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CRYSTALLI NE FORM OF BENZAZEPI Nl UM MALEATE DERI VATI VE
The present invention is concerned with a crystalline

wof2e0em2e8622t he nmal eate salt of 7-[4-(4- PCT/EP2006/004954
chl or obenzyl oxy) benzenesul f onyl ] - 8- met hoxy- 3- net hyl - 2,
3,4,5-tetrahydro-1H 3- benzazepine and its production
and isol ation.

CRESTLLINE CrRYr @ BRYIAZER Yy Deh MalrsEl WRIVA’}‘I@ nmet hoxy- 3-m

et hyl -2, 3, 4, 5- tetrahydro 1/-/-3- benzazepine, as

Th%pﬁ%éénk?%e ' g@g?ggv d,‘rg 8 Q@ﬁlhg@@rh\ 5’%3%& te salt of 7-[4-(4-

rcation I'S |
?gme@zen%suag%véqu Belfo SuRetRY b geaprayro Bl
beamzepmyandtlts@rcaiyemrsarfdjsole&thl e in the treatnent of
schlzophrenla schi zo-affective disorders and

7- ;Z‘e Ifon BLibehE déﬂﬁ%é?ﬁ&&rs r% [.51814S5_ %Wéhyd?é 1H-3-
85‘?1

erm.rn
%q ffi?aq e
whnt] isrinchsporetes welemysr@fﬁgnqﬂ isndescringd B beingsysehi @scantipsychotic
agfeﬁt@t foF eskanpie @i g erebeadnyraf Sschiveplvieaiap Iscisizb-atiéetive sdisorders and
;ﬂir@rﬂ*orr% @§aﬁ’& o@m%?ﬁ@@?dte%lﬁzﬂsﬁt s §I¢(§§.Qfé@?essmn (Wthh term

Cﬁl | r | sord (o] I‘yﬁ%%'%S I"i S el"S c\:/ereltso rde ressive
§i ‘?Pﬂa PR r@e‘f‘f&‘?‘ﬂ? T 6 OF SREYTTRLY (egiplg dep
episgtes grith| pmvtbertt RSYCRQlisc tratiras ?ﬁﬁ?taﬂ'étfﬁéwfesdﬂaﬁé’ﬂ@‘@ ic features,
atypicat afeatuesge oor padhmartuno nsetinseasbyald efextider gis¢rdbi cmd  dysthymia,
debfééglvg%%oﬁfé?@ "régultﬁﬁcho"f‘ﬁ‘)é'@r%rﬁ'ﬁ%cﬁcﬁp ESHditRIRh&tding, but not limited

to d,’T‘g{8%§lP mfam:@o ﬁil a?%se rlﬁrg%ﬁl?g@ ac[ragpdrﬁioné)mgmqgtk/u&k&ﬁé s (which

inchudes-qenecakpest a%ﬁtxyaf@x%q%ﬁﬂéﬁ@stiﬁ%ww magan@euie KMAns, aranoid
andtdeiusiopal3ishréerst et r ahydr 0-1 H 3-benzazepine is of
particul ar inportance since it enables 7-[4-(4-

T@Wﬁéﬁé&@%‘%ﬁ% 932%??@@?8 HEéJI&g;E%Her%S )Sgrggt\'r/me -8y Syl -2,3,4,5-
tetral AR ‘éab%” az%’&ﬂe &% afifp| RAMIGUE| IRROTARPE $in¢e | e“a S 7{4-(4-
chiptoenzyoxanganesniiend)-8-methnxy-3tethile 4 Sotefsaliie-4H-3-

behzdzépiné-t6 Ibeadonbertiently daymuetea a1 ésrudxbopid, tatletstdrivpalyadsainistration.
THER E%huéth% réeeg th ? Bﬁ GLra: (4/ch%r&ehﬂ@@%ﬁh&é&ﬁﬁ&@i)%@thow-&

mesBUZ b Ty i

HEEREE RS ED Teedl e aBt e £y cnvstaline
a conditione penpessiigl I8 prder it évlflloﬁéact'maepfwrae@%té'c@y regirements and
spéeifi¢atiods.chl or obenzyl oxy) benzenesul f onyl ) - 8- met hoxy- 3-m

et hyI 2,3,4,5-tetrahydro-1H 3-benzazepi ni um nal eat e

Tt}e ?s§t § vavlh%ﬂ '}Z[ﬁqli chlgr&%n%&ymn%hésﬁlf&r%vse& %&y 3-methyl-

2 374{54tetrahyém S SRz PRI Y BaTAeaE S AP AHARE 20 RAdAXhe gnevhich is
coevéngnt ) Gpetate-aned plahtystale- 1/ - / - 3- benzazepi ni um nal eat e
may be prepared, for exanple, as described in

7- ['é%ed C@Bb lo )Béﬁi“e%eéﬂ bgl -BlrhQRonf rﬁfgé%lﬁs-téfq ydro-1H-3-

ont a t e S 1. .one
befigazeR T Jp E%tﬁz e i %‘?{VPF gs r%sa%@&ﬂ & jptgmational
Pél’@ﬂt-/’@,pmoﬁ Weta5415/18il 6. b.V/ contagtingy apprapaie steidhiasectiageounts of 7-
[4\\-ERofobk iyloxgbedizéribsalfenyi] Bahbvose8-veihyl-2 B8, 5 ftetethybas BH-3-

beﬂEaz%'p[n%’féeAe' base with maleic acid in a suitable solvent. The free base of 7-[4-(4-
chlorobenzyloxy)benzenesulfonyl]-8-methoxy-3-methyl-2,3,4,5-tetrahydro-1H-3-

benzazepine may, for example, be in solution with the appropriate acid added as a solid or
both the free base of 7-[4-(4-chlorobenzyloxy)benzenesulfonyl]-8-methoxy-3-methyl-
2,3,4,5-tetrahydro-1H-3-benzazepine and the appropriate acid may independently be in
solution. The crystalline form of 7-[4-(4-chlorobenzyloxy)benzenesulfonyi)-8-methoxy-3-
methyl-2,3,4,5-tetrahydro-1H-3-benzazepinium maleate reported in Example 1 of WO
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chl or obenzyl oxy) benzenesul f onyl | - 8- met hoxy- 3- net hyl - 2,

3,4,5-tetrahydro-1/-/-3- benzazepi ne may, for exanpl e,
wdeoosn2met uti on with the appropriate aci d addepCBHEPR06/004954

solid or both the free base of

7-[4-(4-chl orobenzyl oxy) benzenesul f onyl ] - 8- net hoxy-3-m

ethyl- 2,3,4,5-tetrahydro-1/-/-3-benzazepi ne and the
OHAI9A 6 rwitht the anbiachchesiiping ratidgp énotleled | therbm, isn & epeadificopnlyriidrehic form
hé?éiMéﬂe?'d'eblﬁﬁatfe@ nh@drate Form 1.

7-[4-(4-chl orobenzyl oxy) benzenesul f onyl ) - 8- nethoxy 3

t hyl -2, te H- 3- benzaze umrml
1t S R bEen v i A 04 S Ol PO SO o A BT B-metoxy-3-methy-
2,3 A drtetrakydresl H@-w@zem@uwmeath@aeiba,prenar@d oW crystalline form,
hepgihaftarrddsighafedr Farkepei fopiihich 1HEeShamahQarinypiodesd for RBE Baid new

r#tTl‘Aﬁ (@ fﬂ’é\’t Fediratile rgélﬁescnb aboy

or obenzyl oxy enzenesu ony€3 8- met hoxy- 3-m

et h|y 2, 3 4,5-tetrahydro-1/-/-3-benzazepi ni um nal eat e
Suitahlehgolysanis far eeplubiisingn &-t4-ghierabenzyioxy Hrenze nrauloméira-methoxy-3-
meliagli-2)B,a[5etdtritoydn-2H-3-senzabepite frée base ufcmte o &ghnidl® @RBRols such

asf &F\ar‘icheanﬁ%é#hgr%ﬁ’ l?étéfﬁésaiddw %Htéﬂef whiol {55‘% drocarbons such as
dl(f i?roggﬁﬁg?l e?rkqt % ers suc as t ra ygro?uran l h!me %c acnd is ?o Be added as

a galytion(in ac§alvenb 6@?1 soventyiped Birydnddn aenigne sthanek megiangl propan-
2-olefriwater2, 3, 4, 5-t et rahydr o- 1H 3- benzazepi ne free base
i nclude for exanpl e al cohols such as ethanol and

ongs, su S | ggen
b WabnardfonC 0F il Ty o FEEE . A0 B Bhedhation g 7-4-4-
chiggoledpy! QK eRnzenesuionylls TR eindca. & dioxtelrahysieo-A it
benzazepinel free basei mag bedbw example he thotangat3 tes2GPs vegight/volume. The
cohbérttatien areaR aciewhén aded INRORABN MayHedBRExard1®|n tAE range 0.5 to

M‘ﬁ‘a?rElegé}Ed tté}ﬁpé?él% r &% le La?o Fl'%r Qall%lgr%lﬁtaéf%g @l}ﬁ/ent used)

may e PR S e B FOMAE 6T 65 a8 ABRIRBAS 2o hy ! -
3,4,5-tetrahydro-1H 3- benzazepi ne free base may be
Cr?stallu@e(ﬂmda& Form Dealt argyepe3priepard By et éryﬁhlliémg fréiea solvent in

wfﬁ&f‘@rﬂ’eﬂgélﬁth'agrhn?{edn?él@dllﬁya&‘ Qé‘mﬁanH est +tﬂer§ﬁ’§ {élllgﬁ§ a non-
crf ol S5 ot e TN SR ot rep sy methony 3

metRy- %\%ﬂ@éﬁifahyg(éu Hﬁa@ﬁrﬁézqmldﬂt palents anae ttehefecrystalllsed from a
vagetly udfi drganic gblvetts, Suahead asetone)ddatortithile, aatadone, 1-butanol, ethanol,

méhasdl al bidpansmdretrhydPbiltap Saixturey ob%u&{ epo&md m‘\e mixtures of

sugﬁr?&%n\fs Cr%é?t QJ(!]A oﬂa[}% F’E'{m awgt%tvgr? urg@eﬁh Orln&tures of the
afyemeptigned selveats may am@e as%ﬁ&mgﬁqwtﬁm@t@m t. For

exanpl e,
An/inipfoved \ié1l oF e sais! axy b epemirsty fersaboftioR bh8dve 3r all of the
solT@ﬁth%J bf c%s{]a ﬁ 5@5)6&5@&15%%&5%’%%?& U%ncgﬁljrcﬁl% cooling, for
”3

exaoPlpaRages, Ayl Sentiobfbine prepBiatop teapeTBire bt seeding may be
used Hot mmsPve heh aerypducilith zafothe nmsw@panpwocms and the particle size
didteutian yahido fiorharof othenpitduttes  latiivigualh pswh‘éﬁiﬁssma}'hse for example

crﬂ'téfltz@& ed‘-‘fre@l!‘ly %ﬁhass%'h){ﬁﬂtc?f tﬁ@ysaﬂdéitﬁ%t%ﬂa}elc)&s{aWHng & sglutlon of a

patfhBL RO UmbiED s BseRs olhA! i Roth ey A SLid e pfton.

An inproved yield of the salts may be obtained by the
The\Faypor2amaleatecdalt b ifg4-¢4-chibtobehzyidxg)benzenesulfonyl)-8-methoxy-3-methyl-

2,3,4,5-tetrahydro-1H-3-benzazepine can exist as a solvate for example as a hydrate, or in
an unsolvated form, for example an anhydrate.
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solvent or by crystallisation at el evated tenperature
foll owed by controlled cooling, for exanple in stages.
w&aoefizde2zont rol of the precipitation tenperatPCEERIVW6/004954
seeding may be used to inprove the reproducibility of
the production process and the particle size
di stribution and form of the product. [|ndividual
Theatrgsemnt [jiventicnythe pfavidesxiaifpldechiorgtsmaylpxyleehzanessdfionyh)-8-methoxy-
3-ine -2 3 8- tetiapydreft H heemizEpiniaht hoalghter acry shéw | Egstaline form,
de@ﬁﬁ?tlth#o% OF RRASL] 544 Gkt RODTRF B2 it ﬁn ﬁ%‘?@i% Fbvided one or
t Ha ol rph.{mg/ alﬁo bdecrrled out . e 9rm2
MoFg| egggméﬁnﬂ ehytitie selecte rom a crystaline form — of 7-[4-(4-

chiorgbengoxyhivenzeneswiondxd methexeRaneihylchs HP-tstramdrets-3- m
be@kdvebiniudn thafbate, Fotmh @ yidropHdrim3cditioalinzape ptable 3olvate taéreof.
as a solvate for exanple as a hydrate, or in an

unp%sgih\é ?%ﬁﬂtqfqgél\c%}t&.{ﬁragg%ﬁ) Itl'?e ?gm? rﬂq%daﬁe%ttee 'isT pgcd[\)/{a%%?%e Form 2
malegte may. b loblaiisdnas d GRlyRiscdNtesicd A $YVEtE AW forn$ g aspect of the
présemeinvghticd, 3THe Seltate rmadiy be @- gHadridatetizalyeqricaptabie nsmlvasd. e Suitable

solvated ritgc‘FMedér Yadetdrde NacdiBhifie, Ao #ined ERidReZanone, dioxan, N,N-

Py RaaTnee P a6 ARl n: PRebE WBdMaRP ik GpgsTnercct
crystalline formof 7-[4-(4-
Aliehiativelpethe Yoow \2) ineleatemasy bé obizinedSasnast anhyyiraBe.ndhbanhyijrate may

cortath Resk ahamiyg rvfétérHl'fé%r eRAAAGAEHY tHaHM WBlvERE €, THEOFBIn? 2 maleate
¥ . e f.
i BASEATRGA il 36T AL B Sy Sy ang e o
water. (FaEthoEpta, then B0 rmMalealP SNKITRIS, IBR0BsaIesH seesublg changes
wheol exposedanyegihigh bursidity.at e al so forns one aspect of
the present invention. The solvate may be a

Trfé?{i%agwe gtfg{i@érgé/spggtcﬁghéﬁﬁ ;ﬁoii% %bﬁ o %gé%a&ﬂe%icca@ le¥fifiedSselected
e e S abstn, S5 Moy Vs AaAE el oot i st
fora dn atye! furber asnegt hers igrprovidad enecoranerev@esyical gptities selected from
then RdrtT €5 nhdleasteolind Al tanabceutitally tbeepkablen sdivatd @hgreof which is
suggt)éPtgéfﬂy Oﬁé@;&fﬁlﬁﬁaﬁ(@e %E%’CHII]C@Frr%ti\éJ %l@fﬂ%}’d&raﬁt@e B of 7-{4-(4-
crfgtiene) bR e A T B g S Bl
bepzazepiiHna Maiaaihen ether IMPLRYr espect to hygroscopicity
and | oss of water. Furthernore, the Form 2 mal eate

ByAPUpeiantifly e B6 taltainatve’ 8MEY, Hitbhatifd) 8088 Vdiefle pROS A 7-[4-(4-

TR0 BH i TURAL o, S e

begéq:z&pmﬂn ft{agqvﬂtq H'é°t|3%rr impgriwg|i%gp@ntaq9@t%ning ess than 10%, for example
legshthamabie sticle ak llgssdbare Blalof altespativatsalts. laltemative polvates or free base
of | 3p4-pd-EtflofoBemayldxii)banyiestifonlH8rmetBpRes-mdign-2,3,4 5-tetrahydro-1H-3-
oot E2¢piifn %ﬂg'egfga?‘“&hg“%ﬁ% e WY Bitef rpfridy HBudes any
compPyad o Aies, QB AN IO R B P G e methoRy-3-methyi-
2,3 Oetetranyidie 1 5a3-benzazggninivmanaleatesol vat es, or free base
of 7-[4-(4-
A GhYR CRSRZY bPXYe RRRBAGHIE DHIVIHRRY T-14-Br-SRdrBe& 2y Bx B ERM e ulfonyl)-8-
4 b-tetr dro-1/-/-3- nzazepl ni um el éat e, qor

melpaye> e FPEA Sgranide R R RRP PL BRted; dafiyprate, Form 2,
chaggctesised by disysray rowdardiffrastiasy 3 ap shewpfin ‘FJSMe (‘4?1"“1/0r by its
Raman spectrum as shown in Figure 2.

