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WD 2007/ 124757 PCT/ DK2007/ 050050 1 New uses of
escital opram The present invention relates to the use
w@boorhet7e6pnpound escital opram (I NN-nane), i . ePCT/DK2007/050050
(S)-1-[3-(di net hyl am no) propyl ] -1-(4-fl uorophenyl)-1,3
-di hydro-5- 5 i sobenzofurancarbonitrile, or a
Iqﬁﬁ&?%ﬁé@%?¢%%ﬁ¢§nacceptabIe salt thereof for the
preparati on of a medi cament for inproving cognition in
a condition where the cognitive processes are
Thii pricsring fregnti@aciefen timtheofse tadhd pemaprundrescitgopram (INN-name),

. Escital | L () i he £ ol |.owi
st ructure OB By BTE abi el e aro--

isoBRbeRdrdn0drbbiiisilpy @pad gihaffaclgedlilys atepblc BalUShétabembr the

No 4,943,590. It is a selective, centrally acting
PreRHEHPNOh A HHFGNERY oy PRRIOVAE; CORNUTON iR gy gendidon where the

i.nhi hi o havi ng anti depressant
nggﬁhgP%%%gﬁggﬁgﬁgﬁﬁggépressant activity and fast

onset of action of the conpound has e.g. been reported

in Mntgonery SA et al Pharmacol Toxicol (2001) 88:
B%%ﬁr?gﬁiop CRR¥GRopr am i s now marketed as an

anti depressant and for the treatnent of generalised

anxi ety disorder (GAD), panic disorder (PD) and soci al
Eszrixlioptayn gitbo(Sdenant{@AD)of RS oIN@InEGB86Urali scl oses t he

use of escitalopramfor the treatnent of neurotic

di sorders. Sanchez et al, 2004, Psychopharmacol ogy,

NJ4, \3-176, di scl oses data regarding the inhibition
1| ige

ests of escital opram by R-cital opram and
the better WO 2007/ 124757
oggpsQ\/zNQLinical ef fect observed for

m Versus citalopramis due to the renoval
of this Mpi tion. Dimnished cognitive processes
can be e enced in several patient groups, e.g. by

5 schi zopkgenl c, depressive or psychotic patients and
patients wfth attention deficit

PKZ200
esci tal opra

Formula |

The compound and a method for its preparation are disclosed in US Patent No
4,943,590. It is a selective, centrally acting serotonin (5-hydroxytryptamine; 5-HT)
reuptake inhibitor, accordingly having antidepressant activities. The antidepressant
activity and fast onset of action of the compound has e.g. been reported in

Montgomery SA, et al Pharmacol Toxicol (2001) 88: 282-286.

Escitalopram is now marketed as an antidepressant and for the treatment of
generalised anxiety disorder (GAD), panic disorder (PD) and social anxiety disorder
(SAD).

WO00103694 discloses the use of escitalopram for the treatment of neurotic disorders.

Sanchez et al, 2004, Psychopharmacology, 174, 163-176, discloses data regarding the
inhibition of the effects of escitalopram by R-citalopram and suggests that the better
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hyperactivity di sorder (ADHD), Parkinson's di sease,
mld cognitive inpairnent (M), denentia, anxiety,
w@g®7asseTi at ed nenory inpairnment, Al zhei mer' sPCI/DEARE/050050
or post-traumatic stress dixsorder and patients taking
benzodi pi nes or tricyclic anti ress nd in
Chnnéﬁ%‘é gjs éwséége??@%l&% s Bas kLo gt fo g oyl of
thRankbisan' s Disease and Al zheimer's Di sease.
Di m ni shed cognitive processes refer to the
difficulties wth attentlon | earning, nenory and
executive functi vant reac
DEFRH Femihiauo s FndiaesGar b i etd R i, oo by

scHizZ8 pHrEMa] aasifeisliuenlst PEychdli®Watibitd iﬁhﬂ%aﬂ@htfsf\lvﬁl‘}”a‘tt}énﬁdh 48ficit
under st andi nq? oor concentrati on, I npal rment of
g

hy@p@[gmgm ghgoy ABHEY, Periorspn’s dlspzpqec 011111(%/ qogm‘uve impairment
ORI Saplns, aauenta: aadkgr o RALHG hinti Qot MBRIALEDiscase

orl pcﬁseiuaumaﬁc tshessgbissrdas ane | patiasts ahhﬁgtbdhlocﬁﬁ]iépmes or tricyclic
gi l ance, verbal |earning and nenory, Vvisua
anrfléﬁmﬁ$8ﬁ@t8aﬁlad nBmdr JAngs p@%dﬂe&fodﬁg%é%fen&ws@ﬁﬁs @o @ddition to

Pa‘}ﬁQEMéBﬁeas%oanﬁﬁéﬁ¥ﬁé?ﬁ‘1§1];§ L&s have shown that an

I ncrease I n activit pam ne neurons in the
ventral tegnental area (Vﬂlo in particular in burst

firi ear to sel ect.ivel ase dgpam ne :
Dyufishdt PRAERG Ardervae vt Fotlica BG Tk b SRR fpming,
mbiibsy BbfLculieg 'ﬁ%{&uhﬁs(r&&%ﬁt 310U @ BligihaPRih@ROIIRSY can

rolé in the nodul ati on of sone Cognltlve 25 functi ons,

lnduge d@ﬁ«%ngmﬁ%ﬂﬁnm,ch%wgw@hdeﬁMQngnﬁﬂW‘dmmgm&tdmﬁnwﬁy1n

di d h
g et ESneRlsify FpRirF i SEPRRIGD SR poor memory.

difafufxeh tXy@essifdl tho@dhitNendastliffl cump X fitdp@atalel thoMdhts; FetdidgRand
slight inhibition of the firing rate of

bohagiowopid eslination ofdeistavrrethghghinasmotsas attersien\apd vigilance,

vyl B8R SRERU O it B i ERAIIT Py of S ogana

sob#l cegmgig@st i ng that these conpounds cannot be used in
I mproving cognitive processes. Mreover it has been
reported that cital opram as adjunctive therapy to

PI@{’%H% gtﬁhles "ﬁg\tfé Mfﬁtaf fm Mc?é'%ltsgﬁpﬁctﬁfﬁ@%gﬁtgﬁle neurcﬁls in the

SI gni cant cognitive I nprovenent | n”pati
vesrhl ragpleneihiaea FVIIAdman petticalar 12A86st (ringl appearalo selectlvely

B RBRSRE 5 el S AR e e
regfah 3ds 88&@! dHAGn! 16 PtyAdeLinkgHdall foR §1 tﬁ&lﬁl&dum@ﬁ R &88me cognitive

reboxeti ne enhancés the excitability of dopam nergic
fupetipmens.§. nwotkeny/Taemptyh  Girgighf enleanceraent of glutamate function.

Preclinical studies demonstrate that several SSRI’s, i.e. fluoxetine, citalopram,
paroxetine, sertraline and fluvoxamine all may cause a slight inhibition of the firing
rate of mesocorticolimbic dopaminergic neurons in the VTA (Prisco and Eposito,
1995, Br J Pharmacol 116:1923-31; Di Masico et al, 1998, Brain Res Bull 46(6): 547-
54, suggesting that these compounds cannot be used in improving cognitive processes.
Moreover it has been reported that citalopram as adjunctive therapy to atypical
antipsychotic treatment produces no significant cognitive improvement in patients
with schizophrenia (Friedman et al, 2005, J. Clinical Psychopharmacology, 25(3),
237-42).
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activation of their burst firing node (Linner et al,
2001, JPET, 297(2):540-9) and 5 adm ni stering of
w0 eiwoset’she has been suggested to have sone bePE€f/DER@I7/050050
effect in the treatnent of3 ADHD. The
cogni ti ve-enhancing effects of atypical, but not
typical, antipsychotic drugs (APD s) have been
In%ﬁfrh@eﬂﬂe s@lebtﬁ‘&‘e" W@t‘énquﬁarghﬁ@kef MR NG, such as reboxetine
facilitation 0 glutanatergi c neurotransnission in
enhhecep rtbé ﬁ@ﬂta@[hty; aritdopamircagic denomstindhed/ by with a preferentlal

ancepent of A receptor func

ST O Mg Birsutipss mas dayer ik Alnh: DopRifRag-s) and

adMiRBRFRL D lré’boi@ﬂ‘lﬂlezl@e&me@ﬂ isBggedfed it have rh@béhcfisia@Bfedian the
treated w th atypical antipsychotics, however in

tregnet if AM@Def f ect s of present antipsychotics 15 on
coghition are relatively nodest, allthough the 2nd
generation (=atypical) antipsychotics have sone

Tief tegtitiys- a’:rﬂm&mhgoaf&,ctsobﬁmz}@ﬁxianebutchaz@@hdag antipsychotic drugs
A& gtiapine, sertindole). appr.oved for

(ARILY Rleilge * Becne aasitoed ) slacrﬁ%w ” d@inias { egliom and facilitation

e p s v

glgﬂaﬁn%lfl:'r%cﬂb ge%@t?%}lsfrdés\ré]?)nng@ &g?ﬂ fr’of?tldf W{eég%l héa deﬁnonstrated by

erﬂ:@m@ntenbmf PMiA exveptoafunctvie Niaayetdilf 2@03 Stynzpme HR(DYY6-79).
such as 20 acethyl cholinesterase inhibitors like
donepezil, rivastigm ne and gal antam ne. Memanti ne

Dﬂlﬁﬁisl’i&%oé}‘ﬁ@& Alkagan {rSEdnSzoPhRRBS Ldre® MEGhn PxWB B treated
nor e physi ol ogi cal " antagoni sm of too nuch

witlaekgroaLimdipsxdiotias, |1®Wevvmler$byral thel aiecsad gsesenhantipsychotics

nal. to nois jact hVi L

ory 98t o o P ahodium SRR T URELY b c-atypica)

antipSRhOBA! have %@ﬁﬁbéﬂy@sembaﬁdonél s;mi@@ﬁe amz)zaﬂnﬁe bg@tRpine,
damage and the inpairnment of nenory functions in

Seﬁﬁﬁ‘ﬁg‘ét Dowest Arirevid For Aldictpits demeisnalse v somegeffect on

t gLeg P

dﬁlﬂlélgegt g@%rﬁ NE ?L({ s%%,r é% ﬁ&aogl? gvr%a J: #{{ptlé}%%wgirfperg\‘t I%Z(#l%ﬁl%ms

reﬂéuimgl 17613 ﬁc\ogmtmﬁgptcﬂalm fcamncltavegver;a eifidesnt ypalepo@ssadh as
patients having concomtant 30 denentia. It is

achiprichahieetiardrst RIHRILIpt ke donspReh s rypstigmang ofsb ugddntamine.

