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W0 20382382, 0528734, 0508740;

Nunmber s: 0008203, 0139421, 0032128, 0428312, 0489663,
0155845, 0257781 , 0208420, 0177353, 0319189, 0332331
I nt er nat i onal PatBEIL/US2006/036603
Applications, Publication Nunmbers 92/18501 , 93/02079,

93/ 22445 and United States Patent Nunbers 5104888 and
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normal peripheral levels of jnsulin. Both groups
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| evel s conpared to non-AD subjects (Craft S et al.
Neurol ogy 1998 50 164 168) Further nor e, patients
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correlates with the |evel of cognitive inpairnment. As
W th many aspects of AD research the |ink between the

w@e@gnsEsi on of the di sease and the observed PCT/US2006/036603

chollnerglc dysfunction is not fully understood. To
e fhe use of agon ists for nuscarinic or nicotinic
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years conpare rriers
hemenstasés (Keller Fé@balezreoﬂs EndegripEilet |1P83 6:294¢298).r educed
ri sk of progressing to AD conpared to pl acebo

Pet ers . J. Med. 2005
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thlaeatdn‘@mton@fdeﬁﬂhthé§ I RB ap i 86haRfseM iAUWSd Yeatment of Type Il
Jé'h?ir nat h%alT E at ent alﬁ?gl i cation WDS/ 39967 di scl oses
RO, THRES PoRRAUNGRM2YR api-BIRSHeVeerys a%twl'%yOne
rﬁdmred sbepbing @@scﬂl@éiﬂmew BIknb&H Bo @i%e iéiﬂa{nhiﬁél'r{éﬁkﬂ B-[Y-[2-(N-
nt er nat i ona

t di
D BT DA AT D S8 brepsa e St &g cRetieings besp oiven
thé gemérbaianmﬁos@ma%r&a\{ ESY s HS cé\rn&bl.ﬁﬂaﬁﬁlumh@'tﬁé ffhidd¥e salt,

rode enerative disord
b AP RY Y SR EHERES ol ABSicB S icstian | ng
Wmmsrmomsess o841, 00321f23r 0£268TR| 489868 WSS, 0257781,

L Ror e e M A

Reltent tAppidatiens, Rubligitied duinisis 98/1 8@1@3@@079"9&3?/@414591@

B e L R E LI R
‘?Sﬂ"gf“@“moﬁm@iﬁf“%"dm‘fm@@sﬁ'??ﬂ“ﬁ“?ﬁﬁ”‘%f‘gﬂ‘?é%ﬁ%23
TReRbApd PELEE RnEdou iR vaaniat ey san Shisto Ahess 4 dlone
slemknéwn;amg:ogmemr@ 5!‘19[(“ -as the thiazolidinedi ones

I n. Par ki nson' s di sease

BBl Rl ARG ol 2R 2 hier (lap Koawo Ase
cldliteebuel BY4F(B4-dlhytirdznedraxit2 Bi 708 dtiapvefiyE R HCR Beiopl RHL2-

us tOXIC insults
ﬁwgﬁwéﬁnbgwilmeiwa&ﬁ ﬂaaioﬁaﬁe ipne (algodengiy 38 tipaigizpne) and 5-
[(BHzphyle, ReithyGatven 2prand-3 i dthyl)thMPdIRidOR hrgisnettalsdl known as
% @ﬁﬁg Neur ochem 88, 494-501) and 8- OHDA (Chen et a
90874 °EASER 18, 1162-1 164). Although PPAR-g agoni sts
such as rosiglitazone and cholinesterase inhibitors
such as donepezil have both been suggested for use in
the treatment of mild cognitive inpairment and AD,
there is no indication in aﬁy of the prior art that
they could be used in conbi Mation. Therefore, in a
first aspect of the invention there is provided a
conmposition conprising rosiglitazone or a
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donepezil for reducing insulin resistance and for
treating type Il diabetes. The docunent teaches that

wordhepn3sdiuigs used in the treatment of di abet esPERYS19€6/036603

conmbi ned with the acetyl chol i nesterase inhi b| tor and

t hese ot her dru%s i ncl ude insulin and insul
4R Retsh 8294500 &he disglogheer Qéévmﬁhu@@emlﬁcggorated by reference)
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ace é\l cho i nesterase 1 hhibito rosiglitazgne

yamieo)zhif [ﬁtﬁ’énqﬂ&X}‘o%PB?ﬂyéoi@?Qh"f'éll)t%'?ﬂ?‘iyhafﬂ?rlyﬁ RKPRIpnIC

m@bym@gmmgﬁ@fggghgga@r ugs on the lists provided.
There are no exanpl es ‘of any acetyl chol i nesterase

i nhibitor in conbination w th another drug.
MBBAY&T difitatlevidericatseggdsts thahietpaooheof oftceedralgipadsabet es

%!abbﬁslrlr? 's%re&e%?%r“qﬁﬂﬁ é?}Tc‘dslﬂ(i\'l:%Eeﬁ a\%n&% b%\‘cﬁg & ec?li’nic%P&%et of

as cogni iK™ npai ntusing a pfwenserl ne- 1 ke

syomions di AbdReamnddviepek iNeyw krad awkednea@ 384 TRera8n Bossor M

Jt*!a? gBﬁMHRQ‘Aé £PEN5804 ??é :49.B6: ﬁﬂ&lf‘ﬁ BN W§837-
conbination Wt ypogl'ycaem ¢ agen

@Qﬂ@h as a sulfonyl urea, nmeglitinide, biguanide,
t hi azol i di nedi one or a- gl ucosi dase i nhi bi tor Chce

ain, there a no ex I a phenseri ne-
6 amcwa&awipwg@ma?p%a?ﬁwgww%o OGS A ot s rsk of
Frigi A0 n’fa'?ﬁbte ihEEngbd b@mmﬁn r\é@lé{atﬁlcbe Helveddty theth@ctufeure

er hy caenm c_agent est ed
‘i’fﬁh% E??ﬁ“%& 'Pﬁf)st"ﬁ‘?@ ”’r,‘ﬁ'LI"Eirr é’%&?X cergfyl '%%fﬁp‘i%“ﬂsi%ﬂ’g‘g?dtpﬁ%%”“y
neseidrstboyention is intended not for the treatnent of
di abetes but for inproving cognitive function in a
subj ect suffering fromor susceptible to mld
idypninstiling einigplad sriveEntshowhn it bé awisk faaibrderalle. br o siedy it was
6’0%%8&& ??t the éclgﬁ&fs?é .8% n{o‘% eﬁdg%?p#AﬁﬁE glé%thé RIS St 2.
@Mdﬂ ﬁ&é 81%:11 040~ ﬂwgécwb@‘edﬁyb@malmamﬁeleﬂy suliecls wiheut iah

I er
RF OB BIBETREOE L | PR o 85 BRRLBRLSHE 5l h BT BT
$ubfects eonnpanedwtbm A% o ogmmlmswnaemlctsubjacisn whilgubj ect

SRR AP BUBSER L ARSE Ll RO an a0
ravalergens 7€) % thifeerinsbibnaenuy sdgerta costphmd Wik 7.1 Mpinovi ng
ﬁd?ﬂm%|n%%h’r§e&rh‘{(§)&%&{? d' Bitrer §§Ble§%hvé o c%'Eéd”éJnrﬁJ ¥E&n APOE

susce cognitrve |
gar@h@emd'irwilis eegisiange (&Nats,on @@h@hﬁl\&‘squgheoﬁ%ﬂ ROQ27-45).
conprl sing admnistering to the subject a safe and

ffective ampunt of a conposition co
"e‘&fﬁx@'i“P{eaE%‘i’f‘é"‘%Wh%Wﬁf%??fd@él?@)’%%‘rlsl o ’ggéé’&%g?'?'%%@‘{e
domerRalficd deindaIMeRebblisph (s@eah@eruwcoe@aseaqildsynaamgmmt|@k&|@

salt t hereof the invention

et anot her as
9?‘199???@9 WQﬁ?lbéee‘gcéﬁ i the eyl Ol%i“%'gtﬁ% 60 ip |ﬂéﬁ§ed:l%*EP"issY"Wl‘f those
WiRsweld Hcﬁﬁ&ﬁgo@ foRtHRNAPOBL a1dIé BambiistRESERSAR Betetal levels

ther?of and donepezil|l or a pharmaceutically acceptable

Jdpgulin-h BPEGETONRS %Or}ﬁtrét%grrsw%ﬁ asfe %pgg?éﬂwdﬂr&ulm levels
doMPPdd fothdhoBD istibjééts (ORELS enall Ned@omdpl 864 s9:464-268)19
fromor susceptlble to mld cognitive inpairnent,

Al zhei mer' s di sease or other denentias. A further
aspect of the invention provides a conbination of
rosiglitazone or a pharmaceutically acceptable salt

t hereof and donepezil or a ﬁgarnaceutically accept abl e
salt thereof for sinultaneo separate or sequentia
use in inmproving cognitive function in a subject
sufferlng fron1or susceptlble to n1|d cognltlve

Al o o o o g, o re
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si mul t aneous, separate or sequential use in
conbi nation. A rel ated aspect provides use of

w0 o®i7Qbs1tazone or a pharmaceutical |y accept abl BCHEE1006/036603

thereof and donepezil or a pharmaceutically acceptable
salt thereof in the manufacture of a nedi canent for

BYTHRATNAFRe BRCNIS WUl AB ASTOEY|pknbaval regiaed; rates of insulin-

mea’atémeguu&fsefd%osmaaww QWA 28 AROHESd @ﬂaﬁ 8 & al.
ect sufferi %e rom or susceptlble to ml

ﬁr"’WQFé’”P’ﬁ‘@éW H:14x15%ei ner' s di sease or ot her
dementl as. There have been conflicting reports

Ve otk i bt lonBine 18 «0Relila i fecRo SR br ER Y

fohbtem afementdl ipasceaseshsuchasi masdgr Adargertindpiof evidence indicates

LTRSS L B e AT b i 5 F

¢aredetes with the [eeat of cegnitB@%mpéirhbe. AsrwithRORkdy asprectsesf AD

ORISR ARREREATIER brdcPo RN e et Qe vguca®
ciidieergByakmkiion islionefudy undarsteathefg daﬂeathegI Ase b agdex;at@ior
D605 bie 3 ool REpyEhAVE OThel )8 rPEH Vo g it vl
ibbughes pomber ofatioliresstarase hhl@ltms)haw dembnditaaed sufficient efficacy
SRS LR 01hs bl R0 b U A 1
'rd@ﬁtmpeizwflAQ rtiegseriecitde Rcrine ((IagntehTé') egatdritasinepri or i t y