Accordingly, a further aspect of the present invention provides 7-[4-(4-
chlorobenzyloxy)benzenesulfonyl}-8-methoxy-3-methyl-2,3,4,5-tetrahydro-1H-3-

3



10

15

20

25

30

35

40

chl or obenzyl oxy) benzenesul f onyl ) - 8- met hoxy- 3- net hyl - 2,
3,4,5-tetrahydro-1/-/-3- benzazepi nium nal eate or
w@bdven2ieepurity " is nmeant containing | ess thapC/Bp006/004954
for exanple |less than 5% such as |ess than 2% of
alternative salts, alternative solvates or free base
of
befizdzepihilint Mataratd efnhy ety Foem 2erharacterisey by 4t8 -XrBan pryde- ¢iffraction
(XRPDY batterr with Bignals'sabyEhtail) Hs Sste® @iTza€pi Ni um mal eat e
or other inpurity. The term"other inpurity" includes

ny conpound. ot her than )
A Flher (3EPef B iseimuentiary RSsSB4 SIRPR R RRORBRRP S Hiony))-&-
methowyt-3-mefty)-2,354 $-tatrehigrar 163-31aeazazepinirepi nmaka®l eat korm 2,
tetfaHydrdflran salvpes tharhctehsed by Kiray ppweet diffaction pattern as shown in

1L 4- | | f; ) - 8-
F'%ué% %oa&éfoggkg% ﬁ?ﬁﬁékggﬁyﬁt@gtﬁgﬁi@r%&% -5] - 3- benzazepi ni

um mal eate, Anhydrate Form 2, characterised by its
A X- rfasthefowd @spentf f r et i dhe pat Prepentas dweolien n Frepides 1 7-[4-(4-
chivnsbenky|byy)benzemasuonsjpi micthony-3smethghv)3, 4.)3-teirghyiieo-2H-3-
beRESRPMUN aledte! WokMed, RiRBFdroRkar RBIVRIEEERIThcteA¥RNbY AR X-Ray

. - A-(4- oy . . .
polHBE BRI, pE patrme Fnss poesiniRbias e R 2 -,
3,4,5-tetrahydro-1/-/-3-benzazepi ni um nal eat e,
Sohassdofathe FarmmR22meleateasdlemagdit prepatesl b Bayveptiont rmeans from a
sofltibh oR@id POmt XHRRkakAtAICToR atbinBtivdhdftainSa SHRESRBE trRl Méleate salt

pr?&anjed.nf’%c%ﬁrdir{};oglggégsc}iptiéoﬁ ff”&fhﬁwre %%@s%%{ iRI/enttigﬁ. For example, the

tetralydrofurat splypistRiring IFES) D Ervdea salt mstyhe prgpared by recrystalisation
frome tietcabyd®furan rafer Zegding Bwithe Fomh &l malepte /at Bldvateda tesppanature, for
exdffpERbBAIt 80° G-ahdbubsel 8éritaByIfhgadt ek sGIRdnY Afiure to room temperature
unﬁlr@g%éiﬁs%'ﬁbﬁsgupé’. its X-ray powder diffraction pattern

as 0 [

wn I n gure 4 and/or by its Raman spectrum as
shown in Figure 5. A further aspect of the present
As ygedrgrein, t@pmhra@s“tl'}e famq 2-maleate salt and a pharmaceutically acceptable
solvateotherzen 2y imendedean aeneueifheniHe] F&mTR infudeate 3altied pyarriaceutically

ac?eé;fta aﬁ tssl(/ét?rﬁf HePrdiFh 3 mdredie 3E R %ngg%lf &/ Born 2 hiBleate salt and

r dr,oturan sgol vate characterised. 1ts X: Ray
Onﬁo%E?l%OQf}a[rmg%?thl olly(%gge)t)ag%aioﬁv g5 _ thlpﬁ? dW§F'§tO%% by the person
skidiegh &y taa Erigthatthg amaust efgsalventrigtany particalsr Selvale raay yang and that the
terror'pha2maeddiadlly acdeptabiey sbleatet égp interttieldytoc comee reolvatesl with varying
anBRARSoffsbRBhtrédnit i on of the Form 2 nmal eate salt, or

alternatively froma solution of the maleate salt

prepared _according to description 1 of the present

S iBRIAUES: exanpl e, the tetrahydrofuran sol vate of
Figute Forsto®snod-Bay epewatier rdiffractionpr(XR&iDad deta obtained for 7-[4-(4-
chloPsHensyiaty)beibhabuifbhydRe-hRtHoxBdhethiira® 4 B teeahyweed HE

\/ "

ool arRp i rplcB. Bghudle R DB e BB YRl n FRimple 2

resultant mxture to roomtenperature until
7-[8r(gSihdarpbenzyiosybenzenesuifony)-ggesihdryrdeimathyt-h8 4ohtetrebydro-1H-3-
behidr@pinunimalgats, @ahediatd Foran2l ag dpsaibed dreBkarple [2)fs characterised by
ha@i?l? SROGPS pSRInY With sqrhsfses%sth&idu%@ ﬁﬂ@&' it fadid'§! ude

etther the Form 2 ndl eate salt,” a pharnmaceutically

~acceptabl e solvate of the Form 2 nal eate salt, or
Fighre t 4rowst theh KRamanmspesiiim £Af o7 $4a{4-chigrgbenzyloxy)benzenesulfonyl]-8-
methoxy-3-methyl-2,3,4,5-tetrahydro-1H-3-benzazepinium maleate, Anhydrate Form 2
prepared as described in Example 2.
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one or nore pharnmaceutically acceptable solvates. It
w Il be understood by the person skilled in the art
wo bab/12dse2 anount of sol vent in any particul ar BOI/EP1086/004954
may vary and that the term "pharmaceutically
acceptabl e solvate” is intended to cover solvates wth
varyi ng anounts of sol vent present. Description of
Figtirgud eshowsi guPifetentinbBisannimayCaonmelry dPSC) abeinaggram of 7-[4-(4-
ch(o}%%la)zy@qﬁ)@r@bh@uﬁ@ﬁzyuﬁs}meﬂm&m&ﬁethyr 2,3,4,5-tetrahydro-1H-3-

be@%ﬁgﬁ’rm %L )Akﬁﬁ {? ?&%E&e@ a'g%"ega'?@édq’n Eﬁarﬁb{le 22,

tetra enzazepi ni um mal eat
Anhydr at e For m 2 prepared as described in Exarrpl e 2.
Figure 4 4( sshews oPoBanz pewss)) istffraetinas UXRER)| Yata nehtaipRy - farm7-[4-(4-
chidrdbdnzyloxd)Benzehasutforty)es-meltox)-3anethgir 3,2 Sptietrahydro-1H-3-
beﬁﬁaz%ﬁtnﬁrm Aﬂglgg%atforr'ﬁo M irAdREHER T S5ivhté nprgﬁﬁ’gﬁl &s ?désérrbed in

terise having an XRPD pattern with signals
ntially as listed in Table 1. Figure 2 shows the
Rarran spect rum of

7-[A-(B4GHicrobérizglogy) berzzehesufob ) & emetisanyt methyl-8,3,4,5- tetrahydro-1 H-3-
berrﬁézré s TREE AN FSrms 24 tdirahfdrbimii sBvate 2 BEREBEE I Bikiible 3 is

o VA B 3 S s e i o

Calorinetry (DSC) t her nogr am of
Figurg A5 (shomisotheb &amanospgctrum of 7-[4-(4-chlorobenzyloxy)benzenesulfonyl]-8-

m&BBEERNARHyI-0134 3-tirahPdrB OpHy 3 BehRizBpihiud 3, é n@léaﬂé& r ahyglren 2,
orm
tetréga%Turgﬁgéleég% (E(%BI v%edg%g%xsed Tﬁ@%ﬂ{p %‘tgur e 4 shows
X- Ray powder diffraction (XRPD) data obt ai ned for
Figurg 46 (shows a Differential Scanning Calorimetry (DSC) thermogram of 7-[4-(4-
chighdbeheyiexztyd rzsig ufomgree fetHoryBlhetBylrEE3, B Gxtgtranyaied- il 3- 2,

beﬁzé&e@rnﬁlﬁﬁ rrggllé?feo Pdrm| 23-tePSNARAGRK NsNAIEBhREL R gé”d@scrrbed in
E%#pigra ydrof uran solvate prepared as described in

7-14-(4- ChI or obenzyl oxy) benzenesul f onyl) - 8- met hoxy- 3-m
It will el re@oghisédIhatespeatiny dna diffrddtidh dateaxit: panyi slightlyedoeatding to various

fa&@r"s”ét?eh LA RWHRA A RoAEENAtGN Afd d8stidp@fliohNused. The skilled

persc{?\n\.ﬁél rsg%qn‘cl'se IP% ?(ﬁ gﬁ?lg pg¥rtr$r% a%bt%ﬂqu cfﬂ%trér%reg in sample
he’ghéur@espg%ﬂgsr@q{@ % ffé’@:tar“’tr lbsf subject to a variation of +/- 0.15

degrdes-Xthetahl or obenzyl oxy) benzenesul f onyl ] - 8-
met hoxy- 3- et hyl - 2, 3, 4, 5-t et r ahydr o- 1H 3- benzazepi ni um

7- -g?rlh obgﬁg%beﬁﬁ%ﬁmégﬂ%@’gé%ﬁ&@o@% rﬁ@{hgl 5%&%%?&; 1H-3-

beggaggRItHn FqleR rr”ﬂ/ ( IF? ?rm?é’?ﬁtl‘ﬁa&‘ 3?0?9 2 Igf solvates thereof
hauhlh@eora‘ewzyrcngwlmeﬁﬁerﬁre&n dapapiine geogptonn Xy -Partietianfine P; and D
redeplorb- 4 BRhys#fQ-id thd trdatmieanahnadiegasel siates it equike Mddulation of

sué')r‘ ré&bfcﬁ@ysqﬁ:ﬁf Erpéfc E\éaﬁcﬂtrcﬂ{se pﬁ’(e% séfts Hﬁ%célg@ﬁgeﬂ fbund to have

oreR B A T3, o, SRS g B B JeR ISP R E Bt of currenty
avaigbie patipsyehefics agents (aguroleptiess nigegeterlly, believed Hor bg iexgrted via
blaokdde 08 Dy verzptans;i lmwewse this Meehaglism liedliso thought to be responsible for

undesirable extrapyramidal side effects (eps) associated with many neuroleptic agents.
Without wishing to be bound by theory, it has been suggested that blockade of the
dopamine D; receptor may give rise to beneficial antipsychotic activity without significant
eps (see for example Sokoloff et al, Nature, 1990; 347: 146-151; and Schwartz et al,
Clinical Neuropharmacology, Vol 16, No. 4, 295-314, 1993).
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person will recognise that XRPD peak positions are

affected by differences in sanple height. The peak
w@omstizsees quoted herein are thus subject to apPCI/EP2006/004954

variation of +/- 0.15 degrees 2-theta.

7-[4-(4-Chl orobenzyl oxy) benzenesul f onyl ] - 8- net hoxy-3-m

et hyl -2, 3,4, 5-tetrahydro- 1H 3- benzazepi ni um nal eat e,
7-Red+GHorsbérizylmry)bpirenesdionyll-8-atdtyoyckmpthab? 8, iswlelrahydro-1H-3-
behBe@Piunh AvRedte € Rom® 2nshit andpRahdceatidallpiacyedtatile solvates thereof

hagg %?s@ &%nrfgﬁﬁd“ooﬁac've érﬂ?%‘m §t' %er?rtthg sgr)btc?rﬂ P'?—?ng 5- HTZA and 5-

HT@t rgp%gtow” -E'F\estee%(ﬁp?’ge?rmﬂl give gre &¢ aghé’ﬁthgﬁ“e P@’l‘tg (69" improved
effeotstonacogpitiye Hysfurctioorabtivityowith revhe@eerzsaan@Oh@meolﬁlcmtldepressant
achagn Thesadolil ifvh)de, ButeRE @bt krhitddo! sttdratistopfadbgnitivé8ymptoms via

5- H?a%cgﬁtﬁy%cl{a%gggeé) Savill k€ atr'nﬁeﬂd@%?slj@ €., 9bbh £ Ghveligational Drugs 2,
g

val |

nti
PR e, e o SrSlS KoRTS hoNewapramagpigay 1997
Amﬁl\dm/k 8614-bF: 6@Q -20) pEgieetios,; agamkm(ﬁeﬁw& ehilg IRihi Js fthargnacol., 1999;
128! Sp2-BhoLghd ahtiddpeessasipactivitp|(Bristow etiratie dleumipharmacology 39:2000;

129&1"2@@&.@51#@ redefer Blobesdes (eps) associated with many

neurol’eptic agents Wthout w shing to be bound by

theory, it has been suggested that bl ockade of the
7 Hlfdiorebenzyiombprisnenlipnyi-6 enathas- 3 Moty ke fidg-tatranydro-1H-3-
beapaiepBijunh mhaleatac Fovm Rysali aib phasnageufidatiy @ccegiablé selvates thereof

myP bis8 ExABIt Py qelof)tfheﬂ'e@btorsl\lﬁbtl"ﬁm@ntlé‘%a Qibo?é, Tresiit 1r5ﬂ>enef" cial

tz et al, Cinical Neuropharmacol ogy,
a“l%‘%cﬁ%“c J’Qf\{\'@ 05- 314,

1993). 7-[ 4- (4- Chl or obenzyl oxy) benzenesul f onyl ] - 8- net ho
TheyF@mn2maldate2sadt, of, 794+(dichignaylbihienzeresuliowiiGrimethoxy-3-methyl-
2,38 /5e8trgnydion mﬁbéﬁbtepimornhaf pRaMdchGtrtally agepbleadtiviites thereof

t f dtoh
org 81 U8 e PR IPYRue BB, O L ST o iz

and 5- HT6 receptors. These properties may give rise
In adudihariaspest dhrsefoce, da inventipn (peovgxf;O esjamgras vate heraicalentities selected
frovoate Foxe Jyailasnesalony 79dt(d chioyobsnkloXydishneenksaisnyl]-8-methoxy-3-
métﬂﬂfz% 4%“%&8#%?6 @H@‘ﬁ%rﬁgf’ép‘ﬁ? Ml BRArmAckYically! ea%@e&QHedsolvates

¢l are not 11mt attenuation of
th?Sﬁn#H‘%Fe'n U§f8R%ns via 5-HT6 receptor bl ockade (see

Reavill, C and Rogers, D.C, 2001, Investigational
In Bnaother 25pe]:04hd méentuoamtowdaemcrmjoramﬂmemen(la enfiti@s selected from the

FPPhaBP hiaidse NGitt of 17-@L(4-chNRsHeP RSN IR RYIfdBA B-methoxy-3-methyl-
% \%/F %hyd?q 1[-IA3 g’ér’gag-?p?nez Q%dp%fpa{r%tag&ftllcglwl%%gbtgél%é%%te);ythereof f};r

usg rpthe fueptrasn OéﬁtCPa@b%‘g@'S*hfe%?? Togylatics ¢l dapagtingfeceptor.
Neur ophar macol ogy 39: 2000; 1222-1236) via 5-HT2C