M@Flﬁntﬁ{es e wagdNMDRe SiiiLnlsil® ?de%ﬁ?eg 'v&h&l{\}@ves a more

di scl osure suggests a neuroprotective role
“pﬁ@ﬁ@’]/o@%l?’%td%@ﬁisﬁi@ﬁ)t@@/Iﬁlﬁﬂl(]ﬁt@kgrduﬁxt exuidiiogl wheréter @ incgeases
nificant. unnet nedic need for therapies, which

th?:é‘ﬁngl PP Lo FBGRIAS 45 V§¥frrpt oms in various

di seases and di sorders and/or have |owered side
effects as conpared to known treatnments of cognitive
ER it ¥hdischs@Esdint altdppram hassefidwnbderirdaguend afocerebrovascular

he .f f.,d
agHES PR i o Ol @ LG OB Mk L by  fingrigny in

coméetidn dthtRwWH@AC iahdl ttﬁiteltl\élﬂ%s inhibiting action on platelet aggregation.
Furthermore EP 474580 suggests that citalopram has an anti-amnesic effect and
improves cognitive function in elderly depressed patients having concomitant
dementia. It is mentioned that the optical isomers of the compounds may also be used.

The effect mentioned in this disclosure suggests a neuroprotective role.
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i nduced currents. Sunmary of the Invention 10 In a

first aspect the present invention relates to the use
w@boogazi7sal opram or a salt thereof for the prRBEEDERI0GIO50050

of a nedi canment for inprovisahg cognition in a condition

wher.e th co nitive ocesses e dimnished. 15 In
ALOEHRYYa ?hségIBiﬁE% FHRTHGh FBRIFR g ¥ BeiapisSy adich can
m{ﬁ&\}et %eogéwl%' sPmpRART '[Hi%HBﬁSC @isleé/seé"%ﬁpaﬁ&ld@rss §1114/0r have

thereof in combination with one or nore antipsychotic
lowgesdtsglefapicctshe compprad & kywrofreaimmetd o€ ewgamiti vef symptoms.

i nproving cognition in a condition where the

coghitive processes are dimnished. 20 In a third

Es%ﬁ@l@ﬁltan{ hes fve Bedit fouRy eiricaisé Bleali@sy falReoiddpaiifine cells in the
escitalopramor a pharmaceutically acceptable salt

ViAetcetfmylale thhalupmeberdeyrobures liangrindy £ Arasdtto tieciliiate NMDA-
1n&i%ﬂc ﬂmkge adj unct treatnment with an antipsychotic
i mproving cognition in a condition where
the cognltlve processes are dimnished. 25 In a fourth
aspect the present invention relates to a
Syinmappebiie @3¢ éBhposi ti on  conpri si ng escital opram or
a pharmaceutically acceptable salt thereof and one or
nore anti psychotic conpounds for inproving cognition
Ini @ fastcpcdtt thorpresiestr mvehidgon cadges to Ve pscooctssdalopraen or a salt

hdingfis ed. 30 In S|xéh agﬁﬂﬁt .the Present i nvention.

t ?rgp ? (Qreé)aﬁé;pﬂ aolfne E;HBB@W Qﬂgn}twnam a condition

wE&B@Hetdogﬁnm@%f&e&s@?a&%ﬁiﬁéh‘é@ processes are dinnished
conpri si ng adm ni steri ng escital opram or a

pharnaceutlcally accept abl e salt thereof WD
I 2007/ 1 Cﬁn t /DK200t7/ 050 ! ef des Itl on
e RSP A | R o1t BRI S A nero 2L e O HERaf or o
pHatrhhdegticAlye sfcplapanidie Bekbs inn cbﬁ@m\z{ﬂ_&ll ﬁllthwo‘ﬁ@ dRdmore
R-cital opram bl ocks the effect of escitalopram Figure

aﬂ@PS}E@@il‘i age@pﬂr@ﬁi@tprmﬂrfatt@softarme@ngﬁﬁ@relnmr@vé& cogIpiden in a
o bRl U P PR sl e o ks the 6ffect o

an ci opram ocks the effect of
eSC|tanpran1 Figure 3: Effect of risperidone
pi cal antjpsychotic), citalopram escitalo
Inaﬁd hirdh @sRect HBS (INRIONL JRVIRUOR- rokitt dhe ser ehtesel %Opram or a

pl@?&??éghg@e{llycﬂcbﬁtaﬂg saft BerBBOIAR! the 'b?épﬁ&ﬁ%ﬁlofcé)ﬁfegf&aﬁlgnt to be

used in the adjunct treatment with an antipsychotic agent for improving cognition in a

condition where the cognitive processes are diminished.

In a fourth aspect the present invention relates to a pharmaceutical composition
comprising escitalopram or a pharmaceutically acceptable salt thereof and one or
more antipsychotic compounds for improving cognition in a condition where the

cognitive processes are diminished.

In a sixth aspect the present invention relates to a method of improving cognition in a
condition where the cognitive processes are diminished comprising administering

escitalopram or a pharmaceutically acceptable salt thereof.



10

15

20

25

30

10 Detail ed description of the Invention According to
the present invention, a novel use of escital opram or
w@2@haz4teceuti cally 15 acceptabl e salt ther ecfCT/DER@7H50050
for the preparation of a nmedi canent for inproving

cognition in @1 condi tion where the cognitive processes
Bije .edFrr’rPH?%H%. i ARINRSi ded. I't has now been found that
Fif&e! It al opt@Mhilopahe ARRasdsNRe ﬁkihg Pele oRUUEpRhind A INNBe VTA in

cells in the A in vivo, an effect b?ocked by

R- ci t al opriemanddidéitalepramlbjodks thragdtdseelnestital opram20

AR PR RTRE B L GRLET D SRR R vra

gl ut amat egdpahyiRncelY iStivh nfdr& gotentlVihAn dRpBpPIaRLarie} lcBaloPram
vivo, an effect that is blocked by R-cital opram
Mor eover Blocksdbe ¢féesh of esgHeloprar esci t al opr am and
. xet i [ .am L e. - |

GO b IOk SRLATL AR LA S Y,
cortex i nndirtbaxetid®(NRB opresi@nt-ifdutel agtentsndipgaingdilialls of
escitalopramin simlarity wwth NRI's, such as
r eboxet i B¢ MSARARCEOPRECHIR BABI®ity of the
dopami nergic system Additionally the present
findings indicate that escitalopramin simlarity with
atypi cal, but not typical antipsychotic drugs, as
wel | as reboxetine facilitates prefrontal

Dﬁf*ﬂ?‘hﬁ?ﬁ‘f@&)&oe Otféllf eGPY? ansmi ssion. These effects
strongly suggest that escital opram can be used for
i nproving cognition in a condition where the

Agogding it theproceisisesntimnea dpyrl niss bieekctslopwah] orasspharmaceutically

BRI oA Ber P ERIB00) 080050 FBOAAI4 PBHARNg Y g improving

coRhRRANM a bbMHiif@FhaleIRe sddh@n@! procvagasd digsfikhcl i9 prodided.
may be used as adjunct treatnent to typica
anti psychotic drugs for inproving cognition in a

e : o < ar . .

GO R0, R 1 R BPIAH A8 RS TRRE AR dopain clls i

thanir otimetvor eh affeel ockeddesR aitalogias0rAlRiisonallpdt oy lege found
"di m ni shed cognitive processes” refers to the

CSilHl PRt FPBRATGH tH Tt iglPTaBh MOTF RFaRi N gandake rdpsendgpondently
suffi A {II'S%eglﬁtbl!_lﬁﬁtte'-dH]«eﬁ bR i SACL UBAANHE B BIVIAL an effect

stinmu ese can inc I'n attention,
thali s drlgekieil 2gdR tdiaivrang, Msteowert tihakibagny fddddhitf ¢scishlbyranmand

reﬁ&%@%éh&@%t@ﬂmgg&@gﬁgﬁg %\EI@TALO Pge{d@?&e@tsﬁﬂ%y&%ﬁdal cells of
th@ﬁ{éﬁﬁﬁ?kﬁ@,ﬂﬂ]@&%ﬁﬁﬁf@/ or difficulty in integrating

t hought s,
The present findings indicate that escitalopram in similarity with NRIs, such as
reboxetine, enhance the excitability of the dopaminergic system. Additionally the
present findings indicate that escitalopram in similarity with atypical, but not typical
antipsychotic drugs, as well as reboxetine facilitates prefrontal glutaminergic

neurotransmission.

These effects strongly suggest that escitalopram can be used for improving cognition
in a condition where the cognitive processes are diminished as well as augmenting the

response to exposure therapy.
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feelings and behavi our and extinction of irrelevant
thoughts as well as attention and vigilance, verba
wo e@rn241§7 and nenory, visual |earning and nenoPGT/DER@EH50050
of processing and social aognition. 15 One enbodi nent
of the present invention relates to the use of
escital opramor a pharmaceutically acceptable salt
Aldgsealy hohrdsbe MIERA Ald &Fbr%fly QudtRdll GaBBraiOhay be used as
I mproving cognition in a condi'ti on where the cognitive
MWchéeﬁesneméwmcdwnnshemﬁumhegeﬁmnnM®Vm@nmgnmmn1nsconmﬂon
SS ated.with schizop t her. e
BT PR B e RS ERANESRuRe 5 RS SEkuoREr 8h I tghrenia
andaviidr RSIRI Yishee an@disbideanot her embodi ment of the
invention the condition is associated wth denenti a,
such as AIDS denentia. |In another enbodi nent of the
n | S t [ .
T R e SR € s oS R o Ry ion

learaing] tm@ﬁbrySarais smuatzeedunomh hréelgeanassatioas @6l axedimdlystimuli).
i npai rment. I n anot her enbodi nent of the invention the

