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such as Al zheinmer's Di sease, act directly on the
cholinergic systemthrough the inhibition of
acetyl chol i nesterase (I bach B. and Haen E., Current
Phar maceuti cal Design, 2004. 10(3):231-51). However,
it has becone increasingly apparent that therapies

whi ch target the cholinergic sysem al one are not
sufficient to conpletely reverse the cognitive
deficits in a cognitive disorder, such as Al zheimer's
D sease. Further, such therapies are generally limted
due to undesirable side effects such as trenors or
nausea. There is a clear need for a therapy for
treating cognitive disorders which acts on a target
other than, or in addition to, the cholinergic system
Recent studi es have denonstrated that the

EL)S%?{ iowré MEDPEbROMGE (R POPENG T VE DYEFUNETION

Neur opsychophar nmacol ogy, 20b4: :29(1) : 9é- 100; Wbol | ey
M L., et al, Neuropharmacol ogy, 2001 ;41(2):210-9:

Wolley M L., et g Fncﬁql j
2003: 170: 358-67 an KGO B e :

Psychophar macol ogy, 2001 :15'8(2,); 114-9). L

Speci f i g 'Ia§9,eslt ﬁ%sspﬁﬁwrwé'@%?@ﬁs i tresting icPefitiye, diggyders, such as

braazheimegs miﬁélaééﬁ@:ﬂid&’é.e@l o the &@ﬂﬁér@ims?diﬁ tt’ﬂaﬁgt]tb g®RNnhibition of

sha Q,odul at e, mu eur.ot r.ans er syste .

ROk Ph B Raf kB CaS Rieg¥ el Pesion. 2004,

h&i@(@e@‘i -ﬁﬁovd'lpw_eveleﬁims deesvres fricressingly apparent that therapies which

S r

HEIGRH I, AoRbGRd SyteRfYlohTTRIHA opitlen 1ot EoiBlelely FRVGESS tne

i PpERtive detigisin @ qagsitiye gisordat. suph aslzheimearisdpiseare. Further, such

C @Hapie¥ &irél g8 AEAAY limREE Budto MhddifraBR side DHeQ886ch ¥ kehhors or

is an i Loved t her apy ?ver t hose therapies which act .

s BPUPSA.ohheieds arRiearisegiTer 3 (Rerank foh HeialM qamitive disorders which

i Eptsbcbn a targef otheethanc bohideRivatetRe bhol'irfergiﬁ&ybl?fn.

obj ect LS, &+ nventi tQ QV, ource o .

t her ap elg%?et@? 55‘8 h%shau S ec%ﬁpor]sgs{etdrtb%&etpﬁﬁ %‘ﬁﬂ’.‘%‘% tamine-6 (5-HT6)

direeapderlas a role in cognitive function (Foley A. G., et al,
Neuropsychopharmacology, 2004; 29(1).93-100; Woolley M. L., et al,

J.,

Neuropharmacology, 2001;41(2):210-9; Woolley M. L., et al;.Psychopharmacology,
2003;170:358-67 and Rogers D. C., and Hagan J. J., Psychopharmacology,
2001;158(2):114-9). Specifically, the 5-HT6 receptor is localized in key brain regions
associated with cognition and has been shown to modulate muitiple neurotransmitter
systems involved in cognition. Moreover, the 5-HT6 receptor has been shown to

mediate events associated with synaptic plasticity and improve cognitive
performance in animal models.

Itis an object of the present invention to provide a method for the treatment of
a cognitive disorder, such as Alzheimer's Disease, which is an improved therapy over
those therapies which act solely on the cholinergic system through the inhibition of
acetylcholinesterase. ‘
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It is a feature of this invention that the nmethod for
the treatnent of a cognitive disorder has an inproved

weoiidg/sfisect profile. Further objects and feat BCeaSf07/000354

the invention will beconme nore apparent by the

detail ed description set forth hereinbel ow

DESCRI PTI ON OF DRAW NGS Figure 1. Figure 1 is a

schematic representation of the effect of a

conmbi nation of ineffective doses of an

acetyl cholinesterase inhibitor and a 5-HT6 antagoni st

on nenory retention (Aricept plus Test Conpound A), as
determined in vivo by a novel qgbject.recognit] :
assay It Bgainer sbiset gL Vendion 18 PR F gotee of terapeutic agents
hge?fﬁ)?ﬂfeafih@ao@iit\szlmwcﬁérect of la conbi nati on of an :

I ne ctiv ose_of an acet ' Pl oty of itive
and anlt B atiro o' fis BVl Bef iR s SR rsaientdrl coon
Rfordér s dntimpreyed sitle sffdgqrof@enpound A) as det ermi ned

in vi Vnﬂ.;aymér %b]é%\’{énd#%ﬁﬁés EEHRINENtiOR wABBEdbmd s @pParent by

Fi gure I'S @ schemati c representation of the enhanced
dhé detailed daserintionsat foph hereipbelewf ect i ve dose of an
acetyl cholinesterase inhibitor and an effective dose
of a 5-HT6 antagonist on nenory retention (Aricept

pl us Test Conpound A), as determned in vivo by a

novel object recognigestRPIIONOF DRAWINGSFi gure 4 is
a schematic representation of the effect of a

conmbi nation of ineffective doses of an L
Faging T heigures 1sea asierhativ representatian of Hierafech af a gempption of

39?@&95368E§§ BRL ge%tg/rém)lﬁﬁgielré’éégﬁhmﬁﬁ akeA1EoMTE aBjabasist on
aglg%_rn; Pq??m;%ogl (\ng\l_ri\c/:%p y%ngt?lcgo%g@%ﬁi%)ﬁ%g %3%%“&3!‘% vivo by a novel
r&ﬁéﬁ&ééﬁgaﬁﬁ@nasﬁayt he effect of a comnbination of

i neffective doses of an acetyl cholinesterase inhibitor

and a 5-HT6 antagoni st on nmenory . .retentio Z .
aEiqurer2.s o B duR SRt <RETEARBS NI GIGHd Obg cvination of an
niﬂléﬂlra]c_:t%j Rk df @fegehidholineseage ﬁirmnoe (;ed P thgcqustdd?ge af a 5-HT6
gr aphl c GrUTR), Ratde®dtmined i
B SRL GO ERERY bibrfartodl b Foit ComBolRiiy, & nea i
anva g @ ravebabigeliefPaHin A8d el ease

Figure 3. Figure 3 is a schematic representation of the enhanced effect of a
combination of an effective dose of an acetylcholinesterase inhibitor and an effective
dose of a 5-HT6 antagonist on memory retention (Aricept plus Test Compound A), as
determined in vivo by a novel object recognition assay.

Figure 4. Figure 4 is a schematic representation of the effect of a combination of
ineffective doses of an acetylcholinesterase inhibitor and a 5-HT6 antagonist on
memory retention (Aricept plus Test Compound B), as determined in vivo by a novel
object recognition assay.

Figure 6. Figure 5.is a schematic representation of the effect of a combination of
ineffective doses of an acetylcholinesterase inhibitor and a 5-HT6 antagonist on
memory retention (Razadyne plus Test Compound B), as determined in vivo by a

novel object recognition assay.
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for the treatnent of a cognitive disorder in a patient

i n need thereof which conprises providing to said

patient a therapeutically effective anount of a

conmbi nati on of an acetyl cholinesterase inhibitor and a

5- hydr oxyt rypt am ne-6 antagoni st. Al so provided is a

phar maceuti cal conposition, for use in the treatnent

of a cognitive disorder, conprising a pharmaceutically

acceptable carrier and an effective anmount of a

conmbi nation of an acetyl cholinesterase inhibitor and a

SEEQM_@()FﬁgwptGdMarmapﬁicaemragmﬂaﬁnn of DR& Affe&ildf a combination of an
cﬁgﬂlrggtgésg RibilVENG L@N78 %‘téqo\‘fst BhSREARDInS I'%Qase

as, Al zhe| ner DI sease, are genera characteri zed
szé‘}eaﬁe Iufalesk CORRONNA ) F ARERA PIPBPCaTIRGS HeiRg Misedialysis
mapalysisy of current therapeutic approaches for the

treatnent of a cognitve disorder, such as Al zheiner's

Di sease, target the cholinergic system exclusively.
However,. it has becone increasingly apparent that

targeting the chol i rBUMMARY SFETHEIINVENTIONOUgh t he

i nhibition of the acetylcholinesterase enzyne, is not
sufficient to conpletely reverse the cognitive

def i ci tideyesRItAp@Mian Previdase dietmdfer thenteatmpnbef a cognitive
sdisevdeatin bipatieadin b\)éeamhék@dﬂﬁlhlfzﬁbbﬁlpﬁlséh':‘p@fvfd&fd to said patient a

pﬁf@r&ff&ﬁlc{améﬁ%etﬂg SEHOWE ﬁ ?Hﬁxbf}%ﬂéﬁ %f arq— acetﬂcpollnesterase inhibitor

1'nes ors are
dé@@?l%@bdrséytbﬁtiﬁg'"@rﬁ aniggeristat el y effect ive and as
havi ng Alsd pravided isl arphiaracalticall dongsssytiony fir usBén GRUFSRment of a

° %!,rht?véjbé&%%? dﬁﬂ{ﬂ’isﬁr{ed)dg gi-l&r)‘nacgﬁﬁééﬂg%%%tgg%t(%mgr and an effective

bitors are
cﬁm@ygbef aeabisatien ef ar é‘F%tY'CUP|"}§§F€F?%€GJln&Ib“@bﬁ%‘éﬁ|5 hydroxytrypt-
Wagiing4s6 iangagabisty| chol i nesterase inhibitors, is the
limted wi ndow between efficacy and the producti on of
side effects. Pharmacol ogi cal studi es have reveal ed
that a nunber of antipsychotic agents have a high

affinity for t ETﬁiﬂﬁDMON&UEMIN\!}ENh@Nthe

5- HT6 receptor may

Cognitive disorders, such as Alzheimer’s Disease, are generally
characterized by numerous deficits in neurotransmitter function. The majority of