In l2A6®BE Qépe*é{ QS RiJ€ntion prowdes one or more chemical entltles selected from the
Fo;m[ ﬁ ﬂbSP z7y %Bﬁj}é@%@g}&g&ggﬁesuﬁo% %o%y Hl ~methyl-
I§

Y vkl r%b%%%z TS Eal P blaeR phAS ereo or

usefirethedfeairagntaf psychelic dserdensf i nity for other receptors
not nentioned above, resulting in beneficial

In %ﬂ;ﬂhgy ééﬁegg‘ %l’hl&iﬁ gyow {E8 ?hé: QSEéTéf?o gcﬁé% Qdntities selected

|
gy RSB R O UML) st
mﬁhﬂr%éédetr@fwdwld&'@fpﬁzam%nescﬁndape@nmew@@ﬂy acceptable solvates

thereof in the manufacture of a medicament for the treatment of a condition which requires
modulation of a dopamine receptor.
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are of use in the treatnent of psychotic disorders. In

a further aspect therefore, the invention provides one
woeoonnzss2rzhen cal entities sel ected fromthe FRCTER2006/004954

mal eate salt of

7-[4-(4-chl orobenzyl oxy) benzenesul f onyl | - 8- net hoxy- 3-

nmet hyl - 2, 3, 4, 5-t etrahydr o- 1H 3- benzazepi ne and
In phetheraspett, tel ihyentiot pmivides ¢hesadeveitope or hare ofierhical angties selected
frdn R EBARY: malkafhINeF 793RG ChlordbeAzIGRyRItnzeesDF A Bmethoxy-3-

m%ﬁﬁ e201% 4 gqg%h%?ﬂ ,g,%l be%%ﬁépu%s aﬁﬂl Sﬁér %céut%gw ré% ;956\?3 2solvates
therepin G’lﬁ PANGRSHE R A BRYGHREA RS reRImAT OfRSYERiGHisosders-

ethyl - 2,3, 4,5-tetrahydro-1H 3-benzazepi ne and
In Féh@@h@ﬁﬁﬁiéfct aRd InveRoResbABb£a FdthNed estrédiRg @éorfdﬂibn Wifich requires

madll dét Eﬁ df'a e@o&:?ﬁ'me r%fce&olc QUHiHH. écf?ﬁbr)@gé Egmfn‘?sq a mammal in need

n
therel #m GEREIVE TR P SRS G ENQlF SRBRiSa aifies elesiets feraghe Form 2

majedtectsell fof om[¢i&-Ccirloralpenzyinyy hengenssuiforyfl-8-methoxy-3-methyl-2,3,4,5-
tetfaHyérd: fH-GHeprakpmeydndphabraaceiiesiyviatosptale Solvated theyedd- m
ethyl- 2,3,4,5-tetrahydro-1/-/-3-benzazepi ne and
phar maceut acce tabl e _sol t her
I RO PRE Stiehy e (Ve RO p BBt ol 66 PhAPAING PryghBie dieiders which
cogppees administering ém girormmabininged thereof aneefigetivenameyint ph pae or more
chemmial caintitiex | tselestedel &otred thig orfidrine Por makatel essite of  7-[4-(4-

chﬁff‘&ﬂen?yloxy)benzenesuIfonyl] 8- methoxy-3 methzl -2,3,4,5- tetrahydro-1H—3-

sefitiephe 21 oA N PP S By 1™ N0

pharmaceutically acceptable solvates thereof in the
Wittsin thacbotest of tte predectaimeeritiohpthet teems rdestcmkeng thef irglications used

hefiiR Gird | RI3sINBd GAY the MilgrdstidTBAY | SAtisadal q\ﬁlarﬂxad‘épmrif@ Disorders, 4th
Ed]tﬁ)?\epél%rllsﬁéb ad}oqth]@rAﬁéﬁ&‘?\t Bl%a nEVﬁEédj IQIQ§ t%ﬁi/or the

Intefatipnal ,%?%sgtcgtl%pft Blﬂeases 10t Edltlon ?ICE) e varlous sugtypes of
the -disbrders cimeotiapee ngreiox pleb santempialed @syPp3rt &f nbehpregers- invention.
NuTBtdry lin BratkétsSaftedtth@higtodidddsds imarefei teth@nélassification code in
agiymaceutical ly acceptabl e sol vates thereof in the
manuf acture of a nedicament for the treatnent of
sychotic disorders. |In another aspect, the invention

Withio theceentext aethp pesent inveriondbe tereo peyahptimdisprder includes :-

requires nodul ation of a dopanine receptor, which

S&%@Bﬁr‘eﬁﬁs .rﬁﬂmay WErdungpes PafMBRRTYHE Q@@@o} heiseRfan@d Type

(2§éq®ctdea§aetf)p gmuylpﬁ e&ég%@f Zg%ﬁorgﬁtlaqgae r'FlyB f(2§§]5ﬂ))t LiF Residual Type
(295 0); BabiapRseTHIoET B$e555n BEAAEhSSlizpaiRAYe Bisaiien 6235 F)including
the sbiytyped, Bifoldr, Bypet artdr Répressivel Fp8; Delngianaisrrdem@97.1) including the
suBfypesErSbinafial Typea Cramiicdel Bypeolivabes TyperP&tecutdty Type, Somatic

Q"‘l\ﬁk?éd ??q SC nd, UM é&f){e%m‘l?gé] \Aﬁhé’fvbgg&oﬁc rﬁE&SQr ?598.8); Shared

reat N ot i C
Pt ORobl JORbS5 o P Dot Ok Sl Ve, Gondion
incudinghtthe f subhwesr Withr Beltisions cand dMith tHalycisatiopst Sdibstapee-Induced
Pdybsoticormisatdéerl inaliding altie ofubfyded- (With Delusions (293.81) and With
t
<ULPAREGTE APPSO o 7
pharmaceutically acceptable solvates thereof. Wthin
Therfeorgoh Mejeatepsalt afd - [ﬁr(é§éh)folqenméwomzemﬁrwlf@ryﬂ]rﬁsmethoxy -3-methyl-
2,8le Seteirbhyaiep-1 Hes-berdazadine mad Usteimaceutically acceptable solvates thereof

may also be of use in the treatment of the following disorders:-
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herein are classified in the D agnostic and

Statistical Manual of Mental Disorders, 4th Edition,
w@oebbiisdeerl by the American Psychiatric Associ aPCDRP2006/004954

(DSM1V) and/or the International C assification of

D seases, 10th Edition (ICD 10). The various subtypes

of the disorders nentioned herein are contenpl ated as
Depaedsiont and engndedisotdersninehudingnMajan idrpressive Bpigedest Manic Episode,

MiRéd Episbdteand BYssinahicEpis6de; DR mksive Disorders iftfiding Major Depressive
D| i(r@érs b&étﬁﬂr‘nlc%\s&ggre 308. 4?%p'ré§sw¥vd iS6r8 rtl@(ﬁ (9t Qhﬁg%t Sﬁgcuf ed (311);

Bipelar picLoers iagi Q%p%'mm 1 piserd gfaﬁeﬁ sfﬁ's?f b {REturrent Wajor
Depaessivei Ebisyse WithdsymBm)aniaEeisodsehi Wy@@'QtQEB'CI@?OTdef (301.13)
an@@@bl@ﬂD&oFderMth LtherMipe, Shiuifidf @06€.80); a0taer Mppe Disorders including
&Pérsg% g@s b Mé/&?& t%%ém&@ zgs%@?%%hﬁamés%eﬂsumypes

R0k Peat d

o P g o e SRR LB Features an
Ww@@xedaéeetyr%h&uhatwedmucegd\vﬁo Sﬁtcleudlnﬁ dingethe subtypes With
Depuddsivecealures, ONim ManityPeatures and VditeMikep & eatlieed) @and Mood Disorder

NonﬁemPs%rﬁfe%ME@'@%T%?e Somatic Type, M xed Type and
Unspecified Type; Brief Psychotic D sorder (298.8);

Shar ed Psychotl c Disorder (297.3):; Psychotic Disorder
AR COmem ElinavBap AN GO EPIAT. | RS Gk Agoraphiobia, Paric
Dusmrberyphgnrwrldblajefvmwriﬂls@nd dﬂ\l/l?atnlmnsmdemﬁom Specific Phobia

(350109} iREIGEN pesYAtabl Typel RRIMAIEAVIéhHEMTT/pkNBlood-Injection-

Injﬁéptr\gggs Jt%ng;;g@é %% 6%% g?mw Bhobla 300]%82 Obsessive-

Compidsivi s%s@ﬂ%rm Q0. ( faé*j“a"?hé oS5 PNl B ppute Stress
Digdrder (308.3), Generalized Anxiety Disorder (300.02), Anxiety Disorder Due to a

Generdl- (1édie&ll Qsmdnesmz Y293:84) benBsaesuhfivued! AnetyeDiberdgr 3ndn Anxiety
D|§ RNy ot%)tﬁen%w ﬁcff%ax% H 3- benzazepi ne and

ar rraceutl ca accepta sol vates thereof may al so
be of use in the treatnment of the follown

Supstencereelated Daiperdersi Heluging ﬁébﬂa@ﬁ%éﬁéep§or‘%& $YFhgas Substance
Dédyiendéndee [Bubstanve (rpvispded SdsstancEpAmsde Subdtarck-IByucaidBisorders

suendas*hs%&r%gb@@gk@a% sa%efaﬁéilw&hd?bﬁar C@Ib%ta'n@@lﬂ&dxb@? Deiirium,

e R e AT o ST e
Dispraef. aPulistansedrgused nRsYshrlirg %%@ﬁrargq Sﬁ“%%‘l"lﬂjé‘!;ed Mood Disorder,
SuBisfamicerinduce DhsrietydDis¢riex; BubstatcevinducedDBerues Bysfanction, Substance-
InERie808iesp \Widdiddiy i TRAIIGcireR leﬁql’-tﬁ?ﬁ%tl 95rc8§t)on Disorder (Flashbacks);

ASHE) %BY&E R 4l F\ 3% A$&rh8FAbd§8t(3os 00),
AI%&’&I LJH‘P’H‘{? %Eggéqi)@%pg@%g rawa @gi’ﬁ Alsq;m? meatlon Delirium,
AlGhot| Wltbdraqvae@e&ﬂymmlccbhql-mug%s%rh@tl@ Hgmentiayy Alpohol-Induced
Pd?@i@lﬁr@sﬁﬂnkﬂéstﬁﬂﬁmrﬂéﬁ AId%thnB@tjedrP@emtﬁﬂslsmei iMd&hol-Induced Mood

éPQ\?cohW |¥1 Blgdid?, A qu’mr tcdd é%%{@@!’sf&ha% Alcohol-

nce I.n
nche S \Wﬁé’%e EPO b G 0 S e o1
Arametwmﬁ Mok e Anmbgtamiess)-ikghBelptedd Piseisletrer sy as Amphetamine
Déﬁdneems(eoaspep A p@tanARG ABO3e (3067108 tAMpietamide Nistoxication (292.89),

Pt inR9 WhPE N al A(Qé? 8, yAHpﬁ@ﬂ'aFlﬁﬁe IMBRiE&tioNt DRfum, Amphetamine
Ing_‘?cg ?h %]Jfo?paﬁlsgr% Fi I'H%f}e?%rglélsg Q SBAeo%dl\‘/YDﬁ:S% Amphetamlne-
Induced Anxnety Disorder, Amphetamine-Iinduced 'Sexual Dysfunctlon Amphetamlne-
Induced Sleep Disorder and Amphetamine-Related Disorder Not Otherwise Specified
(292.9); Caffeine Related Disorders such as Caffeine Intoxication (305.90), Caffeine-
Induced Anxiety Disorder, Caffeine-Induced Sleep Disorder and Caffeine-Related Disorder
Not Otherwise Specified (292.9); Cannabis-Related Disorders such as Cannabis

8
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(300.29) including the subtypes Aninmal Type, Natural
Envi ronment Type, Blood-Injection- Injury Type,
wedoaariconal Type and Other Type), Soci al PhobPEI/EP2006/004954
(300. 23), Cbsessive- Conpul sive Disorder (300.3),
Posttraumatic Stress Disorder (309.81), Acute Stress
Di sorder (308.3), Generalized Anxiety D sorder
Depebderae) ,(30h30)et GaMiabis drusBu€3Q52Q), Geannalils Nefakication (292.89),
CdrpaBis LIBRICAtRASD SifLim, BHpREEIBNRIUCEE Pe pchofe DisdrilerDCaaNEs-Induced

A@@S/ ARgS ALY %%ﬁgﬂfé&b@'ﬂ%la@&% 8 ?CO Hefsé 38 é?f%h (292.9);

I sorders I.nc

ce-r %I n
CoRPr e CHIERIRE GUBR (30 RoRBR HERADE C 00 £l Locaine Abuse
(309-6Q) Rgcaingl Irgsoeatian ¢292:8R)s Socame Withevamal (RN dCocaine Intoxication -
Ddrigm[ decssne:mbcas PSuhsti@DiserdentCucainatinduced Iudest Risoeer, Cocaine-

In&'uy E?ﬂglrﬁ( t @BEﬁné HiueES sBRbdl rD))éfUnctlon Cocaine- Induced Sleep
S e —

Retatpd t Rigereersn guehe @sphiatusitagen Pepsangence (304.50), Hallucinogen Abuse
(3ELBG), dathecidoyen detdxibbtia ([202.80)] ¢talluGudzeinaPersisiimgBeredption Disorder

(Ftﬁ@?ﬂba%ké’) (@9§ Qéﬁ ?falluéﬁ%ﬁ@ﬁl@ﬁcétf&ﬂLﬁ‘éﬁﬁurﬁemﬁlﬁjcmogen Induced Psychotic

D|%ﬁ?ru3—?aal '%?'que réli:caetdcﬁl og, gorgg %!aeﬁ %e%olhg%edaﬂgnety Disorder
anepﬂamsﬁgﬁe'%é@%&mr %Nat Qihesviss: §e¢%ﬂ%&292a°s) Inhalant-Related
Digdrdersosucbeperideaiad D8RMde0e (30460)olInhbard cABBRS5(3DF)90), Inhalant

IntOkicieRl (262 B irfhldn® thtdxdshtioR) @)ellrltﬁsl'l aphant\hdlrel PedistihgDementia,

Inﬁ%rh Incﬁjcg? %Flj\cﬂfcoﬁi'ssgre h%?grlwt' U '@érs order Inhalant-induced
Asshe Rispiter and alent Re te@og'@%rpgf GlhertiF Spreict (292.9); Nicotine-
Reibited Dirorders\secthas Nlcnhllﬂzgap@@?t)mtaoé 10Di NigetierVWVithdrawal (292.0) and
Niddtme!Rdlatbd disordbr Mot Othérake Specifiéd (29200)- OpididcRelatdt Disdrers such

asDb B'fod g?uﬁie‘h ‘J(bol )U“f%io§emle ﬁ@éé%{@?%%& IS 'ﬂ&# 1292.89),

Om W Fay e 62031 £ algn img—:;flon AR& igrl’; ced Psychotic
Diggraere t@pipiddndyced) Mped EQ'EQTdﬂ Sopigidrirduggd hSexial Dysfunction, Opioid-
Ind\lq@be$lam Désdpgerearte Opioid-BekhtetD Disorsep Ndt aDihervidd $pecified (292.9);

lidiRe ; (efrph’ﬁéﬁ’éycﬁﬁné leé’%RQﬁfeﬁorblg&ggrsEgg%uch as Phencyclidine

T f18To 80T enhdtitins Al oo SOP PREAELHSne pupipaton 20209)
Phengysiidige | f'%ﬂn rReliridey c fhensysdidipgdpiuged | %sychotlc Disorder,
Ph@nrpﬁrhdlamlmmlced nifiood d Disordeet \Phenesystidiee-/nduced Anxuety Disorder and

