
e WD 2007/ 147831 [ PCT/ 223007/ 056106+040 ndpadi syl at e.
The sanpl e shows [an eR26t herm wi t IB.®nset |t enp=301 C,
due to nelt event. Mger endothery)g are |al so observed
W th onset tenp=I59C, gqs& 011N due3 0 soflvent | oss or
melt event and at—onsé? terp=225C—possthly due to a

melt event. X-Ray Powdép Difflracti 5 The data were
acquired on a PANal ytpggl X Pert B®TM powder
diffractoneter, model 25 3 35

26.3 34

294 3.0

Description of Figures

Figure 1: X-Ray powder diffraction data obtained for R-(-)-2-(Methyloxy)-N-[2-methyi-
1-phenyl-2-(1-pyrrolidinyl)propyl]-4,6-bis(trifluoromethyl)benzamide succinate. Characteristic
peaks for the solid state form are summarised in Table 1 with and calculated lattice
spacings. Peak positions were measured using Highscore software.

Figure 2: X-Ray powder diffraction data obtained for R-(-)-2-(Methyloxy)-N-[2-methyl-
1-phenyl-2-(1-pyrrolidinyl)propyl]-4,6-bis(trifluoromethyl)benzamide napadisylate.
Characteristic peaks for the solid state form are summarised in Table 1 with and calculated
lattice spacings. Peak positions were measured using Highscore software.

Figure 3: Differential Scanning Calorimetry (DSC) thermogram of R-(-)-2-(Methyloxy)-
N-[2-methyl-1-phenyl-2-(1-pyrrolidinyl)propyl]-4,6-bis(trifluoromethyl)benzamide  succinate.
The sample shows an endotherm, with onset temp=181°C, due to melt event.

Figure 4: Differential Scanning Calorimetry (DSC) thermogram of R-(-)-2-(Methyloxy)-
N-[2-methyl-1-phenyl-2-(1-pyrrolidinyl)propyl]-4,6-bis(trifluoromethyl)benzamide
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PWB040/ 60, serial nunmber DY1850 using an XCel erator TM

detector. The acquisition conditions were: radiation:
w@ooKa47sgener at or tensi on: 40 kV, generator cupCEEP200%4656106

mA, start angle: 2.026, end angle: 40.002 6, step

size: 0.01672 6, tinme per step: 31.75 seconds. The
napadipllate Ve ganemseavsign ermlotierm gita dnest temp+3air@nsuecio melt event.

Mlﬁmdgth@%§a@ aI Sé'er\fe%ie\ﬁlﬁw n"sgt 5@"6“‘&) gtdﬁéfto solvent loss
or PRSI SDE = Riket BobeerC ﬁassm‘?x Lo S, °°, vary

slightly according to various factors such as the
X'R ewvdenPifractigicent rati on and instrunmentation used.
ThEheats kiére eatqupped 20na VPANalytizalo ¥Heste PditpoXidBD difftadtometer, model

PW@@O doorb%néif ﬁurﬂf)ére WQ’Sd’%ﬁsﬂ fer ?(@e tblnM SEBE. The acquisition
cog%k?g@&er? Ja avgf ?:3 Egrleﬁr!atgy Fen |oa5f0 gr%rggérg@?%ﬁ%?rg 35 mA, start
angle: 2A@8 endengir e d°2 Attemeizes OtHAR° 2 émediey seppdil - 6F sedgads. The
safplet weBYprbisared eyl Fioattingnat fae nﬁl&gmhesofts%ﬁrt;ﬁeg( F(Q)B-[I;bl Si wafér (zero
£t s in the

ba?@a@lrﬁg% %&I{HFT@;@ ap@ﬁs‘ ﬁpg\{m%gghnder stand that such

m nor peaks may not appear in an XRPD 20 reading for
It wiill barrp¢agnised that ispagiraoand,ditiiactigrodatawillvary Bightle aeearding to various
fadt6ra Nduich tasCitleOtehniptatire ( BSKceniASifont &)1 MBBUABHaN®T Gsed. The skilled

pe%ghg«)llg"%g%dh%e;}ﬁa@(ﬂ-ﬁb ! rgvz\)érﬁ@h?&‘er%fegtred b?%fﬂe%nc?ym%hple height.
Thegrak postions apeteg) B MUSSHDIERIORVGRRIOP of 25 0G15 dRgeRps 2-theta