" current therapeutic approaches for the treatment of a cognitve disorder, such as

Alzheimer’s Disease, target the cholinergic system exclusively. However, it has
become increasingly apparént that targeting the cholinergic system alone, through
the inhibition of the acetylcholinesterase enzyme, is not sufficient to completely
reverse the cognitive deficits associated with said disorder and may be somewhat
limited by an undesirable side effect profile, including tremors and nausea. The
acetylcholinesterase inhibitors are frequently described as being only moderately
effective and as having a limited duration of efficacy over the course of the disease.
Additionally, acetylcholinesterase inhibitors are hampered by peripheral and CNS-
associated side effects. Of particular concern, when using acetylcholinesterase
inhibitors, is the limited window between efficacy and the production of side effects.
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Ther apeutics, 1994, 268(3). 1403-1410) Research has

i ndi cated that 5-HT6 antagoni sts may enhance

retention, but not acquisition of cognitive tasks, for

exanple it has been reported that a 5-HT6 antagoni st

enhanced nenory retention in animal nodels. (Rogers,

D. C. and Hagan, J. J., Psychopharnmacol ogy, 2001,

158(2), 114-119 and Foley, A G, et al,

Neur opsychophar macol o%y, 2004, 29( 12‘, 93-100) ) )

Sur pr i Singngcolpgicalsiudipghprrevesigd dntimbugbeiopfianirsydietic agents

ohavda it fficinolor fies5-eITESIR cEbibi, Buggéstimgdhat the 5-HT6 receptor may

5 1.ne- Q. i P

sgﬁé? bt a0 AR BBe M ANRIR L yBARHAT B pchiatrc diseases. (Roth

t Beht ®E At Jpeinatelgiharmasoleioy & Exresingnisl Therapeities.it§94s 268(3).

Dhaeaq e?oﬁm@ééﬂohgiaﬁ,inaibaea RISRSIT6 BRRIGohREs Magenfleceretention,

. r . A r

2%%@;@@“5&%3 S eBENTREtash®. B SR Np e Hoal Bibndflralla 1o

t Relageaist prRaNcpdeneen retentind imeniotal Badelsh (RegearsP of. and Hagan,

cbol.i PepdHRpbASEnAdtlbdY, ROD1,0B8(2), D14449 A RO, AYG)Cettal,

a?lfeaﬁém' 5'% . hAdvantlag)?%byAryz ﬁﬂeg[?gf of a conbi nation

of R PEeE %.@H’BEF%S '‘érase ? iIvItor and a 5-

hydr oxyRurgrigiegly rith@s aew bgenifeunditbat a pembinetiemehan of a

C agdlylchi¥fhedterass fihibiRYy ah8 GUs:RydBRRE/pEARING-65AftBgonist produces a

effﬁcts . Tf}e ts%}réera)légtl C ﬁ}f ect iéjof thhe c%gjm @%tl on of it

t REFTHGER PR A 'BRE PP oo i PIVISeRNNE PR\ PAtREE forgpgRitive

adisordeirs sueh e Atrheimens DiseesecAcgdrdinglyi thespresentdnvention provides

' th@th%_@ for thé ‘tf%_aﬁh&ﬂ'fd;f 'aQ?i@HtMe @%‘g?%ﬁ%rﬂ&dk&ﬁﬁﬁ%e_st administering to a

producti on Si ec u . sai d inhi bit.or.

VBRESdn o neiectia Bersia e §tes 1 poRuRst HoriBaten of a

Hegolinestasess inhibitohand ad-hydrpartiypteening-6oargagorists tAstvantageously,

sufféwufé%ﬁéwsorﬁaagatﬁﬁag afsg.?l béétyl_‘éb{?ﬁr\%lﬁléﬁ@ééd ﬁpmbr tQﬁd a 5-

a cte a S5- an onist. .In ition.to..

DT ErRRm i 5 BLGoRNI 1 e repmbnlits bagfluvelpigarcer may reduce

eﬂﬁéesil‘é}_bieoﬁﬂe effectse Theaynéigistic\effett ofithe soﬁbmation of the invention

a’éﬂé\ﬂ@f&(ﬁh 08¢ of 5ﬂ_ﬂvérQifo%EPé\%noé}ﬁ@n%ﬁé’étiv@(ifdsgpoﬁgg oo

en . rapeutic efficacy. ergism.is understoo .

= SO AP RS Ikiior s, ARVt SR Ao ictn of side

meffects gbesechbye saidlimhibiter. Masevdr, des ty thelexclusiveiloealizatian of the 5-

o1ieecéMBr inBE BPSH! péripheral organ systems such as the cardiovascular
system would not be affected by a 5-HT6 antagonist. In addition to decreasing the
possibility of an undesirable side effect profile, the specificity of the 5-HT6 antagonist
may lead to acute onset of action and enhanced therapeutic efficacy.

Synergism is understood as meaning the mutual reinforcing action of two or
more substances. In the present case, the combined use of the two therapeutic
agents, an acetylcholinesterase inhibitor and a 5-HT6 antagonist, makes it possible
that the dose rates of each therapeutic agent can be reduced and in spite of this the
same therapeutic action is achieved, or that with the same dose rates of each
individual therapeutic agent a greater action than that to be expected from the
therapeutic agents individually employed is acheived (synergistic effect).
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agents, an acetylcholinesterase inhibitor and a 5-HT6
ant agoni st, nmakes it possible that the dose rates of

weaalt/08hiest apeut i ¢ agent can be reduced and i n BOTHUS207/000354

this the sane therapeutic action is achieved, or that

with the same dose rates of each individual

t herapeutic agent a greater action than that to be

expected fromthe therapeutic agents individually

enpl oyed i s acheived (synergistic effect). An

acetyl cholinesterase inhibitor is defined herein as

any conpound which is capable of inhibiting the

production of acetycholine by the acetyl cholinesterase
enzynean é@aylyhmmsterma iahibiter isrefibéd bereirsas apy cempewrnd which is

,&%?%II%I% totf t?}ﬁ&ﬁﬁg %uﬁ%ﬁ&f'a@&ybminﬁw tﬁ@%@@@?dhbln(ést&ase

act I zer), gal antham ne (i
Raz#@¢ne, manufactured by Jonson & Johnson),
ri vastAgsiylalinesteradexahibhorsnasitablador e ibythmminQd efjinvention

AT, B, A g e .
\Razedyne, roamdarturest bibJonsoRg Wphneoph&vastigry Fib%%&m
&ﬁar‘iﬁ&&ir@ﬂ B9 Qﬂdil‘,érti’d) notediyi conggounid ikdbwg tadrsilyit acstyiokiginesterase.

wel | a&gﬂ-’}ﬁé ?H{gg§n§,[ s cfe%f\gd WRISA 28 SR Béﬁg@hﬁgvﬁ\lch is capable of

decre cCumu on of aden
rinding withdoe S(HTgBceptor; #edeteryiped oy &BE“(ﬁ”tW?bb'B '"9 @%ay
%3&89@%&2 gnaﬁvﬁf‘ﬁtrﬁa?éﬂ éiﬂ%izlﬁlbh gémhe!rateﬁardacpasasbenam y

0 ar LI
asuRmleR B Supnbihe S b PR ErlEARIE) A &7 receptor
ssifet of 1§58 pogreatss. IPrﬁ%fQTH@'yrﬁ@f’/h@(jgr@ﬁtqfﬁéof%véfﬁr%'ﬁ 79¥or greater,
%ﬁg Swmreﬁl r&ﬁéﬁ@sbﬁ%daﬁ&&l&éﬂr&%ﬁ&l WD 99/ 47516,

6, 800, ém?hSitgé 8%377%9 %é %Hgalg f%lﬁl;s E\é&aﬁb’%thod of the invention
Odre Thaswcampbursisatescriged b W SH2708p W e AX 47 656 2,841,549, US

NI D6, 64§%§%8f6b59@d1§6r806| 648 Uiges, 780036833 B,825,212, US2004-

f\éfé% é%ond%%gpgggggﬁgﬁ %‘Eﬁ’/‘iﬁgbgg‘%ﬁé‘g@%’%g 50788315 and

USad Nuitlifist BRZ708 393 eoniesnpndibora tripmatippaliRatenioeplications Nos.
Al s BRI 0988/ aHAF3E P U 0BA308 87 INUWISZE04601 60R2AT copending US

SBETT

A o MRS S e coro0t7 o

| Internptiorad Bdtnd Applicatipns diosr BRTEIS2064930965 and
PCT/US2006/030837are incorporated herein by reference thereto.

Methods to prepare 5-HT6 antagonists suitable for use in the method of
invention are described in the above-mentioned patents and patent applications and
also in US 4,940,710.

Preferred 5-HT6 antagonists suitable for use in the method for the invention
include those compounds disclosed in US2004-0167122A and in copending US
Patent Application Serial Number 60/708315 and Serial Number 60/708317(and
International Patent Applications Nos. PCT/US2006/030965 and
PCT/US2006/030837) and having the structure of formula |
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also in US 4,940, 710. Preferred 5-HT6 antagonists
suitable for use in the nethod for the invention

i ncl ude those conpounds di sclosed in US2004-01 671 22A
and in copending US Patent Application Serial Nunber
60/ 70831 5 and Serial Nunmber 60/70831 7(and

I nternational Patent Applications Nos.