Blﬁ@%&@@%ﬁérml@themfSILSB‘dﬂe@r(QQZ\UPfBéUaméﬂeI-Iypnotlc- or

Aer@ﬁS%lé?%\%e@g@Hégr gﬁ&h A CSIAW %0 e&at |Qlyt|c Dependence
(301 Xy cPEIGtYSY a'é(PQO@UéH xiplytig e %ﬂ%%e%twe Hypnotic, or
Arpiigic dbjoxicatierf dR9ib89)l ridhdatie, Ariyanetig, Di dowigbitic Withdrawal (292.0),
séaafnfef;l HBNbis) Ltcre/sinﬁblﬁeplnaxsjar@}e Defiilin CaédazaveeHﬂmcmtedr Anxiolytic

% Hgfn Wbsq_' Bfic fb'egm('gl %ls'ﬂ gntla Sedative-,
G&aeér)sp‘n ﬁl‘fa |e§S'52'B rf???%g ager ﬁ lbllﬁg pnotlc or Anxnolytlc-
”"pdxﬁ’%mt@n[’@@?f g9gdativern typnatic, reroAmtielyticdndussid; MpegnDisorder,

Seﬁati\vabu-g/phmwiced ArsgohtiotinducBd sAmdkty , Di€andea [Bestatived L ¢3gnotic-, or
Ar&mvtuellryddébéfﬁéiﬁél @Wurﬁﬁaﬁ‘a@é Ftie! ?‘E/Stqot@‘- S&f%&olmtlnduced Sleep
ol e, Hithuls 5 AR kpy O RIS ORbAEP Rof bRRHEE Specirea

(2928) . Ratysubstarea-Relaled: Bigpst sueh g2 'WPSta@ﬁ: Rependence (304.80);
andi @thdr @ndInk(@9R2). BYhstaboedRated Disvxdarasudnas Anabolic Steroids, Nitrate

inhalants and Nitrous Oxide:
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Delirium Cocai ne-Induced Psychotic Di sorder,

Cocai ne-1 nduced Mood Di sorder, Cocai ne- |nduced
w0362 sor der, Cocai ne- I nduced Sexual DysfPRCVEPIING/004954

Cocai ne-1 nduced Sl eep Di sorder and Cocai ne- Rel at ed

Di sorder Not Ot herw se Specified (292.9);

Hal | uci nogen- Rel ated Di sorders such as Hal | uci nogen
Slempdindrdacsein¢igding Foimany-aleep ciisondpen spifuee Dysg@NEay such as Primary
Ingdrhrig! qscwom;n PHimaBX HOBdrsOMnia 4387.89), Naridiéps9i (39T)e Breathing-Related

SI Plsﬁ de@ 8r5‘§ |f&3lapwﬁsléeﬁl [SiSEHECdY 46¥ 9%d BYEsomnia Not

“’Y'?fcrsﬁs %)éca nan IFFB Jﬁog%qraequch as Parasomnias such as
ngmmam@mgéw (mlﬁé,d SpQgpdTgr@roD@@rder (307 46), Sleepwalking Disorder
(3©ﬂh$w@tmeg@eomndwaobtﬁawweé BpEtifier (397 43N 0Sleep Disorders Related to

éétm rﬂal n%g%e Qnéeﬁqﬂt%rpa&afed% bne{omewe'?@aqqm;ars& (307.42)

Endther enahtictr P Ros oo Ribfler ue to a
G¢nﬂraj>Me,deﬁal eanditayp asg)Subﬁﬁan@ﬁ HtcethBlewp @saqrdm insyding hesubtypes

Indomiviid Appe, HypasethnlReTypies Panagomeiadiype and Mikeal Bype: | nduced
Psychotic Disorder, I|nhalant-Induced Mbod Di sorder,

E%ﬂgaésgogﬁerlﬁg%%&ed ﬁﬂc))(r )e(lta rc‘;’|8$ar 2@7 ‘gggclbgngl\tﬁ {J&S{é@g %stnctlng
Tyre| andeBinge-$atingP §r9§19<:ﬁy9% Byligya N‘?@’%@d% 78@?1)0'60'("9'03 the subtypes
PuxgiogtType andt Ndm@uvgihg (T392, Opesityd QdmmidsivecE&irigaDisdrder; and Eating
Disdraer Nerotherwisd Sidcmedq3cins®)i fied (292.9);

Opi oi d-Rel at ed Di sorders such as Opi oi d Dependence
élggapggﬂer &El?ggq!)qogl @Vb%ﬁlgpg{%glglt? w_r%ln?yl 5s|8|%t&(r))|(ncﬁj%mg %he subtypes
AttentiorxDefici dHyperactivityinPisopdesi €ombinesle dryPey ¢Bisk 010, Attention-Deficit
/Hﬁ)é‘r@ditdﬂy D@@idﬁrd-ﬁrédhrﬁlﬂdntlyquat@rﬁl% deype O(BMLGJDM nalttsheign-Deficit

0% eyl eep4 Qbﬁor I Afhtion-Deficit

J G
L R D e
aS'Qldﬁj fsordave ISUQS aPt@Wéﬂ D@PH@" Sl(bSYIESG‘U)"dhOOd'OT‘SGt
ty;liawe(neyeh) diAdelefdans-On6S0 TyPO) (31l2t82)camdl i dnspecified Onset (312.89),

O@sﬁ’%h&aﬁéﬂéﬂt f)%%%eg I‘rnSe@heeTh@IY@M h\Fb,eBéI'i‘é\ﬁBUr E4dr@t Not Otherwise

LrIum enc sor der,
SARRURRVATI T RBSTRL Lt Sl copaaier Rbr 2af”
Phencycl i di ne-I nduced Anxi ety D sorder and
Pedrbmnatityc Disdrdees Redladiegl tBe saubtiees NBara@bid e PaissralB8p ddsdrdend (301.0),

Sdhi&3’ Bersorrigt IDf/sbrdeeroz())c SCrmzot)/baxllnéryértaﬁtyRej@r@& (301,22),

Ar@e&%l r§on§ E)%?oig %ord@ﬁ %é.-g na‘ﬂ{y lf@&?k% b:l ?3 Histrionic
3 oSS, go iy RSty (.81, Avoidant

Parmrtakiyc@nsomer(m @) D@eddﬂntveerspwlﬁwtwleord@rr (301 6), Obsessive-
Cavpiishey PéreovilliyhDisarel (30293 afd Pefspality D&orday PROOtrwise Specified
(3@p§j.ol ytic Intoxication Delirium Sedative, Hypnotic,

or Anxiolytic Wthdrawal Delirium Sedative-,

Hypnotic-, or Anxiolytic-Persisting Denmentia, _
Enbapegment- of _p@mitan dncluding A itisiairoent - ofpepgnitian drgpairment in other
dig¥ases buch ﬁl schizbphrentze dépidlaredisordiyrp depression, ather psychiatric disorders

arﬁ%y@ﬁdﬁ:'&ndh@@ﬁ%c%@@ﬂ% 'chrﬂlv%oiHﬂ)‘éfrmeﬁie@g} |A{fiteimer's disease:
I,]gypno Ic-, or Anxiolytic-Induced Mbod Di sorder
e

dative-, Hypnotic-, or Anxiolytic-I|nduced AnXi ety
Di sorder Sedat ive-, Hypnoti c-, or Anxiolytic-Induced
Se3ealudysfudgtdnsriotliding SSrukdtDegize Diddygens such as blypoactive Sexual Desire

Did6riE0{30b 76}, | and WBesdalSARe8lon Disorder (302.79); sexual arousal disorders such
as Female Sexual Arousal Disorder (302.72) and Male Erectile Disorder (302.72);
orgasmic disorders such as Female Orgasmic Disorder (302.73), Male Orgasmic Disorder
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D sorder and Sedative-, Hypnotic-, or
Anxi ol ytic-Rel ated Di sorder Not O herw se Specified
W@ 288189622 Pol ysubst ance- Rel at ed Di sorder such BGI/EP2006/004954
Pol ysubst ance Dependence (304.80); and O her (or
Unknown) Subst ance-Rel ated D sorders such as Anabolic
Steroids, Nitrate Inhalants and Nitrous Oxide: Sl eep
(3@R. Byrarer Breimature dijagylationr(@P3.78), sexualiipgior disarderssuch assDyspareunia
(302 FSH U \aéguﬁsrﬁbs @6%1') nSdxyial mwmnan (NP Otifehvise Bpedified (302.70);

pa%ﬂﬂfﬁ %osrﬂaha %?m n{\'a(Bﬁf’ ﬁé(tusinézzgs%i rotte rism- (302.89),

PedR rH'?’m 4) r]l'ransvestlc

Fe@srhsnv@@&)sﬁéweﬂmw (@@)&2)4&) praphiia yNoi| @@pwﬂfﬁes Speeified (302.9);
gehdrd@RinPasSraosyual as Gundasidihtith Diserder ih Shildien (302.6) and Gender

[Nl :
'déa%g oie @@%\@@gﬁnﬁsﬁ&%rg@»ﬁ%ﬁ?g@ﬁo%d“ﬁﬁeus@bz%% e
g )( 307.47); Sleep Disorders Related to Another
I\/bnt al Disorder such as Insomia Rel ated to Anot her

AlMesTt tHe Nagoud dornfs3 ahd4 2ub-darchsHpp ethe odisorlefe radraidnéd herein are
coﬁ{éﬁyhfiéd Q@Bé@bft%%%s@ﬁf in(eHién44); Sl eep Disorder Due

General Medical Condition; and Substance-|nduced
Sl eep Disorder including the subtypes I nsomi a ?/
TWBB?@O'ﬁﬁ'PﬁeWBEhY@&? aosb@rm'iha? i gpRropiate fantgireigygat condition(s).
Eati ng di sorders such as Anorexia Nervosa (307.1)
It Wil bk WBbREidtdeop By BiafediR e bt tHd@nd BP hordEhemical entities selected

frolﬁkn@ﬁaﬁ d| n '?ﬁ{ %{%%Qg o?—)?gg 2(4- IéHIoI'dpeﬁz g)%ﬁgeéeégﬁor&és methoxy-3-
gqrqqydrcdjﬁ-\étp%zgge i ﬁ@a/ Dlt@‘%rr dgtparmgﬁgﬂ geceptable
solD'rateertUeneoi\leccotrxdlh@ tovithse in@prrtionf inayl adgatade@psly Agt Usad ip conjunction
wutla' &I @ﬁfm&rgg&hQ@)heréﬁduﬂﬁtag@ﬁtsD%H Ristantdly paT aahtagbdists, serotonin
SRr R4 aﬂ&é{ tggsélgalvé %&ﬁﬁ S H?B'ttg?gf(sghﬁ) noradrenaline

re RP tlrﬂBtH{ Sr)ct)a'rqy%rée{c 15 rquf elﬁ{tﬁtalfo %Pf one 23:’ more of serotonin,
nom@@mﬁﬂﬁa@ﬂy nmnm@mlnqe @35—@ (g]gqgmts tricyclic antidepressants,
dofain@ietgio ranbedpresdantstiyhhe naatonists y SBITsoad@agonists, 5HT.z antagonists,

5%?55@?&%%’@ AR el AYBsts %‘ﬂa?@rﬁst@ﬁ% agonlsts anticonvulsant agents

ent t1vi Di sor der
@%8}(%% %Sg&éﬁg'fh%g Hyper ki netic D| sorder
Di sruptive Behavi our Di sorders such as Conduct
It Dillsbe cppreciatédithat dhd lwempobndspes thehcordbioatibnoos edompggiion may be

admiddte’l) simQEHeBa8 ¢ (ditheNmethe TYRR dr Jkferdhd Jphaflaceutical formulations),
se Q,%Pevbjgeggi@%% a312 89), Oppositional Defiant

sorder nd Di sruptive Behaviour D sorder

Not Ot herwi se Specified; and Tic Di sorders such as
Sulteble &iHTe 'aptaDogistsvehich BOY be Bised Pegoshination withithe Forer 2 maleate salt
of | mq&mibuﬂerobb@zwdwa)éﬁ,@@ueealf@iyqxednaamomiemyy 23,4 6teteihydro-1H-3-
é@%kzgo UarRhGubEd %‘3 dtéﬁfe @bl§ ir{eré %Iud%of))r example one or

msg ch ﬁéf’w tieg selples re%w 3stieg, g2 ms?ﬁﬁ%n ¥ KRlospPryice.

Di sorder (301,83), Histrionic Personality D sorder
Suitablé . setoniilaigonistsi witicte nfgrisonssd inycobibtatide with3Bé ,Fdtrn, 2 maleate

aﬁ‘V oF d?—?- (& %l&%ﬁé*igb%y)@bﬁﬁn@%lfoﬁ R8.rSdho @H’féﬂ@ﬁﬁ% 4 ,5-tetrahydro-
I-{:,glrbs O%g‘e '{'é aﬁd g}agg?ce{ugfﬂly dcb%% g’lﬁ, sloL Fﬁglt@%BgnéquS for example

ONRO®" MOFR: ChprBisalspaiities j seipcted from sumatriptan, rauwolscine, yohlmblne and
metoclopramide.

LH“:

Suitable SSRIs which may be used in combination with the Form 2 maleate salt of 7-[4-(4-
chlorobenzyloxy)benzenesulfonyl]-8-methoxy-3-methyl-2,3,4,5-tetrahydro-1H-3-
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(301.9): Enhancenent of cognition including the
treatnent of cognition inpairnment in other diseases
we b/ 1z825chi zophreni a, bi pol ar di sorder, deprBSEEPIV)6/004954
ot her psychiatric disorders and psychotic conditions
associated with cognitive inpairnent, e.g. Al zheiner's
di sease: and Sexual dysfunctions including Sexual
beDeaziepipe Bind pheenacesticatly ascapaliz solvates thereniindusiei fpreexample one or
mdrke SéHefetal (GHiBes bhlecRadfrG@axaixetives r staprdph,s fantteetine, fluvoxamine,

7Ny ~dis@r ders such as Fenal e
paécég%ﬁ% ’%&a' uség%a@fﬁﬂﬁiwgg%gn) and Male Erectile
Di sorder (302.72); orgasm c disorders such as Fenal e
Suitelpja SNRIs Bhishmaayt bg 8eezl in Ipmbigatien @jﬂgg@,ﬁc&m 2 maleate salt of 7-[4-(4-
chigrstehg@txXyRsbhzeros utionl])F8-mettiony-6-rhgtayldl, B Saatrdl3ar-75)3-
be@fé%ﬂine Al rnghﬁé&@ﬁ&”%‘é@&b;ﬁ‘é‘b@%&%é? tHakébf intfldie 180 exditble one or

(.306.,51) f unct Not Ot h
mogh oA SSH1eS [ ABReIS LR ROTEBE i bi 11 ont sm
(302.4), Fetishism (302.81), Frotteurism (302.89),
SuRebleptticydia ah8@shreysanBewhiah vays be hisedh it 3aMtB&tion Seittusiie Form 2
manesle S Bak 367 84 )«g-zﬁléfb%\éﬁﬁﬁdx?%b% bdriBurdRy(-30ReBdxy-3-methyl-2,3,4,5-

Vi rij , P il .
gl ez e Jabraf@ et Lo HsEE hersof incude o
exeRlge MBI SHit MOye DFRPIGR)r anfitieshisetfictad (. iyiPrayne. ~ amitriptiline,
chiGenpramiriedeat naryipineor der i n Adol escents or Adults