M r i
(EpinflinebniePd, A BRRe EloBi™) i i3 DREROE. For
ferpe iglonmaticngisel tor example, dery AYieyhl Ualiaimara. Exprigee 2003
g(@ % %{unctlon in subjects suffering fromor

suscep e to MCI, AD or other denentias provides
benefit only to t hose subj ects who are not honbzygous

her rebbmlyﬁb?m‘he@' dredyanverfigatit; ngMé d@éom%ﬁfepbﬁﬂﬁfhdwlél&hls with
are noncarriers of the APOE4 all el e.

fﬂ&%@%}mveﬂwealrrﬁer&(? JRBSIHeRA: SIREPEWBAM PRl 281RE appgRITY AD),

@GP wAOSHAENH bR ths ratb abivhick dBlidnts BBVl A5 HUN®y the
treatment of patients who are not honozygous

or t
‘Frafrtwepfs m@sgsofadminigtration, aauoBRef hees YRars Here was no

édp@?dtidiﬁ rvetwﬁen@bu@mdmb@almhe %bnéfﬂj'aﬂ )éffééi%eéﬁ’%eflrst 12
. There ore he COﬁg?SIt on of

t he
mHQ‘Eﬁt‘"@éﬁh%Paf '%4'%9(/%% Mosea t%é??é’t’f%@ﬂéﬂhﬁ f?'@“m& 24mpgths.
Avrough e.orscymfia@nmwa@we ih@he Qé}%réﬁ%ﬂt tahrdegt Sopiiohvdshe

%}Spects of the invention describ above it is

ErEdaligr HreR yeane canpRred o H'é%e% Bﬁt'%F%WB%W\@’%PWé'HfSrRiP“e
drawb@ob@aeiargm@m@nerelmmac@i iR cﬂpr@?@ss‘iﬂ@bﬂoe}m

RPbire loATE 50 Ritorionam Bt Floh UL Mo sDsPesere-2987).
invention there is provided a method for inproving
GO PO B B RLISASELI G B B
thengito e@ntritvie ththe wajhegenésis ofoAD hbMBXy poagtof entapbists are
(EEREALBI LA A Bl e BTG ollhon: o
/Hblnmzly\gow (Pauraf 'heNalKF@ElﬁT"é) ib dhechirsiavid DNreneptol) antagonist to be
i nj f f ;
B 910 B8 SRS BB BT i s e
sioainrte significartlyl retasd ﬁlep‘awﬂfeietwbtatlbh ér patfentndittdooderais fo

r [
e RO A BB eREEPLNBGR N bsih EolBm B offngen
mhether t he subject has an APOE2 or an APCE3 allele.In
one enbodi nent of the invention, screening step (i)
i nvol ves determ ning that the subject carries a single
copy of the APOE4 allele. F exanpl e the subject may
be determ ned to be APOE3/ APOE4. In a nore preferred
enbodi ment of the invention screening step (i)
|nvolves detern1n|ng t hat the subject |s APCE4 (i.e.

o ' A PN N A '
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is suffering fromMI (particularly amestic MZ). In
anot her enbodi nent of the invention the subject is

wa@edo7ess1iny from Al zhei mer' s di sease. | n anot hePCT/US2006/036603

enbodi nent of the invention the subject IS susceptible

0 articul arl a i I n anot her
féf?ﬂtggl Aﬁ%ﬁ?%@ 35%2 %wﬁ“ Q@wre A rgarm reeqntidatathaitbpt i bl e
ihecHYridhe biddtioh oflimearene stk MMdIﬁbloSlEﬁ{{éCHb d IR rbdiLalso
|

L ff t t th
Al oS b e HanioEle AR el (EoRP oL A6 & ¥ Pharmacol
Egig? Thoapolii@NLodse BpaER!11d6Rps). 2 or denenti a
associ ated with Parkinson's disease. Al so provided
according to the present invention is a nmethod of
Afca egdinlan gnd nealdgjuise feveld hembergoffimfamnoatosysoeassed hmytbe

' ' [ or ot h

s DIsRAT i Fas oA ek ARl Mize Ty R AR RudpoedSare
mpbrwewtb@ didnportasice it therdeméloprnemrqmdaorbgreaslcmnt slisogier.

T St AN o STl b PREEF b0 S ey

lowbt thehrek @OAD, s:lombtne gliogession @éthemgsetaee @et eeddcedhe severity of

HORENE B COL LG orAlk et Fet PR 4y zes
EloriramMrey at. BME20HH27 e Zﬁh@QheHowh‘eersozlbtjoabtnalsgtaﬁté’%ﬂto be
em@éfsful c%hﬁ)?et&f QtYé %eaqt t?né&ke?t&? gp&drr%hgg ot( ée}rdlgvascular effects

nposi i on conpri sing
lp rhréﬁl iselojecisi meloynla@ide@wmlgeofeadmb tvlae cemplemmfodeaemeleCI

Pl BET TRe TR 2000 e GE A PBid AR AP '

gamma agoni st (typically in the formof a

'ﬂt’e&ne@(ﬁﬁthﬁuhﬁ abndiYERORithé BBAtrieAt & A hh@ﬁéeﬁ/\ﬂlit@pb&d&bwo%sly
e a subjec

for the AP llele. (f
A EE e B BETs NE EHPSR Elp o S KaFIReS b e Fasiment
drtme\/&'ﬂw oﬁAbely%hmlrﬁﬁérl@(@rﬂTﬁé@ttwmhl rB8liddeHeh @R tnsdiin RIS,

n| Shre%lidg%dgnets ﬁtgét%{n‘grpﬂ% Igtatltegtn ep‘ég%cgt}gsﬁz\ﬁjggﬁém@ discloses
ajnemeome%a@ﬂsenﬂemwmﬁm\m@ digeab® nduRABT I apSHtdSS, such
t he AP to a particul ar aspect of

ASeYr ﬁP?@HVG 'ﬁ%rﬁet?dpget 3% ARméfaern digAptedY he

e&wﬂhletetrmb af ab@?tﬂs@ l’rﬁntﬂt@? G‘bﬁ@)@%l@@ﬂi lnbgllmﬁé/r%gigﬂ]tb ;f@ﬁﬁbésnugh

E 3 B% ptional | é
1 roHg e ron gl B atant phe ARy NSO 9 ciseheet & nplsod
faethe treafrierfior bbWeﬁtEﬂ:_cﬁ AD beh@SsinisBieg o Iela,gﬁfgaﬁtrﬁ@h(?omst

"t]h cted fromthe é;rou consi stin
<tBiE e B idiredidie diadibsage srd oot nsmatinpLgtont
a‘Npttﬁtbﬁ“N@@d)/XBSllSV dl&ﬂOéﬁé&M@h@@@‘Qﬁt@rdﬂfngtr’ﬁéhtlal’bé‘?!@tméﬁbe in

ect or may be dete
pBoltliBhte i S ickthrosay T ngrance sy ho RoinG uapeaf insuln
@hblﬁ’slﬁg aferits esUdh Bk ehd ih%z&hd)mﬁﬁne@&%dﬂfhz@ﬁe BRY r&‘i@lltazone
determ ned or pre-determ ned to be APCE3/ APOE4.
shown in the Exanpl es bel ow, the inventors have
lo Fexprssnsdlisease seasiels; tere Isesvidehee tRAfRIazokidioedisnes (including

I

D R o AN Db b Blrnerd S B org variaysape
ingyltg umlmgsamtaldehyﬂe dJurcetrab (2008} BiogimeriBiopdhys ms Ommm 840,
AL TS (08fer o BF RS B%e?eg%qﬁ%?ew%%ﬁ%ﬁ“bﬁDA
(Qh@lbet&léa‘ﬁQ@ﬂFA&EBc‘c&;ﬁ‘l62-\1é64)unct| on (i.e. neither
significant inprovenent nor decline) on treat ment with
rosiglitazone. The results suggest that patients who
are honmozygous for the APOE4 allele nay experience a
clinical decline on treatnent with rosiglitazone,
although it is not clear whether or not the decline
was a result of treatnment or, due to natural
progressi on of the disease. 8Vt hout bei ng limted by
theory, the inventors have attenpted to rationalise
this inventi on.. Accordl ng to one theory the am no

e Y N



10

15

20

25

positively charged and Cys is negatively charged the
ApoE2 and ApoE3 protein folding is tighter in this

w0 e@i7os81than t he ApoE4 protein fol ding. AlthoupdiI/ak1006/036603

ApoE i sof ornms experience intracellular degradation, it
is believed that as a result of conformational

g e ferraskiesh QMY Aaterns tis pateptappliogligrtheseasiRase e a
demﬁtneé eligbfceOlhitl® Shafainaife ut8ef PPABIRIMIAa BHSHISE eslingiove

degradation have lipid and receptor binding sites that

GOFP iR fiof O 1 B o1 SSIRBRRITPRIOT PlssGepiRg 1 i AID B efher
ddrhshiting p%ﬁc%s@enéh%rﬁﬂ@%gersﬁﬂfé@@twm&foﬁ hérﬂoé@o@s for the

nore avid binder. of |'i pids _than that of theApo

%@Eﬁ af'?'ﬁgﬁ‘f@\‘ﬁrg"'d%@oﬂp%@'tftf’ %%?él’{fhotfﬁ enensREiess Aidbet o
Adedisgsigpt s mtochondria to a greater extent than the
ApoE2 and ApoE3 fragnents; this disruption also
affects mtochondrial transport fromthe soma to the
Bnetapsariptidh osthdifigowgst i on can al so render m tochondri a
| ess responsive to increasing glucose or lactate
substrate which is a consequence of treatnent with
iPEAR- sheysrihe medehgdiusied ABASKHOAIcHaRIS ERpoapelinetip thedntent to
R pbBllaficH of B 8. Wi th 2 copies of the APCE4 allele
than those with one copy and greater for subjects with
one copy of the APCE4 allele than those carrying no
Kigyieesshofitsehg medetl adjustechADAB-op chargdizomibaselgieln det

SReB PSRl o7 BB 58 g R S
screeni ng net hods descri bed hereln I n one enbodi nent

Fq_t;urfe@sndwéerwbp@f ntukw aajbstes ADMS-EoSaHangE fohrPBRsENRENnlthe
di abet es. her enbodi nent of the i nvention the