PCT/ US2006/ 030965 and PCT/ US2006/ 030837) and havi ng
the structure of formula I Q) whererp Rl is

- W CR5Re) NNR7R8, Wis OLS, CO CH2Y, CH2CQO,
CONR or NRCO, Xis O S, NRrR[” , CH2Y, CH2CO,
CONR or NRCO Y is O S or NRA N0 or an integer of
1, 2, 3, 4, 5 or 6 when Wig/ CH2; rgjs an integer of
1, 2, 3, 4, 5 0or 6 when Wis* CH2CO, CO or NRCO, n is
an integer of 2, 3, 4, 5 or 6 when Wis O S, NR CHY
or CONR;, mis O or an integer o{nl, 2, 3, 4, 5o0r 6; p
is O or an integer of 1 or 2;, Ris Hor an optionally

.substituted al kyl group; R2 is H, halogen, CN, OR 2,

Catietein CONR13R14 , or an al kyl, al kenyl, al kynyl,
cycl oal kyl, cycl oheteroal kyl, aryl or heteroar yRiogr oup
each optional l'y substitutgd; R3/is H SC2R18 or AW\

al kyl , cycloal kyl, aryl or ’T%_o_a . QLQUP eac (CRsRe)p
optionally substituted; R4 Ns or{dé&)%iS Wi t Rgt/ﬁé'—'!\’

provi sdRtibaW (@RsRsRBIR/Rs, S2RIBHHAen R4 nustorbe H; RS\ ;
and R6 are each independently H or an optionally

substi twiige, &, IR, LW, CH,Y, CH,CO, CONR or NRCO;
Xis O, S, NR, CH, CO, CH.,Y, CH.CO, CONR or NRCO;
Yis O, SorNR;
Ais C, CRyor N;
nis O oranintegerof 1, 2, 3, 4, 5 or 6 when W is CHjy;
nis an integer of 1, 2, 3, 4, 5 or 6 when W is CH,CO, CO or NRCO;
nis aninteger of 2, 3,4, 5 or6 when Wis O, S, NR, CH,Y or CONR;
m is 0 or anintegerof 1, 2, 3, 4, 5 or G;
pis O or an integer of 1 or 2;
R is H or an optionally substituted alkyl group;

R, is H, halogen, CN, OR;, CO:R;7, CONR;3R14, or an alkyl, alkenyl, alkynyl,
cycloalkyl, cycloheteroalkyl, aryl or heteroaryl group each optionally

substituted;
Rs is H, SO;R¢g or an alkyl, cycloalkyl, aryl or heteroaryl group each optionally

substituted;
R4 is H or SO,R4s with the proviso that when Rj is SO,R 5 then R4y must be H;
Rs and Rg are each independently H or an optionally substituted alkyl group;
R7 and Rg are each independently H, or an alkyl, alkenyl, alkynyl, cycloalkyl,
cycloheteroalkyl, aryl or heteroaryl group each optionally substituted,
or R; and Rs may be taken together with the atom to which they are
attached to form an optionally substituted 3- to 7-membered ring
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R7 and R3 are each independently H, or an al kyl,
al kenyl, al kynyl, cycl oal kyl, cycl oheteroal kyl, aryl

wonodt@seisoar yl group each optionally substit ut edT/Us200RB00354

and R8 nmay be taken together with the atomto which
they are attached to forman optionally substituted 3-
to 7-nmenbered ringoptionally containing an additiona
het eroatom sel ected from O, Nor S; ROis Hor a
CrCeal kyl or C3-Crcycl oal kyl group each optionally
substituted; R10 is H COR15 or an al kyl, al kenyl,

al kynyl, cycl oal kyl, cycl oheteroal kyl, aryl or

het eroaryl grou each opti onal,l d; '
OH or an ongtﬂﬂ{%"YﬁogtﬁB@Tq "I’rb?‘é%fy?ﬂalf%%Eeé?%%&‘yseé%{ﬁ%?om O.Nor
R12 is H C8R16 or an aI kyl, al kenyl, al kynyl, aryl or

'352 er ogy %a*é 0F 4B %e; cl&él Q%Pgéﬁgﬁ%ptlmly@ﬁstltuted

subst i Rutie#, @Q@hoglaowyl ml@ndhelkmﬁ ay%oqila\drpycloheteroalky! aryl
| ndependent bvhéte%a& Shk ¥hon piicka Iﬁumk&w,,

cycl ohet er oal kyl , or er oar H%( each

opt i onBlig Hs PFFUP@E""W ‘f’” §t't1498r 1a k@xHAPKY |

ar él on,ﬁgu-erc;@mglor@hmm/l eficghyh) pikyoaglahhy os he@roarwtgidl;lp each

and R18 i1s an.o on ubstituted aryl, heteroaryl

or 8- to 13- Rﬂ?ftgﬂl:yesgtf%vgrlc or trlcycllc ring syste

haV| ngRa adcaRorarateach indepeudrsiiyad onaol opfienad 4 §tltuted a'kyl group;
cont ai '%Qnle Zar@'eath #fidpbhéily aﬂet-@waﬂoam@mm

from or a stereoisoner
phar rmceut | @aplppetg&aélﬁﬂ Y @r@gfqroiarwgg@&p eaeé ﬁBBMIg sblpstltuted

for mul g, JisFRY¥r B€, ATLRG, ey B¢ Botetdarg droup bachmeptiodtly substituted;
described in 582004 0167122A, US2004-0192749A1 and in

copendi ng U8™Pat ent Applications Serial Nunber
60/ 70881, is amnmptidenlhasubistitdted a)/heg8earyy ¢udrdo 13-membered bicyclic

I nternation
PCT/ US2006/ @éé‘g‘%}gﬁg Ilf&éa‘eﬂtéf?\%%% NQiom at the bridgehead and

optionally containing 1, 2 or 3 additional heteroatoms selected from N,
Oors;
or

a stereoisomer thereof or a pharmaceutically acceptable salt thereof.

Compounds of formula | may be prepared according to the methods
described in US2004-0167122A, US2004-0192749A1 and in copending US Patent
Applications Serial Number 60/708315 and Serial Number 60/70831 7(and
International Patent Applications Nos. PCT/US2006/030965 and
PCT/US2006/030837).

More preferred 5-HT6 antagonists suitable for use in the method of invention
are those compounds of formula | wherein Ry is O(CHz)sNH2, O(CHz)sN(CHjz), or
piperazinyl and Rz is an optionally substituted aryl group. Another group of more
preferred 5-HT6 antagonists suitable for use in the inventive method are those
compounds of formula | wherein Rz and Rz are H; R, is SO2R15 and Rus is naphthyl.
A further group of more preferred 5-HT6 antagonists suitable for use in the inventive
method are those compounds of formula | wherein Rz and R4 are H; Rj is SO2R1s and

Rs is phenyl.
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O(CH2) BN(CH3) 2 or piperazinyl and R18 is an optionally
substituted aryl group. Another group of nore
preferred 5-HT6 antagoni sts suitable for use in the

i nventive nmethod are those conpounds of formula I
wherein R2 and R3 are H, R4 is SO2R18 and R18 is
naphthyl. A further group of nore preferred 5-HT6
antagoni sts suitable for use in the inventive nethod

ar e th%ﬁo%fﬂ%wpﬁ% am‘ &i‘ﬂb&pbuw&ﬂwﬁ%@eg .Me%sthod of
AITVEH 8- SRRy PP U PP R0 Ge SHHHEZRE hod of

I INyRAdimethyaB€[3- (1-naphthylsulfonyl) 1H-indazol-5-yl]loxy}propan-1-amine;

N Rt a R R EDakioihe Laazel - 5.y

| ]1e(pypwlapﬁxmym—m@mplperazmyl) 1H-mdazole
S oY L S AR >

H i ncBit gp@mlde B-271 4
;%rlmldﬂﬁfmlb'éﬁlzérﬁg&!ﬁbh&mﬁfer(ﬂdm-wgox

Fﬂ&hhiﬂbﬂd-&élh
enz Ogt%[%] éqﬁsqmezqyﬁgp pgﬁﬂwg% ﬁ@?ﬁ(qﬁeaﬁwjlp h%mﬁ% -0563);
f snam éﬁ{jZ 6- bi s(met hyl am no) pyri di n-4-yl ] benzenesul

u|saemﬂ3de (Ro 04-6790)
Ro 63-0563); SB-357134: SB-399885-T:;
GOIEK-442457: Y- 4833518/ SGS- 518; RO43- 68554; PRX- 07034;

tlusr_mgysﬁg;mgisqel |y acceptable salts thereof; or the
stereoj ers thereof. Conpounds which exhibit
a%@ﬁgré@%gg?nest erase inhibition and conpounds which
ePRX0Y034;HT6 receptor antagonist activity may form
a%edpﬁéim c'eBPca%l?latcgeWaBQ salis thereof; or the stereoisomers thereof.

Compounds which exhibit acetylcholinesterase inhibition and compounds

which exhibit 5-HT6 receptor antagonist activity may form acid addition salts with
acids, such as conventional pharmaceutically acceptable acids, for example, acetic,
phosphoric, sulfuric, hydrochloric, hydrobromic, citric, maleic, malonic, mandelic,
succinic, fumaric, acetic, lactic, tartaric, salicylic, nitric, sulfanic, p-toluene, sulfonic,
methane sulfonic acid or the like. Salts of acetylcholinesterase inhibitors and salts of
5-HT6 receptor antagonists are therefore embraced by the method of the invention.
The method of the invention includes esters, carbamates or other
conventional prodrug forms of an acetylcholinesterase inhibitor compound or of a 5-
HT6 antagonist compound, which in general, are functional derivatives of said
compounds and which are readily converted to the active moiety in vivo.
Correspondingly, the method of the invention embraces the treatment of a cognitive
disorder with a combination of an acetylcholinesterase inhibitor and a 5-HT6
antagonist, such as a compound of formula I, or with a compound which is not
specifically disclosed but which, upon administration, converts either to an
acetylcholinesterase inhibitor or a 5-HT6 antagonist in vivo. Also included are



aci ds, such as conventional pharmaceutically
acceptabl e acids, for exanple, acetic, phosphoric,
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mal oni ¢, mandelic, succinic, funmaric, acetic, l|actic,
tartaric, salicylic, nitric, sulfonic, p-toluene,

sul fonic, methane sulfonic acid or the |ike. Salts of
acetyl cholinesterase inhibitors and salts of 5-HT6
receptor antagoni sts are therefore enbraced by the
met hod of the invention. The nethod of the invention
i ncl udes esters, carbamates or other conventiona
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nventi o
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stebeeny commpn meneestknpwd tolhe Jrheffenticd @sirrwaslrgtlon of a therapeutic

agge tBbJ atRat icnddieherRior. Sai d ant agoni st corrpounds

may resent as a m xture of steregisomne
i ndi VI therapesticglvseifrctive agiougk ag ysg PPEeén'l '§ ap gmeunt gpfficient to
effr@at, ippewint 6Ahnglidratethie®yMptoms associated with a cognitive disorder such

as Alzheimer's disease.