These comdinuls:  defigis oai ateion tcrasoa&aﬁr@s tapking.neloygithigking,
d1fﬁaduﬁ% il %Hﬂn%&gﬁcﬂﬂ%tﬂ Fe@%eh&é& mﬁ%ﬂ%& g\‘(g]gllétﬂ solv1r§g poor

anot her e |nvent| t1on
massyc idédffiedltyiin kxprhssingy E’rﬁ)uglﬁts ed/oodiifizely mesnutegmting thoughts,
not her, .enbadi rent of the ntlon t he cond tion is
feglg% RN AR g %V;aer rheugﬁr AU Hl s iigpion and

vikilarRBOLB®A] %ﬂi’ﬁiﬁ? & nfmdrhe V1s'quV EhiRE ddue nfRnf ! 'S}gé'éd of

I's associated with Al zhei ner's Di sease. |In anot her

pre¢dseidg ardisocd] cof@tipmvent i on the condition is
associated with attention deficit hyperactivity
di sorder (ADHD). In another enbodi nent of the

Ohd¢aBbdiMEnt RE RO PedsbhOMvehtfonaftNe] & @ Wd Bf escitalopram or a
post-traunmatic stress disorder (PTSD). WO 2007/124757

phRgTrEKBeDHy/ @@@%ble sly thegeof prt e PesPBIEORESHt 2 gRedignanent for
1n1l?2<|¥\?9% g§§rm¥1?n LGRS vr} | men A Q%twhsﬁrro%és af>d 1n1shed

urt er enbo e |nven 1 on

whittin thosendittorcia nbicintgdowitle Sehitaphegmianh hother dimdihent of the
from1. 0 ng to 50 ngy, nore preferred 5 ng/day to 20
inygieRy thepondiioas dt adssgeialgd myith) Pagkipsontth dPiseassodnn@npther

etﬁﬁb@lnﬁéﬂttof %%Vérglo‘ﬁ' tH€ BorRi¥én is %sﬁ%ialtéﬁ wfﬂrﬂ d@m&ﬁ’r[ B&h as AIDS

I ment t |y doses are, b, 0 ng.
defreatihein aaonthed enmbmhrrmht d)ihihe pm@aeam themroﬁdttuon ns asbabted with an

f escita harnaceu i cal | X X
aﬂé&%éﬁtsg ks Iga?rnp&e ediment QL TAGR krrr Efdislpn igpassociated
whPEE: as@G&hﬂ% ylréﬁodry (fmﬁﬁﬁﬁgrﬁnﬁllsatfog’fer h®oBmRAbATHQRy&ioR the

medi canent for nErovrn 10 cognition in a condition
it

coprigion it lResogatpdi vith elepicsters seguaing radiet A¢psersbnwire pasitinular in

el&erFy. In another embodiment of the invention the condition is associated with the
use of benzodiazepines. In another embodiment of the invention the condition is
associated with the use of tricyclic antidepressants. In another embodiment of the
invention the condition is associated with Alzheimer’s Disease. In another
embodiment of the invention the condition is associated with attention deficit
hyperactivity disorder (ADHD). In another embodiment of the invention the condition

is associated with post-traumatic stress disorder (PTSD).
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condition is associated wth schizophrenia. In another

enbodi nent of the invention the condition is
was®oa24ised with Parkinson's Disease. | n anot he€T/DK2007/050050

enbodinent of the invention the condition is

ate ith ntia, h as.Al DS degenti a.
@%B@%n iy ision 1 AR 1% &#muaﬂr%t@n as a
urﬁ‘ts %l@gé altneﬁlriMel; rbn%dﬁﬁé‘ﬂtelbﬁ/ tHD iflchBbsahe o ABQL R€lcontaining
enbodi nent of the invention the condition is
esai¢d ot mdamamhuigEomake aeg & €8 mznmoene prafeaied fentg/dalyrio 20

anot her e of th i.nven ondition . 1S
8% Crp%s[t S %ab&egfe%gegls? thelr ﬁg}ﬁa %ﬂlﬁ:&?ﬁﬁ (llose is given once
da@l?plneasﬁﬂrt‘ﬁﬂr erhbbdd@bititk&lialy ddReedrdes,[19.or RO mg@not her

eitbodi nent of the invention the condition is
associated with the use of benzodi azepines. In

A&&Rélheqﬁ?o%gggrg (&ELFL% p‘?‘ﬁeﬁtnﬁvén Sr}glal%n r]t) Iﬁ?e RN CP s;l:i?eﬁoﬁrgm or a

assSocCl a se O tricy

phanhadapealys atptabla aﬂtotthaéoﬁnibOd:bmbﬁtaU@iﬁ Wi one or more
i nvention the condition is associated with
anfipsyeBpie reogouadadar the RSBAAGN tbadMmedispmgnt tfpfe improving

co'gﬂ%fﬁﬂhh oGP RALL! AR c'o nf %ré %‘E(%c%%)’_l% afd Hﬂmﬂs'h@ Rx}h%ﬂem the

eficit hyperactivity dIS I'n anot
coarbiodi ismpdocafed Wweh |snMeo1thremat]Imeam>dmdletnb«)d1malt of the invention

ass j.ated wi t.h aunmatic stre S dlsord

(g BHREHIO 15 aShPRd N D Bl NS ST HOUREGIodiens s the
in@SHiioRSHE thﬁloﬁoﬁp&%@atb@ VALIE @@B@Hﬁ‘g QURR rz@Vﬁﬂ)é UentcdiBa. In

treatnment of a psychotic condition. In a further

angthso dinthedimesit ctfh@eu 1nvwmnothetd®ad@mn| ipsasedvatiedt votnpo wngicty

s, selected f st. of .Asenapi Bl onans
didigeso il GENET chiPMsbe ob Btin o IS Risiiqrh FRRRRRA Wiun age
as§¥caned fn@ﬁi&? nﬂiﬁduﬁhﬁn@ Mh ,ané&E dodibM o318 indeiRichGhe YdsRlition

1358, GW 773812, RGH 188, SLV 314, Y-931, BL 1020,

is @BﬁO@mtﬁdowﬁlz idpressan, L@}mgmnmzde@@sswﬂlwm@lar in clderly. In
r%%p re%ﬂ:)%ﬁ eetft O-IE{ t!hfe dﬂ%nqgﬁzﬂhg eCOE&%ﬁE Q%E&?ated with the use of

rproe a2|ne Xyrazine enazi

beResdifvepazs.na, anBrhee hinbbcﬂlﬁfeﬁz bNehe m{Fehmop I"thhp@dr&htﬁm is associated
Trifl uoperazine, Acetophenazine, Thi oproperagzine,

witly e itheyclic pefidsnrersantpdpiaep st A %Odimea? plgdsiipgention the

co%ﬁf& ' iqaa{skm?teg IRt 'Pﬁ%ﬁenlﬁer Mlg&gé ' Hlo bmother embodiment of the

Trifl uperido | 'perone, Moperone, Pi panperone,
inBrroiwp ethe dainditBeniseassdohted V\ﬁch &ﬁé‘vlti(ﬂﬂ @8ficit hyperactivity disorder

( *@ﬁ‘é 007/ 0500%%&%%1‘[ 0% etﬁ‘f |11?1Vd’8 1ng1: lt%agéﬁﬁl%ﬁeassomated with

pdst- Hﬁlﬁﬁﬁtié(é’&ess dgo%é% r(P'FBK)[f)" IS0 RESJUNENS the invention the
Ti oti xene, Zucl opent hi xo Fluspiril ene, Pinozide,

anlnesquhgm @@nnpomk Bpd gempoisk apiraecd furathq amtm;ent of a psychotic

cotfishr Bl o heePtadifinc! GEPANMRpn it ARisoSSintsicompgund is

seRceidtdae trdplst of ﬁsdﬂaﬁi}ﬁ@ I i BileRgnsefh,0t | apépeidoAd)S ap rRlibBedone,
Zot epi ne and Aripi prazole. A further enbodi ment of the

Bifersweax: Lurnsiieng.dpcaperidenss Telgetane Afde 164, B¢t GildpRdm YKP
1338, GW 773812, RGH 188, SLV 314, Y-931, BL 1020, Chlorpromazine,

Levomepromazine, Promazine, Acepromazine, Triflupromazine, Cyamemazine,
Chlorproethazine, Dixyrazine, Fluphenazine, Perphenazine, Prochlorperazine,
Thiopropazate, Trifluoperazine, Acetophenazine, Thioproperazine, Butaperazine,
Perazine, Periciazine, Thioridazine, Mesoridazine, Pipotiazine, Haloperidol,

Trifluperidol, Melperone, Moperone, Pipamperone, Bromperidol, Benperidol,
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pharmaceutically acceptable salt thereof for the
preparation of a nmedicanent to be wused in the adjunct
W e@atizasst with an anti psychotic conpound for POPDE0HS0050
10 cognition in a conditiors where the cognitive
rog s are dim ni she in the dition i :
DSt ok Wanopiicn %ﬂ?@%ﬁ\(’éﬂﬁsma SPrUBsih DGR Fbmentixol,
Cl%EeﬂtH&ol Wﬁegr%lxethTﬁQﬁgﬁé | %lé}%ﬂﬁﬁ%c'msﬁgﬂ%é Ppimozide,
Par ki nson' s sease. In another embodi nent of
Panflugdeli droxahimec cﬁidzaplr@n Oenzpseei Quasdpinet I*Suaunéfnt Sultopride,
SUC AIDS he nt of, t
TR Reorms Borambdts SOSHRRS cdronr Ll e ak BiRgna
Rikperflion®r@6fiapihd) MEXaph&Iin€ Mepintedid Afipipfgolenvent i on
the condition i s associated W th age associ ated
menory inpairment. In another enbodi ment of the
A é{ﬂ%{ﬁe{l}telmoo%d Ill‘?e%t %?ﬂ% Igrlegerﬁt iﬂv%n %ﬁ'ﬁ%ﬂt&t t%d[hgvhgéqof esgltalali)ram or a
ression, inc i‘ng maj or depression, I'n

phaﬁnﬁed&@dny adceptaislo ahh eherenb i the Iptep@fatlbh efi mmeﬂicament to be
the condition is associated with the use of

usgénifodficarepnfledrcaimenintiinetn erbRrheit compeyrd for improving
cdgﬁl‘fﬁﬂtlhoaﬂ SMEHGPRALL @B do mﬁ%é %‘E&c%%s%g %Qd%n%lﬁgw%&& the

rlcyc ic anti depressahts. I'n another e
combionny esﬂonmn:dt Wweh sckma@pltremm ]insamyﬁsaocerrﬂxoddnem toffi the invention
Al zhei.mer's D se n_anot h i t of e
the SORTPAS BHECiREA Gy Eﬂkr@% a3t e@ ot beﬁwealﬁ of the

m%i‘tloﬁ' the NOORBIRAL isVask¥cistbd Qe deme AR Ruch | & AN9S hknentia. In

nbodi nent of the invention the condition is
anaﬁeoattd@édnwttdf thp dgventioautrat jondiion eis sasslicsasedi avith an anxiety
(PTSD). In another enb nment .of the | vent 2
gk st SR AP e R Sy b o o0 e Op iR i aee
asbéRAEdBIRMoBY indpadSyil Ohlafioth6O&Ebddi@Bat JfMh&inksiitidh@he condition
enbodi nent of the invention the antipsychotic agent is

is @éﬂ%@teéldwﬁlﬂ depresshan, [nadedipg maderdapraseion Bngwaiiedariip elderly. In

orSP St en 0, R ARG P RO ong AR B B of
behﬁ&cﬁaze@ﬂ/es M3Bdher Rabodi8fint SEMc3Ihdentivn I cortdlitick0R Gyssociated
C?nlorpromazmelfF Levonepr omazi ne 30 Promazi n