(302.85); and Sexual Disorder Not O herw se Specified
S R0 oAl Lo kBB P L Rl 1 o
malFRe Bl e {THETIBDeR BB SRy [gaRe o S metiY-2.3.4.5-
tetpahygioy1 FeRibenzadesine andi pg\arrgaqmﬁmjlp ecegpialile solvates thereof include for
exb@bRVétdtor ¢eurd ichéraizaisantities selédtéd Bem aapropnadnechntipetines e

skilled in the art that one or nore chemcal entities

sel ected fromthe Form.2 nmaleate, salt of . .
SU3E0 Ep R BN rER0 ) TR DERESL T ASTYT P Wil i Feorm 2 maleate
salte PhyT-{42(43chiorgbenay gnzenesulionyRrmetepyntmay-2.3¢h.9-tetrahydro-
1HhB-denBze pine Galdl phasoaatiedily eacseptalle ssivatesrtberkohinclodel iforgexample

onk®r idfe CRMBIRAI PtidEPIEIRIRPHREAGRAINRIeK, BRbEHEELHINE and diazepam.
conjunction with one or nore other therapeutic agents,

for instance, 5HI3 antagonists, serotonin agonists,
Suirole Nl RgRNshichs By OFjuped gb?%%rﬁﬁtwnr%%b%%efm 2 maleate salt of
7-f4r(idhlorarenzy| S§Rvenzeneauifdnydl-Bxmethroxy-8-rogthpkd3, # iPHte tsahysire:- 1H-3-
beh=d¥Bbine dharphafth&sdutivRly 'RESHtaNeE sbindted tHePs T idluderter @ample one or
m%&r f r%fcaf&(tﬂ&?&%l@cte? #bRdb étleh,nfspgfﬁdan'&‘?{s%%'ti%eﬂgfdbeﬂe salicylate.
R agoni st's,

ricycli c anti depressants,
dopami nergi c antidepressants, H3 antagonists, 5HTI1A
Suitabla §EPX-2tighibigra whichmaygemusedsn comtrinatiemefdhe firen 2 maleate salt of
7-ﬁmfbhmﬁénaillommﬁz§hésulfawl]-&tg@tﬁo&y-&-méﬂhylsﬂmniSsﬁatrahydro-1 H-3-
beﬂ?%]ilegﬁ@érﬁhéapfﬁarﬁg ti%al@nQé&arpté-‘df(@I RAVELE BRFESF2incE’ B} example

Y- izt e e CodliBe VIORKaL, T ik CDEOHBR number
5,474:0%);a aeleexty (vailate rundgr e todppame CEYERIREX®, from Pfizer, US
pajtdra muebet 5 468|823 r valdezbxib r{ayailable under the tradename BEXTRA®, from
Pfizer, US patent number 6,633,272); etoricoxib (available under the tradename
ARCOXIA®, from Merck, US patent number 5,861,419); lumiracoxib (available under the
tradename PREXIGE®, from Novartis); paracoxib (US patent number 5,932,598); COX-
189 from Novartis; BMS347070 from Bristol Myers Squibb; tiracoxib (JTE522) from Japan
Tobacco;, ABT963 from Abbott; CS502 from Sankyo; 2-(4-ethoxyphenyl)-3-(3-
methanesulfonylphenyl)-pyrazolo[1,5-b]pyridazine (GlaxoSmithKline) and 2-butoxy-4-[4-
(methylsulfonyl)phenyl]-6-(trifluoromethyl)pyrimidine (GlaxoSmithKline).

12



10

15

20

25

30

35

40

separately or sequentially. Suitable 5HT3 antagonists
whi ch may be used in conbination with the Form 2
wodoearsws2sal t  of PCT/EP2006/004954
7-[4-(4-chl orobenzyl oxy) benzenesul f onyl ] - 8- net hoxy-3-m
ethyl-2,3,4,5-tetrahydro-1/-/-3- benzazepi ne and
phar maceutical ly acceptabl e sol vates thereof include
for exanple one or nore chemcal entities selected
THel FOfnONAhaRSRE $aMrof 7qnquabtmnzmw)mt@mdsowmﬁpa;lmethoxy-s methyl-

ZSSH'Stt@pér%/dﬁ?'th’.’»Q%nQ ?éb&ﬂe' (3 Pﬁé}muﬁk&ll}‘%‘%geﬂté‘ble solvates are
nat’, o ﬁ or ate s

aiSp, PHlaDlE. 8] SORTAID) 1 WL, IS MRS A A PireloepEsHEIaoss qyprovide
lmetqvgd t@agnentsoft @ycm#vdd@ordqna BPBfélﬁli'aQ agyantaggsdassociated with the
copibiations UWises adridy matroept cibreatimohtvat ¢ Forer @omaleatd wdle of 7-[4-(4-
chgo%be%%g Ber2BfeRfofLe m@%etﬁﬂtzﬁh%&eﬁa#ﬁ% M-3-

cln

DeIRASDING ' U Bt LSSl B BB e o morove
efisofioh SOPeT OWPITINSYE WD H18) IBiethe ot cqmmenlyqused for the
individluz odzenpopkotsy ) bepreed stnedtmenis] o8 positiveo symptames lapt/oR , negative

symptbrss bﬁ&/blaha ite ldrbt &ﬁ@%ﬁl@é’b@ﬁh@f@ debﬁyem«:a‘wéns@%lel dbserved

TCEaRbRls L4058 MARLE0 1A o S AAILE X provae
ackARtAgRS I AiSAITRTOk BRans Whp (A2 PAR9B0 apaqiiiely pRho are resistant to

treatrdent piith eertgie @ntipdychaticaagentsi (aisb dnown asoedraleptic KNdRits).
whi ch may be used in conmbination with the Form 2

Th@a o%uﬁati%ﬂ the % cIf"thé 4hvem;on ar pr§ferat%l¥] admnr&stered aqju%tlvely By

adgmgtl\ga ?cgplp%[@ |slrppq;1 esuﬁ% griéa Y80, (h\ﬁarlapal ing aHE ministration of each
of p‘mcqmmtsoaltmq/foam@mama@ Brmaceicaleamnssitiong pudevices. This
ifle 6 tHEpdpRutd @datinistRdtien cdfetiocad noiné itheéraseutie| syehedis referred to

Er%m B fHoak Q%lllébenWE ft SROK rteinna%a &l@@{h%réd'ehﬁé’%mﬁlstratlon it is
\

alstqqn@op/grqﬁ @scﬁg% @gfaé)eg gg%qnls‘?ray ion. Any Jang gP lreﬁmenp reglmgs in which
a patjent (epeives Gepalez YWtosoeraineHs s QYPH@Ng therapeutie agmisustration of

the Fbyrh 22maldaté, salt df §t[daictiocobenkyGey/hirmzazesplfore/(jsBaahethoxy-3-methyl-
2 @H%ttaﬁgrwd ¢al3. weras%@m fis PPbMAIREEANG REEPENIE! diflRtes and at
Ieefs?g%%f(%wg)rsg%oﬂg aggn &tn%nlh%ajsccﬁgt 6ft h%scér?én?%\ge%tlon In one
erpRAdiAet of] @qi@nct'%.t'ﬂ%rep@ﬂﬁoiﬂaﬂm%?@nca%rﬂeﬁeré)&fie%%fawt & patient is
typitally Istaiiiged en agberapeuticoadminiatraton ofionk or hwrg-of eZomponents for a

pehBd e ttins ahtl tAén receives adm|n|strat|on of another component. The Form 2

mgl?%té (%I;%?)lf OZ‘:{E’ 244 %Ml'o ﬂ%ﬁgéﬂefsgﬂyrl ]]-@m@ﬁgJ&Pé‘Xne'iﬁW2 3,4,5-

t?%‘é?‘f%?'%cc%pt‘ abP N ool HeolT cohois may be
adhumlsteseeirrmse agiunctive ntbe@peutian teegtmentt ite | egtle@éi ewhedare receiving
adfmmgtrémardfpatq@aartdweaahmp&hdﬁe ageni, thabltite d3edpecohthgl im@erition also

29(@? the Vg?d' |\?'83% %eﬁﬁ@ daiihit B, RRGE RAsHLAES ahtissy Bt agent to
e

18 . ¢ e 2 TR L e AR e felt A%y cempound of
forguig (1) o, phagmacqusieal Wlmablqrsplsatsémea%ép. ne and
phar maceutical ly acceptabl e sol vates thereof include

Trfeoéon%@dmh ShétBSie O bf tHRTiIRVENEMied! al®bd bbrﬂﬁus‘i&b@%ﬁﬁiﬂtaneously By
sumg%nso%sg ?]({)IEIR%E?%Q%E” baﬁ%gﬁpl ngre%'prgerﬂ' %gﬁl%?%hg%li atp\{e individual
COMPORELs e cadrainistered (gqgether either in the form of a single pharmaceutlcal
composition or device comprising or containing both components, or as separate
compositions or devices, each comprising one of the components, administered
simultaneously. Such combinations of the separate individual components for
simultaneous combination may be provided in the form of a kit-of-parts.
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7-[4-(4-chl orobenzyl oxy) benzenesul f onyl ] - 8- net hoxy-3-m
et hyl -2, 3,4, 5-tetrahydro- 1H 3- benzazepi ne and

w@basnesseut i cal |y accept abl e sol vat es t her eof PCVEPZIE6/004954
for exanple one or nore chemical entities selected
fromibuprofen, aspirin and its active netabolite
salicylate. Suitable COX-2 inhibitors which may be
used in combination of the Form 2 nal eate salt of

In &-flAhdrdaspbttanerefong thexrwehtoszpoeided &ansthdd 8f redtineryef3a psychotic

dls%?]&y n_gza uﬁoélg lttﬁéréét%;ﬁf gré?!’nqt/élst/éat%n d1ane %?rrﬂ'ef‘?naﬁéhﬁge salt of 7-[4-(4-
A e e A ST e

bem:z@g;(@p)or its PHAMAgesticallygcenptabie selvaigeio 8 patent ggg-,jwng therapeutic
aderdnisteation bof (atViaadt adriec antipdgehotit agenta d e maafudidr ERRER rthe invention
réxhd?é? thé | L|§<.96f thé’$oﬁﬁt26}ﬂéleéle EBR bf ?1 rﬁc?rében Mﬁé%n@suﬁonyu 8-

val % khyhgﬁbeé el g@oq%?% aval e |éaﬁ)‘;5Cceptable

SOl){ﬁ@érln theemapyfgetyeeef yj\\eps or ]apjélﬁptf\ygrtegrapg@c@n@wﬁtratlon for
then tredtenrenbofBh rbsyt:hét)q dnb@rma:r |acaop(atbn( meeiving therapedieradtrirgstration of at

ledst BAE BAGHR g&it! JThefirventidiotuanéd ;ﬁbwdééﬂ!h@%}(mbz robl@ate salt of 7-

[4&{'@@%8%&% )mégggf%%sélf - 8(;9 %ﬁ%ﬁe‘i i 4’ §'&%t¥a$1ydro 1H-3-
bepga,zgg@g)orftﬁ WH ical g—‘@ta q@]@esr (ﬁdduncggsﬁgrapeutlc
adfniristraan Kgrotheztn:e(atmemtmf)q/my@hgtlc)dlgrgg in a patlent receiving therapeutic

adiistetion of A0exdtpheaytipsyphdtiezgea] 1 , 5- b] pyri dazi ne
(d axoSm t hKli ne) and 2- but oxy 4-1 4-

In %gé{{% lg?#%%&ﬂ%/ ﬁt%r%& Fq;?&{ gigﬁrfgr ggn%/nlt %}P 3 bt psycho id Gisorder by
adjunpiive( thesaneptio asiigisioation beingle lpast PR rAtips)EhAtG RERYL- B @ patient
recdivig - therabeditiS- dinirddination- bf - the3- Penr a2ephaleatandsaitt of  7-[4-(4-

chfb'i’t?:f &Hl)tbé?ébﬁé/su%ﬁﬂ% ﬁmh%x? @hﬁélhﬁ@ an %—t@irﬁ?yd?dlhf-laﬂ e

beaﬁ%%eswaﬁﬁ? phahaenfaly a%cep% B o Fevect e mventor
proyédestibe juse of @bleaéfr%ne PHiPeYRg %?Q%V’éﬁ'tea@é@”fa%%‘(ﬁ:ﬁ’fa‘i ggdicament
fomadjhndtive tberabpeutit admisistratiors faartble rieahoed affa psyeEiotie misorder in a

pafiéntt RRevRigMiréragduat &irdiaiktratdn 6f [the (Form 2 maleate salt of 7-[4-(4-
ch%p%%ggﬁgﬁﬁy%(}?@gﬁﬁgﬁ@@@%Hogg-%l %etﬁyl% H%Xt}étréw)}a% Wll

eﬁFﬁ.ﬁeﬁﬁ‘E&ftﬁ P ?mgﬁcge@@gx agfegtab %\{aé%s fmﬂ inygntion further provides at
least|ohe ahtisychnticiageniofee ddjondtive dherapeautid @danistfation for the treatment of

a P Bhdticelidorddrana phatie rélfeﬁlldg(lhéﬁapémlﬁﬂhdrﬂﬂﬁ@ﬁatmmmrd form 2 maleate
saltSgf ?ﬁg A (4O rbﬂ(gr\z\{llo %nfeﬂ@m%ﬁ étﬁ@{x%’ﬁ\@thyl -2,3,4,5-tetrahydro-
'_g at OSi t | S WJ n7
1 -é—ﬁﬁ%ﬂ%sp'aﬁ Pl S N
di sorder may al so be observed. The conbi nati ons, uses
In angrtivee tabpests, thé invertidnprovider a ethddrof enehinoent oby paychotlc disorder by

SiRUIRKEESs 3tﬂ¥|%55@t9;93adnﬂn|§ﬁa%hﬁ%ﬂtthef FRfhi oNtsadkte €&t lof 7-14-4-
crofoler U R RO el by S B e

bepzrrgRINg O dls IRhereaatauticaly Accentablgselvaiestin gampiation with at least one
antipsychqticeegeof. Theeinventientfurther aravides diecusebdfya cambimation of th@ Form 2

maEhte NGhit v @F Y 7-[RY4-2Bbrobe hiyicky BékeHesLiFGHyl| BtmbhoRE & Methyl-2,3,4,5-
tet‘%ﬁ?fgﬁoo{ﬁ rSIBe'H%EQ'e &Vﬁ#h%ﬁﬂé&%tl?aqg'a%éﬁt%@é s8l0at%g aﬁa%lf' least one

anipRycheltce e n‘?rE dn tE%rﬁS%f&{ FGUYRSOl o7 W"é‘é‘%‘ fehsEnyitagequs herapeutic
adntiistegtion tin theatthatmesttof & pyahadic diseodesr Trerievention &ysthet provides the

us8@f s Foien Rahaleatedalt@f 7-[4-(4-chlorobenzyloxy)benzenesulfonyl]-8-methoxy-3-
methyl-2,3,4,5-tetrahydro-1H-3-benzazepine or pharmaceutically acceptable solvates
thereof in the manufacture of a medicament for simultaneous therapeutic administration
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generally by those skilled in the art and herein as

adj unctive therapeutic admnistration; it is also
whnmen2sas2 add- on therapeutic adm ni stration. APGT/BPIN0G/004954

all treatnment regines in which a patient receives

separate but coterm nous or overl apping therapeutic

adm nistration of the Form 2 nmal eate salt of
with- ft4ledt ohé antipsychetico agemeinzibacisedtmenty bl agpsushotinc disgrder. The
in&htiorl - Burtheft, SpkRideshy dhe- 1%3T1benzazer|rd|éme or sats of  7-[4-(4-

e

ch AR B Re G AAN AR B SiahA 502 tf%}'a'#@?“”%‘.‘
begeazeRE PTRRATPEREtCAY BrRePiabls, aPiNeiRD (9oRt|rkSe; 9k Simultaneous
therapeuiocadmivistiatiannivih radtleast ene aetipsyehodid agentim theatreatment of a
pspéHotie isorder! YiHeCiabéntion tfaihdri evldeythe dseedfadtaedst@ne antipsychotic
ag@gpllngfhég%%ﬂfgaur‘é;%iogﬁn@d'i?dméerﬁ Vfgrf sia é.ﬁ]ar?]éysirfte:’tgt@r:%géutgcoédrﬂinistration
il s 2, ol LSRR A S peahor et
methyl-2,3,4.5derayd e b pHpngazspinee rids phagraoepticallye aeeppiable nsolvates
therbbiyih 112, tréhtdhelt-of tagisyelivtid disolder/ - 3- benzazepine or its