The therapeutically effective amount provided in the treatment of a cognitive
disorder may vary according to the size, age and response pattern of the patient, the
severity of the disorder, the judgment of the attending physician and the like. In
general, effective amounts for daily oral administration may be about 0.01 to 1,000
mg/kg, preferably about 0.5 to 500 mg/kg and effective amounts for parenteral
administration may be about 0.1 to 100 mg/kg, preferably about 0.5 to 50 mg/kg.

In actual practice, the combination of an acetylcholinesterase inhibitor and a
5-HT6 antagonist is provided by administering the combination or a precursor thereof
in a solid or liquid form, either neat or in combination with one or more conventional
pharmaceutical carriers or excipients. Accordingly, the present invention provides a



Accordingly, the present invention provides an
effective nethod for the treatnent and prevention of a
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conprises providing to said patient a therapeutically
effective anount of a conbination of an
acetyl chol i nesterase inhibitor and a 5-HT6 antagoni st
as descri bed herei nabove. Said conbi nati on may be
provi ded by oral or parenteral adm nistration or by
any comon manner known to be an effectua

adm nistration of a therapeutic agent to a patient in
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n ectlve amounts paren er al
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| LA b dlkerfld Pﬁ%a? {3F 8bm Buﬁdqaﬁ@gm'f@éhtgao%f SorApBurmay be

nore”conventiona r mac utl cal carriers-or
em;xqﬂ with & cap@gyd]edmgghy necesapt G BRARESHIAD PReResties in suitable

PHRYEShsARPESRSREd the GAAPO A bRB cfe@fredﬂs Saidrbdvhjérs and tablets
treat ment. and itjve._disorder

G GERAIn 2P 4 SeTA B eIERL B 18 soa At & Sap Potfts, fif darriers

ekliestié ¥ usenl tHe edmpositiorhofriae inventidn mclude calcium phosphate,

?ﬁi&q‘ﬁ%ﬁ@%{ g@g%ﬁ? E:es%té}g}é qéétgé m O%trﬂw gfa'_g-@ %ﬁgeé\lu%se methyl

ron a cont n|ng
aceluldssh @IDdWGSG@bQSHnW?Mi Qﬂ"t—“@ﬁe ARy NP i isyes lﬂybmegmg waxes

a$nd ,&pg}gmgepéﬁggr ation for sinmultaneous, separ at e
or sequentia

uselntherag/ Laco itiy i,sord

R B T e e e

t BoIutioNS Huspendiownl, edtuigites, syrups and elixirs may be employed in the
composition of the invention. The combined acetylcholinesterase inhibitor compound
and 5-HT6 antagonist compound may be dissolved or suspended in a
pharmaceutically acceptable liquid carrier such as water, an organic solvent, or a
pharmaceutically acceptable oil or fat, or a mixture thereof. Said liquid composition
may contain other suitable pharmaceutical additives such as solubilizers, emulsifiers,
buffers, preservatives, sweeteners, flavoring agents, suspending agents, thickening
agents, coloring agents, viscosity regulators, stabilizers, osmo-regulators, or the like.
Examples of liquid carriers suitable for oral and parenteral administration include
water (particularly containing additives as above, e.g., cellulose derivatives,
preferably sodium carboxymethyl cellulose solution), alcohols (including monohydric
alcohols and polyhydric alcohols, e.g., glycols) or their derivatives, or oils (e.g.,
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or nore substances which may al so act as flavoring
agents, lubricants, solubilizers, suspending agents,
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tabl et-di sintegrating agents or encapsul ating
materials. In powlers, the carrier may be a finely
divided solid which is in adm xture with a finely
di vi ded acetyl chol i nesterase inhibitor conpound and a
finely divided 5-HT6 antagoni st conmpound. In tablets,
sai d acetyl cholinesterase inhibitor conpound and 5-HT6
antagonist compound may be mxed with a carrier having
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regul ators, stabilizers, osnob-regulators, or the |iKke.
Exanpl es of liquid carriers suitable for oral and
parenteral adm nistration include water (particularly
contai ning additives as above, e.g., cellul ose
derivatives, preferably sodi um carboxynethyl cellul ose
sol ution), alcohols (including nonohydric al cohols and
pol yhydric al cohols, e.g., glycols) or their
derivatives, or oils (e.g.,fractionated coconut oi

and arachis oil). For parenteral admnistration the
carrier
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may al so be an oily ester such as ethyl oleate or
i sopropyl nyristate. Conpositions of the invention
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suitable for intranmuscul ar, intraperitoneal or

subcut aneous injection. Sterile solutions may al so be
adm ni stered intravenously. Inventive conpositions
suitable for oral adm nistration may be in either
liquid or solid conposition form The inention also
provi des use of an acetyl cholinesterase inhibitor and
a 5- HT6 antagonist in the manufacture of a nedi canent

for the treatnent of a cogrg%gmp,_@.isorder use of a

5-HT6 antagoni st in the f a nedi canent,

for use with an acetyl cholinesterase | nhi bitor, for

neflbdiffe biqandsy use W|th a 5- HT6 antagonlst for the
treatment of a cognitive disorder. For a nore clear
] trate th
gl , P reRe eof are
set fort h here| nbeI OW. The f ol I oW ng exanpl es are
mer el y TiHel affinityxofitost compaoainds fasthe serotonim 8d1ES mrsgpies is evaluated
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hﬁm té 2 %?oﬁphg%fﬁ}f) %?C:F?{The .fo:nn fg ﬂFS?ntr@%te‘j at the same

ewaéerat‘laruis operatien fsoiepeafied gT mmcollectedtidlis @re therdhomegsnized in ten
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t@eﬁ@fﬁﬁﬂé’ 3ti0.QQ0 X @ fer 3R min a'T%éh%@leO@ @eds seligciedy ihe obtained

éﬁ&ﬂg %dsﬂeu?@étf lgVﬂi \rﬂl@n@é oilc Tl?.éShCDBNﬁér@rféQ'eﬁéﬂ\tnfuged at the same
urte sal1n olutl o FFn %P
t ﬁee%gﬁéw Bk pSietis SSngdiad fomsmell vgmg S ot Biffer 3hd e

c tissiecpratein ebhtentisaldtérerindtbincalignotsed 1025 mwounhesrelowlhe Serum

59&161]\41.Ir ﬁsﬁ%s QH)%_LtZP#rgﬁr?ﬂ}e %@t%é@?rﬁin}g?@ﬁ 580?{dmg to the method

hoanen erscen

adeserfhedindowsy ehale Jﬁﬁ&hﬂﬂ{ 483:26R 419 aiThedolume of the

suspended cell membranes is adjusted to give a tissue protein concentration of 1.0

mg/ml of suspension. The prepared membrane suspension (10 times concentrated)
is aliquoted in 1.0 ml volumes and stored at -70° C until used in subsequent binding
experiments.

Binding experiments are performed in a 96 well microtiter plate format, in a
total volume of 200 ul. To each well is added the following mixture: 80.0 yl of
incubation buffer made in 50 mM Tris.HCI buffer (pH 7.4) containing 10.0 mM MgCl.
and 0.5 mM EDTA and 20 pl of [°H]-LSD (S.A., 86.0 Ci/mmol, available from
Amersham Life Science), 3.0 nM. The dissociation constant, Kp of the [°PH]LSD at the
human serotonin 5-HT6 receptor is 2.9 nM, as determined by saturation binding with
increasing concentrations of [PHJLSD. The reaction is initiated by the final addition of
100.0 pl of tissue suspension. Nonspecific binding is measured in the presence of
10.0 M methiothepin. The test compounds are added in 20.0 pl volume.
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pellet is resuspended in 10 volunes of Tris.HCl buffer
and recentrifuged at the sane speed. The final pellet

woowuspended in a small volunme of Tris. HC buPCemusamd000354
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the tissue protein content is determned in aliquots
of 10-25 m vol unes. Bovine Serum Al bumn is used as
the standard in the protein determ nation according to
the nethod described in Lowy et al., J. Biol. Chem.
193: 265 (1951 ) . The volunme of the suspended cell
menbranes is adjusted to give a tissue protein
concentration of 1.0 ng/m of suspension. The prepared
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[ter Har vest er..
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t Qebhindhandtde KNGallaH @asfhined ]baééd U@&Stﬂfe&ﬂllévﬁng equation:
Packard TopCount (r) equjpp phot omul tiplier

detectors, after the add™r Zﬁ“\glf( M crosci nt
(wherOL secmétdohbantatba (ﬁaﬁé‘lraﬂhﬂichm\hgm'idl usethanduis fsithe dissociation

| ate | KT dTopCount
?F?ﬂ%%%f&eaﬁsaqﬁm&ef BeraRh B efte G A D"
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r adi oact| |ty ound |'ess the anmount bound in the
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B) Determination of 5-HT6 Antagonist Activity Using cAMP Accumulation