%g&w |tﬂ%yc rainflfi%?%?fﬁi i Iﬁémo 1p1ﬁgt ofe the invention the
cocr}mti% P ORLNBALD %Vlﬂ’h DA Vi RGP Q%ls@sﬁ Phe Qﬁ’&hé}eembomment of the

erp enazine, Pro [ or perazi ne I opr opaza e,
in¥eritfoh uibp ecroalzlltwe 1sAmb@;ﬁhé naith mﬁenti’dn dpﬁcnp éypfzraﬂ'fyity disorder

azi n er|C| e ori dazi ne,
(ATABD T Brasarray;atahe iincahn (e pontion Fomsreisigg with
pdyﬁ{rﬁlﬁﬁém,estre%’ RISJoRdE s éPEBD@%ﬁe&QJ@&r BIRARREAL A the invention the
2007/ 124757

Benperi dol , EXOEerl _
aUIQQHYCDKQ@@QmD G a gompglard gpmevedd@rﬁbe tticplment of a psychotic

coggglsgm Ql(gtﬂ?grr etaqﬁli) (ﬁlBFfé Cﬁl tﬁ gﬁzen {113 gllét%yalotlc agént is selected

frdfit ChORe B Risé@lpincF| USRBhirstene Ildfieﬂ'@@ﬂed e Pah}féﬁ‘ﬂdf)hél r iBifdprunox,
Loxapi ne, Cl ozapi ne, O anzapi ne,
Ligagidone; @@apglﬂope)pTarl@@ant ACP 104, SL 3 10, CR 16, YKP 1358, GW

773812, RGH 188, SLV 314, Y-931, BL 1020, Chlorpromazine, Levomepromazine,
Promazine, Acepromazine, Triflupromazine, Cyamemazine, Chlorproethazine,
Dixyrazine, Fluphenazine, Perphenazine, Prochlorperazine, Thiopropazate,
Trifluoperazine,  Acetophenazine, Thioproperazine, Butaperazine, Perazine,
Periciazine, Thioridazine, Mesoridazine, Pipotiazine, Haloperidol, Trifluperidol,

Melperone, Moperone, Pipamperone, Bromperidol, Benperidol, Droperidol,
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Ti apri de, Renoxipride, Am sul pride, Veralipride,

Levosul piride, Prothipendyl, 5 R speridone,
w@@viiapsne, Mosapram ne, Zotepi ne and Ari pi prBZDDE2004050050

further enbodi ment of the present invention relates to

a net hod of inprovi . cognitjon in a gondition ere.
Flvﬂaé%lagni%wsrr{g%pég&é@og?e S o2 plong; ng?upenﬂxoh
CRAMRxSE EChiBEhrERfchal PRIRPAOT Z&1HRAITRAC HBRtLYe, Pimozide,
acceptabl e salt thereof wherein the 10 condition is

Peadlgddolatlenkapineh (ermpmsp HPleniapinel rQeatopiner Seigdé. méwltopride,

of .the_invention ,the condition i.s associ at.ed wifh,.
Tt BSOS S AR RN of KA ode D G| Reoihipendyl
RisparRIdhE, Aotif}in& MEHapa@iind, ¥ olpHRCindt Athiphabblcdement i a,

such as Al denentia. In another enbodi ment of the

invention the condition is associated with an anxiety

i d : r ' t O e inv ' t. :

A J4REE T mod RE 8 MR pERRE IR n St Lo BN EBUP AL iBBrovine
coghft@hr ien tonditiordmdiche theesdpadliveeiocabed e dinveisiddotorpiesing

caondition s associated with depression, including .
admypisterige sradonsm o @ RhaFmaculieally; acoentafle ylt thepeol wherein the
coﬁaf?itoﬁ% a %@ﬁ@édﬂ@ﬁﬁ sglﬁizé'éﬂ'l‘ﬁ?ﬂi{ﬂvﬁne{ﬂo rteﬂﬁzoﬁﬂltﬂgft M tvention

associated wth the use o benzodi azepi nes. In
tharotdigon émpsdéintedtwidf Padiensom's dhiséaser Inhaenotten etintbodimdns of the
. associated wth the use of. tricyclic antid ssant s.
iny igR o n Sl nEeCTREd (KU (ARVERYS: GWCE His SHPS dementia. In
ar®Hefi itRRirhéht BTSAE it GlioM thE Andfieh B asSodAiSE i ah Pnxiety

anot her enbodi ment of the invention the condition is
disrwdorc Inagreghaicnthodintcan of the idednition thdgqueitaat iis wisogiated with age

di sor der ADHD).. | n another enbodi ment, of the ..
ssE OO Fispor e B o ERRP AT v rton the condiion
is RO ratdJdakHIR L SreSidre S8c16dif hilgdr ddptcShbn, dpaftidullirtii@Iderly. In

enbodi nent of the present invention relates to the use
angtheg sahogdinagit th therinvemtienpihe prangitiop nis o¥ssegisiediivatinghet use of
befrlg(gdi%é%@integ.e@ta!ﬁ%ﬁlter gglbg&iH{eﬁp ?P{h%rlhéenm i Qor{éﬂ?% is associated

negat’i ve and cogni tive synptons are | nproved.
withu tHehese ofnhiodilicantidgiredsires. dhesether embediticanof gledhesitibo the
t he use of escital opramfor 30 the preparation o

¢ . .of a
coRgiioRattettOTYPd tHE e mENt Yrcast t BneRdhcragnpedipent of the
ing%gﬁﬁaﬁ‘q%' MnbidionHsS:6G el ARTP)atteht ﬁéﬁéiF% era t}vity disorder

tamat ergi ¢ neurotransm ssi on pharnaco cal 'y have

(Aidén).slincamotiten doebodusett wlflthe mnvenham ¢han gortditgore fsf &sociatbd with

exposur e- based t her ich is likely transferable WO
pogb%ey}q@tmgrfs%%wrgg&@gé 50050 10 to other cognitive

behavi oural therapies (Augnentation of exposure

therapy with D- cycl oserine for social anxiety
A dinglear harbodinerts ofdhe Preyartiiiaenyion yepte 8y thease 3@ 4scitalopram for
thgppq’%pgag?%%n%gf %\?lgﬁ irga%%al%rﬂe H)trsthte raetatn'iean%l (l)fl gc tizeop retrﬁan %vthleroeli]n the

negative and cognitive symptoms are improved.

A further embodiment of the present invention relates to the use of escitalopram for
the preparation of a medicament for the treatment of attention deficit hyperactivity

disorder (ADHD).

Increasing glutamatergic neurotransmission pharmacologically have been shown to be

usefull in enhancing the effect of exposure-based therapy which is likely transferable
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Psychot herapy, The journal of Anerican society for
experinmental neurotherapeutics, 5 vol. 3, 82-96;
woe®3shet’set al ., Arch Gen Psychiatry, 2004, PCT/DK2007/050050

61(11) 1136-44. Cognitive 1enhancers as adjuncts to

chothera use of D-cycloserine in.phobic
to r\ﬁoaw&wg %Mr% ﬁLFliaB’te (QUEMAURIYHOG Xmé%fﬁ)thermylth D-

cyfchseﬁtceC'f&ak&QﬁlaQﬂmét edik&ekd, | ARl 0Rn Obsylh@iry, vol 63, 298-304;
gl ut amat ergi ¢ neurotransm ssion in préfrontal cortex,

PHaikedojogrednd reatmente sthiat af asgrtain Extinctve wdefearo Bﬂlhme to

PyRoBest B THRo R PORBEHERY sosfied raf S RER R B GO erapeutics

volli $080des; SReshiet Bt 8l reh! gerd Pmﬁﬁhyt bep4SRIl (1a9nPeRent Cognitive
and through facilitation of . extinction processes

endj@mqerﬁgasrﬁsiym@ttﬁmswthﬂrms uge @ chielpseiisde iphelrie skvigdpas to
fa?h?a?e”éxt n@%{&{“ J)t? rlfe£r§' ai‘h%? tfog‘ D&Y cfp?m%f tﬁ?ckacﬂ AR the

par a i camen
glﬁtaﬁia’[elrg@trﬂeﬁ@tﬂaﬁstﬁlbﬂbﬂﬂ(ﬂ[ pmﬁ;ontm) goitéd, Vikelylmehahi@wi @gitalbpram
t herapy and exposure-based therapy. The present

canReepicd dA qnha@cepth%\ﬁf@e@%p@cg?ﬁhﬁﬁae&n% g ‘?f‘;ﬂoé"éféﬂ?’@ﬁﬁd fherapies.
Estchﬁlopf AfRL SR hrrQlt an%gﬁdh&(gﬂ&s} lﬂ)tﬁ QEQ&F%) WHEL §RT BSponent
cognftive processes are dimnis he ad vant ages
antdhherough{ érilitatmn cfonp axtaction pkoewses tnesg pwchethamapy.bet t er
ef fi cacy and potentionally 20 | owered side-effects.
Mor eover sone patients groups that could not be
T8 AHA MY dime REIrARE pL G inveANod RatdS® @E use of escitalopram
escital opram according to the present invention,
foe tpepicpanagon mrﬁ romedicahém cussfubnn daghiating @smimd@ms cognitive
phegar d!:@% to th . Onvent%a CP easm tal opramor a
AEP I E%PXQPW RSHERISBt UERVt thereof 25 may be
adm ni stered in any SU|tabIe way e.g. orally or
parenterally, and it nmay be presented in any suitable
Theoprigpend ineuéinn davs piosideats yanifieany, imjprovement d fhcofreatment of
el on AR e uROUNIRN R pRUURS iR YIdOPR: Bivantages
I spersions |nJect| e

ofahe ﬁrvréﬁn@g cofriphretihe kpowpasatnedntd 4re bpttasﬁﬁtadymndrﬁdthnally
he conpound of the invention is adnlnlstered

lo’rvs% sfe-ellechy iMoTs R PRBIS AL SaomPstilat coyld ngjiBe ta%at%fl at all
berge! it I 8 {0 uS@RTu E&ltglrogfaﬂl te!%@orfd?{g”k&fth@ resent invention,
suspensi on; sol ution or per sion I njection.
exndemmdsmpmvedi hffeqis epasgitinamprofesssl i d phar naceuti cal
preparations are well known in the art. Tablets may
t hus be prepared by m xing the active ingredients with