ARBFé @?T@\F\ﬁ’ziygo‘ﬁd H%*dﬁ“SrAFfQ%"rﬁ‘qf?%?é’gme (dhiepe? pepulations of
Btpqeer es for the diagnostic screening of subjects to
deternmine the presence or absence of the APOCE4 allele
are well docunented in the literature and are within
Adverdiagpihe iptasest ioVerdioe tiedee id mrdvided & nestbod for Phroving
: e

GEPETE fyRl) W St ol PodeTY: AR BTER Avtsinetee
disemsprog sihec dementidse whlchesubjecids nonftimarypbys fof tre ARQED Rlele,

It Its in tests which indicate the
%Fnebg'(e%ﬁ] eth%gte%%éHAPCEZ and APCE3 al l el es (thereby
excluding the possibility that an APOE4 allele is

pr gﬁent kereshing emd anjé&'ié‘@éi@ﬂnﬂﬂd tHERheRibRRE Rt RoMozygous
er of approaches such as isoelectric focusing

met hods] Orlth‘ﬁﬁﬁaE&gﬁ leles apgthgBds, i munocheni cal met hods
or sequenci ng et hods (either of the ApoE protein

L Sl LA AR S bl PORR B
f ragnensaidreepjees or TaqMan priners. | nmunol ogi cal

nmet hods i nvol ve the detection of ApoE isoforns by the
use of isoformspecific antibodies. Howeve

InaRacaIRagirealt clbEdRYargAN.FEEcHMS Sias)( ')H@vqﬂ\éﬁfspiqtermwg that the

JubRlt %e%%h\g%dpﬁ}%m&ﬁm& bﬁéét il é)éémM@tI@bu%éﬁt may be
i npact the rel |a | ggﬂd resul ts. | nmunocheni cal
esc

q?é‘?rﬁw&%d forke ARYRES ribed in International

Pat ent Appl i cati on WO94/09155 (related to granted
Ratent s E2I Hﬁ’ i JP 3@&5577 nd U855081[6ﬁ7). .V\,h,' ch
ﬁ. P ERLETeHEY REIRS U SERE APCRTCT PRICHHRL FGRAD fpvolves
ceteretiting dfat ecdtbjdobis ARRE4) (hg ntoss aobcﬁarr%ﬁhe ARO Eredlle)s

e 85010 ek BoRER Potis 883N g yiBane suiect has

practice of the present invention. Briefly, a sanple
fromthe subject (e.g. a blood sanple) is contacted
with a solid support designed to react specifically
with sul fhydryl groups. The liquid sanple is then
separated fromthe solid suﬁ%ort and tested for the
presence of ApoE by the use of an appropriate
antlbody The presence of ApoE4 |n the separated

e " o, " - o - Y "
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solid support indicates that the individual is ApoE4+,
t he absence of ApoE i munoreactivity in the |iquid

wG@aowplossiaf t er passing over the solid support iPCi/Us1086036603

that the individual is ApoE4-. Issues wth antibody

specificity are largely negated by this approach,

$ AEOER(or ST Ol aley  TeempIa i SHBIPBigTEAbe detertined to be
APOES) A ERb! APORS/MesES. | sof or ms.  Sequenci ng

approaches involve the isolation and purification of

ei ther ApoE protein or the DNA encodi ng ApoE fromthe
Bobgxaotple ﬂ)hetsebjﬂcirraay ba smeringéroam)m suscelptmie ONfor example

I f
R I CUR R D
igisufferiregrora MG | (particiiudy ip'nﬂésﬂ!lchﬁi ).nietdnothen ferrdetiement bi thg

[ P t
AP R Bl AP AT A eggimen
ohthdinyestianahe Mbjlactrlesmsqepi]ble)to [0 4 ppmman@tarmrmsb@ NiC2e In
I and
S o oL e e o LR S B Al
dieedset |Inmrih€Reme@mehtailaé bybjedtm{:&lf@engifrpm orgsusesgptbke to
B, Fa el SRS bp S AL RIRE, A RERIEE, ryforompora
demenidl e alements agsomettéﬂ wltﬂl Bhekirspe'sidfseesd.| uor ogeni c
probes. These probes only fluoresce when they are
ound to the tenplate. This nethod is described in
B IPERY e@'taCSPrd'”EJP the piesantdarention e m@@pﬂ&ﬁsqeemng a subject
SUefihg frorQorSusEepiibrIi6 lMttl REZREIHEY'S dfs@ésedﬁrt &h@ﬂ d&nﬁmlé?@éan
%Snot %)ge ar ff‘eaval  abl e from Lab Corp and_At he
ciiggt r?b‘PWb?rEer‘r‘Ponsr? t@@&m"}'?tfﬁé'of‘l%étppd’@ gamga
@@ﬁmﬁ Néoriptging ScFRhRighD etk e TR YT tﬁ@;‘,lﬂ)&&ﬁ cabies $BRbr 1
net hq%g?er% (5 exanpl e ADAS-cog and/or C BI C+ and/or the
FOEA&l8PI s of each of which are described
el sewhere herein, and the associated references are

?ﬁé‘e ﬁ]'gghe er ! eg%%ﬂ{cﬁ r‘n%lutdg%&%eﬁm t<5 géﬁ\é{rg%ﬁgyﬁ{eﬁ{ee?%eegubject is

ARPEG dive streeningDAShod gway,sfoamsiaeaestcomppee determining whether
j t i, Rier a 24 week treat nment

t’é\%%{ﬁ%ﬁg@# }%O%h'%%@%%églg%%g %Igg i s the Buschke

Sel ective Rem nding Test (G ober E et al. Neurol ogy

b8 a8kt 808 prédent inbBHtRYEREE s praviced ﬁ'F‘PAﬁlgamma agonist
functjon" is meant_ an i mprovenent in cognit

for sk IRemPraMngreognitiye (et subiast Slﬂff?é'”aé@gh@ré%ﬁeﬁtﬁbl?éo
Kieh, amznéanéﬂzs @@eaé@tdr@me@@ehﬁﬁnag dHrh. suﬁjeaﬂﬁaasd@&rﬁréa

é % %ﬁ atlen pi cal |y decline in cognit
URERINHNAiL? Re P wpusitaphe feimiraliels- by ﬁP'@JPQ*é“ay, for
Exengdlé, 0ave BEEK Qﬁ“ee@eté\'nﬁhéd/\!oﬂﬁa Apop4rest in decline as
wel | as absolute inprovement. As is shown in Exanple
2, an absolute inprovenent in cognitive function does
lappieghen aspeeti the presentpmention deranie hauitieddhe pee bba RPAR-

2SR Irn g chii O i & SRS aRlbbhe il

atscemﬁb@ﬂod\ﬂ@h%izhemmreso:hsmd odotmepdembntcas which subject has

T T N
fgobxmmﬁs, haSaibeab pee-detbirsined to l:m:AB@E4hydr ates. Suitable
pharmaceutically acceptable salts of rosiglitazone and
done§§2|l i ncl ude those fornmed with both organic and

InfoPHghpePest PidEe pressatigyentioR Ahara isRipYidad e usecd s RiAR:
gzé-?hrﬁ ﬁgﬂnéﬂ iR heSabhiFabiifd éf%ﬂné&]@@rﬁerﬁt%rrmﬂ)ré\ﬁmogmtlve

dr loric, hydrobromc, sulphuric, citric
tartaric, phosphorlc l actic, pyruvic, acetlc
trifluoroacetic triphenylacetic sul pham c, _
sul phanilic, succinic, oxali fumaric, maleic, malic,
glutami c, aspartic, oxaloacéﬁlc nethanesulphonic,
et hanesul phoni c, aryl sul phonic (for exanpl e
p- toluenesulphonlc benzenesulphonlc
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napht hoi c), napht hal eneacrylic (for exanple
napht hal ene-2-acrylic), benzoic, 4nethoxybenzoic, 2-

W@r004/08810% oxybenzoi ¢, 4-chl orobenzoic, 4-phenyPOENIZWE036603

benzeneacrylic (for exanple 1,4-benzenedi acrylic) and
| set hi.oni c _acids, Pharmaceutical |y acceptabl e base
BRI 1P AUhieE! SHieRY frRmseq spscerpiezp MGlepizhelggr's sisegeamor
Shet dsmentdE, wiith biBjSd thap Bbas picldBterifat hdto Qéhbﬁoﬁﬁfoﬁls for
alts such a%_thoge of cal ci um and magnesi um and salts
tﬁP%ﬁ?"ga'.'ﬁ'% BaSHEISCUBRY. e AREPLa: Bﬁié%g?%{hi’fﬁéieé?{a"“ed to be
Aeogeuhyl -D-glucamne. It is particularly preferred
that, independently or in conbination, the
rosiglitazone is in the formof rosiglitazone nal eate
‘Aimete ihaisd progjedial méethod of infpeoving cogoitive duregtiea il a subject
: ' i gt I st .
TR Bof! rsTpocBDERS S, Al Behds GG RGHHRS. whicn
sujedd és neg ddrriomygoe fpries AROE4rlielet which nBrihedtdnaprises
; [ : 0 r .
oA kel e 2y M BByt s - B AR 1
$ubjechandcuBP ARepaimmoa agortistden use)in inprheih@tognitive foodtiodiimg
I il St (e h. ) d by
i G forf e Sodiunll WK ALASLTRS eS8 BPbALE
demediasswhink bubjestdés sotdomazggdisifart the S\POH4 alledel @nchalse Py
' [ . : ical (i '
RS BB i b BN S A5 S5f g o
sUsceptipithio Mel, fiebieinserist digdase oo ather derpentisewtlich sobjeftds not
f&ﬁ%{ggué R 1ROASHEL Afei8f o on%er 5 PR AR yammagonist in the
or ati ons may conveni ent y(%e presént e R
meRdgetufeeim madicamgntder impepiérgebgbifiva fiynctién trhesuhiedi sdfering
I i iWaGl
P or SR 8 Mo ESRSer ofics RERTES yhith iR
laebberaezygauafar the NeOEdrticler Adeordingciorespartici@saspaet dbthe
iAP&ifio Fiﬁ%%%&hb&qflﬁﬂﬁ-ggﬁﬁna AbrtFBEILE, tr‘ié“é}bject is APOE4-.
ornul ati ons are prepared by Uniformy and rntimately
bringing into association the active ingredient with
Ei'ef'ﬁ iiﬁalﬁ@biﬁiv%l@& _a?ﬁetﬁb@ Qir)i’mﬁrio\linﬁ @dgmmét ﬁm&ﬂfﬁig %fsiilb}éb’%
ot h. an en, if necessary, shapin e product 1nto
RHRPTIFG 3N srRIHE SdblCtinPAeH RETGhe terabrdionly qifsstive
e ] aiFWemt y baramasigohb |\Aﬁhe_fe?rﬁ tW@Eje@ﬂ@d@t ﬁbr:hai;}géns F&tYhe
resent ed as ¢j scr s such as capsul es,
gggﬁéfﬁe%ﬁeqHﬁﬁ@gﬁcgﬁgkﬁgﬁﬂiaining a predet erni ned
anount of the active ingredient; as a powder or
P05 o BRicka B hb O Rt RITARRTh s R HERHE B el
toidgueldp erdisasise affesting opgritive perfasinenée cai ko traatbd with.a FIfRR-
%ﬁ'ﬁr‘ng %gblrﬁglr S%Qﬁgin te@'nb)iﬁﬂg %eme?ﬁesﬂbggt iasne@d B ESF has two
ectuary or paste. A tablet may be nade by conpréssion
AR Ok @llelengvhengin if dhesuiyjectidohs oeidhaye two AR Qidcalisteofi.g. the
dUBHEALE S o gﬂgﬁb@ﬁﬁ Iﬁkgﬁgl%&b'%\’ D& bR HBRRLSHNY PPAR-
cohpressing i n a suitable rac T he T Re act Ve
gangyne doenist. i Aparti¢ularesuch ovdting ¢asnprises clatesrminingoshetber or
. | : ) . | . :
S e AR BBl A AR Ry i e st ero
AOEd elelesiihe subjenigah be tredtediwithreoBP ARrganima agenistt abl e
machi ne a m xture of the powdered conpound noi st ened