Intracellular cAMP levels are measured using 96-well plates containing the
human 5-HT6 receptor stabily transfected into HELA cells. Upon initiation of the
assay, the media from cell maintenance is aspirated and cells are preincubated at
37°C for 15 mins. in KREBS buffer. Following this primary incubation, the buffer is
aspirated and an additional incubation is performed at 37°C for 5 mins. in KREBS
buffer containing 500uM IBMX (3-isobutyl-1-methylxanthine). Subsequently cells are
incubated with test compound concentrations ranging from 10-5 to 10-10M for 10
minutes at 37°C. Serotonin (100nM) is added to the treated cells and incubated for
an additional 10 minutes at 37°C. The assay is terminated by the addition of 0.5M
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Binding in the presence of varying concentrations of
test conmpound is expressed as a percentage of specific

woizadiosgisin t he absence of test conpound. The PeEsSmISE®7/000354
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are plotted as | og % bound versus | og concentration of

test conmpound. Nonlinear regression analysis of data

points with a conputer assisted program Prisn(r)

yi el ded both the IC50 and the Kj val ues of test

conmpounds with 95% confidence limts. A linear

regression line of data points is plotted, from whi ch

the 1C50 value is determ ned and the K vaI ue |s

det erm ned based upon the follow ng equation:
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receptor stabi I y transfected into HELA ceI I's. Upon
initiation of the assay, the negigefir om cell

mai nt enance i s aspirated and cellTs are preincubated at
37C for 15 mins. in KREBS buffer. Follow ng gRi
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Data are anal yzed graphically with GraphPad Prism

(G aphPad Software, San Diego, CA). A 5-HI6 antagoni st

IS hereby defined as a conpound which denonstrates a
decrease of >25% activity relative to the cAWP | evels
neasured by the addition of sEXAMPLE2 100nM). The

val ue i s recorded

Evaluation of the Effect of a Combination of Ineffective Doses of an
Acetylcholinesterase Inhibitor and a 5-HT6 Antagonist on Memory Retention
In this evaluation, donepezil (Aricept) is used as the acetylcholinesterase
inhibitor component and 3-(1-naphthylsulfonyl)-5-piperazin-1-yl-1H-indazole (Test
Compound A) is used as the 5-HT6 component. Novel object recognition is a single
trial non-aversive learning paradigm that utilizes the rodent's natural tendency to
explore an unfamiliar object more than a familiar one. The learning phase of the
paradigm consists of recording the amount of time a rat explores two identical objects
it has never seen before during a 5-minute period. Following a 48-hour interval,
during which the animal is returned to its homecage, the animal is placed back into
the same environment now containing one of the original objects (familiar) and one
never experienced before (novel). Recognition memory is reflected as an increase in
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as Imax (% and shown on Table I. (100% I max i ndi cates
0% intrinsic activity.) Table I Test Conpound A
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N, N- di met hyl - 3-{[ 3- (1- napht hyl sul fonyl )-1H 1.5 100

i ndazol - 5-yl ] oxy}propan-1 -anmi ne C

(2-{[ 3-(1- napht hyl sul fonyl )-1Hi ndazol -7- 1.9 100

yl ] oxy}et hyl )am ne D

1- (phenyl sul fonyl ) - 4- (1- pi perazi ny])-1Hindazole 0.6
100 EXAVPLE 2 Eval uation of the Effect of a

Conbi nation of Ineffective Doses of an

AC etylc Q;)?le e,st tﬁ%ﬁg\{e:% npjﬁg{ lte?é’tlv fl‘?at @pgﬂ-t e@%ﬁ’@qné %mlhar one.

eva
(We araptint ofslmsmbmlmhbsm\dBWQMUhg mﬁs\\l@r @tyects during the memory

gﬂ%l 19 'a‘rgllgﬁz%@ pp Rp%ﬂ% -measures ANOVA The 48-hour interval between

era2|n- |n dazol e
(tﬂfemltlat@xp@%mé tathe ougeraﬁ' O?Jﬁetssﬁnm% Siage results in the

NoYEtrorelifgh of #eA8BbdHItRh memdnsinn@nerof émﬁdals when compared with
non- aveérsi ve | earnin radl %ni(bhat

t| I s_the
b asgoa e TPAOTY BHRIAIPDS Sclprar e, AfFaRiTLp vere
ol reiistered privhtothe f‘rsimnél ieitheroorally TFest K:earmung Mleasp. @ricept).

ta aradlgnwcoqg4sts of recording the anount of tine

a—?%ﬁ—é%%#o?%si¥mﬂ identical objects it has never seen

bef or elrdigured . da®-isPraseataseas maan k61 $EMi Wiih astegsiiindicating

i §| Rkt (p'E'(fil bSP&ﬁ@@nE@s B&We@ﬂ' ordii(tﬁ)rf (fﬁth'f aeslobjecist As shown in
cage, animal _is ack .into a

Chghre dnnaiterAsREE bR meEl T dPSt Gamboyd B4F Wik qe) atone

(émdrickaretentich mnehmfamnarleﬁms .eHowdvdre frer @nfinatidn) of the two

Reco [ ' L

FRRPoes PG oA Er Sty 8F tRpbREhFas fylagh one

ssignificantliftarence bétwebathd meandime exm@nwﬁb\smovekartq f@gniliar objects.

each ani mal spends exploring the two objects during

the nenory trial is analyzed using a repeated-neasures

ANOVA. The 48-hour interval between the initial
exposure to the two identical objects and the nenory

stage results in the loss ( Eﬁiié]g) of the

recognition menory in cont S when conpared
wi th
Evaluation of the Effect of a Combination of an Ineffective dose of an

Acetylcholinesterase Inhibitor and an Effective dose of a 5-HT6 Antagonist on

Memory Retention
Using essentially the same procedure described in Example 2 and employing

a 0.5 mg/kg ip dose of donepezil (Aricept) as the acetylcholinesterase inhibitor
component and a 3 mg/kg oral dose of 3-(1 -naphthylsulfonyl)-5-piperazin-1-yl-1H-
indazole (Test Compound A) as the 5-HT6 component, the results shown in figure 2

are obtained.
Results and Discussion:
In figure 2, data is presented as mean +/- SEM, with asterisks indicating

significant (p<0.05) differences between exploration of the two objects. As can be
seen in figure 2, Aricept (0.5 mg/kg, ip) alone produced no enhancement of
recognition memory. Test Compound A (3 mg/kg, po) alone enhanced retention for
the familiar objects. However, the combination of the two compounds produced a
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the recognition nmenory seen follow ng a 1-hour del ay.
Al treatnents were adm nistered prior to the first

wonrb@loseist her orally (Test Conmpound A) or i.p. PCT/US2007/000354
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(Aricept). Results and Discussion : In figure 1, data
Is presented as nean +/- SEM w th asterisks

i ndi cating significant (p<0.05) differences between
exploration of the two objects. As shown in figure 1,
neither Aricept (0.5 ng/kg, ip) nor Test Conpound A (
1 ng/ kg, po) al one enhanced retention for the famliar
obj ects. However, the conbination of the two conpounds

p§|8§1ﬁ€§rq r@te?t'tugﬁ‘ bf fh%arﬂém'b%I é’sﬂé\h@éhtfbfy the §|gﬁﬁi2€9f\ﬂd|ﬁ§rence between
evi he signifi cant |ffﬁ|ﬂnce be ween

ttwearpr'@ﬁqa@'qrﬂe th%veve'éﬁa FMHPT PRIPCISD; é‘@t@m@eimﬁgthe
Seffadive Aok6 bf e 3-PEreEirtagdnistfana th® m@maﬁvmsefofahe

I nef fective, dose, f an ,Ace

AEP R i Bterprs rBIpLEF g Bt EnEEAGRIRERRE 26 ryfiFl i Bipetea
Retrespedific &stangapseftatts weteyprodecatane pr oc edur e

described in Exanple 2 and enploying a 0.5 ng/kg ip

dose of donepezil (Aricept) as the

acetyl chol i nesterase inhibitor conmponent and a 3 ny/kg
oral dose of 3-(1 -naphthylsul fonyl)-5-piperazin-1

-yl -1 Hi ndazol e (Test Cbnp%é@&MéLﬁga t he 5-HT6

conmponent, the results sho re 2 are obtained.
Results and Discussion : In figure 2, data is

gonist on

é;ﬁ&uﬁ&eﬁt,gq/ kg, i p) aI one produced no enhancenent
recognition nenory. Test Co ound A 8811 Ba)
aI one %%??“F'@%Wﬁsﬁﬁ‘efféﬂl’c? e]"&ﬁ?”’? %ﬁa g 2 and employing

|'|@V\IeM§7kg ipliesé @ﬂbbrﬁb?ﬁézﬂ roAmfep&)rus theacetynpolinetenase higisitbr

’g‘gb{‘%’gt?ﬁ%’oﬁ ?(fg}r)é% %\gooanfﬁgqﬁggﬁtw}éuggﬁibg% ;}elpgzm- 1-yl-
t "H indazslie é‘m‘mﬂ‘“mmﬂ A@basebe &-HTH comppnentatiesasdis amn in

é ég[%g{g ,ﬁegf the 5-HT6 antagoni st and the

ectlve ose of the
Results and Discussion:

In figure 3, data is presented as mean +/- SEM, with asterisks indicating
significant (p<0.05) differences between exploration of the two objects. As can be
seen in figure 3, both Aricept (1 mg/kg, ip) alone and Test Compound A (3 mg/kg, po)
alone enhanced retention for the familiar objects when compared with performance
of the vehicle treated animals. The combination of the two compounds also
produced a significant retention of the memory as evident by the significant
difference between the mean time exploring the novel and familiar objects. The
combination of the effective dose of the 5-HT6 antagonist and the
acetylcholinesterase inhibitor did not impair performance as might be expected if
non-specific secondary effects were produced.
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acetyl chol i nesterase inhibitor did not inpair
performance as m ght be expected if non-specific

weoeeowrndarsy ef fects were produced. EXAVMPLE 4 EvaCuaiSzmn/o00354
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of the Effect of a Conbination of an Effective dose of
an Acetyl chol i nesterase Inhibitor and an Effective
dose of a 5-HTb Antagoni st on Menory Retention Using
essentially the sane procedure described in Exanple 2
and enploying a 1 ng/kg ip dose of donepezil (Aricept)
as the acetyl cholinesterase inhibitor conmponent and a
3 ng/ kg oral dose (po) of

3- (1- napht hyl sul f onyl ) - 5- pi yl - 1H i ndazol e
(Test Conmpound A) as the S%Afa—ﬁ@f'%nent the results
shown in figure 3 are obtained. Results and