AQIRIRREY the @Qd’e‘ﬁﬁ@ﬁ‘te%cﬁdi‘&ﬂr% dial ﬁhﬁﬁﬁ&eﬁf&ll%@%e%%%&iﬁ;%%reof

conpr essi ng he mixture in a conveni ent
mPChe Bmm@vtﬁwogmy s111talolab4/?efc e.gngrabipichi meent@xlémnéslt ofay be
vants or . d nts n_starch
prE SRR ST Bh Taf SR bEiniafiRfilln & fts B A3 Sabtets.
capfifled, Pewlibdses ruﬁé%}’or@blﬁﬁbn@@ﬂ divgeidionOfor aféldtiony Q’r&@ﬁbl}ﬂind in
col ouri ngs, Iavourlng preservatives, etc. may al so
acgerdgagegwith the purpose of the present invention, the compound of the invention
is administered in the form of a solid pharmaceutical entity, suitably as a tablet or a

capsule or in the form of a suspension, solution or dispersion for injection.

Methods for the preparation of solid pharmaceutical preparations are well known in
the art. Tablets may thus be prepared by mixing the active ingredients with ordinary

adjuvants and/or diluents and subsequently compressing the mixture in a convenient
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provi ded that they are conpatible with the active

ingredients. 5 Escitalopramis preferably used in the
wo eoomipf75t he oxal ate salt thereof, escital opr aPCBEPK2G0M©50050

base or as the HBr salt or 1the |ikes or any other

har maceutically acceptable salt thereof could als
taﬁl@t‘u&g é)ae_wlﬂm. plep 8?) Qéwﬁngs %g@ue@%m@ﬁ't fQrn starch, ?actose,

taREM Hi.aéﬁéasﬁﬁﬁl s@!u%kel, geliaﬂnéf melldtosg,ogtﬁﬂse, 2h @ (HBiIQU _Qﬁ{hya&hfcr adjuvant
tabl etS or capsul €S, containing the active ingredi eng

ori addatibosechf apoplabongs, ilagomgngso psGervagyesnste pefabsor kel used

5. ay.to 20 / ., .nost preferahly 10 ng. Such a
el (LY PR P B BRI y. "B erer red

daily doses are, 5, 10 or 20 ng. 15 The oxal ate of

escitalopran1naﬁ]be prepared as described in US Patent

Esqgalopgasispoeferabhydisehén hadernaatithstoraletotatirthereeluescélalopyam as
th@pG&EPsr ltﬁe %ﬁjrt A1t 0 Yh ke%b raalng}eo%%rp%g}aﬁz{k%uti&ﬂg%tc?%table salt
Standard procedures. us the’acidaddition salts used

thaeesbedildhgss be tided. i nventi on may be obtai ned by 20
treatnent of escitalopramwith the acid in an inert
solvent followed by precipitation, isolation and

ERRLIOAAA Ymb& Ghyctialdy fffin KNOUR Rt Apsls isfich
E%eéf?eg{E%?é?é%%ﬁ%%?%ﬁ)%?&tnggygstgﬁﬁfhe(gg%ghct %;ﬁc s

tablets cprcaphulesnedntdimigg olic aniot egredomvienident fropraboes ) nag to 50

repar at i on, of rticles froma solvent - | sificatio
e gt tesd Frab i bl Ry crBerbi Y fhdie: Suftt pant dose
is B&?&a@l@%@»‘e@ﬂ Jide LRIl P BRES &ALy dJWERE] PNoics 20REES er ably
Selected fromthe Tist of Asénapi ne,” Bl onanserin,

Il operidone, Paliperidone, Bifeprunox, Lurasidone,

RSP T by At S s B B I

andth@ hREOIRE biher phaMABRRMCAIMRZERBIabRY @B Zhfiebe obtained from the
Acepronazi ne, Triflupromazine, 30 Cyanenazi ne,

bagh by pigndred Repsediees.Di xyr azi ne, Fl uphenazi ne,
Per phenazi ne, Prochl or perazi ne, Thi opropazat e,
Trifl uoperazi ne, Acetophenazi ne, Thi oproperazine,

TiRist thp elcal additioPsilaz usd, adderding az ithe invehii@r ntgzbaebtained by
Mesori dazi.ne, Pipotiazine Hal| oper i dol

trepfment s Speitagpraner e srsid Mupetstiaolvenpohgerd by precipitation,
: s [\ IR iAok i E | v i

et by FnRech Rl eRey SRy FAUALSSRE iy st
mRe@iidalidd 05 ThPGTABHRO Prods00pOvet b2 dFY upkimiiocainpther convenient

Cl opent hi xol ., | or.prot.hi xene, Tiotixene,
DTt GRERAABR O YRS o venbenyi B oparaset i dol
Loxapi ne, C ozapi ne, O anzapi ne, Queti api ne,
Sul piride, Sultopride, Tiapride, Renoxipride,
Tlmﬁrgim}mhpdtegommw;s Fhal e bl usgd g@ﬂopq‘iinfg tiethe present invention is

preferably selected from the list of Asenapine, Blonanserin, Iloperidone,
Paliperidone, Bifeprunox, Lurasidone, Ocaperidone, Talnetant, ACP 104, SLV 310,
ACR 16, YKP 1358, GW 773812, RGH 188, SLV 314, Y-931, BL 1020,
Chlorpromazine, Levomepromazine, Promazine, Acepromazine, Triflupromazine,
Cyamemazine, Chlorproethazine, Dixyrazine, Fluphenazine, Perphenazine,
Prochlorperazine, Thiopropazate, Trifluoperazine, Acetophenazine, Thioproperazine,
Butaperazine, Perazine, Periciazine, Thioridazine, Mesoridazine, Pipotiazine,
Haloperidol, Trifluperidol, Melperone, Moperone, Pipamperone, Bromperidol,

Benperidol, Droperidol, Fluanisone, Oxypertine, Molindone, Sertindole, Ziprasidone,
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Prot hi pendyl, Ri speridone, C otiapine, Msapram ne,

Zot epi ne and Aripiprazole. In 5 particular,
woR®pae478one, d anzapi ne, C ozapi ne, Queti api nBCT/DK2007/050050

Sertindol e, Ccaperidone, htoperidone, BL 1020,

YKP135 ra3|d |done enopi ne, -
Flﬁnﬁngépﬁ&i W?lpﬁ@gmah alcrt@ﬁ%ﬁ%%lo&egwai hiyspiglene,
PibdgidR %ﬁﬂhm&cﬂV aMixaPic! MBS AN | ORMEARE CQu@t@iﬂ?&“ NGSipiride,

shoul d be adm histered in theif respectivel
Sudtoprideal Tipgpagepr Rendoxdosdes, Amisolprids, a?sfprabpedle byL¢viesulpiride,

FDA and/ qr. EMEA, der st .t.hat
Pep iR it ot AT Mt Pune SRS ahgrifipAole. In
padGdlal Rispaddandl @‘laﬁfz@lﬁnw d?lbzzi}ﬁnéj@&[l%lﬁ@@erﬁwdo@e Ocaperidone,
physi ci an, accord % to the rel evant circunstances,

Tlonseirons, Fd 1039, é@ﬂ?ﬂ& Bohiprasidnae, Palingridene, tAseneitias dryrasidone,
Ol ; a . C
AR o L AL ARG R MSlp ROy s
confpdumdsd stedul P dt i sentinis@red inhehel exegrectiyelp fchhi?tellja app@néd sloses,
nptons. 15 Experinentals | n vivo assessnent

SHE% BaAPRTEVGel e Fo4 japg/or EMEA. Heweyes it N@@ﬂ?@ﬁm&w‘g@@éé\hm the
ol o BerARELG S8 S B, S ST B sl

byDapheyciazrgtascqrding -3 g rg)evmﬁroercametahdmt 1nzhxd1n@ thh coﬂ[rlitborato be

tre§¥egir zlaﬁe 81&(8#% 9@1?8 ré gadm@g{r éﬂm u%tuglgﬁ:qﬁl%ﬂulrllg oEtdmmls‘[ered the

Félgh Ol bHRnSXBEIH-NRAL idal BalRek | £di GA |seve@iti oF 'tl%n]?atwnt'
chl oral hydrate and body enper at ure was

syBipt@si t h a rectal thernoneter connected to an
el ectrical 25 heating pad. Recording el ectrodes were
pulled in a Narishige vertical puller from
borosilicate glass capillaries with outer and inner
di aneters of 1.50 and 1.17 nm respectively, and
Exparinaentalst h 2% Pont amine Sky Blue in 2 M Nad . The
el ectrodes were broken under microscope to yield an
i npedance of 2-4 MS2 at 135 Hz and then slowy
Inl mooe ra&@bsbrﬂéﬁt of dopamide ideusth firing e @k blrbhtrz&bt@gﬁeﬁthb aMhAwas
(3 nterlor of 30 the interaural |ine an
COGd%eCha%ﬁlﬁSFf Sy Cthb‘Stf% ehﬂd&%@&&ﬁﬂ&%ﬂ%@y %&’P%) iBgiefly,
mﬁ'ﬂeCF?[? b/ Dawfief 13EC(I5L 800 &) GRES Iaaegtha%%a VivkY Skl hydrate
tered (Sban ass 0
(460 srg/kgn pataaﬂd @mnontod nn taostectottiafransc |Arias§xeap ewanthaamained

au itor. . Discrjmnated spi kes fed, vi
AT B, Raiimbly S gl MRy loral pris tand body
teﬁﬁ&taﬂﬁé Svas Alchbehit 3eC exides BN thERO MRS RhBdcFtd 8n \WRStrical
mar ked by 2007/ 124757 PCT/ DK2007/ 050050 13

hdating pphoRessirdingfel@petesriveee BkijedBinue Narisbigeheerti¢ad puder from

bo-lr-(l;]seﬂicra?et gilg%ss c[a(f)illllr?e% \\?%tfl hou?er% and inner diameters of 1.50 and 1.17 mm,

respectively, and filled with 2% Pontamine Sky Blue in 2 M NaCl. The electrodes
were broken under microscope to yield an impedance of 2-4 MQ at 135 Hz and then
slowly lowered into a hole drilled in the skull above the VTA (3.2+0.3 mm anterior of
the interaural line and 0.7+0.2 mm lateral to the midline by using a hydraulic
microdrive. Extracellular electrical activity was amplified, filtered (band pass 0.3-3
kHz), discriminated and monitored on an oscilloscope and an audiomonitor.
Discriminated spikes were fed via a CED 1401 interface to a computer running CED