pharmaceutically acceptabl e sol vates nay be

dmnistered as adjunctive therapeutic treatnment t :
i Bl el Pl B LRRR Sl afrieh 8l S BVcpifigisorcer by
sirayangprs thelapestic adminisiiation of atpharsaeayticalfcompesition comprising the
Formv @ntriateatealsatt ofn dHddéshbhabearylenyiienzendshiforgfjamnethoxy-3-methyl-
2,@!@,@@&?@6%—5! RB3-EnzatePirRAst pf@ﬁﬁa@é’lﬁihfl@%‘c@@ﬁtbf@le agfates!tRereof and
o ) 5 S0 80d G B kPR cohBstoh Bimprsin
the, e dBaleRte Aaity ! Jdfdreaisrobesgyioyitenzenaspifenyll-ermgthoxy-3-methyl-
2,3.458enatyidon 1 t13ehengazapingf on pharinacesticalyraceentable solvbtes thereof and
at R3R1 OeSNBbE BtabilisHy lor BRGHSMIY agéht, tedk toh BgMdAmaceutical composition
co?‘%ﬁ}igf Ztﬁelatﬁoﬂﬂ bS n{r:é?'é:el% réaltt ! ?n'a%i'[% t&tﬂﬁ%é@g{@%@?@ﬁfénEQlﬂfonyI]-S-
MR vi-%@%?%ﬂbvdfg-@!-ﬁ-gﬁezaﬁﬁaipﬁaefe JiPagRceutically acceptable
solygiesdhereofiandat legst oraemoodplapiysing obantmanicaaganhty the manufacture of
a medipanenttfsr, the treatinet pfia dbychotipiesider, ang aghattaadeltisal composition
R SIS 18, < B houton s
et AR 26 g R P SR AREELE CORITRRGY pagooriave
solyatesr heregt @nArett IRasts epenmpodastrbilising opantiganis ggengfemupe in the
treagpend of & Ipeyabibtic disodee i nventi on provi des a net hod of
treatnment of a psychotic disorder by adjunctive

In :ﬁb ﬁ[yﬁ?ﬁ%%éeccta{?@ iﬂl/(-%tiroﬁt 5r8\ﬂdg§‘ at Q@ofl:p%rrt@ t%r %& Ffr‘?“tﬁe ?r%g{ment of a
PSYEIoHE Hiserey FoRp Y32 Arst 40§396 19T compRsibLR Forme Ryeate salt of 7-
[4-84-ahlsrobenzyitxy heozenesiH@yIHBenetheepd-nethp-2i3;4 S-tetrahydro-1H-3-
bePPaefmecsit plidtinaie @icEBP héddptabid byleites tltu?eaft 8ad ioBBtor more further
| r | . e .
GoL558 (190 AR A HBBNES el (' phEAfoctE rorapout
adminjr %Bn provi des the use of the Form2 naleate salt

of 7-[4-(4-chl orobenzyl oxy)benzenesul fonyl ] - 8-
Examripheexof-ahtip®ichytic 2rugds 4hai-dretusanliarthe bredenBinbentivaziegludes but are

nof! lithed %arﬁmgrgyﬁé%bg,y ﬂ&ﬁeg&alﬂb p&oY 2ipffodidle, ! BRd  droperidol;
hna#H acture a n‘?'PI cament ﬁ adlunctive therapeutic = .

Ph&Y WE'QF?’aFF‘gh For® %%0{‘%'5?_\13 PrEES: pLyRYGeFRe. trtidoperazine,
pesrheppeies. fliphengaineerhiflirreaiaginag Rreeipergeing, and acetophenazine;
thiaximthenesy asuabn asf titiothirerst amb ambippsthigérd; i dhiagebeinzodiazepines;
dibEh@odiBxpiHek O NodnttisbReboldl! OyibEledtHid¥epines;MiridaBbiRHoAes &l tbenziso-

thigzol)zfpiperazines; triazine such as lamotrigine; dibenzoxazepines, such as loxapine;
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[ 4- (4-chl orobenzyl oxy) benzenesul f onyl ] - 8- met hoxy- 3- net

hyl -2, 3, 4,5-tetrahydro-1/-/-3- benzazepine or its
w@bashesseut i cal |y acceptabl e sol vates for use POI/EP2006/004954

adj unctive therapeutic adm nistration for the

treatment of a psychotic disorder in a patient

recei ving therapeutic adm nistration of at |east one
ditydtdinpkojariest isoctagsninolindone; fatpiptazoleaspdcderivatives thereof that have

antip4RRAsticttipfyovi des a method of treatment of a
psychoti c di'sorder by adjunctive therapeutic

admnistration of at | east one antipsychotic agent to.
EXaTple; & HEOP AR AL PRI S SLER PS8RV SIS £ 7t 2 guitable for
usEdn 1th prasleohtreestitint aref as7 idllaws 4-clozapine (available under the tradename
CIGIRARIDBE RSN Man, [ZRAIE CoRMAE, UL, INGYaite}; bt a@néreivaldbieunder the
trag ﬁ?rﬁgzﬁ?lﬁﬁ E@?'grg@gltillgelf‘éigg%gf\cljgﬁ% o(avTiLa%gf ful?rde the tradename
USRS TPt S L VR i i 2By o, o
Japsaenps guetispine fuyearate; faveiieblersunden che r tadsnagenSERQAERE®, from
Astrazeretia)netitinéolé heivaily iundadrthai sadenbiren SERLEGT®); amisulpride
(aldilGek TRaLr tﬂ% tHAdERHRD gb'LfO%,SfPérq%”anbﬁ‘-S??tlﬂ@fabSPBaloperidol (available
unhgrlc E{g}lkgg%ﬁapeeg?lﬁgt&ﬁy@( 3Ejorrnn %%otlagll\lglﬂ; Raloégr%oF%cna]n%ate (available
unggil dreo lyadenaras le flesangaie®); |hatrpeedololRptate. favaighle aunder the
tradedarbed EHALBOY Gr andlINTENSGHI®)achigopromaeine i(&gilable under the tradename
TI—}BﬁF?AZI;‘WrE%!t fr6ml I’$.)vhitﬁf"di‘dl‘éotB%@l:i‘?an‘ii04(38#{)!3glupr-'l_éﬁ%_zln@V@%itlaﬂb‘ﬂa\ runder the
ST PREVIKGE o S03ipiF. EORISHRnG T9EA ah” A

m ni’'st

Pherraasentisdl BRrBerss Jrasatena)difyphenazinen dgcanopie fpvailable under the
trades@nei RROLINGING piagancate®)ri flughenazineneoéntbate Kavaitatile under the
tradBh&at EPROLIXING®); fluphenazine hydrochloride (available under the tradename
oA MG e I LN Ko o
thihrens CoRERETIYS (ayatais dhrles Tas rodaredie NAVANE Ry fillyoerazine (10-
[3-é4-pwthy)-1irineraziydpapyir2diidvereaethyl)abenethiazife t r eat ngihydrochloride,
availabke pﬁ&&hﬁéitmdéhaﬁg MWINE@UgbmSmu%KItdmr;?mkeéfni; I'zerphenazine
(a@f_“ B! $hiét 118 PAddnlmer TR AFOREE 3f-6mS &cheMg);’ pefHettazine and
SR L R e
thipridazinec@veilablgl urdep thedfrdeppame MEMARIS®; fomdiyaris: Rexane, HiTech,
Tewd} incddAphaars) ; oneindorid (@yitbie Urdden entradeflamei MOBANGy irom Endo);
méIMBBIF@ h%ld%éﬁ{dl)rih%s aVhiRbleSendeh tie FaddaR® MOBAN®): NBxdridNavailable
o e sty LOBITANGS Y atien, o Prdonios Qraept e
th%tw?nwe,l@@ﬂ{“é@aﬁp ri@xaping. suqsHizies safsipRle gindeg dhe tradename
LXAANE®uFurteringrea beeperidol (Glanimen®)s paradingt (Thxilas®) onanelperone

(EaRérbasyy) hedyite @@ant in the manufacture of a nedi canent
for sinmultaneous therapeutic adm nistration in the

b4 U Bl ek koS S TR, e donams
SPARIME®), cHtiturplomazipeox ygvsdahie negnder onte] - Gadenamsxy -\ESPRIN®),
chl?}ﬁbﬁixeﬁeﬁ%@ﬂé @hdeérhyiel trgiénakthMA@M?E),ﬁrwgmridol (Eéailable under
th@ 184 INE@RS S2iPlaValBR iRl 8 trddenbR@ TINDAL®;),
O R et
(awaileblpsypeRb thectraggaame; NOZINAN® e pinetiaines favailapls, URdsritpe tradename

PIBOI®ILd®Y; ilopEndomne) pandzidenarfdfiupesthixpt. ovi des t he Form 2
mal eate salt of 7-[4-(4-

Ir1 gnwiofgﬂﬁe:r%%ﬁglg%% &%ﬂﬁ\%ﬁ%ﬁ{l éd?t%lle] a’n%b@%gf?@( Xgéitmc!lwe' &anzapine,

risperidone, quetiapine, aripiprazole, haloperidol, clozapine, ziprasidone and osanetant.
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benzazepi ne or pharmaceutically acceptabl e sol vates
t hereof for use for sinultaneous therapeutic

wa@ebosn2wer ati on with at | east one anti psychot i BCEBRIW6/004954
in the treatnment of a psychotic disorder. The
i nvention further provides the use of at |east one
antipsychotic agent in the nanufacture of a nedi cament
for sinultaneous therapeutic adm nistration with the

FoFOluge 2 i hRalicthes al7t[4Q4- chlorobenzylo benzenesulfonyl] 8-methoxy-3-methyl-

2, :? 4 kﬁeﬁ‘ @8@4 PR %bféﬁ?ﬁewr O%T{Eegg rr'nofléf A ﬁarﬁc@&’%ﬂéacceptable

et h
o Bl ek )y DB 2o s e St gelsahcopgoston. The
phameacentics oomws'psry@ambe: fati wssr thethe treatient bt @nydetbe sconditions
deb&dedMerdit.i on provi des a nethod of treatnent of a

psychotic disorder by sinultaneous therapeutic
Thgd Elléltar gnbg{gaq%fgpt?ﬁfgth%?%%sgltnggn tonagenlre) IS provuped a pharmaceutical
comppaitignt - et neNE ok ) Ierez eehemicdl o eptitiess -setactask yranm7-[4-(4-
chikdbehzyl@xySoehzbndstitforaiysimethblly-3-rhethyl 7% psrtetratiydro-1H-3-
bepz?z’ gmw%a@é by o CPIZH 8 SedrvabSsichie ae&fptaw sBlvate thereof,

toqﬁi’%%@amae'gﬁcw AP RERERT 61 ng. € ho  For i 3

mal eate salt of
7-[A-(<Gh(ctolndrizglory)berzaghesylfoheRa-enetisadyf3omgthly -3 3 Aei-tetraliyBeohH-3-
beRdPpmiutn mafbats, tFdhahyds ﬁﬁ}hérh'ra%e@%@ hPZ&RpBILSoIvate thereof may be

adﬁwériétgr%gebgtalngacams{%n?egﬁ Frpett ?or%%%?ﬂef?& otrge;gaergiutte?an?eh@ mtravenous)

buggal.asyiagvilc BasalcEactat Qe heprar CORIMFERRY 315 tieophaTgnaceutical
compbsitibres adabtedcefccordingly
7-14-(4- chlorobenzyloxy)benzenesulfonyl] 8-

[g‘?hftﬁ?aﬁéfmce o r?zeﬁeéblf%néﬁ%h?é?ﬁ(&ﬁ&%-% %‘fe%ﬁ@ir&ﬁ/-ls
e ek 50 DhS0bcal b s ca be
fornwaje@@s u\qeldeforasqhé@h fornesamPIEoTyrUnse SUSRENSIPBR tOr (FMusions, tablets,

capsuledarid lozahigesr der, and a pharmaceutical conposition
conpri si ng the Form 2 mal eate salt of

il b, b
A fiabio SRS oM Snst L BSRERR0 d sOSRerkion. gp spliop, gl 7H4-4-
ch@roqsanaylwmrvera%ﬁulfwﬂ&@ptwwé raethyizd B4, Srtplsakyeiro-AH®- at
behesrepintune nmadeade, sFar Ri e apharmaceuticalini acceptable dobrateu ftereof in a

sultdbld hlﬁuﬁjr %Flé‘f‘?@t P ex@niphy @ROhdfeotts SRIVERE -sub & {vdtdrhethano! or
glya § eegtgr ?rng %c?u%t%o?v%np %88¢]S'$ ? yeéhééne ély(p E)F 3n B?rTrli‘esf%rmulatlon

npri si ng
mqy 3lsq C%%@é“ﬁ?ﬁ f&ﬁﬁ?ﬂf s?i' SRgNEAGES. BaYoHring r?éF%'QF"éngs%ﬂetm
of 7-
A EdmfdkitioRl e tied firdydfaxable B2 e Be Préfapey Lsing R shitatle gharBiaceutical

?élr(;sﬁa&tﬂial? & tdrﬁpzc)‘?ée%r}lé éo‘llé oprﬁl?es P! P%é) %%Sd of such carriers
incyde rpagnes %8? alfo Sy 1aAHIE: VULPE UP$Ry an

anti psychoti c agent for SI mul t aneous t herapeutic
A goimpoditdn Rt trenforaxemp | cps@é cant bep pyspandd Gsiflg Loatifehaicapsulation

pr@cfe@uﬁé%ef F'Br &ntdi p‘éﬁ@é%ﬁﬁtaln‘iﬁ bizaf\e iR e‘d% t cdMibe Bfepared using
J]f e ggsa %ﬁrugthveks afdlspersmn or

siffh bafierS e oo i 1 5 Ra et Sabei
SUBPRNSIopr ¢t e rEepared oising a%f]Yn@J'tah’és@T‘i”@‘ai@q’ﬁ@a| carrier(s), for example
aqueods guope rcathiloses, silicates or oils and the dispersion or suspension then filled into

a soft gelatin capsule.
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per phenazi ne, fluphenazine, thiflupromazine,

prochl or perazi ne, and acet ophenazi ne; thi oxant henes,
W@ eh/12%21 hi ot hi xene and chl or pr ot hi xene; PCT/EP2006/004954

t hi enobenzodi azepi nes; di benzodi azepi nes;

benzi soxazol es; di benzot hi azepi nes; im dazolidinones ;

ben2|soth|azolyl pi perazi nes; triazine such as
Typimabtpareiterel  abimposttiorazegsisisesef ucteludion| ox aguspension of 7-[4-(4-
chdﬂr&ﬁé@hmcmﬁdrﬂe@&ulf@mm ARtHORY-Broethe:2, 34 5pepataaed-eH-3and
52%?“%’( ‘?r?éléé?&r B&m bhat a ‘é 'tl&w %&%bt?bl@cédl\)é'té Yhereof in a

) trad enarre?%alp f I (ﬂ ¢ veol
S%{\‘ﬁ o3P gaen ?Ya?%ce aB OF §xamelg pethydene glycol,
potyw@slewwroilmi@ntacémnaarec?as ofl gF Isgs@ine o| Aterpatively, the solution can be
lydpatised aridl Ben rebonstitiited withdesiitanle ShIEARRLC: (rigr, tofadatinistration.