Desaummrbf the Hffdttio¥ a%oﬁkatrfhtio% maaﬂaw@b B%SEE%T ah/ -
-__'_ chalinesterase ang ) 6 15 ention
Can be l@@essenhalguthe s%mebmbbed%rre (depd:nt(ed]m rEgdah@pIe thd employing

A8 D pise G RUBEAAE I fre A BNARESERIR G ior

peamprmﬁwd@r 1.0egikg ocdasetaf éh!N@bmamyh%{Ei (Thhephthyl- sulfonyl)-1H-
C Y004 W’&(y%robgﬁ-ﬂéﬂ'ﬁm‘é‘:(ﬁ“@ﬁ%&ﬁp&lrﬁiOBPéQ%C@IjIT@ comﬁ')onent the

significant ‘retention of the nenory as evident by t
sTite sBawp "EIW‘I"&“’EW@e"bé%'f‘%en the nmean tine exploring
t Resolky ehd Brduésion] | ar obj ects. The conbi nation of the
effectiyv dos ant a [ nd, t e
ccetyl ChIPMRE Bla s pRRrlies o8 Mg SEMf Mt bferiks inccating
pelghcﬁcaain(@soﬁ) difigrendes betweant @d)lwrfat:mmi thpdwbfabects. As shown in
s I

ﬁﬁ@l‘%d@ n%ntﬁérf @r‘fée%t Y@B ‘?nd?ké’ qb*)cﬁgn%:-?%l anel %sli C%nEﬂcﬁJn%g% ggﬁlg{kg, po)

on fective
ﬁ'%@eqwemﬂ (olRation 1RE el (AVIBT PBiectsncHaweyefitige combination of the

AL @ 86mpslindy) alMiiEeE indfRIcHVY d@iésuﬁfdd@cééi %@'@dlﬁ’ddnl’ rdté@tion of the

sama ’ﬂ‘ﬁ')’%é%"ﬁje&agﬁ%é S@B‘ﬁ@ﬂﬂ ﬁer%&ﬁ t&éﬁ??n ﬁenﬁwé}{. tm'ge exploring the

aoeVglIanhdhmnlasbbjeatse i nhi bitor

EXAMPLE 6

Evaluation of the Effect of a Combination of Ineffective Doses of an

Acetylcholinesterase Inhibitor and a 5-HT6 Antaqgonist on Memory Retention

Using essentially the same procedure described in Example 2 and employing
a 0.1 mg/kg ip dose of galanthamine (Razadyne) as the acetylcholinesterase inhibitor
componeht and a 1.0 mg/kg po dosé of N,N-dimethyl-3-{[3-(1-naphthyl- sulfonyl)-1H-
indazol-5-ylloxy}propan-1-amine (Test Compound B) as the 5-HT6 component, the
results shown in figure 5 are obtained.
Results and Discussion:

In figure 5, data is presented as mean +/- SEM, with asterisks indicating
significant (p<0.05) differences between exploration of the two objects. As can be
seen in figure 5, neither Razadyne (0.1 mg/kg, ip) alone nor Test Compound B (1
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conponent and a 1.0 ng/ kg po dose of
N, N- di net hyl - 3-{[ 3- (1- napht hyl - sul fonyl ) - 1Hi ndazol -

woe-29i7l08xg} pr opan-1 -am ne (Test Conpound B) asPChAIS2007/000354
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5-HT6 conponent, the results shown in figure 4 are

obt ai ned. Results and Discussion: In figure 4, data is
presented as nean +/- SEM wth asterisks indicating
significant (p<0.05) differences between exploration
of the two objects. As shown in figure 4, neither
Aricept (0.5 ng/kg, ip) alone nor Test Conpound B (1
ng/ kg, po) al one enhanced retention for the famliar

clgch o) SBHE Fhancc e SiHIBY e 1h8 frfhial Sfel Hoeyer, the
stembinatiemef thetwacpBPosnds.1as thasednsiagtive dpsrsPreficed @ significant
Sf&é‘r&tfdn%ﬂﬁerﬂbr& & @J’@&lt K& 8inkiBSntBfdtehtdTBettRhQRe Afkan time

t he novel liar ect S. EXAWMPLE 6 Eval uation
onRWé‘gEV‘Félﬂ"eb?"daaﬂalﬂﬁil #Bn of Ineffective Doses of

an Acetyl cholinesterase Inhibitor and a 5-HT6

Ant agoni st on Menory Retention Using essentially the

same procedure described in Exanple 2 and enpl oying a

0.1 ng/ kg ip dose of gal antham ne (Razadyne) as the

acetyl chol i nest erase i nhi bigeamppgErenent and a 1.0

ng/ kg po dose of N, N-di net HyT-3-{[ 3- ( 1- napht hyl -
sul fonyl ) - 1Hi ndazol - 5-yl]oxy}propan-1 -am ne (Test

ast eri shk $hI$ Bdaloaﬁom gOBerlf(AUGﬂTﬂ) l§plsed @S)thel atétyldanmterase

b%thmﬁp cg%gbﬂé&térﬁm ﬂ{?ambgh))ws@ 9?1 A ”% yIA§ul gbm HRB0ol-5-
eha

nydoXy, pmﬁp@nw@ (BestiGenReyN blsaqs glpﬁhg 'léf;jcomponent Male

r %tp%&de@a\blgy réi’@%éré@nkéﬁbtni&l With RalotiiNe\épid: selchifed in a stereotaxnc
at these ineff e

mbi hat i on ti
e o AloM Imelstn € UERHBRBISEI TS Bioys Pgdorsal
evippesampys (dudrdingles XKiKXaRhxidos 8aNaison 1986)cEre yhide waanula was

t Isecurecyi %ls%rg dqe%tatlré%rﬁg\é%d %5 %nia‘ﬁ@khh g&reng ?—%‘Ig\mng surgery, animals
were individually housed in microdialysis cages with free access to food and water.
The following day a microdialysis probe was inserted via the guide cannula into the
hippocampus. Probes were perfused with artificial cerebrospinal fluid at a flow rate
of 0.5 p/min. Dialysates were collected every 40 min and were put on dry ice
immediately after collection for subsequent analysis. A 3 h stabilization period was
allowed following probe insertion after which time baseline samples were collected
for 120 min. Rats were then dosed with Aricept (0.5 mg/kg i.p.) or vehicle (saline, 1
mil/kg i.p.). 30 min later, rats were dosed with Test Compound B (1 mg/kg p.o.) or
vehicle (2% tween, 0.5% methyl! cellulose, 1 mi/kg p.o.). Following dosing, dialysis
samples were collected for 200 min. At the end of the experiment, animals were
euthanized and probe placement was verified histologically. Data from animals with
incorrect probe placement were discarded. Dialysates were analyzed for ACh
content using LC/MS/MS. The results are shown in Figure 6
Results and Discussion:
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EXAMPLE 7 Eval uation of the Effect of a Conbination of
an Acetyl cholinesterase inhibitor and a 5-HT6

wanv@gsnisst on Acetyl choline Rel ease in Rat DoPe&ius2007/000354
H ppocanpus In this evaluation, donepezil (Aricept) is
used as the acetyl choli nesterase inhibitor conponent
and N, N-di net hyl - 3-{[ 3-(1- napht hyl - sul fonyl)-1
H i ndazol -5- yl]oxy}propan-1 -am ne (Test Conpound B)
is used as the 5-HT6 conponent. Mal e Sprague Daw ey
rats were anesthetized wi th hal ot hane and secured in a
stereotaxic franme to allow inplantation of a

m cr odj v .
hi ppOCQ%p%é*e(rgggb eS %cﬂggxc%ﬂggﬁ (éi%\ hrestg g)s a % change
Tfn@“gwselm%aAHQWa Ilwhrgatg times &l injegtiogs.d atcan b@@’e}ﬁ“l in Figite 6, Test
vver el nhl Vi %ﬁ}zﬁ; Fwﬁ%ec#éaewd}ge %%SVA"@M Hﬁus%d a 50%

housed 1 n "'m crodi al SIS ca

es
{ WgteagEC B8, CORbIGYEN h FEHAATPOUNIES Fof As as';}ces &'3-folg

Mnefedeah Meelgichbmire was inserted via the gU|de cannul a
into the hi ppocanpus. Probes were perfused with

artificial cerebrospinal fluid at a flowrate of 0.5
m/mn. Dialysates were collected every 40 m n and
were put on dry ice immediately after collection for
subsequent analysis. A 3 h stabilization period was
all oned foll owi ng probe insertion after which tine
basel i ne sanples were collected for 120 mn. Rats were
then dosed with Aricept (0.5 ng/kg i.p.) or vehicle
(saline, 1 mM/kgi.p.). 30 mn later, rats were dosed
with Test Conmpound B (1 ng/ kg p.o.) or vehicle (2%
tween, 0.5%nethyl cellulose, 1 m/kg p.o.). Follow ng
dosi ng, dialysis sanples were collected for 200 m n.