Spike 2 software. After the experiment the recording site was marked by
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overdose of anesthetic, and the brain was renoved and
pl aced in 25% sucrose 10% par af or mal dehyde sol uti on.
wewriiotts7 of the VTA were cut (50 M and st ai nedI/mKR97/050050
Neutral Red and the recordiltdg sites were verified by

. light mcroscopy. 5. 1n itro st udi es facilit
106@%@:\ i BarvenBlc 1 Iyt PSS %g@irﬁfswa% g With an

ox%ﬁﬂnlsé"of ﬁﬁ@sftﬁe@iet ald ﬁl‘érﬂrﬁﬁ WA RnfoBdlURd %fhc@é i §§%r éu@ﬁge 10%
Jardemark et al. (Int J Neuropsychopharmacol

palﬁamzadqhyﬁaeemtloma‘s@t@m algthe - \DBA vegre rcat £0hdds enld smaméd with
NGRPEREH Gl PR SR b SR Rebl ol \wer e

decapitated under hal ot hane anaesthesia and the brains
were rapidly renoved and cooled in ice-cold Ringer's

Ing\giratstusites athiactitaiionso MDA tieduceds curres ah 2l rapnifla C@ilsi of the
p T I ept
mécﬁgl nél%gtléﬁﬁll ;}:%ggg :Qée?e ac%ﬁlauctec{] %% Qf;egc%rg)tea oﬁﬁfc ?%rd@%%r% gt Bt (Int J
Négopschdphagnmicot. satl5hdaat 2(]05bi OMtlct Spraducoda ey rite hovedyunder

Subsequently a single slice _containing nPFC was t hen

st%lidaif's%@rﬁ@ay P%ndathfed’&sfifﬁ upgsl- Psaig ﬁﬁﬁ%‘ei’er(’ peppred; i thfodlewing
mh neY\’aﬁaﬂ%gresH ftzqgﬂj nﬂetb fib1 pﬁ%ﬁet esm’elsﬁn erg?ttﬁe me were

anber was contf nuously per y aer at Ringer"
rapldlwtelnmvedtand cbbkerzl/ in aid:eecqiﬂ Ridngaris/ solutionSiTaa db&nnis were then cut

intraQeII lar a | ectrode voltage-c
corHyiig g i&epreﬂ iiua iggsor ge gW%ﬁli‘%?élweéf‘e ¢ Siﬂ?inerged in

aeg%é(daﬁﬁigyr ansutdn ﬁfrf)(%ﬁ?%ﬂ?é: ﬁuienf& %ﬂ et ] &%ﬁpfoaﬂfomlr ?%8very.

scribed previously ectrodes were pu
Subsamebtty assihgleatliee g:loa&imuzg) nd%ﬂ@ Iwaarthers thipsfasedido @ recording

hoti z el ect ode Reco el ectrodes were
chapy Ffeﬁﬁt"@atlﬁ whigh popas ﬁi iﬂiilﬂee%qr&?i bty bve Jaiady Bt The
cht\ﬁ'ﬁl%elb%éf\%gﬁht%guﬁﬂﬂ ‘ii)ellfﬁ&td'\@z aérat@ﬂ q{m%e? %dsofl&fonr & Caoﬂ&lv r}gte of 2

he nmPFC neurons” wi th an "Axocl anp anplifier. Single
mBingct Stakkard ohtravgBulet ang s(iedd-dicetrpdsov@tuge-alamp 6@hnig)ies were

SR REg T BioaF o4 B SR B O O e R e Prsgarations o

dNEHRA2 PraGalsly. eBridai N Gl uSHE i apall€dd Urons aBRbkiNeataNglass
achiSition software. During the vol t age-cl anp

capBlaped by gsingf a theazempaclesteids dpwler- r%@ﬂogdltletek@&@ﬂ@xwme filled

wit] 2% Poallim il T pauBreeR b Ry bRl R gndl P MRS and

usbdl Cf@@%&drﬂ' %AﬁleleIPF@ hbasks tWAd ¥n Aﬁédmiapltmlaﬁn@mee Single
resEons S) were routinely included in

elw){wger V@ltaeéio‘iﬁmm n(ho r(%en@el M vis aVEowao pepiormed in the
f

dlydo?m&g‘)tu% l}f?(?déenxggﬁ %%ﬁ&&)h@ ?eg? of %OS? ikﬁfé ?Eeu g(glte{&%drg(?oggmgs were

acqoitdl nisini oM sligitul hglo NMDAerhpichsC efld Cuquisiibs €fv@re. During the

cal cul ated by dividing the NVDA-induced currents
V%‘ﬂgeﬁlaﬁmerewﬂmga |thl%%igi%-edpkqmelrmntﬁgt@trie@ot@ﬁe (WHX; 0,5 uM
tozgf%c éwasc Ol’Fl) C;-)r(éteu?z a?s97 ?ysccl)rges?l uM,to enhance the NMDA-induced
responses) bicucculine (5 pM,to block the y- aminobutyric acid type A (GABA,)
responses) were routinely included in Ringer’s solution. NMDA (5-25 uM was also
applied via bath perfusion of Ringer’s solution to induce inward currents. The effects
of the drugs or drug combinations on the NMDA-induced currents were calculated by

dividing the NMDA-induced currents after the bath application of the drugs by the
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14 control NWVDA-induced currents. The results shown in
the figure are presented as nean S.E.M Description
w@boorhsi7sesul ts: 5 Figure 1 describes the effertT/DK2007/050050

cital opram and each of itslenantioners on firing rate

ne cells in t IS sh
Coefrpgﬁﬁ@sq hrirdicee@megi dfe dosis Sﬁﬂ@wmlgot W&g%/ukf‘g?redarggemed as
mBRt+ khcgease the firing rate. On the other hand
escitalopramelevates firing rate statistically
significant at 320 pg/kg and this effect appears to be

mai.ntain at ~the higher dose (640 pg/Kkg).
DesgrpHit Hdhe 5ty 's shown that the firing rate is

Figmafff @é%tf:ﬁges]tge Ryfe& &'&t@iogpefn@ﬁh@@egcht é}% éﬂ&ﬁu&%&%% Hing rate

esci tal opram (320 kg) can be bl ocked
ofplopammeatete m thm\fﬁAslzms gomagthatf c1qunraralaorheamtect ferss (0-1280

S TS S TS eSS
o SBITERGSRCR 9 L, SR Oy BT L fgs

thélili{ghell tos6d64® NeMa). tfudthe@sdt ttak Gpdvaithal el fBaHes tdid udhffected
firing statistically significant dose-dependently at
by Bswiglapearaland éhaértbe cHbevad %lmalmgrﬁmg(ﬂﬂtugﬂr@ qandwelslpcked by

sete / k italo
PRI GRCB 0P gl S0bec Brari by i WAGS Sppaatg that his
effdEs B8RO Stitdlbprahg aIIthough this only reaches
significance at the 640 pg/ kg dose, and the maxi mal

response 20 appears to be apprOX|nater 10% bur st
cital

Figns LA R0 REF AT or Bt ey %”%aﬂaa it fieRRS rst firing

ofthé€ HFINGRERM deBL Peok@N in $hdmi the sm:t Ty wh§ B hat ERitalopram
effect of escital opram (320g/kg). Figure 3 describes

m@tl%seéfonlésétﬁrmg Srtart%@aﬂy(ﬁgmﬁemt;ﬂ;@ﬁ@:éq:peaﬁ@mbs@icd@@@s equal to and

AT R B PRl Rl FRA RN Rl T burs

dlﬂﬂél%ﬁé@ bt abou %t’/semndléprmsmm BNpcat$d YndB&RH bsROWRinghallthough
atypi cal antipsychotics increase NVDA-induced

thISUOIﬂEmeEChCSI signilgcapce parthe 660 . ngkg slops zmdathﬁl mametal trgsponse

one, S that eboxe but not
opr i Pt pratrd e b it it fer 0t oLt TR R-
citalpr AR SAS NN AN ARG E SnChilrie Atid a'ﬁw bl R agiwbréag (320ug/kg)
esCitalopramfacilitates the NVDA-induced currents

sigiificdnaly iehibienthe affetthod esaitagypean (R gigdapl reboxetlne.lt
is furthernore shown that this effect is likely
nmedi ated through the dopamne D receptor as a

Flgﬁtgag} (]!;Eggjti_%eg][ ﬁg gég}oétlg (g nltrlgﬁﬁﬂbﬁé ée{tg%khlz %ﬁ;’t@%%h&i@)’, €&ie&Spram,
esPIGTH DKR0Gid/ 10bOCE0e (NRI) on NMDA-induced currents in pyramidal cells of
the prefrontal cortex. It has previously been shown that atypical antipsychotics
increase  NMDA-induced currents in this preparation. This is examplified by
risperidone. It is shown that reboxetine (NRI) but not citalopram (SSRI), nor
fluoxetine (data not shown) increases NMDA-induced currents. Surprisingly
escitalopram facilitates the NMDA-induced currents to similar extent as the
risperidone and reboxetine. It is furthermore shown that this effect is likely mediated

through the dopamine D1 receptor as a dopamine D1 receptor antagonist (SCH

23390) reverses the effect of escitalopram.
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15 Cains 1. Use of escitalopramor a

phar maceutically acceptable salt thereof for the 5
w@e@par4si on of a nedi cament for inproving cogPCT/DER07/50050

a condition where the cognftive processes are

di m ni shed. 2. The use according to claim1l wherein

the condition is associated wth schizophrenia. 3.