ith.an inert liquid diluent. The tablets nm .

? BfiPq proyided 8t camprsBe ) @E%\E’dgwﬁma@@%{w dh ed
iBSrRSoADAIRICENG BEMMIsBWON oCAB PFPAIH §4minalRBARRt @pically in the
sustai ned rel ease of the active ingredient therein.
Formul ati ons for parenteral adm nistration include
aqueous and non-aqueous sterile injection solutions
whi ch may contain anti-oxidants, buffers,
bacteri ostats and sol utes Lch render the fornul ation
i sotonic with the blood of tHe intended reci pi ent; and
aqueous and non-aqueous sterile suspensions which may
i ncl ude suspendi ng agents and thickening agents. The

e o o
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exanpl e, be presented in capsules and cartridges of
for exanple gelatine, or blisters of for exanple

wo a007m31ex] al uminium foil, for use in an i nhal PET/U82006/036603

i nsufflator. Powder blend fornul ations generally
nhal ati on of the conpound of

BB o BT i e o0 o e SQUBGN s 801 NOMOBGOLS for the
ABQEY iatislb ok emblemmleeﬂWhts Hé’§b@é‘tﬂ;ﬁb RS hirRs i8R fdbe

sa ri actose or starch Use
%?m?Zé(@?@%{é”‘ fhe %@?é@ﬂéa %m%rﬁ?d@% fychpies ‘F"Eﬁc)'
adrpinisabtiaredflithie PPARgdrvaa byorgsty aistbpbadufeAngaymli@r

t ed t
SHE0RI BuCEh e RS S st S ior s WhR st sed
e desy gosa o trﬂSAIaOE’Eb&élédAd@ﬁGmg fhalpafticulet hépdoher t{dé e of
(o40) OoSIT] ons

u el lant, Aeroso
Bysitohy Be Publefh iR APET 4 oESmie i biectnas SR oiragined
rRotS@hand any copgt of ereeAROEY amede)t ai n t he conpound of
formula (1) optionally in conbination wth another
t herapeutically active ingredient and a suitable
Preopis alsmproyiged addt eenforiging @it Aidgamma agonist and one or more
{
e P IOl Bt e B PR W ARGE alltes
g sychy ad<ﬁ|tfeﬁ oR 91l ru@wedﬁ@mfﬁm@ay peiseletisddranuthegretheonsisting of
éjgl%Blaoé PRk, BnlnHOs RES AR REBR tébdy 1.1 . 1
tetrafl uoroet han 1,1 ,i
, 2, 3,3, 3- heptafluoro n- propane or a m xture thereof.

thnjnemllmheC&mﬂé aspduas ofsthié IrvbhtorgAs sBictahapcdts), U6REy be

ant he r osol co oSi ti
Bre PRl P st Ped}b 855 oty St A BaaefalFor
éxrampid ihkisobjeekmaypbe bt maydk|detendiMedion ptdi@etarrhinddl e bars
%[f_:%f e.g. oleic acid or lecithin and cosol vents

Pressurised fornmulations will generally
be retained in a canister (e.g. an alum nium cani ster)

K SRfh M ER VALY Belbf: ;e nﬁ/eﬂﬁnt@ﬁé@urﬁe&h‘é&éd@'&l@cgvé&?ﬁwa’c

i nto an act uat or pr ovid a nout
the BPoGhermmarepnistivsigliterens progudss & wnmaﬁu tetavadkisipreusinent

iR @éfé‘nlﬁ/ecfgﬁétfoﬁlréﬁﬁvéjt%rﬁléc%tos ﬁétﬁoﬁec’ts fih ﬁ‘m mdeﬁarté hB'fho

size for inhalation into onc
Cl?srmipﬁvy the AROBApligle o be sﬁ@ugts suﬁe@hﬂwaneattems W ainyi g

; %b?—fﬁem@ PO Eky:?é’r%n@f? @faﬁh&é(tw%%? ﬁlﬁe fwn&fbnél e. neither
inhaled to reach th al rways. I eve ese
siiificrp! ipspvesent Rer greling) ané@a@ﬂemtmthar@slgkﬁemwg rdi resilts
s@@gﬁt@%%ﬁﬁeﬂ’@lﬂ/hg%ré hétﬁofh@ggﬁ?ﬁ Y P@@i%ﬂélb‘?ﬁ@ e%@ﬁé\*?‘ce a

y m croni sati on esire fractlon

%@s%hd@pw Jutreajipest witly rogigdiegpreaitbpudby it §|r@vclﬁgr whether or
gk i@t d/was B di ‘tl%bf?r%n‘f"b dud® r%ﬁt}{féf‘l%}#%r‘eegon Yhep a
di l uent/ exci pient such as lactose Is e

gf-al ly, the particle size of the excipient will be
much greater than the inhal ed nmedi canment within the

h
RTERE Py DIERS b ies e b VuSePe MbmanByed FbRees: s
im@ntioro r Acdoinding %@hmeb@pme&mmmld @b@%ﬁd&dﬁfe‘ﬁ@\t@s deliden

h 806 wi | | f
R sBRpRRre kS e Ofrenih n b Byt - 08 ProPHr b and
AploEB abe tienactefsed I®Ntha GreRHse ufe(tys:étep@smbh h12BAd a@giatt pdéﬂlon

f ts such as thickenin e buffer sa
o FOER Spifriofipdi e PrasRResH ATpabegiien 117 a4 Aoidtng
pagitiort 61.0Resitiliés K aARM BinteTadt i therfsldb® brdtéih ahatines ARy is
nebul ati on may be fornmul ated with an aqueous vehicle
with the addition of agents such as acid or alkali
buffer salts, isotonicity adjusting agents or
antimcrobials. They may be sterilised by filtration
or heating in an autoclave,g?r presented as a
non-sterile product. Fornuldtions for rectal
adm ni stration may be presented as a suppository with
t he usual carrlers such as cocoa butter or

— oy e r o 1
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the art having regard to the type of fornulation in
guestion, for exanple those suitable for ora

wa@elvrssE1s ati on may i nclude flavouring agents. PCT/UBE06/036603

preferred that the conp05|t|on is formul ated for ora

dm nistration. One co ca ccur
Pl P PR s PRI ShBe o ABRiERand ApoLs protein
foqtﬁmgykltrgﬂtéo methegide m&ﬁe IpoES pidigih fdldaiﬁgt WRhSUGHGH ApoE

have wi dlfferenk%pharnacoklnetlc ch acterlsmcgs

i5gfofRE Sm?f Aee ByRrAiiAr sRaeRaED itibelieved Biat paagpsu
ESrFOAatibRa @marertd@g pafvbnithE [Botorhe (l\prH @x@é]‘udnﬁﬁ@gffa’ﬁ& rate

release dos ormis sonmetine tere

5%ty ¢ %?QFH%IS Prqdu‘ée%dllseﬂfaé}gt'%g%ee“ﬂ%??ﬁ fegeptor
Bnhémg drsk HHER cdfcdrhadusdetifichbffial XxIAE). 2@@5:‘&& Bﬁ?,aﬁng sitbBef
g@ need onl be adm ni stered

fTAOEEAhBRPIEE IReR mf%a\eq?g ngﬁflliptdgimt%?féhe

Ap@@z bISRpGETiedPnaMis.Chhe APSEY figgrhavm tighrbfors BiRbls RCArdV@srupts
osi tions, an i mredjate r Ie se(%gpg&bﬁtlon and, a

FW}B ndtie 1. gester exispt ihap |“b°n ragreentFidlisded
bl}ér@h@roalbb Bfect$ BiitoeHGHUBRRrfisPytt frol thekema to tHr Mghse.  This

hol es penetrafte, 5 &ﬁ the i mredi ate rel ease
Ei'éwf'oréﬂ%{‘ JReraTger RUSSRRRIN 9o FeiPRASKS irigbreasing glusose or
abrawgm&aﬁe vﬁnaurs%scdmsbq @by ot pedtineht with PRABagRnBA agonists.

t whi ch t
TS bl BT O B BeRs b oS APleclvin 2 copipspf tha AFOE4
aleste thah fiteyseithpdiar dopg @kt @eetat@r feMaUbRLWILS b Sopydof the

itazone and in.general it is not necessary to
é€§ g&@dS%WﬂHWP§%Ba¢%%%5%Bq?%?nulatlon in orderyto

achleve a once a day dosage regine. This neans that
0
S Rt O] 3N, SUTeq Bales Dol hb! AERARR T the
bﬁ@Eﬁ@dﬂ@lmnﬁm fat epamplel be carrrled avtieihe ARQE4 bereeniag ngthods
ggﬁ%b&yhggby if a once-a-day dosage formis required.
urprisingly, the present inventors believe that it is
possible to produce a simlar fornulation to that of