At the end of the experinent, animls were euthanized
and probe placenment was verified histologically. Data
fromanimals with incorrect probe placenent were

di scarded. D al ysates were anal yzed for ACh content
using LG M5/ M5. The results are shown in Figure 6
Results and Di scussion: Data are nmean sem

acetyl choline concentration expressed as a % change
frombaseline. Arrows indicate tinmes of injections. As
can be seen in Figure 6, Test Conpound B al one did not
af fect acetyl choline whereas Aricept caused a 50%
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i ncrease. The conbi nation of Test Conpound B and
Aricept produced a 3-fold increase in

wacetnyTisol i ne. What is clained is: 1. A met hodpEomskiee 000354

treatnment of a cognitive disorder in a patient in need
t hereof which conprises providing to said patient a
therapeutically effective anount of a conbi nation of
an acetyl chol i nesterase inhibitor and a
5- hydr oxyt rypt am ne-6 antagoni st. 2. The net hod
according to claim1 wherein the acetyl cholinesterase
inhibitor is selected fromthe group consisting
essentially of: donepezil; gal antham ne; rivastigm ne;
and a phar maceutically acceptable salt thereof . 3.

ording to claiml or 2 wherein the 5-
Wﬁ?tge Wﬁ%cl%f ne- 6gant agoni st is a conpound of
forrrula | (D wherein RL is -V\(CR5Re)nNR7R8 Wis O S,
NR,  CHZ, a).ng'f%fcﬂfﬁ@fkalﬁ@ﬁﬂoﬂéc e disbRiePirSa pbiient in need
(&glzreof%h fomprlﬂas chi’vgcil:r&: '{o sqj]d P%%Q‘t a\(hér?ap%utm%llg gffé@l eémount
of agowbgratiohicf adlagetyictoinegtelase @g‘w't%fangé a S-hydroxytryptamine-6
%rnt%owig@n Wis CH2CO, COor NRCO n is an integer of

, 4, 5 or 6 when Wis O S, NR CH2Y or CONRmis

O or an integer of 1, 2, 3, 4, S or 6; pis 0 or an
i nt eged. of ThemethodRatc@rding to dainmﬁbwfmn@tnlﬂye soefyichelinesterase

@S@ﬁ o§9§ Qél@cteagrdrﬁ' tH'e' r%@b %gﬂstlr@\bssml mﬁeo%aelzi&; alanthamine;
y yl,
EyerRE; ma"a?{ﬁdﬂs% waeep e Lach
optionally substituted,
3. The method according to claim 1 or 2 wherein the 5-
hydroxytryptamine-6 antagonist is a compound of formula i

Ry Ry
-~ 7/
il
Ry R;
O
wherein
R Ryo
/ 10 (N—\
Ro~ ,—N (CRsRg)
e Ty CRRX Rl
R;is -W(CRsRe).NR;Rs, (CHy, L or \

W is O, S, NR, CH,, CO, CH,Y, CH,CO, CONR or NRCO;

Xis 0, S, NR, CH,, CO, CH,Y, CH.CO, CONR or NRCO;

Yis O, SorNR;

Ais C, CRy;or N;

nis O or an integer of 1, 2, 3, 4, 5 or 6 when W is CHy;

n is an integer of 1, 2, 3, 4, § or 6 when W is CH>CO, CO or NRCO;
nis an integer of 2, 3, 4, 5 or 6 when W is O, S, NR, CH.Y or CONR;
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R3 is H SO2Ri 8 or an al kyl, cycloal kyl, aryl or
het eroaryl group each optionally substituted; R4 is H

WOoR0BORAIS8 wWith the proviso that when R3 i s SCRPRrSStdeenoo3s4
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R4 nust be H R5 and R8 are each independently H or an
optionally substituted al kyl group; R7 and R8 are each
i ndependently H, or an al kyl, al kenyl, alkynyl,
cycl oal kyl, cycl oheteroal kyl, aryl or heteroaryl group
each optionally substituted, or R7 and R8 nay be taken
together with the atomto which they are attached to
forman optionally substituted 3- to 7- menbered ring

optiongl lyg Sp%ﬁ'lt%é}gafgnZRgdni tgf het er oat om

sel ected from 6r a d- C bal kyl or
C3- C7c b 8ariat inteos Ll €86 opti onal |y substituted; RLO

is H, mopén%Btlé\'\é‘iws‘ub%tlﬁ%@}dlkyl gtdupayl , cycl oal kyl ,

cycl oheteroal kyl, aryl or heteroaryl group each
opt i onakyliy Hs haeheh UCNAORRY, CO4Rs7, KEOKR: 844, & aorzi]kyb,milkérwl alkynyl,

2yl 5l kerd] f°9ﬁﬁyE %aﬁ“efg‘%o ﬁ%ﬁ%fé‘?%é;‘?@@p@%@ﬁrea@” gRtionaly
optional | “f ed; and are each

i ndepertd %H P Rer OTAN 6‘b¥'r WPA‘P%"W sﬁﬂﬁ's‘tr hetrregryApigup each optionally
group; R15 adwsﬁilutwj e each independently a d-C bal kyI

C3- C7cygl, .Y ycI Qal kyl [ r

gr oup gﬁ“{) #%%fgm"vmﬁ% ‘?Vfaﬁfﬁﬁat, W@&”};L‘F gs iﬁér ‘%ﬁ%n %“ must be H;
bal ky! ,Resnd Roaretrsobriogenandgnihuid oeaomp@pndalb/!mmsytuted alkyl group;
subst i it 6 Raa&% é@c@t |h§eﬁ§ﬁ]c_ig gn@,l dry alg?‘\g FBW Sflynyl, cycloalkyl,

aryl, het er oar?/
tricyclic ri®§ oé‘?Eﬁr ekHadivher '%PtN' Oé‘%ﬂf AP ?4@ °p"'°”a"y substituted,

bri dgehead &ﬁd?mid Rglﬁ{éy)beqaﬁérﬁto@bﬂ'@r WithZh&@Btom to which they are
addi ti onal ae&acpnog t't msaen SSJO%‘%uy s&@tlh‘lteg 3- {o '?Smembered ring

optionally containing an additional heteroatom selected from O, N or
S;

Rg is H or a C4-Cgalkyl or Cs-C,cycloalkyl group each optionally substituted;

Rio is H, COR;5s or an alkyl, alkenyl, alkynyl, cycloalkyl, cycloheteroalkyl, aryl
or heteroaryl group each optionally substituted;

R,, is H, OH or an optionally substituted C,-Cg alkoxy group;

Rz is H, COR+¢ or an alkyl, alkenyl, alkynyl, aryl or heteroaryl group each
optionally substituted;

R,3 and R4, are each independently H or an optionally substituted alkyl group;

Ris and R4 are each independently a C,-Cgalkyl, C3-C;cycloalkyl,
cycloheteroalkyl, aryl or heteroaryl group each optionally substituted;

R;7 is H or a C,-Cegalkyl, aryl or heteroaryl group each optionally substituted;
and

R, is an optionally substituted aryl, heteroary! or 8- to 13-membered bicyclic
or tricyclic ring system having a N atom at the bridgehead and
optionally containing 1, 2 or 3 additional heteroatoms selected from N,
OorsS;
or

a stereoisomer thereof or a pharmaceutically acceptable salt thereof.
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a stereoi soner thereof or a pharmaceutically
acceptable salt thereof.4. The nethod according to

wohei7sBisnher ei n t he 5-HT6 antagoni st is sel ecred/uSe@m00354

the group consisting essentially of:

3- (1- napht hyl sul fonyl ) - 5- pi perazi p-1-yl-1H i ndazol e;
N, N- di net hyl - 3-{[ 3- (1- napht hyl sul fonyl)-1

H i ndazol - 5-yl ] oxy} propan-1 -am ne; 1-(phenylsulf
onyl)-4-( 1-piperazinyl)-1 Hindazole; (2-{[3-(1
-napht hyl sul fonyl )-1 Hindazol - 7-yl ] oxy}et hyl)am ne;

5-chl or o- N-[ 4- net hoxy- 3- ( 1- pi per azi nyl ) phenyl ] - 3- net hy

| benzo(b) t hi ophene-2- sul fonam de;

4-am no- N-[ 2, 6- bi s( et hyl am no) pyri m di n-4-yl ] benzenes

ul f onai de: The method according to claim 3 wherein the 5-HT6 antagonist is

4sé1€a:tae=n!&n£ &e%r@hﬁ@%u% s@ﬂmydfd' n-4-yl ] benzenesul

onam de armaceutical [y accéptable salt thereof;

aﬁﬂ“é’ag{‘@'\y@b'ﬁg%\f%? -piReERZiRf! -y H-indazelet hod according to
anyN-@ifetdi/1- :@-l{[aL(n&mabhmls%|W;-¢Hﬂn@@od5¢l]§maﬁfpah81 -amine;

eI T et B R F coept abl o carr or
aﬁbl{[&-m-@hﬁbttwlsutéorwk)ewnc_lx’zow-(yljwbj}emyl)minef an
ag %ﬁ'\ r§ rﬂpt 4-R8Hd -5.’358 éb g@ﬂagi gﬂ %%J}ﬂ:}ém%hglbenzo@gth{'ophene-z-

r oxy rypta ntag comp
accoﬁﬁﬁf‘?@m'gecl aim 6 wherein the acetyl chol i nesterase

. mlanmta@w 2 @b@@heﬁywn.ﬁamm.h@aﬁ{ﬁg%ﬁé&Fﬁédgg?dem he.
sent i IV [

R T BT et M AN Ry

Taehamnamtlt:ammpwb(h st theredi,aina 6 or 7 wherein said

Rigqeﬁe&%@%ggef is a conpound of formula I(i) wherein

7R8 Wis O S, NR CH2, CO CH2Y,
CH2CO, CONR or NRCO

5. The method according to any one of claims 1 to 4 wherein said
disorder is Alzheimer’s disease.

6. A pharmaceutical composition which comprises a pharmaceutically
acceptable carrier and an effective amount of a combination of an
acetylcholinesterase inhibitor and a 5-hydroxytryptamine-6 antagonist.

7. The composition according to claim 6 wherein the
acetylcholinesterase inhibitor is selected from the group consisting essentially of:
donepezil; galanthamine; rivastigmine; and a pharmaceutically acceptable salt
thereof .