Clnpffas use according to claim 1 wherein the condition is
associ ated with Parkinson's 10 D sease. 4. The use
according to claim1 wherein the condition is

1.a$B0ocofatesdtaldptrém demantpharmacsuodallasackbpsblde sntthacofb for the

The use according to clai.m 1l wherein.the condition is
2SEBERPRAT i F’I‘?H‘gﬁmﬁ?&*"étl?r’rwﬂ% Feigtion 1 g cofflibiogsghere the

agealif ot Qs&l AL Bindinh&r ein the condition is

associ ated with age associated nenory inpairnent. 7.
2. THbe usw accwdidigntp tdaiol ai mvliieroie tlei reondigion orsdiasdogratdds with
associ ated wi th depression, including major
dé%%oéjﬁfe&h%’ in particular in elderly. 8. The use

3.aq6005k f@ofdnEload Ml 1 WheFedi thelddBdiGiORE dsk@fatb@ with Parkinson’s
associated with the use of 20 benzodi azepi nes. 9. The

usdseagcording to claim 1 wherein the condition is

a [ ' S £ [ JC. j a .
+ S5ROTHEhE IR b U S BHS AL BRITa B e
i suchssQClDE dhontinh Al zheiner's Disease. 25 11. The
use according to claiml1 wherein the condition is .
S.adgparanearding to et devlsicindey penditionjsepeactated with an anxiety
didgg{cggr (ADHD). 12. The use according to claiml
wherein the condition is associated with post-
6.t Taanmti accstdirgs $o dilgor dewhéreinSD)e. cdBlitidihes uswciated with age

accor.dlﬁ‘g to an%lpo.f t he preceding clains wherein the
mBtE'd Y AFPAUTBEN G gi ni stration as a unit dose.

7.14he E_Q@adt':%?diﬁé; EPE16DN Y WHRr&Gh feMBohditidng§ &isBeihfag v depression,
dose is containing escitalopramin an anount from1.0

minclwlimOmaggr depressiqy, ef partiedasneigedsy t o 20 ng/ day,

8.”%% us® ngo?c{iﬁg lt(Y cl]agn TOherein the condition is associated with the use of
benzodiazepines.

9. The use according to claim 1 wherein the condition is associated with the use of
tricyclic antidepressants.

10. The use according to claim 1 wherein the condition is associated with Alzheimer’s
Disease.

11. The use according to claim 1 wherein the condition is associated with attention
deficit hyperactivity disorder (ADHD).

12. The use according to claim 1 wherein the condition is associated with post-
traumatic stress disorder (PTSD).

13. The use according to any of the preceding claims wherein the medicament is for
administration as a unit dose.

14. The use according to claim 13 wherein the unit dose is containing escitalopram in
an amount from 1.0 mg to 50 mg, more preferred 5 mg/day to 20 mg/day, most
preferably 10 mg.

15. The use according to claim 13 or 14 wherein the unit dose is given once daily.
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15. The use according to claim13 or 14 wherein the

unit dose is given once daily. WO 2007/ 124757
wean/mEae07/ 050050 16 16. The use accordi ng tRBCTDERDI/050050

15 wherein the daily doseslare, 5, 10 or 20 ngy. 17.

of escital opr n1o har maceutical |y ce able
léjjf"? upgaeeiing W Sr RSS! £€\F%1E' & YF- q’lﬁﬁé)r Bb
lﬁmjsb %3 )égchﬁldp?alﬁ %Fﬁ%ﬁgﬁacfeﬁﬂicaqlg}eac%ﬁ% ahi &@re%? 1nac0mb1nat10n
nmedi canent for i npr ovi ng cogni tion in a condition

wnmmsnmhaIom@nnﬁmvgmpho@e@@ewuhﬁbrﬂ@]ﬁﬁmmwm@heﬂanmﬂwmnmﬁ

accord ng ta clai n1# i@ ? t he co ndi tion |
%ro&?l%"t"éa”‘gwc?wl QLHPZ Bt e °8§81 Ak c%rPa?Sﬁ%f are
tqm@h@hgal7 wherein the condltlon is associated with
Par ki nson' s Di sease. 10 20. The use according to claim
18 Thohesceiapcordiag condlaimon 7i whagdp dhat earditionh isd épsnsiated with
denmentia. 21. The use according to claim
13&9()rg$ipfhe condition is associated with an anxiety

19diTser ger acédidinghe utemadgontibiéh tthe Cdoaiditioh? ismagdceiated with
the condition is associated wth age 15 associ ated
lvopﬁﬂﬁﬁﬁﬁ%nt 23. The use according to claim 17

20"‘1‘?1%: %Eé" aéc%f“dl %W%}Eﬁﬁ) 7 iv&ﬁle?e?r? ﬁfei c%'hﬁﬁiioﬁ'ii% stgﬁg{eﬁﬁ@ie}?ﬁbﬁenﬁa,

I ncl udi ng mgj epression, in particular in e
ZQKMEheXMEdeMﬁmuadlng to claim17 mherein t he
condition i ass ci at.ed MAth t he

2lodHs e acraph % whefin s Songition i %@O%G%Wét#mlﬁmw

WRRbLRIR the condltlon Is associated with the use of
tricyclic antidepressants. 26. The use according to
2% (Tae ms;t_7aomtérr@ tp tt:hmncbh avheram the casdibon as edsasiaied with age
7. The use according to claim17

Alzheiﬁﬁr %
wiEPE? fﬂ%n%gﬁ%??¥%ﬁnls associated with attention 25

23 ght abd adtyRRi@Gd M 7 Wh&ehdRE cdrfdiida) is adBciatddevidb&epression,
according to claim 17 wherein the condition is

agwdeding majopidenrcyeny in partieietineldstlyess di sor der

24 3-1%%6 %r%redn%g" F%éeﬁgl}]?’?psy%ﬁrp Elecc%galglﬁ{l % astsgcqat(éh %\}ﬁfthe use of

appiodadepings. t he treatnent of a psychotlc condltlon

25. The use according to claim 17 wherein the condition is associated with the use of
tricyclic antidepressants.

26. The use according to claim 17 wherein the condition is associated with
Alzheimer’s Disease.

27. The use according to claim 17 wherein the condition is associated with attention
deficit hyperactivity disorder (ADHD).

28. The use according to claim 17 wherein the condition is associated with post-
traumatic stress disorder (PTSD).

29. The use according to any of the claims 17-28 wherein the antipsychotic agent is an
agent approved for the treatment of a psychotic condition.

30. The use according to any of the claims 17-28 wherein the antipsychotic compound
is selected from the list of Asenapine,  Blonanserin, Iloperidone, Paliperidone,
Bifeprunox, Lurasidone, Ocaperidone, Talnetant, ACP 104, SLV 310, ACR 16,
YKP 1358, GW 773812, RGH 188, SLV 314, Y-931, BL 1020, Chlorpromazine,

Levomepromazine, Promazine, Acepromazine, Triflupromazine, Cyamemazine,
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30 30. The use according to any of the clains 17-28

wherein the anti psychotic conmpound is selected from
wo b@7h124557 of Asenapi ne, Bl onanserin, || operi doP&l/DK2007/050050

Pal i peri done, Bi fepr unox 1 ur asi done, Ocaperi done,

G‘ﬁhﬁfp%}ﬁﬁﬁé' T‘ﬁﬂuoﬂe%@e M&f@ﬁéﬂh@mepﬁﬁf@%ﬂé@&zme Butaperazme
Acepromazi ne, Triflupromazine, Cyanmemazi he, WO

2@emzm%m?lcm@we[)@l@omdm@o5Mesc1r7da@meorlbpo@azmz| Heloperidol,

L XV, azi he, hena henazi ne,
oIS RGBT ATHE0RE Tl Bronb e BRI Brspwe iyl dBenperidol,
Acbpptienaziighisohbl 0@&9@&&@@?' N@olifiin@PeRa#indsle, Ziprasidone,
Per azi ne, Perici azi ne hi ori dazi ne, Nbsorlda2|ne

bewﬁn%yﬂne(jpeﬁﬁbéﬁhdophbﬂmpﬂﬁﬁﬁﬁerlﬁwﬂxmﬁmlp%@@ﬁ@?MﬂXOL
N%Rl%éf?f‘egvlo e n%fzr?; (he E’Qﬁﬁurw@&%@%@éi{u?ﬁ@g%@ﬁf Ejg%r%gd’)iheﬁ()uetiapine,

i sone
Ssntplnﬁtdaol esulthﬁd@sn Tapade, RRepediptidg! , Aisuheidehi Radralipride,
Chl or pr ot hi xene, Ti oti xene, Zucl op enthlxo

Fﬁewu}nnﬂ% é’rotmpﬁﬁ%xld%lspwlwmﬂoaéplne,LMQ%?@W@HG Zotepine and

Q ~ O anzapine, Quetiapine, Sulpiride,
Slﬁ ﬁ%ﬂrﬂge Ti apri de, Renoxipride, Am sul pride,

31Vé}sal mremi@oprmvo]sm mhaﬂn@esuthaHy hitq@eptdb'lle salt thereof for the
eri.done

gp ramn %% ine and 1
AP{ P??Pg% ofled glf 8ﬂtof0 YT eél| Gprt E?.n treatment with an
PhAGBEIRHL é‘g@hi Yoraﬁ‘gﬁ@%ﬁ@ lggrfiabd it tﬂe(fo%ﬁftw‘h%hérg Qhe cognitive

prepar at i on of canent to be used in the adjunc
t pemtspentrewimmisd. antlpsychotlc agent for i mpr ovi ng

nition in,a conditio re.t co
34 R cleoedgpar i imad ! “TESSt i SR, B rsvaiptid, with
Ch@ﬂdﬁﬁﬁkﬂﬁhereln the condition is associated wth
schi zophrenia. 33. The use according to claim 31
33wﬂé¢ el§§ epeordisadio ictimi 1 awberEimttbel eandiionpay lesspstateds with
8h’ S%Sea@e use according to claim 31 wherein the
con I'on 1S associated with denentia, 20 such as

34A|TBSu§l£ﬁﬁtbtd1ﬂg to3dainT B wheeei@ deofodditigntio asbeiaied 3dith dementia,
wher ein the condition is associated with an anxiety
drsdrerDS3dmentia- use according to claim 31 wherein

34 Wfe ‘&Qé‘gdc()fc@ﬁ‘%moscléiﬁ?'%{wﬁ&%ﬂht‘ﬂbtcﬁn@%n saa§§&‘fét@d %‘i’t an anxiety
menory 1 npalr 37. T use according to c alm
3dlisatter.ein the condition is associated wth
(F%r essi

3 ¢ use accordmg to claim 31 wherein the condition is associated with age

associated memory impairment.