Wbr%gé?ﬁ!{déﬁrﬁ&ﬁ%f tHe intrgtibn W {N{l"h Sijﬁ:eﬂﬁbmd?ﬁe |||ru|e|t|dé@s. In
iate rel ea | ation, . W ou anil a
A ool 2 eliSuendpa e histt vl sehe form sy

Gdbdtes fornmul ation forns a further aspect of the
present invention. Therefore, in yet another aspect of
the present invention, there is provided an ora
Bwa@@% tor theedinpnastic sgreeaing iof subjedisrisoddtennine thempesescagr
o e R P P B el AR D DT

armaceuti c

éBOESteH@le)e@ﬁe viedlr umeetﬁedflrmtha liwretiraaed ael withiethercapabilities
SBHAKNe M Reaprueous nmedi a; and a second conposition
conprising rosiglitazone or a pharnmaceutically
acceptabl e salt thereof fornulated for nodified

Tied @@&ﬂc@ Bf 1P ARDE4 d\ﬂélé'lnﬂﬂ b@@@ﬁerﬂﬂi&@d@lweﬂ@e b @rrf@gatlve result

nmeans co sitjon as bee
R Wb RS A SR e ABRS P GBRY MoEr EaPels B o
;acmt{\/ern@éuud &the@fsl \mlmaﬁi indlidagetle @ruéeac@ bthe aPQEed iﬁﬂﬁRPOEs
S e ei t her, al.one or, in_an nation. In
ATy erets shubind o Bo kil el S ARLH4 Blels' 8 Presmatl at od
for sustained release, optionally conbined wth

i PAER By b e 1R AR PO R et 29

iamie@e@fmdsm@ meEdidsi ammuaoleglaalrraetgeds immunochemical nethods
?rﬁs(%ap c%}d @éfglrogse é?trh 81"’ tﬂg h?o%\ﬁpotglﬂméﬁ Br é’l thg EU&élb\égfdg

mul tiparticul ates. NMItlpartlcuIates i ncl ude
drug-coated or drug containing non-pareil substrates,
for exanple | actose spheres 3When the oral dosage form
conpri ses nultlpartlculates1 those of the first
conposition will generally be uncoated, or have a
non-functional coat, whereas
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t hose of the second conposition wll usually have a
functional coat such as an enteric coat. In this

werodssrent , the first conposition may conpri SECHESH86/036603

whi ch contaln or are coated with both r05|gI|tazone or

Skl Shrot prieRRcebee Ea i josrcuBRnaty g gsticton

ﬂrd@ﬁ@ﬁfen@ymesad)ﬁﬁrqwd phatsconpri se a m xture of beads
contai ni ng or coated mnth rosiglitazone or a

pharmaceutically acceptable salt thereof and beads
lewnirdlegicay msthasis anvetievihe Hetgotinrpe AdoEdsofarms by the use of
L&
Rl TR St b B ARRR Aol dfadAion Fiihods mey be
hatneerad by prblems/witn antitody grasdireaciivite vaishecandmpaetithe on
|-G form suitable diluents include
?ﬁ%@ﬁ%?ggggﬁsfor exanpl e | actose and nal tose. Mre
suitably the conposition is predom nantly | actose,

Iwi\thhhdchémQﬁt inefhabls Adrlide ituseQiesridearin imematiaidl Pateat ds

B ER RN TDLE Rl Bierye brenBniebiand Spppaseza one

bss50816HE Whivhraisdiosss |rﬁétlﬁt6ﬁstfb10dzléi§cﬂh@|tﬁé'l pREBNAE Gradiserkd ¢f

late. r aS of the rosi |ta ne or
Bpottor Todhaions o AEE > e et 197 Hebti Bh Grtonch ey |
aﬂseac@ bmpsmewgcl@sﬁdl iy WVaOS40d 18] £e aRblof UBE ek prddatayrfle

tl bt db t
e M X A Y e 0
Ndmwdﬂedmyh a@mw $l$€poﬂ‘ldebllgﬁéd fo @abtaip@&flcﬁwﬁnhthaﬁllfhydryl groups.

PRt 3 of sSSetiront BAsBl HinmbectRecn e <

@esenel df AppBuw tlhe’lu§eh@f & dppasiiadd antlboay.eTihe b@sem@amlp@m

hdbg SRPRar S8 PP EdifiTteR ehe el s Al e APOE4 aliel.
lpmlkp\AmeQ eﬁtﬂe!tmEe PletApdEatRotainctiory toDxie Y cysteine

PR S e ek Bt gt beod iRl ogio (S Solic

éiupptaﬁ gga }Esesesw gfabitby)uﬂd ﬁpo[?fh theligsid stamp_% aﬁfefeioamh@ yver the
(0] urs al nNe re as | S | ca

i Sadii B0chRs 1A M S Rur e PP Es b ne Rt of ApeEal 1

lmmtlrmbée&:tlwfydh e It ghrﬁpl@taﬁgrpm‘sshg oQér @eediidgupport indicates

Bl e PR B ot i SRTHodl Ryt ate Pray hivaugd by

thrsra‘mfwch peiscesit dodevmmmeduiretifieinghiinddfics ¥ epsraigtisreeh, ApoE
ofr exanpl e by the incorporation of one or nore of
Pﬂﬂ%ryl ates, cellul ose acetates, carbonmers and

hydroxypropylnethyl cel lulose into the tablet.

@éd@ﬁ@lﬁb 'a)!)? o)ﬂche%qﬁ\'}cmé‘@lg |§ﬂt@ﬁ%ﬁ?§@ﬂflé¥loﬁ%¥‘é§g§ ggﬁ protein

rovi s nul tlpartlc I ned

QJ'GB&‘ B&'A/@rtq@d@@ miPpErfrasa e uhiesh daiesvinatiemolise amino- acld or
@Nﬂﬁkﬁﬁéﬂc@'bg%n%tlﬁﬁﬁrm aHiCa AmElaRad %f fh%rrgégﬁ%fh' BN
above coat ed ah enteric coat

Qrﬁ'éP@P@rQé’ DNhsgaenaemionde diggentallsiest he pr esent
invention, there is provided an oral dosage form

e o e

roethipas+ primarily TR bba pertive st ki AFRAIP hendfollewed by digestion with

BUBLESC UL bl 2CSoRL a0l ALk S0l 208 S00EREE e

drergelbrteobHopssid orradstaugenitl, agifg TagManéa Ginawth.
aqueous nedi a; and a second conposition conprising

rosiglitazone or a pharmaceutically acceptable salt

t hereof formnul ated for sustained rel ease on contact
wi t h aqueous nedi a. The erodabl e coating may further
conpri se one or nore openingz ext endi ng substantially
conpl etely through said coati'ng but not penetrating
the core and conmunicating fromthe environnent of use
to the core, mhereln release of the r03|gI|tazone and

o o o . a
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The core may conprise a single |layer of each of the
first and second conpositions. It is preferred that

wao be7e881$3 on of the coating is pH dependent anBCTH$2006/036603

di sintegrate partially or wholly, becone porous or

i ssol ve ontact with,an environnental fluid to
Rl SR B el bR RefiB s T or  perlihge Tagan
eotdal bdluoraténg desection eydtenititat¢olRlsiupgn a 5 @uclebsd@ssaf with
%Filned .Qfe-deternlned BH thrEshoId at mhlcg I%ﬁ

ST THRPIRRIC OFPReS- JPRIPRRPS Oy dUprerce wasn ey ares,
e tp 'ﬂf terrmtats. Phis fnebhdcdis aleemmfeams Mgbll’eﬁﬁ et @E'SUrUrCIm_hlﬁl

ange 0 IS so preferred that the enterjc
IeBatoafoh Dodibarpe bl LRmBEE HIdRgmdOr S PHreARDE
gerictypl! sre bodilabRefrad LabQdipdepenilaat Diagaskibs.e coating
material are well known and are described, for exanple
in WD 2005/ 013935. Particularly suitable enteric
lstrie yamentit eadniive funsion hea paiteoemas dedletarminediywangl dr enore

L d; S t r

R Rl R oy ARG o URDCPRIAES i the DABImetnod
(drteaile eheacirel vAiphl ate sesalibed elsenbiererhangn2anbihe E8eaHated n

i . % t .
g B RebPolehi Ak ertio Y iplintd), dheThthed
maihcd ds ADABnest Suitakly thedmpeavgaent inCABASerg és @ least 1 point,
; j openi ng(s)

e A R A TR L RS
desired rate of release. The opening(s) may have any
Ar!rrap@rl dossibke mleuupd erthe Fap@kefwecﬁlem@henc?m@%%ro%oﬁek E etal.

rcyl ar. or el al is generally preferred. The

é’ﬁ‘flf%%}@g%&f’%oéedﬂg%qfiﬁed by methods described in WO
2005/ 01 3935, for exanmple by drilling using nechanica

i & , . N . j w«rhe

81 AhpRhekgAch RGaTR Oholtr MRSy AbiSERRA Kebupid
eatanwiydipe teatresntovey the eassageiof Bmenelative tglantunieated

» i . I V i ol » i .
Wbl S Sk b1y RN QAP BT byt Mt
wighplirea enyimpuovEmeb in gagaitive furictiorcenbiaess a Fnwingsvaimast in

\ . .
%%%n@ﬁsRk@&ég?ﬁﬂ%&gﬂpﬁﬂ&meﬁ%“ﬁ%ﬁsQﬁﬁﬁwﬁﬂ%@h&ﬂi%ﬁ¥g% ehﬂe

enmbodi ment wth openings is particul

iRERVeMmeant Bgragnitivefincliersdefsanpeartiol rasuwi ison praféreed inethods of
brRgAINEinceRRpsi tions. In this case the core and
coating may be arranged such that a first opening

provi des access to the first conposition and a second
Theeim @Pmmgar?m @ﬁaiesas tisedt Heeei.aeﬁ:madntao iRR&letdofibourds or
a protection for the core materjal, to preve
BaeRliPra tflh oha's S GBI Ayl egPRaGE e PAR-segym

reeeptesi Suilable RRARIgamrteagonatiaskiivtrl prasalt irveatidnigelti@e

ith t he . . th f ft f ti f
Fre TPt 859 ShetaBedf o tirddde s traicdss 8 a ™
whstayldndihlupand hB-deosi-aYi‘t@osaglandid Jdo fregitaidr (G0262570),

R roinpen 26 MualMied ey SRrey Fernhedoars bolee
teoglithzboe) rcighitzone, ey litdzahe, aosigithzdved BAMCR638R Yaidisage: and
%ﬂ@@@ébecones a possibility. As already described