W t hout sealing the pan. The experinent was conduct ed

It éﬁﬁuﬂg b@ rfofRt tHa® mické &haH oné RElyMofph of W M0k hade Existed in the

sa ?%Qz? 7‘4’!9? %9% %?kf?e? the Cf]fl the mlnfr t)iaks in the XRPD reading. A

sk|JI ,ppgﬂopowgﬂ}qi )L@pgrﬁg,qn}i tﬂa%such mlnor peaks may not appear in an XRPD
redndirgy for Bfshonpleccoptdinihg beippaepdigmewdci nate or a sol vate
thereof. 5 2. 2-(

| -2-(1- ['idinyl
fﬁ;@ﬁ ’és‘cya%'r’sﬂé'??'?‘ﬁ?sﬁmé? ) benzant do napadi syl al o of
D [megrams Mereefitained uging @ HPOLalarimeterespriphnwnkgr #000-0126.
Thi, sampleshwere Reighed ingd aryadlurinjugr par, hy lpad -ipg heaed- éh top and lightly

crlﬁ%e@WltF\&Jt' Qb R RRY Irhe ‘Exéerpﬁegn(t s éoH@tﬁcQé'@':‘ UQ% )abﬁé%ﬁ@"rate of

ﬂﬁ@ npnosuccl nate or a sol vate thereof . A Compound
M ai med in claiml, which is

R-(-)-2-(nmethyl oxy)-N-[2-nmethyl-1 10

phenyl - 2- (1-pyrrolidinyl)propyl]-4,6-bis(trifluoronmeth
yl ) benzam de nonosuccinate or a solvate thereof. 5. A
conmpound as clained in claiml1, which is
S-(+)-2-(nmet hyl oxy) - N-[ 2- net hyl -

phenyl - 2- (1-pyrrolidinyl)propyl]-4,6-bis(trifluoronmeth
yl ) benzam de nonosucci nate or a solvate thereof. 15
6. A conpound as clainmed in claim2 which is

2- (et hyl oxy) - N-[ 2- et hyl - 1- phenyl - 2- (1-
pyrrolidinyl)propyl]-4,6-bis(trifluoronethyl)benzam de
-1, 5-napadi syl ate or a solvate thereof. 7. A conpound
as claimed in claim2 which is

2- (et hyl oxy) - N-[ 2- et hyl - 1- phenyl - 2- (1-
pyrrolidinyl)propyl]-4,6-bis(trifluoronethyl)benzam de
-1, 5-hem napadi syl ate or a solvate thereof. 20 8. A
conmpound as clained in claim2, which is
R-(-)-2-(nmethyl oxy)-N-[2-nethyl -

phenyl - 2- (1-pyrrolidinyl)propy']-4,6-bis(trifluoroneth
yl ) benzam de 1, 5- hem napadi syl ate or a solvate

t her eof .
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9. A conpound as clained in claim2, which is
S-(+)-2-(nmethyl oxy)-N[ 2-nethyl -1-

w@benask7s2t (1- pyrrolidinyl)propyl]-4,6-bis(trifPCDEPIOBT/656106
yl ) benzam de 1, 5- hem napadissyl ate or a 25 solvate
thereof. 10. A conpound as clained in any of clains
1-9, in crystalline form 1QRIMS conpound as cl ai med in
claim1 having an X-ray powder diffraction pattern,

180T 2o i) KoM A Fontl i(ﬂ%lndj[@vrng%‘pggs, Cons

l.es at ohe

b'%@@%ﬂ"gﬁﬁ?yﬁt?)?ﬂzﬁ%degﬁ“g%at&8h§|38L%’?tﬁéh96?°f1o 60.1, 11.10.1
2.and 2tMelbylaxyirdgRereshyl-ephenyl-241qyplisimtpeepyt# & med i n
bis(triludroietrglbergamiie BRIyt oaa sogatanheredist anti al |y as

aill uﬁ%?ﬁ\h&?nd‘ & &b SB%I i ?1 wﬁlcgqgg&%ﬁyﬁ%)cﬂﬁi-ﬁﬁﬁ\ﬂ - phenyl-2-

1c ai avi ng 3)
(tRERMIPEPY gD N ey e moflosyecisiayG irgpivale thereo.
4.cl aiAegmipaurd @snelaimedvinngaism 1 XRPBhdisf R1(-aE(otpttaaxy )-N-[2-methyl-1-
phiehhSZ-ﬁEﬁ rr@lldlb{yl)@ﬁopy@-ﬁ 6-his(tBLoRIREhy ) Perizb@itee AondSuccihate or a

ggg)ﬁ fas clained in claim2 having an XRPD

acto ramvvlth si.gnal s substantlally as |isted i

5.-Tabl/e ®®MPPENd &S ARHREHNR SRIMCTaWhie 1§ P-Ei-(Brethyioy kY- (2 methyh-1-
phenglR-§lepyrmebdinylprapigA Sayis(trifldoromettyhipouaciides olcabsexdinate or  a
soh2¥e BEreet ai 8 1-15 for use in the treatnent of a

d| SoL g(g;lﬁ)ouﬁg gg%ﬁiéfrﬂéﬁf% é?éfm?%%&h ngzs(mé%é/?og(gpﬁﬁﬂ%eﬁ%l 1-phenyl-2-(1-

cla

PYToldiRYbRFAPY Bt %@% Hgeromethybenzapisienbernapadisviate i eplyate thereof.
7.any Atoropaintmskidirbed inataimewhich is 126 methedbaneNi 2-ofethyl-1-phenyl-2-(1-