37. The use according to claim 31 wherein the condition is associated with depression,

including major depression, in particular in elderly.

38. The use according to claim 31 wherein the condition is associated with the use of

benzodiazepines.

39. The use according to claim 31 wherein the condition is associated with the use of

tricyclic antidepressants.

40. The use according to claim 31 wherein the condition is associated with

Alzheimer’s Disease.

41. The use according to claim 31 wherein the condition is associated with attention

deficit hyperactivity disorder (ADHD).
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i ncl udi ng maj or depression,

in particular in elderly.

38. The use according to claim31 wherein the

w@oodil2476h i s associated with the use of

benzodi azepi nes.

PCT/DK2007/050050
39. The uge according to claim 31

ssociated with the use

rein the condition s of.
42@’33? (USE\ACPSTENgNI0; GBI ed sRerem U, copiionels assessne fgth gost-
chaimdshRengifct ndition is associated with
Al zheiner's Disease. 41. The use according to claim 31
430 be esmacchelingiodiny iof thei daias Sd ed2awkatemithdhardipsgehotiopgent is an

deficit h tivi [ d .ADHD)... WD 2007/ 124757
Pgﬁ% I @ngg%%gggX%%émgéig%ﬁg%ﬂé%cgg%gFﬂing to claim

443 F¥hwhes ebddrdihge t&@?_d'bf HRNclhisnsBISPL wvdbReh WetdhtipGfchotic agent is
traumatic stress disorder (PTSD). 43. The use

asdested figmethe Hshyof diseraping| ai niglogansgnn.whlepeiigpnehdaliperidone,
ant 4 i C . ' a f t
R L P LAt L G
ayaor 0338y AW 8381 NfRGHE 86| 81 WE3 131 Y43 \wimgr 8020, Chéorpromazine,
anti psychoti.c agent is selected fromthe |ist of .
A@éﬁ%ﬁ‘?ﬁﬁ@l}lagp%n IPEEINS; Arqur[ﬁ’g%aiZH]@n dr 1ﬂF’ﬁ¥an?éFr}ed dn@memazine,

SRS A R ARGy OB gy s
SIIViQ%)i@paza‘ute,Q"_’BﬁﬂucE}jsralzf’ﬁ%O _,Ac@tdpherm}zimfai” h:raJ@rope’razine, Butap’erazine,
T M S o -,
DIT¥iykp&hidd, MdipRbedakidperonEe PRGNRZINRE  Bromperidol, Benperidol,
Prochl or perazi ne, Thi opropazate, Trifl uoperazine,
é&h@mﬁehaéﬁhmisom@ oprypetiag| rMp!iIBiﬂnapeS@zi@ng@l,e,_
azi ne i ci azine, ori dazi ne, ori dazin :
F BB DS e, DB BRPE of MoPRHRRIRE: | BB e pelGanentinol
LPiag e g ot Lt locGons g, usiopne
sSulpitidsol Sulpppiasi E@gﬁc}e,1¥1€@nwﬁeﬁéq,xo4§mi@mﬁ@nt Mogdlipride,
AL YR R L SRR S, Zocine o
Cheipaphnge. O anzapi ne, Quetiapine, Sul piride,
Sul t opri de, . Tjapride, Renoxipride, Am sulpride, i
45\/@r gh@rﬁ}aic%lg}cal Eg@agg?@n CPRRIISIPE oqsmteﬁ@mam or .a pharmaceutically
SRR Lt P ey WRRCORT XSRS R
c oogriiisi ing: @sditioalvdpratheengaitiphprovessesdr dahinyshed.

462 éﬁ%g{lj]ﬁg lé)?flggi‘lo%wtgp:g%glﬁén ?r{] g cgr{]cﬁti(())nr W erre(:"[hea Q(}glnﬁfc’ ecpggéelss%s are

diminished comprising administering escitalopram or a pharmaceutically

Ziprasidone,

acceptable salt thereof.

47. The method according to claim 46 wherein the condition is associated with
schizophrenia.

48. The method according to claim 46 wherein the condition is associated with
Parkinson’s Disease.

49. The method according to claim 46 wherein the condition is associated with
dementia, such as AIDS dementia.

50. The method according to claim 46 wherein the condition is associated with an

anxiety disorder.
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cognition in a condition where the cognitive processes
are dimnished. 46. A nethod of inproving cognition in

w@2@oneli7s1 on where the cognitive processes ar ePCT/DK2007/050050
di m ni shed conprising adm n#stering escital opramor a

phar maceuti cal |. 25 acceptable salt thereof. 47. Th
SJali o ewrﬂl%g [T i WETRHePBicANGiHGN CORIPEINSH gt age

23§06 AUt M PmpsieRbsophr eni a. 48. The net hod

according to claim46 wherein the condition is

52adboonethed agcerdingPar kiams o sviDrage dbe . coBditiag. is Tseociated with
ngt hod.accoghgd'thirl]\gg toﬁél ai m46. whe .eiln i h? glondi tionis
aSYEETL e 4'C MAK RSO0 fLptietlel ipsdeient i 2. 50.

53_T|Iﬁe ﬁ’f&ﬁlf_élohc@@ﬁﬁfgdb l&gliﬁlomﬁbl?érah‘i& ShartRInNs hfKBcieRAMNitH @B use
is associated with an anxiety disorder. WO

200bymeedipgpiRST/ DK2007/ 050050 19 51. The net hod

54942 El%ltl{bgl aatcgor%an 'tmcﬁ@m%%l%r nglbeeco%(aﬂ%ln.tié Nobidted With5tBe use
assoclated W th~age associ at ed nmenory i npai fnent. .
Thetrigtioghtdep@sdhrg to claim 46 wherein the condition
is associated with depression, .including najor

5xdpe auethedh aceordingr to elamar4q whergderthg cosdifign ispassqesdtedgvith
a ' aim46 wherein the condition is
a%g%{:e?g%}gsdb\%iet N the use of benzodi azepi nes. 54. The

Stmahbodethod aredordmgt @ claan rd 64 6vhatmen ehe cohéitioondi dss@mmated with

associated with the. use f i cyclic antidepressants.
3 cnia e btasiviingFs APHER 6 wher el n t he
57ggﬂg ‘_{_ﬁéﬂﬁﬂi ARoRRSPH AhigtadiiRreid theAlhIRIOABS h%oaﬁ§ﬁax§iﬁl post-

he method according to claim46 wherein the
ctmdinpliosirdss daeslocPdiSéd. wi th  attention deficit

SRS g B8 il bl maifipbSy g weaument of

as&RLIphtth WhérbinAs hegatika aﬁ@&éghitssters?ﬁ@tcﬁhm& G@proved.
(PTSD). 15 58. Use of escital opramfor the preparation

5%fThe ufeascortiento ¢laim HBavheran thremedigimend dh fargdRtigigiraiion as a
V\/ﬂﬁiﬂ[a'b& the negative and cognitive synptons are
i nproved. 59. The use according to claimb58 wherein

60 Mae neda@arding to daihDf9 adsieir gitraitidoBe Acoataining tsoi@®Pram in

an amount from 1.0 mg to 50 mg, more preferred 5 mg/day to 20 mg/day, most
preferably 10 mg.

61. The use according to claim 59 or 60 wherein the unit dose is given once daily.

62. The use according to claim 61 wherein the daily doses are, 5, 10 or 20 mg.

63. Use of escitalopram for the preparation of a medicament for the treatment of
attention deficit hyperactivity disorder (ADHD).

64. The use according to claim 63 wherein the medicament is for administration as a
unit dose.

65. The use according to claim 64 wherein the unit dose is containing escitalopram in
an amount from 1.0 mg to 50 mg, more preferred 5 mg/day to 20 mg/day, most
preferably 10 mg.

66. The use according to claim 64 or 65 wherein the unit dose is given once daily.

67. The use according to claim 66 wherein the daily doses are, 5, 10 or 20 mg.

68. Use of escitalopram for the preparation of a medicament useful in facilitating

psychotherapy, cognitive behavioural therapy and exposure-based therapy.
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60. The use according to claimb59 wherein the unit
dose is containing escitalopramin 20 an anount from
wa@7nep7so 50 ng, nore preferred 5 ng/day to 2PCTDKO@Y/050050
nost preferably 10 ng. 6120The use according to claim
59 or 60 wherein the unit dose is _given.once daily..
6% TheacsSRag E‘b?lainhég SYeEqn R Bedipasiin qrr?élna%}ﬁﬁ\%ﬂon as a
dosggo@re, 5, 10 or 20 ng. 63. Use of escital opramfor
the preparation of a nmedicanment for the treatnent of
702 Fhauseatcouhnglef ¢laint 6hypercac the winttydogk sorodenifABDWDRlopram in

64. The use ording,to claim rein the
et FomErE 3 lidh i Fod Ml S it BRu ey, mos
Thefealyaoeag di ng to claim 64 wherein the unit dose is
containing escitalopramin an anount from21.0 ng to

715 Fheryse psprling ofcdaimet? & MWyylpaginitlee POt dape dugivemprae dagp.

a Qo ; or di t | ai 4 or

7R e el PR 7)o LR s Uk DR 5P 1
use according to claim®66 wherein the daily doses are,
5, 10 or 20 ng. 68. Use of escitalopramfor the
preparation of a medi cament useful in facilitating
psychot her apy, cognitive behavi oural therapy and
exposur e- based therapy. WO 2007/ 124757
PCT/ DK2007/ 050050 20 69. The use according to claim
68 wherein the nmedicanment is for admnistration as a
unit dose. 70. The use according to claim®69 wherein
the unit dose is containing escitalopramin an anount
from1l.0 ng to 50 ny, nore preferred 5 ng/day to 20
ng/ day, nost 5 preferably 10 ng. 71. The use
according to claim69 or 70 wherein the unit dose is
gi ven once daily. 72. The use according to claim71
wherein the daily doses are, 5, 10 or 20 ng. 10