O"%he inventors have shown that rosiglitazone is
nost effective in the treatnent of subjects who are

, iy i cul '

Ay oA oo SR PR brc PRt e
thingolisinedlisne igiesiglitazenr abriowitdazonecenpiecially fasigitagbne.

f+ & p & é?ﬁk 3 il apply equally to the
%ﬁ@gg%*%ﬂ%ggﬁf osé%gmﬁgﬁﬁg of this aspect of the
invention. Although it is preferred that the
rosi glitazone and donepezil are co-fornul ated,
alternatively that they may ge adm nistered in
separate compositions sinul? neously or sequentially.
Typically when the rosiglitazone and donepezil are not
adm ni stered at the sanme tine they are adm ni stered

T T " T
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once-per-day admnistration, it would be sufficient
that each active is taken daily. A suitable daily
waelo®anssiidr rosiglitazone (eg as rosiglitazonePCEHUSEDE)36603
Wil | typlcally be in the range 0.01 ng to 12 ny (for
I A da|I dose of 8
Eri‘;“% e%v&weé?%qwt'%ggéh%ﬁﬁ %‘%’I\ ~98 "y Cén's"’r that fee

Mtleébv&fothé]@mmlréoegtdr@(e g)fPﬁAF&aI@hQ%ﬂBPPAWQéﬁaJ) @y to
ni stratign of_nhi her dose

APCE4 het erozygot es, s of
FS@P&‘{% i"é’?lfﬁé}/"%’@bﬁ"%’gi 6%%89%”'3#9&“”8&‘%8? fol FRrpRIe 8%%86333‘
mmlnss ﬁa@ﬂ?rt@g ba 1e4by eomaeegkb“aterﬁonsruPAak@jaﬂurﬁ@tHaM f@k?éstagre

I% éi F& S done eZ| I dtr ochl orj deg

§ ré:l A dg Q meag ogasegeamgg Igt@/regagonlst

é’éw&y BUhd ECB@ vdmé@%%mﬁé@r thhéICr?éHsﬂédﬂGn V\@séﬁﬂelﬁﬂcﬁ%@ Bblow.
nvent i contain 2 .or 8 rosiglitazone

'%%fgexé@p&o% ?@%?ttvsf& HeR-gamat ha*ag Vean f&?& value in the

dpga@efnma é@@yamao"@epeésﬂ 1dtwﬁés>|©]{mleoﬂ1ael&he Ebtso whbtoﬁemed
ngder st 0o na ion o nts e

R &1 2inGn P AR IPhacE HPAT eI Rays. Sss cBrcee DY (s o

SrebéraivghtioratehRode IBBAH%ﬁtnnﬁH a%i%t@ﬂ*faii asthbes hagbl%re@mst

ei

co n|t|ve|npa|r a
S SGRRs ant 25 MORn BT BAR SRR T - B ASGAIP G 2RUPT PPAR-
demcri bed wwth reference to the exanples and to the
drawi ngs in which: Figure 1 shows the nodel adjusted
ADAS- cog change from baseline in the intent to treat
BBALIreeapinr agbniskagiyitemay beidgiarmireddiymmsvertionatsgedening

he

DS SRS AP PO TR IS e AR ¢ egi e
and APCE allele status. Figure 3 shows a plot of nodel
% gt Aed, ADAS cog change from baseline in the APOE4
ete ozygot e and APCE4 honobzygote (" Honp")
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surface of the core. The final tablet contained 2 ny
rosiglitazone - 0.75 ng rosiglitazone within the

i medi ate rel ease layer and 1.25 ng rosiglitazone
within the nodified rel ease layer. (b) 4 ng

rosi alitazone extended rel egse tablet A core was
formed fromthe following c ﬁpositions:TabIe 4 - 4 ny
rosiglitazone tablet first conposition (imedi ate

rel ease | ayer).
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wokgnesiwn stearate 0.5 Table 5 -

Conmponent Proportion (%vw Rosiglitazone (as nul eate
salt) 3.98 Lactose 95.49 Yellow iron oxide 0.03

4 g rosigl i PERUIW06/036603
tabl et second conposition (nodified rel ease |ayer). by
conpression to form7 nmm normal concave bil ayer
'[@B?@@tyn(ﬁssgxoo myg (50 ng of the inmediate rel ease
(b@MFdSur@Bdnéﬁgb é&eéﬁedtfbuefuﬁawnﬁl &ﬂerﬁ@' ie aamémmmkmmﬁre
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judice the stu PPAR- gamma agoni sts or
'%[ﬁﬁi’/%ﬂﬂ%ﬁgmoﬂﬁaﬁé%’ ﬁ'é{ﬁgﬂ@t L or "had any ot her
potentl ally prejudicial ai I ments (e.g. diabetes or

%?g@f‘ gﬁk&ll?héi}esé’ﬁl% 131 lea 1]36 Eflﬁéf @%?He‘é%fj?g'téw

hr ee osa e extende
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wer e exam ned using the cognitiv sease
indhee SraneliectiGrAgsay dapiibed a§ove ar congentrations nf w fidtar dgss.
see Rosen Ws et al. Am J. Psychiatry. 1984 141

: 1356-1364) and the dinician's Intervi ew Based
®ntmf@§3s|rmfe dhanCGinenifRARigammesegayiisi enayi bef wilised indhe p@Eisent

Replr MR AT PPACORTED R,

assessnents were perfornmed using: the D sability
Assessnent for Denentia (DAD, for further information
see CGelinas L et al. AmJ Cccup Ther 1999 53: 471 -81
) and the Neuropsychiatric Inventory test (NP, for
further information see Cunq&ngs et al ( 1994)
Neur ol ogy 44, 2308-231 4) at'’the start of the study
(baseline) and during the course of the study (after
8, 16 and 24 meeks of treatnent) APCE genot ype was
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et al 2001 infra. Al statistics reflect |ast observed
assessnent carried forward (LOCF) neasurenents. Tables

w@2@nd3f1sunmari se the age and sex details of P¢EUS2006/036603

genotyped and full ITT popul ati ons by treatnent

ime. Table 8 - Summary of genotype .
Fb’s fegamhedimgntof e pfﬁﬂ‘%@t@” ton %ﬂ@e%ﬁ’%eam%ﬁg@a‘e Is
@mpsd.ation. Results It should be noted that in the
case of ADAS-cog higher scores indicate reduced
cognitive function. A negative change from basel i ne
BhwelPPARegacona agomét acberdisguahe presett gventdroud narmally be
I t ows
i e e G AR A
Rreomaceuiistl y:traetwerrent resul ted in inprovenent relative
to placebo and a positive treatnent dlfference shows
that treatnent resulted in decline relativ

IsWilcRendearnip dinse sles inthe agthat thweeﬁ?@eatsgvefateeweﬁe%@ n
Ak SR pHRrMbédutisANREcIShI8 Waks sleddhlatdrg cl i ni cal
i nprovenent and scores above 4 denoting clinical
decline. A negative CIBIC+ treatnent difference
Slimbef sniateshiovlsde hutrateseat nent resulted in an
i n'pr ovenent relative to placebo and a positive

eat ment difference shows that treatnment resulted in
%‘é@lbfer@'tﬁétfé‘tqe\ﬁéoteof opnetwi bo‘hﬁ‘g%ﬁmdamp&ﬁnf%?&!dé‘ of jases.

sunmmari ses the nodel adjusted change in ADAS-cog from

N
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Fhy R Rus Pt R, e PR T AR Yo PBRGeuphonic,

rmnhﬂmieneaulphemd oohapﬂtnatenmlisumtnpnlo)g eatioytic, (glutenc g@luconic,

ESEIANE SIPRE LA AR @t bhint oty o

gthadd $uh8|tltmeq3@nmﬁrslctlh@u@ng 4- raethxdtand mﬁmemenmrnnanno ahé
0 s

Sogls R ALIOR RS0 B8 ol BURRE 1FLE R
rl&bhmq)enashﬂ\alenemﬁls tOhaxamrblwaphﬂaa@ne@ anoylic), benzoic, 4

I4 T e ot
P inaig) 4 g Boi PRni ot PRt o0
araapsaciylid (mrawbpleam Q@ﬁmewecrymakalne isehioniGapintar y of
nodel adj usted ADAS-cog change from basel ine after 24

eks by treatnen roup - ITT ulat|
@%’iﬁla?ﬁtét!fal%%‘iﬂeaﬁ% &Pﬁﬁ? S t[‘f'”éﬁ@mf‘é fi"&s @\ﬁﬁ? i metal salts
$ehlaeahssd dissobingd arfd plﬂaéé;funﬁ aeiihé eanRimetd) BhRESKh as those of
indicate the results OE4 al | ele determ nation in

A
Q%“@%St@?%@%‘ﬁb%ﬂdaﬁ%%ﬁ‘”t PreanRFRessyg fis dlcypaexyiamine
@d eadtRyg- mgluggmtn@ APCE4 al l el e determ nation, despite
this,there i's generally a good distribution of
phenotypes bet ween the various groupings as a result
\Whesst the IRRAR:gémenaeagagishig rosiglttdmmng hit sqrefeotd thed thees s

st e

BB SRR o SBR A E Brt BBt PRAEAR RS
gomipt isqrogjitazoarpihie prefemedrthat tt@r;mgﬂazo?ﬁalui ie tHed form of

e dboroGlonte, FLEbAE AR ETLETR §JA Bz an,

ereobary sald)fcgenetherm)dlwﬁ saltrat i on avai I abl e for one
subj ect A breakdown of the change in ADAS-cog at the
end of the 24 week study by APCE allele status and
treatnment reginme is shown in Table 12 below. A
prospectively defined test far interaction between
APCE carriage status and AD DAE cog total score change
from baseline to week 24 was significant (P = 0.01
94). Subsequent expl or atory testl ng reveal ed that