Ooroder,
e Tt e

atl ng a manmal , including a human, suffer
M R o R A S P VAL A6
pheopiEd-{1s@srobiding | )praply B 6rgs(aifluerbfnetiylvenzamident, 5 ¢ méinapadisylate or a
sohPpERdras clainmed in any of clains 1-14. 21. A

thpod of t t di
9.cut (PR IS Aot Rd BB 2 PReheh a2 ag-tige methyi-1-
pr@@w&ﬁ1s@éroh@w|)ﬁr®warmﬁqtgs(arﬂugrpﬂ@&tyl)b@zami 5demipapadisylate or a
sobargberdf.as clainmed in any of clainms 1-14. 22. A

1gret hAJeorﬁ oﬂdaasrsﬁﬁmwmc& Iofb13fths 1"‘@% %ﬂyQtaﬁlhéfd?ﬁﬁ}’Chos' s

ss |zo n ention
55 s F Gapooans Secep I8 i Sinatt ) e SEMKEL Hgraggion pattem
wharein rigid] X1y ipawderedifffashiel aeftesn cempEses1d thetdiangiasmt engr or more
pdsitiens seledtakindmdtfie grodp sansitting netl.@tlet] 1Dy +EH1yahd. 212340. 1Udsgrees.
12Of aA%@HBQ&H?ﬂa@éIaﬁe@' iTRMAirh N RdihgCin KRRDGffrhetd ra'n’ﬂs&ttb@antlally as
" L f,)@ﬁ H on nmedi cament for the treatnen
' §§ gurer. The use as clained in claim 24, vvhereln
-he /bwewegn% ap Claiprd Jv whinn] avipe menXRBDofiffragiogeant iwih signals

sutbebntially adilisted oheTablelb 26. A pharnaceuti cal conposition

14 0PA IcSInPSUrRY 49 BBMEAT &fairk 120haVRE ANXRPD @firablodiaf® substantially as

n east one phar maceutl cal |y acceptabl e
|||u]sgafe,dan 9'ggeléuent or exci p| ent . ghar maceuti ca

1% orpd SPEPEHN &S Faimert i Pﬁ'%ﬂahawr@a FucRRer d 'Efaﬁﬂgr%v Aeth signals
substantially me figted ot Table 2.her apeuti ¢ agents, selected from

168Nt | Alepmhpsiards RaABd & dny oF eahRt-15 PuSdihdnerapy.

17. A compound as claimed in any of claims 1-15 for use in the treatment of a disorder
mediated by GlyT1.

18. A compound as claimed in any of claims 1-15, for use in the treatment of psychosis.
19 A compound as claimed in any of claims 1-15, for use in the treatment of
schizophrenia, dementia or attention deficit disorder.
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ant agoni sts, serotonin agonists, NK-1 antagonists,

sel ective serotonin reuptake inhibitors 20 (SSRI),
wmoooadsBerl i ne re-uptake inhibitors (SNRI), trPCyEP2007/056106

anti depressants, dopam nergbc antidepressants, H3

ant agoni sts, 5HT1A antagoni sts, 5HT1B ant agoni sts,
205 HT omethadanf dieatingsa mamnzal,ondluding a kumagoniffeting from or susceptible to
a ARbideP Myddifed by ABETH, Swhie Y6 ftles AadnimSHEMP bh Ceffei@Samount of a
co%%uﬁ&’ g4 EIE'n%’e% iff QH@B‘Fé‘r‘eﬁrﬁs 1-14.
21. A method of treating a mammal, including a human, suffering from or susceptible to
psychosis, which comprises administering an effective amount of a compound as claimed in
any of claims 1-14.
22, A method as claimed in claim 20, wherein the psychosis is schizophrenia, dementia
or attention deficit disorder.
23. Use of a compound as claimed in any of claims 1-15 in the preparation of a
medicament for the treatment of a disorder mediated by GlyT1.
24, Use of a compound as claimed in any of claims 1-15 in the preparation of a
medicament for the treatment of psychosis.
25. The use as claimed in claim 24, wherein the psychosis is schizophrenia, dementia or
attention deficit disorder.
26. A pharmaceutical composition comprising a compound as claimed in any of claims
1-15 and at least one pharmaceutically acceptable carrier, diluent or excipient.
27. A pharmaceutical composition as claimed in claim 26 further comprising one or more
other therapeutic agents, selected from antidepressant agents (selected from S5HT3
antagonists, serotonin agonists, NK-1 antagonists, selective serotonin reuptake inhibitors
(SSRI), noradrenaline re-uptake inhibitors (SNRI), tricyclic antidepressants, dopaminergic
antidepressants, H3 antagonists, 5HT1A antagonists, S5HT1B antagonists, S5HT1D
antagonists, D1 agonists, M1 agonists); anticonvulsant agents; atypical antipsychotic drugs
and cognitive enhancers.