Myl an, Zenith Goldline, UDL, Novartis); ol anzapine
Cog'np}qsgllpag }'0(5 &qgaq (ag\r}gmfsté%{ogdrﬁ%ggoﬁwgﬁg F%E/?BA frghgw%teg rEllsLalelrJ)syols drops,
getsEmumqyders. fAesasabferaeiations fypjisally eppmrsise A aaiytian o fipg slespension of
thé hetivier auhstzaoe irRh SiPERDAdCHUtiTallyf accaptabla ssgiedys quedm-aquetass solvent

nﬁ%r@uﬁll Na‘%bht@@'uﬁ sldﬁ?@ror thgtiddsadfa ﬂ%sﬁﬁm%ﬁﬁ in a sealed

cop{ag\&éAE’rH%ha %dc?rtfdé aéﬁjezlg@)é :131 Q{ﬁ %gmlsmg device.
A"?H@“Y‘P')&@&&?f'ﬁed\s@mt@%f yrayf t?%ﬁ1 USHAD 's%ﬂﬁt"ﬂeq'%‘(b@) such as a single
dobelnega rinfthtdr dr smnaadradsl eispedsar fitted withadmetaning HAW@CWI(@) is intended

forl di§EBsEY drite-tie Nehtbhts df EheOEEtAIAEH ha@%@aﬁ@kﬁadseedal Waktetthe dosage
forlr‘rp ptrli tarn gS%QHPdHAE% qeﬁ/ﬁln &Iitg('lrg) LFE ng‘Pl n be a

the t en
ane S a P luorochloro-

?)9)‘°'bﬁ$ 8?’3%&3‘%‘1 Aeof 3’\‘/8[938l9| %0% BYs
hydroael@nani! ha BexRAgl daEagy forme can Sispitake the éormedf @numi-aisr)iser.
fl uphenazi ne (avail abl e under the tradenane

n%s Aléhé\'.‘sun labld %PHJJC%QPH%%uapgé%ﬁbétra@ﬂ%lld&@t bleR Jozenges and

Pasa

SBREEheGR A0 EEER, 5 1OABHBRG I & R, SR aRSugar and
acaﬂa_tr@gamardec%rr@&tﬂe(an}i)@ycenrmphenaz| ne enant hate
(avai l abl e under the tradenanme PROLI XI N(r));

CJH\&H%EI%Q%%PGe&ﬂidé%mlé%h&? eﬁ‘éV@nl/émérﬂlyUfﬂldeebF&% o(f_j suppositories
abl e under
cop e SR RAvRer 1 b SRR Dsos BT 01 B one
hydr ochl ori de (avail abl e under the tradenane
CawipssitiB(s pyitabterfof trarmderraaliadeirfigttation include ointments, gels and patches.

TheZohfposmbmig! sui!tausu{1 PRUrZdod¥ forRT SUklak aablef, chpdify erahipodie.
phenot hi azi ne di hydrochl ori de, avallable under the

t radename STELAZI NE(r r
g S B MO B o HE B R BB o 5 iraydro- 1H-3-
beMzazepip@NG mpaledte o rode 22 pf @gpharmacelticalyz peceptable solvate thereof will
noAfallyr tbepédfhlhls&erék}’ iiv ® abilyoddsage (reyimieh ok an wade patidie) of, for example,

ant ) dieht
: @égﬁl@ M%gfgrq\lnﬁe %g duch %L%’é\?vgé}?ﬂ '?r?gf and 250 mg, such as
H"(Q e q% en 1RGOl fqg%mous subcutaneous, or
lntfﬁ!SWSﬁUEhéosf%quabqt\dﬁﬂéodrmﬁrant’ H@Otm@d@mwmﬁy 0.1 mg and 50

md,reagn hetdegn 1rapdi 25doy ef ITy[d+#(dchlotbiedeyl§amEnkerd salfornydled-methoxy-3-
méth Ztﬁ @@Q@ dmﬁén)zazé @H'&%u(a@daéé RBlReWe! the R8mpound

O%OET&IHIIT%F g \t/lg1cals eﬁ?f g ngv?ab?yhtgnza {cor ggﬁrgd[?eﬁll be administered for
a Fﬁhﬂ PAREFWP?US ﬁ@pbfofﬁhﬁ%&ﬁ%p% @ WRAKOT MR | abl e under
the tradenane

No adverse toxicological effects have been observed for compounds of the invention at
doses expected to be approved for therapeutic administration.
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LOXI TANE(r)). Furthernore, benperidol (dianinon(r)),

perazine (Taxilan(r)) or nel perone (Eunerpan(r))) may
wheooaazsd22 Ot her suitabl e anti psychotic drugs i PCI/BE®06/004954

promazi ne (avail able under the tradename SPARI NE(r)),

triflurpromazine (avail abl e under the tradenane '

VESPRI N(r)), chlorprothixene (avail abl e under the
Therimeatienis fOrARACTSINIted Py therfollayyinglodn-limiing Exdgrhelesinder

the tradename | NAPSINE(r)), acetophenazine (available

§ f,Me tradenanme TINDAL(r);), prochl orperazine
aval

the t
o o LI 48 Ehiopa Ay e aeTzatERUI S i hygs-methyl-
2 :N@Ertmmyqrp 1Hy3henkagepiniuremaleats Aahydiate (RHe
tradenane Pl POTRI L(r)) I | operidone, pinozide and

fl upent hi xol . 19 further aspect of the invention,
suitabl e anti psag;ent S | Incl ude ol anzapi ne,

ri speridone, quetapf 7 OhE aI operidol,

cl ozapi ne, zi prasidone ann NTUse in

medi ci ne, N
7-[ 4- (4- chl or obenzyl oxy) benzerfe$ul f on - met hoxy- 3-m
ethyl - 2, 3,4,5-tetrahydro-1H 3- benzg% m mal eat e,
Form 2 or a pharmaceutically acceptalll e sol'vate
thereof are usually adm ni stered as a standard
A pdslawm@femlalemaéc@ 012®S g1 1.06 mmbie iméthanelq2 ubll)owds added to a boiling

gRosi b on £y t@\l&@i%gn‘iﬁ@x&)"beh?&etsﬁﬁ‘(ﬁ?ﬂ%%etﬁgxﬁﬁ‘-héﬁﬁyl -2.3,4,5-

2R PP 1S Gy IDEELA & 1T ans e rosuin

sojytieny i ieateda updelr Fefles ufor 3 MipDsi Thebokdaprvas kgolsado ambient
terapenature aol estitred foreh hotin, essusitinbdo tsechef oilby % thé-prdduct.  Stirring was

st eré?#aeméyrhmwa Renreagadlovemdnt résuipb ey two Eﬁésiey}m@ure The
mIXfH d—:l &/ag s‘ilFrgg%%i %e]atﬁ %b%%gz$ i P'n'oagrlm{gﬁls Lﬁ Hn v%s”b?eﬂy obtained

Wﬁeﬁgta? ﬁ@‘?t'r\ﬂl tﬁﬁh wap ﬁér%@fmfh%%fpﬂw &W@?ﬂ?ﬁ%l E‘eeEngr W@? continued to
reflux, the( slurGhétisredifen 29 Mminuteh dnerecasied focambigntdempertabing.-Bired for 30
mlﬁ&t@}ﬂ thén 3odle®td 6L @Q/éﬁﬁd)stiﬂed/ foBa flreier 3DapihtiesMThe resulting slurry

?ettae tq{&l vga Ova @Hfﬁaﬁﬁ g{byj r‘ﬂE SR 888 Lunder vacuum at

SOréltcmgsld ttp%pteeg(rgﬂ%ti So?‘é( lnel éoé'ﬁé @lggl (g ;onvenl ent

i ntravenous), buccal, subllngual nasal, rectal or
Ddsceiptigrrnal admi ni stration and the phar maceut i cal

Bdht i O a#qul(s-lgg&ﬁsgéergégg@ enzenesulfonyl]-s-moe)t(hox -3-methyl-
zie%@nﬁ e e

o matgie geid (8¢-19, Bﬁal“ﬁﬁ'@@\lﬂ ethang) (@bt was added portionwise
tosal baitng sblatieofof cZ{¥-BecHlanbenztory)-Enzeneasulforsyl)e-methoxy-3-methyl-
2 §@|5Lteﬁahyh%-1ﬁkgamﬂz§z el PR0. ﬁgSEemlrﬁm&l)% eﬁfarhblsuow L) and the
rewqﬁ %a%tl a@ﬁ)Wegstoas'? f(? ﬂ'ﬁrﬁﬁes éﬂé Ir&H# f Perﬂﬂy it altHeOQ%Iutlon was

ConsiSt o
cogaLep41q 4ZS°C seeded with  7-[4- (4 chIorobenzonxy)benzenesquonyl] -8-methoxy-3-

methyleé, 316 Srielyhhyxyd- b dzeanzszdpirduryl ]masatet Haovbyd@teret1RQI8- 2ng) then
codled t& akrBlehbieyriPefatdfe: /Tha-refiatiesi@ Bl Wassarigal £ abdient @ipefature for
2 Rbur@ aRE ARTBS GHE LGl W¥s RGSHRRE GH] gthér%l \FFml '5hE8eied thdr vacuum
at 60°C to yield the title product (D2) as a white solid (122.4 g). Onset of melt 170 -
172°C; 84 (400 MHz, DMSO) 2.81 (3H, s, NCHg), 3.10 (4H, br s, CH,CH,), 3.34 (4H, br s,
CH,CH,), 3.72 (3H, s, OCH3), 5.18 (2H, s, ArCH,), 6.02 (2H, s, -CH=CH-), 7.07 (1H, s,
ArH), 7.17 (2H, d, J = 7, ArH), 7.46 (4H, m, ArH), 7.80 (2H, d, J = 7, ArH), 7.82 (1H, s,
ArH), 9.0 — 10.0 (1H, br s); MS (ES+) m/z 474 (MH"), 472 (MH", 100%) 192.
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suitable liquid carrier(s) for exanple an aqueous

sol vent such as water, ethanol or glycerine, or a
woenedzisenus sol vent, such as pol yet hyl ene gl yROI/EP200&@004954

oil. The formulation may al so contain a suspending

agent, preservative, flavouring or colouring agent. A

conposition in the formof a tablet can be prepared
Examiplg1any suitabl e pharmaceutical carrier(s) routinely
7-4s@cCHlIeFobehgakyhen2én dsdIfbayiBaéthorg-3-thiyPR 834, Stetrahydro-

Zg%n?ﬂeﬁrﬁﬁﬁl afbtIAn ?éFUm\ (ggyate, starch

Srﬁoriqro esrgzg{%ﬂggnzbegﬁs &ﬁ,ﬂ%%(y- --nﬁgw %b Iq%hatra}wy ro-1H-3-

beemp@wr@maﬁat@rmdmteagrepamd accargineto grscription 2 above (1 g) was
siuraed iai Pbutgndrizcarricthe Riry hgatedifeont adbdienbie 40°€piaer dooled EHO°C and

refdAEH QO‘(‘Fra"t | 258/ Aifite! Uﬁl‘ﬂ%fa' Me€Ad ng@ ReabisH S%’oﬁt 's[]pplled by

er gl

t|ve suspensi
ReglEss, Dt By TerRiPIegiods ThE TSR el FPR AU 10 fmes. then the
slwfa/rQQO@d(t@)WG and ﬁ'drf@ﬂ 0 @w@omae §lurry wasdiitergdaseghe resuilting solid
dried lundextvasuan togive trenttletpnredudt Egr si on or suspensi on
then filled into a soft gelatin capsul e. Typi cal
arenter al conposnti ons consi st of a solution or
E sion of

Preparation oh Z5[Ad4-¢h Lgﬁéépfgmwmﬁ;ppesuIfonyl]-8-methoxy-3-methyl-
2,314,5etetrahydrS-1h8iben2aZepinitst maleath, Anhyd@ite Roem 29(ER) um

7-[B4 E3H Stobdrd kP SrizeRe RN RS Stlth GGld-Me G L L B4 efrahydro-1H-3-
beﬁ%z‘éﬂ{nﬁxrﬁ Frﬁle%?é An%ﬁra?et Err r%d%%grgfﬁg t§ %@5&@'&!09? blove é25 g) was
dissplyesin O3 AGATVE sJan 6P .naa@é 601G TR dor 5 Paioades fo 50°C and
seededs assingeaosded of t7dﬂﬁa{chlwmbpnzstl¢w)®olzemesofﬁorwﬂf8 tethoxy-3-methyl-
2,3 ¥ BRbiranysrsl1 ArBchdnzerepirfeANahlehtet ﬁdhydrétb ForfilRt(8l@5eg) as may be
X Iepuél thieOmafHBY 3k E&éﬁ\ge "pﬂ'ﬁi Fe'sgllﬂﬁ frﬁ?{ture was

e TR

filtergenwRsiacowih ?@%tpmlif”%‘aﬁ*ﬁr (45 mk) efdriedringer vagusm at 40°C to
givieuihipetitis i ppoduat (E2)easas white selidb$t8arag).i A sample was further dried under

vaBli\#h '5?@@0*(:' 6P |hk5ur§0 St bl BeRAPE0Y 320 5NAUDOAMHEANASO) 2.81 (3H,

ﬁﬁtiéf?f Egm ¢, iyl | % 8 GReBL SRt PR 5 oo, 518
&Hc%!d )t GRE (thhes, AT J (BHc@rd T |7d664)07-45 (4H, m,
ArHﬁf?i 80 (2ﬂ-b|d user wirth 7a82 éit-hisi Arhhg9devi @6 .(1HA bren)nSi (E8HY m/z 474

(NWhﬁ4$gquﬁd1@gqbagﬁer may be a unitary dispensing
devi ce such as a single dose nasal inhaler or an

aerqgsql dispenser fitted with a netering val ve which
ExamnleSended for disposal once the contents of the
Prepanation of 7HAv¢-chissabenaylmyikanzenesiitonyl]8-methaey-3-methyl-
2,3.9/5etraRydrot H8/benlazepimnaimaleatd, Fornl2 ter@Ry@iofuidn solvate (E3)

7- @gﬁ@écgrg@é ?ﬁge%ﬂegﬁfog}{ll FORRIIRSY eﬁdrgrglﬁ'@l éﬁ%hs Rhrahydro-1H-3-
o LR et et Ao & QB B Bhegran 2
mlamemaq(etnrrwe oF 3Prmiostes, grolns tet B seedeapusing iaowred of 7-[4-(4-
chibudenbyiexyl)isenzbnesuiidnyii-8-sigtHoxp-gLradth@dd)d, A j5stetratiyidesy 1 H-3-
behEé%eBﬁ‘\ﬁJrﬁ ﬁ*&'le%ié An|h9&r§féglf‘o?nﬁé‘ @235&)' Hh%sresmm@r Bixturé W8s cooled to
anibu(a’g telgﬁgr%gucgg ovgr 1tl'}og gggﬁsttlﬁeg ai ag@ ee{‘;[? toﬁmgﬁra?u&? §%r T11a§5 hours.
heosRl8 srasi fBigseck masm»gh oAy HIBTPR (P Ml apd dried’under vacuum at
506@ forel8i feurd i give thhditlé praductf (ESLapa sihite soles(1.16 g). Onset of melt 171
- 172°C; tetrahydrofuran by GC Analysis 2.4%; 6y (400 MHz, DMSO) 1.78 (4H, m,
CH,CH,), 2.83 (3H, s, NCH,), 3.12 (4H, br s, CH,CH,), 3.33 (4H, br s, CH,CH,), 3.62 (4H,
m, CH,OCH,), 3.74 (3H, s, OCHs), 5.21 (2H, s, ArCH), 6.04 (2H, s, -CH=CH-), 7.10 (1H,
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contai ning a conventional suppository base such as

cocoa butter. Conpositions suitable for transdernal
w@diubnN2®wbr at i on i ncl ude oi ntnents, gels and papCHhEB2006/004954

The conposition is suitably in unit dose form such as

a tablet, capsule or ampoul e.