A PN N A o A PN N A o Y
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cognitive function as a result of treatnment with the
PPAR- gamma agoni st rosiglitazone, there being evidence

wao b@av/osd11s | nprovenent was due to treatnent atPECTES2006/036603

hi ghest 8 ng r05|gI|tazone dosage conpared to placebo
é =0. 2@ het erozygotes (those with a single
wigble form 'PTé?nSdBCIH‘Eﬁ thepe) (R 2rA). RasegYA dRaluding P%taneous
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Saragr Al eairin ol fese ol pinIa e aadte i saeaTEto

ae6iation tith ﬂldﬁﬁrrléﬂvﬂﬁkfh ymetitd s dn@fbrfr?’rhdr@ b@@éssd?%@r@@ieht@ In
the treated is due oro | itazone or due

geera g oamu ‘F' %’Eéﬁr‘%ﬁ?r byapfosianddniinatel feinging into

éééomaﬁbmﬂ‘ﬁfabtl@é ingEsdRInt aflh Uéflﬁl@ Garﬁ@&oﬁmlyﬂ\ﬁd@ﬁscﬂlﬁ @&triers or
?‘%éell eafter 24 weeks b 4 all Ie sta

N, § NGEYPSEPERNEPIAE 8 FoHt erﬂieah‘?‘sefoﬁngﬁ% a
pl ot of the nodel adjusted ADAS cog change from

e

pesmied Bs diseretdeniisgpush @mawm haghets i tgblets ehichlconigining a

[ t
POl aFloufY InAohd oSl 28k BoRAUER Bl o5,
%ﬂﬁutmevrmnemﬂmmw@cﬁqeem(a Ilw:cbqt@dorbyquaqoamqtﬁdwr)as ah oil-
lﬁlv%ﬁér lfq[uf‘d n@biof 398 idiEn. om?gﬁﬂif rf's’l' i éc‘?%"ir{gré?:flent may
it azone treatment is ar appar en
th@bﬁP@E@ntedma/bQiumle@ctWy @ﬂ naste me points (8, 16 and
24 weeks) the placebo group shows a conti nued decllne
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the placebo. Finally, after 24 weeks of treatnent, a
| arge and surprising inprovenent in APOE4 carriers
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f e er
R R TR TR CCHT80 chPoERE Burite BadiRbormRee”
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AD. Figure 3 shows the results for the APOE4
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honozygot es. Al t hough the nig‘oer of APOE4 honobzygotes
is small, it can be seen th whereas all APCE4
honbzygotes treated with rosiglitazone experienced a
clini cal decl i ne, the AP$4 heter ozygot es vvho rece| ved
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test for interaction between APOE4 carriage status and
DAD scores at week 24 was significant (P = 0.006).

wEamsespient testing denonstrated a pattern of PEBUB1086/036603

that is qualitatively simlar to that for ADAS- Cog:

nanel APOE4- subj ect eponstrated i nprovene on,
BRBDo fPo R HEAEed (B EHOHET B 6 g e adition of
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typically in a filanmentous form which are around 10

to 150 mmin cross-section and are associated with
axonal and dendritic injury. Ab is forned by the

cl eavage of anyloid precursgé protein (APP) by a

series of secretases. Ab40, forty residue peptide,

is the formof Ab normally produced in greatest
abundance by ceIIs homever nuch of the Ab found
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Anyl oi d depositions in the formof plaques are known
to occur prior to the appearance of clinical synptons,

wo b@agssithe correl ati on between the extent of BEWUS10d6/036603

deposition and cognitive inpairnment remai ns a point of
contention. Neurofi br| |1ary tangl es are usual I\& f ound
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domai ns |nclud|ng nmenory, or deficits in a si ngl e,

non- menory donmai n. The rate of progression from

laigleisdf ithoe Mintlve isdDe$ assdodat witla M1 oAD ionothehderhersttag dli resy

to,ran % i nf. |
A0S RAPR AR PP AR ERTR B ETF resbBlZBoP sy hReBIAe
thedeby rethoingtthasequited freguanicl af agmipisiration er exampegivid single
(%ﬁfICIBS i ncl ude vascul ar denentia, Lewy body

HQR??a frontotenporal denentia and denenti a
associ ated with Parkinson's di sease. Apolipoproteins
are gl ycoproteins which have been associated with
brai n devel opnent, synaptogenesis and response to
neuronal injury. Apolipoprotein E (ApoE) is one
protein conponent of plasma,ipoproteins. There are
t hree nmaj ori sof orns of ApoEza e. ApoE2, ApoE3 and
ApoE4), which are products of three alleles at a
S|ngle gene. | ocus. I ndividuals my therefore be

o AN | o~ AN |~ o A PN N A
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summari sed in the Table 1 below. Table 1 - Am no-acid

sequence variation in apolipoprotein isoforms. An
wW@2®oosHts on between carriage of an APOE4 al | ePE@I/E8106/036603

the ri sk of devel oping AD has been known for sone time

AP GEHTED S0 R b ST o
dittide W@Gﬂls@ﬁseﬂ 8TWaNG)013bB5\RNSTartiRy sukaisé y(aut_mggratreee

iorad8lor i eescbSAPetpy BPERRLPEAL TR PR, B tdfts
Gasdrilckebtherei ammmrieb@otﬁ serehidH\borealns fcadifferent ddtive

T esiPs T e TSIt S Oy Ak ReAEAd B4 dS niaion.

etrrrab@the tablbeis surouridetesy & coating bhiaidredyprapgi vethyigbfulose

P S in

RSBl BRSSP Briatizi 8o e B misdiete i grepot and
deAb4haroelfied (Jeasdedepet. e ?mﬁﬁ@?fg %ﬁﬁg%ss@ lhlgh@rl;ontrolled

3):921 -3 Kuusisto J et a
BP0 Pie BHEPIE: e s3e denT S (566 m)
hayrfor pgamplefieradhitGEkrahaweger éay.l i er age of onset

i ncreased anyl oid burden and decreased acetylchollne

| evel s. The APCE4 allele frequency varies across
Hiusriheredo piavider s anasaeH £ theasyentipn adnethosh £PAR-gamma
é&b‘nl’s@)ﬂs@%tr Rlt ¥s BrebRoustly de@@ndé@l%?e?éﬁﬁ‘hé’ﬁpﬂhaédrﬁ’rﬂa Q%nlé‘tﬁs

.4 in patients wth AD (Saunders et al é’egl
nrg%ﬁta%eeyn eme@d@easnm coprpEsing aeaore which n@nﬁams epot

S AR KLE ttSaseiamnparn a“anagc?eﬁo?Qf 4 PoBRY¥E rélease formulation.
protective effect relative to the nost common APOE3

'alﬂaslf«‘é'ar thede (5 RIodfed & aethag. ERA}E@a@mmangewet yemer il wherein

s%f‘d)téﬂbl& |sasdn%h ﬁded)ﬁﬁéboé}fngc@gscﬁ #Hruc 'ﬂﬁfeugﬂq\%l@h Wbicl ‘B\éne’tra’[e
(Corder et al. Nature Genetics 1994

%trl@eéﬁ ong (eavple) PRRRIFAliBn e tﬁlﬁsmmd@tezreés%edresyt aﬁph% quseeze
b'oﬂle)?pérfe@@ﬁrg h& AodiRENelbgefop_be approximat el 'y
0.07 in the ucasi an popul ation. There are nore

recent data that APOE4 status has no bearing on rate

A&)foq@it@oes Simgrextencied s¢legeectablebdf tpsmrtlmhay t&kﬁ)cﬂly&:ontain 3mg

G0 R PSR A o BREARE

tlag sicgifiedDelensademt.i A rosiglddronk @hmmermedeembeé tabhet bhiuls sort

BavRALP AR A hE e i PRI R Fas® rggg and
ZBEMQ of B&lg?fﬁpné\wehlarnldempdﬁd edloae. defot. JA Rssygﬂazahe ?mg

ETREER RIS T

vathin thedmmiadiate raldesaldegbiaus 525y abmlsngﬁmzome pihin ¢ moditied
rﬂ?ggeg tAD has been |inked to APCE status, because

e reqi onaIIy specific pattern of decreased cer ebr al
gl ucose netaboli smcan be detected many years before

SurapRIRAl absst FePAH- gé’rﬁﬁﬁtag‘%lsﬂwlllrﬂe@ aFéHF’[H PB8e skillbd in the

i ndi vi dual s who carry one aor two I el es (Rel man
grhangt wif Jdepgea Hgigheg p%@U'ﬁQBBAﬁfﬁﬁmmez\g%a whiglsRas be@net
cﬁbsen AF'(BV&JX% , Ae@d c§§é of]fggghtzz&e‘l%%lly 6B lmll%n@élly be in
000 97: I'nsulin is also .
tE‘? f%rlg@ag 01 Wﬂd‘?ﬂaﬁ&e f‘?rr?XB@Pi BYaft meher & @gtdady). éndailyypose
ragef mdPa egS@t%P%é%ﬁbebé/splé@iﬁ%{ §@fabfe. b-cell's, plasm
insulin serves fo regulate ucose levels in the bl ood
t hrough periods of feeding and fasting, the rate of
gl ucose uptake in insulin sensitive tissues being
controlled by insulin-sensitive glucose transporters.
Increases in blood glucose result in the rel ease of
insulin, while decreases in blood glucose results in
the rel ease of counter-regul atory hornones which
i ncrease gl ucose out put by ?e liver. Type Il diabetes
results froma reduced abilTTy of insulin to stinulate
gl ucose uptake and to inhibit hepatic glucose output
(knomn as |nsuI|n re3|stance) and an |nsuff|C|ent
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CSF insulin. Evidence suggests that insulin has sone

i nvol venent in normal nenory function, and that
waele®onssars i n peri pheral insulin nmetabolism SPECHUS®06/036603

insulin resistance and hyperlnsullnaenla nay have a

negative influence on nmenory. Insulin-pronote

Indke eerdex of tegrplicadian of thei %%% KVRRiPn te A QR4 heterozygotes
AniaRtiidntH rhigq%e b3 droAgRdhe @lf\ﬂ,m? e ey, fetd@hipht Sng

in the synthesis of the neurotransmtter
Y &BY)| $958 torRERAENRISPYS-acet yl chol ine levels is a
key feature of AD. Per oxi some Proliferator-Activated

BN e R I 8P ol i B B e g et i
¢drgamairoamiﬁh\mveem marangter ptedmanfeatst ause chPFMeR&rgameat ors