8. The composition according to claim 6 or 7 wherein said 5-HT6
antagonist is a compound of formula |
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Xis O S, NR CH2, CO CH2Y, CH2CO CONR or NRCO, Y
is O Sor NR Ais C CR11 or NN nis Qor an integer

wofow/0821513, 4, 5 or 6 when Wis CH2; n is an PATA§207/000354

10

15

20

25

of 1, 2, 3, 4, 5 or 6 when Wis CH2CO, CO or NRCO, n
is an integer of 2, 3, 4, 5 or 6 when Wis O S, NR
CH2Y or CONR, mis Qor an integer of 1, 2, 3, 4, 5 or
6; pis Oor an integer of 1 or 2; Ris Hor an
optionally substituted al kyl group; R2 is H, hal ogen,
CN, OR12, CO2R17, CONR13R14 , or an al kyl, al kenyl,

al kynyl, cycl oal kyl, cycl oheteroal kyl,. aryl or
heteroaryl gr oup each optugnally sgejituted, R3 is H
or an al kyl, cycl oal kyl, ar eteroaryl group each
optionally substltuted R4 r ionally
substituted aryl, heteroary~\p N to 13-nenbered
bicyclic or tricyclic ring ysten1ﬁ9ving a N atom at
the bridgehead and optionafty containing 1, 2 or 3
addi ti onal heteroatons selected fromN, Oor S5 R5 and
R6 are each independently H or §n optionally
substituted al kyl group; R and 'R8 are each

i MeFRIAdent |y H, or an alkyl, alkenyl, alkynyl,

cycl oal kyl , cycloheteroalkyl ar Rho or heteroary ¥gr oup

each opti onal |y substitut ~on/R7 and R8 may &
together with the atomto ch— Hhey raeat t ache,& sRekp
forman_optionally substitut - to 7-menber 84 ri

opt i ondr ¥ %ﬁ%’%?nh@@h addi tﬂ ofal het er o& om '

selected.fromQO Nor S5 RO is Hor a d-C 6al kyl or
C3- C7cywlisal, I8y INRyrGidg G&a HAP OHOE), ICONRs NRCOed; R10

is H, 5s°|(1‘aa§rﬁ2,' &yl FE@}/F@HX&?, bR NRCO;
cycloalky cyc o eteroalkyl’, "ary
Ais C, CRy  or N;
nis O or an integer of 1, 2, 3, 4, 5 or 6 when W is CH;;
nis aninteger of 1, 2, 3, 4, 5 or 6 when W is CH,CO, CO or NRCO;
nis aninteger of 2, 3, 4, 5 or 6 when W is O, S, NR, CH.Y or CONR;
m is 0 or anintegerof 1, 2, 3, 4, 5or 5;
p is 0 or an integer of 1 or 2;
R is H or an optionally substituted alkyl group;

Rz is H, halogen, CN, OR,,, CO;R47, CONRy3R44, Or an alkyl, alkenyl, alkynyl,
cycloalkyl, cycloheteroalkyl, aryl or heteroaryl group each optionally

substituted;
R; is H or an alkyl, cycloalkyl, aryl or heteroaryl group each optionally
substituted;

R4 is an optionally substituted aryl, heteroaryl or 8- to 13-membered bicyclic
or tricyclic ring system having a N atom at the bridgehead and
optionally containing 1, 2 or 3 additional heteroatoms selected from N,

OorS;
Rs and Rg are each independently H or an optionaily substituted alkyl group;

R7 and Rg are each independently H, or an alkyl, alkenyl, alkynyl, cycloalkyl,
cycloheteroalkyl, aryl or heteroaryl group each optionally substituted,
or R; and Rs may be taken together with the atom to which they are
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or heteroaryl group each optionally substituted; Rnis
H, OH or an optionally substituted Cl-C6 al koxy group;

werd7is7id1 CORL6 or an al kyl, al kenyl, al kynyl pCafgkooan0o3s4

het eroaryl group each optionally substituted; R13 and
R14 are each independently H or an optionally
substituted al kyl group; and R15 and R16 are each

i ndependently a d-C bal kyl, C3-Crcycl oal kyl,

cycl oheteroal kyl, aryl or heteroaryl group each
optionally substituted; RLl7 is Hor a d-C bal kyl, aryl
or heteroaryl group each optionally substituted; or a

st er eoi sorre%ﬁgcg]%?ﬁffcrﬂ{ aﬁop{@{an%@égﬂt&eh lay t@?ﬁﬁé}h@&lee ring

salt thereo nposi t | on accor cl

havi ng t he emﬂlﬁwnt@m&lﬁma qf&atgg‘ Se16etdd Fom O, N or
Q( CH2) 3NH2, g CH2) 3N( CH3)2 or pi pera2| nyl and R18 is

an optionally substi t 10. The

conposiRy Bdhoha Coreraty! pole ga‘%’ﬁ\“g WE&OHB <BRR PYPIRIY supstituted;
conpourg mwmsmaamky%lmgl blkyRd, Cycl ORI claheteRpalkyl, aryl
8 is naphthyl. 11. The co S1 to claim

9 havi ng thé ’r‘%ﬁeFﬁﬂ%' qm%@& r#(}b?‘ 'e\?&%yt'gégggnd R4 are

H R3 Rg iSER RIS onanl optidhally Sph@fﬁtyﬂed CRCORKOXY @FP%i t i on

accor dqng. {p ﬁ,ergr%n"gﬁf ey engniil SryRBE ﬁ&@FBa'i%l dréup each

ki
sel ectetf Trom consi sting essential |
3- (1- napht hyPB‘Eﬂ@“MWP?U"Bteﬂr perazin-1-yl - 1H i ndazol e;

N, N- di gRtdnd R3-drb 2abA imtmpbadedtyH boay bptidrialy sdagtitliteB-ajkyl group;
| ] oxy} propan- & -am ne; 1-(phenylsul fonyl)-4-(1
- pi perazi nyP"®1 H i ndazol e;

(2- {[3R(5]amalﬁntd1§zIwuhﬁnﬂepby\demym@&@eﬂilkm G Tosyciaaltnl )

am ne;
clohetero aryl.or heteroary! grou eacho tionall substltuted
- chl or o- I\I—"c?{re'ﬁ X ag(y&l%perazm?/,(% p - E)rrl

benzoCBit ||q|l-bph@|¢e salkyl, BHA gfmgtgroaryl group each optlonaﬁy sMbstltuted
4-am no- N-[ 2,6- bi s(nmet hyl am no) pyri m di n-4-yl ] benzenes

ul f onami de;
a sterecisomer thereof or a pharmaceutically acceptable salt thereof.

9. The composition according to claim 8 having the formula | compound
wherein R; is O(CH,)sNH,, O(CH2)sN(CHs3). or piperazinyl and Rs is an optionally
substituted aryl group.

10. The composition according to claim 9 having the formula | compound
wherein R, and R; are H; R, is SOzRys and Rqg is naphthyl.

11. The composition according to claim 9 having the formula | compound
wherein R, and R, are H; Rj is SO2R1s and Rqg is phenyl.

12. The composition according to claim 8 wherein the 5-HT6 antagonist is
selected from the group consisting essentially of:
3-(1-naphthylsulfonyl)-5-piperazin-1-yl-1H-indazole;
N,N-dimethyl-3-{[3-(1-naphthylsulfonyl)-1H-indazol- 5—yl]oxy}propan -1-amine;
1-(phenylsulfonyl)-4-(1-piperazinyl)-1H-indazole;

(2-{[3-(1-naphthylsulfonyi)-1 H-indazol-7-ylloxy}ethyl)amine;
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4-am no- N-[ 2, 6- bi s( et hyl am no) pyri di n-4-yl ] benzenesul
fonarni de; a pharnaceutically acceptable salt thereof;

wand7assiser eoi soner thereof. 13. The conpositi 8AT/US2007/000354

according to claim?7 wherein the 5-HT6 antagonist is
3- (1- napht hyl sul f onyl ) - 5- pi perazi n-1-yl - 1Hi ndazo! e or
a pharmaceutically acceptable salt thereof. 14. The
conmposition according to claim7 wherein the 5-HT6
antagoni st is

N, N- di met hyl - 3-{[ 3- (1- napht hyl sul f onyl ) - 1Hi ndazol - 5-y
| ] oxy} propan-1-am ne or a pharnaceutically acceptable

ﬁ?lg@g}qr,}ﬁ;[ﬁgrfu%th%sépﬁpgbeggﬁé’ﬁﬁh'gg{/‘u 35 hyibaflzd B ythlomhahe-2-

1- ( ph@foyibaiidd;onyl ) - 4- (1- pi perazi nyl )-1H i ndazole or a
t abl e .sal

B e G b R e e T

afhdrrmcsNi-Ilw kistragfbylasinapyrigiredvijberaeneseifienamiden f or

gghgadysgegﬁt%@ s%‘ittliﬁ%&ﬂe?h&a' use in therapy of

a cognitive

Fcelelraisinentbetedsf-ase i nhibitor and a 5- HT6 ant agoni st

in the manufacture of a nedi cament for the treatnent

of a cognitive disorder. 18. Use of a 5-HT6 antagoni st

i n t hel3mnuf he campositioa ageetdingrie gtajmflovherein thedatité@ntagonist is

05 (ﬁnge&n IEuI’Fd?wym@Bibg?d'zM yR1HSSIARI ¥ pRarmaceutically acceptable
bl on ly conprises treatnent with an

ERbl i nesterase inhibitor. 19. Use of an
acetyl cholinesterase inhibitor in the manufacture of a

medi caqgnt frag cb%o%ﬁn@ﬁb@@&ﬁu ffto %Ia%@n\lvﬁél’éﬁ\ messln%rantagomst is

| n,(\ﬁdl %f'\ﬂ%{[ﬁ -568 dl Lffonyﬁ oo

mdaz I -yl?oxyt}propan 1-am|ne ora
pharmaceutically acceptable salt thereof.

15. The composition according to claim 7 wherein the 5-HT6 antagonist is
1-(phenylsulfonyl)-4-(1-piperazinyl)-1H-indazole or a pharmaceutically acceptable
salt thereof.

16. A product containing an acetylcholinesterase inhibitor and a 5-HT6
antagonist as a combined preparation for simultaneous, separate or sequential use in
therapy of a cognitive disorder.

17. Use of an acetylcholinesterase inhibitor and a 5-HT6 antagonist in the
manufacture of a medicament for the treatment of a cognitive disorder.

18. Use of a 5-HT6 antagonist in the manufacture of a medicament, for
the treatment of a cognitive disorder in a regimen which additionally comprises
treatment with an acetylcholinesterase inhibitor.

19. Use of an acetylcholinesterase inhibitor in the manufacture of a

medicament for the treatment of a cognitive disorder in a regimen which additionally
comprises treatment with a 5-HT6 antagonist.
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