7-[ 4- (4- Chl or obenzyl oxy) benzenesul f onyl ] - 8- net hoxy- 3-m
s, &ty I7-19, (3HAd 5/ £, Aat)y drd8- (#H, 8y, Ash Z88e(@Hn dudrrialAsid), &,84 (1H, s,
ArHEFQ.B 21010 (AHPbas) MAS GBS LaVA 47 4 R uak (aHS ologed) e 92.

thereof will normally be adm nistered |n a daily

S egi nen ran a
et RGP, badtinger Ofgé-[‘g% EiPergyon)Brn 2L e RoRy-6-
mésboxyemethyhd, et tembydrg; 1+6 nnwewam@ale@teﬂ@nbmate Form 2
120ng, e.g. between 2 and 50 ng or an intravenous,

P&ﬂqﬁ$h quﬁh # ]lntranuscular dose of between 0.1 ny

artd 12 ug, xanmpl e between 0.1 ng and 50 ny, e.g.

hétal\pp ng of
711.4- (4-ch|bBobenzyIoxy)benzenesulfonyl]-8-nethoxy-3-

nﬁggyl 2,3,675- teﬁrahydro-l/-/-3-benzazepinium

Bulated gs the free base, the conpound being

au..u.olere&—i—fe 4 times per day. Suitably the

chhpounds wPill he| administered for a period of
ctéhbi ndous bHerapy, for exanple for a week or nore. No

agygrse toxsgol ogi cal effects have been observed for

T ounas 051tne nventi on at doses expected to be

—& g.ovbd fer—therapeuti c adm nistration. The invention
$8.6urtlher #Blustrated by the followi ng non-liniting

exappl gs: Description 1 Preparation of

720g (4-chI@§obenzyIoxy)benzenesulfonyl]-8-nethoxy-3-m

ilé 5=tet r ahydr o- 1W 3- benzazepi ni um nal eat e,
A fﬂ /ﬁ$\ A-sol ution of maleic acid (0.204 g,

1208 nnbl) "#8 et hanol (2 M _) was added to a boiling

sl wtiogn ofg.2

754 -(4-cﬁlgbobenzyloxy)-benzenesulfonyl]-8-nethoxy-3-
.y.-“, et rahydr o- 1H 3- benzazepine (0.75 g,
1247 ) %gofhn ol (5.5 mM _) and the resulting

s@&atlonlheaﬁed under reflux for 30 m nutes. The

sos gt i an waggcool ed to anbient tenperature and stirred

L? T hour,  Tesul ing in sone oiling of the product.

UL....,g ped and the m xture left to stand
odefni rABUIt] g in a tw phase mixture. The

P&y ur g massstirred and heated to reflux; a

hgppgeneouss §o|ut on was briefly obtained when the

LZ? g oatg 5C, then the product crystallized.
ZnnLJ ued to reflux, the slurry stirred

I I"\ \I\DC

£29.230 Imi nuBds. then cool ed to anbi ent t enper at ur e,

stirred for 30 mnutes, then cooled to 0 - 5C and
stirred for a further 30 mnutes. The resulting slurry
was filtered; the cake was washed with cold ethano
(3.5 nm) and dried under vacuum at 500C to yield the
title product (D1 ) as a white solid (0.86 g).
Description 2 Preparation of

7-[4-(4-chl orobenzyl oxy) benzenesul f onyl ] - 8- net hoxy- 3-m
et hyl -
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10

15

2,3,4,5-tetrahydro- 1AY- 3- benzazepi ni um nal eat e,

Anhydrate (D2) A solution of maleic acid (27.1 g,
w@3®s4258eDl ) in ethanol (100 nmL) was added porPCDBRPZSE004954

to a boiling solution of

7-[4-(4-chl orobenzyl oxy) - benzenesul f onyl ] - 8- met hoxy- 3-

nmet hyl - 2, 3, 4, 5-tetrahydro- 1H 3- benzazepi ne (100.1 g,
TaRie2: XRiEbanglesaret hspasings Tordh[4kL(4-chtadobenaylpagiogrizenesulfonyl]-8-
melRbiyi3-@ethgl-2 8\Wesltetranyidrb 1 HE RbedfzBpiAiuirEhalead, Feizn to
tm%ﬁ%éﬂ%JarE glution was cooled to 75C, seeded with

427 orobenzyloxy)benzenesulfonyl] 8- net hoxy- 3-

t rahydr o- 1H 3- benzazepi ni um nal eat e,

— methyl -2 3 4 5-t¢g
Poamﬁvuﬂqubsmauhgﬁg_ng) then cool ed to anbi ent

tggper gt urgsglhe [resulting slurry was stirred at

aj[;géent Te ratyre for 2 hours and filtered; the cake
Wets waﬁhedigit—h—e' t hanol (300 nL) and dried under

at 608C tq yield the title product (D2) as a
wyge dolide122./4 g). Onset of nelt 170 - 172C, dH

(40D Mz, DMBO) 2.81 (3H s, NCH3), 3.10 (4H br s,

334 (4H, br s, CH2CH2), 3.72 (3H, S, OCH3),
SAACH2) , 6.02 (2H, s, -CH=CH), 7.07 (1H,

H
1

A g
<D

7.8 (24, d, J =7, ArH), 7.46 (4H m ArH)),
AH, dsgd = |7, ArH), 7.82 (1H, s, ArH), 9.0 -

d
TH pg 5)3| M5 (ES+) miz 474 (M) , 472 (M,

B~
A
Sl

92EXanpte 1

- Chl4#oben

, 3, 45-tet

zyl oxy) benzenesul f onyl ] - 8- met hoxy- 3- m
rahydro- 1H 3-benzazepi ni um nal eat e,

ite Fpgm 2

(E1).

Chl géotaen

zyl oxy) benzenesul f onyl ] - 8- met hoxy- 3- m

+.
,o '-r o=t€t

An‘hgldr at

rahydro-1/-/-3- benzazepi ni um
e prepared according to description 2

1 g3.swas

slurried in 2-butanone and the slurry

fromanbi g

nt to 400C, then cooled to OOC and

o to_400C

Nt O

at 0.3C/ mnute using a Metz Syn

n
It Ul T UTT,

Qi e$5 Th

supplied by Radl eys Discovery
tenperature cycle was run 10 tines,

e slaary g

ooled to 200C and held for 10 hours.

rry yas fi

Itered and the resulting solid dried

acuumto
rati V% of

ive the title product (El1 ). Exanple

72921 (

4

-chlbﬁoben

zyl oxy) benzenesul f onyl ] - 8- met hoxy- 3- m

etdyl -

2,3,4g5-t¢

trahydr o- 1H 3- benzazepi ni um nal eat e,

A‘ls’yh dr

g

at e Fgl}m 2

(E2)

i§4 &

. [
-uu UUTI

zyl oxy) benzenesul f onyl ] - 8- met hoxy- 3-m

.

yrt =

A= + +
—34,5-tet

rahydro-1 H 3- benzazepi ni um nal eat e,

Amhydrate prepared according to description 2 above
Thé 26Rgy Pamderddiffraoliore(XRAD)S&Nnalysis showin i Figeresdtasd 4(w8@s performed
on ™ Philligd X'BERPro péwddritfrh@bmétel Wddel PWE0A0/600s&riPkurdbét DY 1379

usnj& d
ter@t

éié}al or O

en

Z n g@nsﬂuon condltlgnsw
00 KU EngraO R S Sl 2 Do oA AG

e%?o‘?dTﬂé a

éadlatlo

MR

sizerh ) HH7a128 . iorerne step; 3575 pecandsafhe sapplepeasauepased using silicon
waferadghinijue SPedkstvii rertioidtepbitiex grepted tHaneg%6 afe indlnged in Tables 1
angosulting m xture was

The Raman spectrum of the products (Figures 2 and 5) was recorded with the sample in a

NMR tube using a Nicolet 960 E.S.P. FT-Raman spectrometer, serial number 5880, at 4

cm~1 resolution with excitation from a Nd:VO, laser (1064 nm) with a power output of
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10

cooled to 15C over 12 hours and stirred at 15C for a

further 8 hours. The solid was filtered, washed with
w@®2eazweonitril e:water (10 nmL) and dried undePCEB206/004954

at 400C to give the title product (E2) as a white

solid (18.79 g). A sanple was further dried under

vacuum at 1000C for 6 hours. Onset of nelt 171 - 172C;
400V 480 abkBlute BMBEN0l2 0B0. 5 (2Bt sedsitiiiCBE 5% vel® apdlidd fiurths purpose
fCHZ‘33 t'o%' 31 (4H, br s, CH2CH2) , 3.72 (3H, s, OCH3),
OTBSGSTH"s, ArcH2), 6.02 (2H, s, -CH=CH), 7.07 (1H,

s, ArbH), 7.17 (2H, d, J =7, ArH), 7.45 (4H m ArH),
Thé-EC (Fogramofthe proBuéls (Figure 3(ahid.6) vasAéddrdePorba Thermal

An%%at%[gsl% 91 O@a%}ﬂ?'ef‘@ffﬁfigé%%ﬁﬁ%?%k watatdd'4t*0 °C min™ in

anppPeRPEA- chl or obenzyl oxy) benzenesul f onyl ] - 8- net hoxy- 3- m
ethyl- 2,3,4,5-tetrahydro-1H 3- benzazepi ni um nal eat e,
Allfsubitatiohs,t ihalbyidg Bt hanlirpieddviat gatérktd)and patent applications, cited in this

_E4-.(4- Chl | - 3.
skslcd JPYSEEPSROH A BnagRoR Lo tn STAP Il ver
SPRE %&y gp lr\g!yllq“a yl(w |_céte8)o @ca[pgg%?@léﬂ qf?]rence erein as though fully
setforthahydr of uran (250 nml) at reflux, stirred for 30

m nutes, cooled to 500C and seeded using a seed of
7-[4-(4-

chl or obenzyl oxy) benzenesul f onyl ] - 8- met hoxy- 3- net hyl - 2,
3,4,5-tetrahydro-1/-/-3- benzazepi ni um nal eat e,
Anhydrate Form 2 (0.025 g). The resulting m xture was
cooled to anbient tenperature over 1 hour and stirred
at anbient tenperature for 141.75 hours. The solid was
filtered, washed with tetrahydrofuran (25 nL) and
dried under vacuum at 500C for 18 hours to give the
title product (E3) as a white solid (1.16 g). Onset of
melt 171 - 172C, tetrahydrofuran by GC Anal ysis 2.4%
dH (400 MHz, DMSO 1.78 (4H, m CH2CH2), 2.83 (3H 1 s,
NCH3), 3.12 (4H, br s, CH2CH2), 3.33 (4H, br s,
CH2CH2), 3.62 (4H m CH20OCH2) , 3.74 (3H, s, OCH3) |,
5.21 (2H, s, ArCH2), 6.04 (2H, s, -CHCH ), 7.10
(1H,s, ArH), 7.19 (2H, d, J =9, ArH), 7.48 (4H m
ArH), 7.83 (2H, d, J =9, ArH), 7.84 (1H s, ArH), 9.5
- 10.0 (1H, br s); M5 (ES+) m z474 (M), 472 ( M+,
10099 192. Table 1: XRPD angl es and d spacings for
7-[4-(4-chl orobenzyl oxy) benzenesul f onyl ] - 8-

met hoxy- 3- et hyl - 2, 3, 4, 5-t et r ahydr o- 1H 3- benzazepi ni um
mal eate, Anhydrate Form 2Table 2: XRPD angles and d
spaci ngs for

7-[4-(4-chl orobenzyl oxy) benzenesul f onyl ] - 8-

met hoxy- 3-net hyl - 2, 3, 4, 5-t et rahydr o- 1H 3- benzazepi ni um
mal eate, Form 2 tetrahydrofuran sol vate The X-Ray
Powder Diffraction (XRPD) analysis shown in Figures 1
and 4 was perforned on a Phillips X pert Pro powder
diffractoneter, Mdel PWB040/60, serial nunmber DY1379
using an X Cel erator detector. The acquisition
conditions were; radiation: Cu Ka, generator tension:
40 kV, generator current: 45mA, start angle: 2.0 2Q
end angle: 40.0 2Q step size: 0.0167 2Q tinme per
step: 31.75 seconds. The sanpl e was prepared using
silicon
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15

20

25

waf er techni que. Peaks with relative intensities

greater than 5% are included in Tables 1 and 2. The
w@oven2spect rum of the products (Figures 2 andPGl/EPmS6/004954

recorded with the sanple in a NVR tube using a N col et

960 E. S.P. FT-Raman spectroneter, serial nunber 5880,

at 4 cnrri resolution with excitation froma Nd: VO4
CUAMSr (1064 nm) with a power output of 400MW An

absolute threshold of 0.5 and sensitivity of 65% were

1. 3PPl o Ofnold1enBHidAP Shifs RERKIHCHBR! l2OBrystHilfle D of 7-(4-(4-
crfosdisnadooe e il e yer o e B telaniip 11

beAzarseinium TBleatss ormrRand aphasmasedtisalytacgertable golyatethereaf.
in an open pan. Al publications, including but not

2. | I MARA4tEh HBbEH RxABENRALMonARB MRSy fettyi-> 8%, 5-tstrahydro-

is specific ar, [ r :
2Bt e ol ot LR b o o
diffactionf(KREP) patigin With gianalgsabstantiaiias dsted in balke1-
i ncorporated by reference herein as though fully set
3.for tﬁl[4Ql4£ttH\§oBenz%9¥)eéni§hégJ|fbh§2|[rbﬁﬁéth@@t3'-m'ee§4-2,e!@&te@r@hydro-
1%%—?%%%%%@%‘%@&“'35%2% %ﬁ@‘ﬁﬁ?@éﬁf hiin solyare sl Dyl XA
powderdifisciier PRIIRSM e WAL B SRS AT IASISIag, I FBPi 2
and a pharnmaceutically acceptabl e sol vate thereof. 2.
4. 7- [ 4x pHarlceutRBPesbdItioh eRpebiag W dhemitdl e_BﬁtV%%WMl edirnany one
- y pi ni um nal eat e,
Ofgir;]a yéd?%%a%?&ﬁ%ﬁ%&%ﬁﬁ&ﬁ%@%ﬁ%@x Ray powder
diffraction (XRPD) pattern with signals substantially
5. as |A ehamjcal gntiygiceording3o any one of claims 1 to 3 for use in therapy.
7-[4-(4-Chl orobenzyl oxy) benzenesul f onyl ] - 8- net hoxy- 3-m

6. €t NYA erferdic4 enitify RIcESNEE any Bhd oPERARZERI Tk TR teér8atment of a

Fqrm t et rahydrofuran solvate characterised by its
psyﬁ]ﬁgﬁ%ﬁfﬂ/@ér diffraction (XRPD) pattern with signals

substantially as listed in Table 2. 4. A
7. pharArebeuicalcedtityc acqooding itwany onprof slaimgs 4 totikim thal manufacture of a
médiddnient &S tikd RéAtRRnt &F APYycRGtR dorgdrai 8 1 to 3 and a

pharmaceutical ly acceptable carrier. 5. A chem ca

entity according to any one of cl|ai .1 to 3 for use
8.1 P arakiRe of TSRS PN SRR i PRI EIS g humans,
whidh coraprires ladrainigtefing tasenamnoaidn tneedttheneof am effective amount of a
chesitaheitincacbofdmiglierany bneAf elarne €& 3.entity according to

any one of clainms 1 to 3 in the manufacture of a

nmedi canent for the treatnent of a psychotic disorder.

8. A nethod of treatnent of a psychotic disorder in

mammal s i ncl udi ng humans, which conpri ses

adm nistering to a mammal in need thereof an effective

anount of a chemcal entity according to any one of

clains 1 to 3.

24