Al BonaL AR Y o P EI R Tor g BRRRER S,

epen
;ﬁﬁv@in@n 88 AlzhSotens diseAseinclbe chblinestEerabaednkibitdrs (feO&2mple

BrhP ganteing, S0t arie.or ionBhin el BfIRA Pijrors frog pramele

Benabi$) IO 4P RAR- gﬁaﬂsﬁa agtﬁﬁas)t of U¥e inéherprasaht iaverBBPARRY be

AR isRRET PP AR B R e inBliRar ERISE AT e

tresjmkeait & peeyEntiars oforthefdanzanijes. §EhesubiiyerbnedicangerttsinCiNde

R SRR GRS, (REATDS SHAPAS SocH S Sren
ibnprafenedisiotsnag, inderhethacif, pbnigetanes pidbxicanp roetespxilb anthaspirin.
Oy Irr%H%FJn'eH sqhé{%%ﬁ&é boz[ﬂﬂanéa‘&ﬁﬁﬁ{é POak! *q%hrﬁ{g@ éﬁ& Whe

a plrvota ogeni ¢ signall
rregentirpiedtidroinelude H#IG-Cokebtiestade iphibidrs surcleaelstatlns (eg

. i anPat
TRRBTRIT (2ol ond v dfon TiBlpsth RORE0A BhiElenp, o
(deecalin azoI | di nedi one derivatives for use as insulin
sen5|t| zers in the treatnment of Type Il di abet es

tus. These conpounds have anti - hyper caem c

%empww of tp PhABT & ER 280MPIRl Hae HLlbe T MEMOM i s
ﬁaawrnahy rdﬁ%ﬂtéﬁbﬁ@e@&bs@ﬁtﬁﬁ)r@'&lﬁeéﬂé thﬁﬁbh%iezn (eg donepezil
|

d am no et hox benzyl]t i azol i di ne-2, 4-di on
diatarie) ek

Re & B Clﬂﬁre' ric name rosigli t azone.
Salts of this conpound, including the nmaleate salt,

T PR RE el R U PRl 3 op oy o

HOBRAR®US edBtst2tion 4896638y be IGFakEed DaBMBation (208420,
TAfE ot e e plergad ang dire desra ECiokhegliRME .

g2ndatige) or the 9O TMNis 9BY Re4dBuiated BeparaiglySicitcescomitant or
4 sclose

Sk s RS Ror A e MR RO e Rl B

Speci fic conmpounds that nmay be nenti oned |nclude

1pwdikod @TO@ESt@id“Mb’r tRe PHEtheBE ARt ke Y benménhbrlﬂ caiel éﬂmm@yed
2,4-di o &al so, known, as p ogli tazontz%I WZ
%PW’@%? Rb&S (MoresHERY R 138 Fgaimes ISi“Bie @,“'Eﬂ fne
fafdl 88yriive AP AEmEMtY IAIANRARASI®) disease or other dementias.

5-[[4-[(3, 4-di hydr o- 6- hydroxy-2,5, 7, 8-tetranet hyl -2H 1

- benzopyr an- 2-

emmmyﬂaphqumelsqun& usedhiesginin whiatieditothe (al so
FHONBRI SRR R B sominiration st madements guch

thatthg jntivitdumh medm;bsmnterwwprmn’e\m@m eazbjee) atlise panetime. In
I
sk 3 s Gyt RReh G 8 L eribalra R e sqpe g
ganmma agoni st conpounds not of the thiazolidinedione
class but which are instead O and N substituted
derivatives of tyrosine whi %5 nevert hel ess are
effective as insulin sensitiSers in the treatnent of
Type Il diabetes nellitus. One such conpound has
chem cal nane N-(2-benzoyl phenyl)-0O[2-(5-
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6042). Converging clinical and epidem ol ogi cal
evi dence al so suggests that the risk of devel oping AD

worego7i08811if | uenced by insulin resistance. HoweR€r/PUS100€036603

exact nature of the rel ati onshi p between insulin

resi st ance and IS | ex and not tly.full
GRS GG HpErIRRuF AARKIH AR g BRadi o of
thé hedicaeicdits (VRrth&Bamk r aneiishkie loliteasdifferent titdesl by
the authors to be independent of APOE genotype
(Kuusisto J et al. BMJ 1997 3 15:1 045-1 049), where
EXAMPLESuUl i naenic el derly subjects without an APCE4

all el e (APCE4-) had an AD preval ence of 7. 5%i n

eri nsuli naem c subjects, co qigct in
B ble o Prevaean GtiialitaonamRigate ee AaRe idlons tablets
el derly subjects with an APCE4 allele (APOE4+) had an
L
E“Rerﬁ’de%"rgleﬁggﬁabﬁ;ftsléon‘?e(%ﬂé éﬂzgr‘d& :oggg\ﬁ% @gg‘ﬁ@ﬁ gamma
agolmat rasiglitizese fimtre formdio€ thieavkleateisak) \Iwre\mmar@d?aﬁzordmg to

5 BENEB F Wos B sT0 o opiiae s Bt sy
wer e not honozygous for the APOE4 al |l el e have

(@bp o sigliia@6nOéxtbritrdl rolRabBtaBRe! | sm (specifically

I ncreased plasma 1 nsulin Tevels), suggesting a

possi bl e factor in the devel opment of AD in these
Aaviearassformgd Irem tiedowing compesitiomsozygous for the
APCE4 al | el e denonstrated nor nmal peri pher al |evels of
insulin. Both groups denpnstrated red

e Brospiod 8?'9‘8?%9”8 bl TSt romppsitien EHW%‘%% relgasedRYeAD
subjects (Craft S et al. Neurol ogy 1998 50 1 64 1

. i IIUuL all ||avc
reduced ra?aensiﬂ%iiéiilinsul i nnedi at ed gl ugga- orIc rgosa‘ﬁ)

rel Rbbmmatmd(hea&alem«e)salt)e APOE4+ (Craft S1ex9 al .

7Z0- 1! 461 E92\

Ne 1 QQQ
HDUIUCHUUUI LJJJ o ooz~

accept ed thE\ ?ﬁ?r mal chol | nefgi c signal | |%7 Zt‘ci3

VVCI I

necessi t Yelfowrirdnhexider oper fungtion of nent alospr ocesses

cuch 3¢ nmeamMmmryv A lnrno hnr*l\/ of evi dence-indi-cates
lllllllllll L~ A~ A~} A A | AOoTIov o T 1101 AT VI

t hat Ad\"ﬁ%nqsm SRR abnormhl ities in chdl-Pner gic

signalling, the extent of which correlates wth the

| evel of cognitive inpairment. As with many aspects of
AD research the link between the progression of the
dTI'elebsae- amy mhgllt@m\ertafddt sﬂmohd n@ngmsﬂlmhy(sfqdlf@dlrelnaseslayer)

IIUl I ul I y C.Bh dlﬁln\lluu IU Ual - l IIC ubsréﬂorﬂgp’g ‘ﬁgl Ul

muscarinic or nicotinic acetyl choline r'ece

not Rpslgtrtedonaj(abmaiﬁate:balt)l cal | val ue, though1 a nurrber of

H ar hao Aannm ant
LIIUI I IICDL 1 IIIII IJI lUI O IICI. C UCIIUIIQL At OUI I I \.al It
efficacy V\ntiﬁigﬁ accept abl e degree of advg’pé)e effects

to be approlstbodeor use in the treatnment obeAD, these

nelnnda tacrina ( Connavy( aal ant am

t 2
I TrorT Uue gllb \\I. Ll 3u| ATTO UATTT ll\l

( Reni nyl /%@Mn}), i v

)
i’:lBtI gam ne (Exe(? gn(t n) and
r

donepezhgriddiuntepaiatan) ) . For | further 1 nforqymgti on see,

2003 306(3):821-827. In a recently published study
investigating the use of donepezil in individuals wth

SRR i PR R fe ARV s o8 0 oo mo o

thb mmetiate tedaaselayheamcm@) aug ofthiecthodiified efdeasedmpes). oped
AD during the first twelve nonths of adm nistration,
al though at three years there was no separation

bet ween groups. Additionally, the beneficial effect
seen in the first 12 nonths was then followed by a
nore acute deterioration in the follow ng 24 nonths.
Al t hough no significant difference in the general
intent to treat popul ation s observed after three
years conpared to pl acebo, tients who were carriers
of one or two copies of an APCE4 allele had a reduced
ri sk of progreSS| ng to AD conpared to pl acebo

/7™ 1+ . g . A [ 1 N1 NN N




15

wBa®en3saidbund an adanmant ane cor e,

AD: memantine (Axura(tm), Nanmenda(tm)) is the first
NVDA receptor antagoni st to be approved by the FDA

shown to significantly retard the rate of

deterioration in patients wth noderate to severe AD
Thei tRlletraipner? 4oaied Wt /BRMC-BRseskRHbrasat and 8 eplymethacrylate

r&$7 SbiRBletht BHES.5 & a tia\WailgH: of 317.8pgly. 2003
348:1333-1341). There are nore recent data that the
mechani sm of action of nemantine i s not NVDA-bl ockage
Al opemingudf dieyetalt 3.0 mmwak velled fheatgh tba coditmga eadtcaftthertveo

B e SEb REER S G ESPURR B4 sltackadfk 367,

ceIIuIar and nol ecul ar | evel a nunber of inflammtory

THeGraP 2Bkt E‘&Malﬁgd Ql%i)elro‘égﬂtakéhé he 7"Ad Rssightaz0Re within the
sufferers, and these inflammtory processes are

igBIesiade Falensedayss apd 1i236069 fczﬁai'@mﬂe MB'”dB‘%‘/ Bcgfhind feleastd
| Hgression of the disorder. There is sone evidence

at non-steroidal anti-inflammatory drugs (NSAI Ds)
rray | oner the risk of AD, slow the progression of the
(4} 4 easesighidzoredentendet eeleaseetabley of cogni ti ve synpt ons
(int" Veld BA et al. Epidenol. Rev. 2002
24(2):248-268; Etminan Met al. BMJ] 2003 327:128-132).
Aptevess fognechirena the fellwiag RaBOSHANSt 0 be successful |y
conpl eted due to an unexpected occurrence of

R e R L e b T

(Reines et. al. Neurology 2004 62: 66-71) but failed

U0 ShoW aigpiddden@Cy- _The USE of 'nsﬁidﬁbrﬁSH?%WI\ﬁer

inthe treatnent of AD has been proposed previous

| nt Besiglitazonsl (ap matente 8Pl i cal i on W98/ 3998:88di scl oses

amethod T op 45 tTEat meEnt O preventTon gy 24\0 by
adm ni stering an_agent whi ch| reduces _seruminsulin

| evel s, YelloWw isos exidehi azol i di nedl one. | ntePrdtional

patent—appii-cat] 9125346 disctoses—a et hod—for
t he trel\g%%ﬁpﬂ%‘%tg lrra({;ventl on pf a di sease I’PE%I ated by

apoptosi s, such as neurodegenerative disorders
i ncludi ng AD and Par ki nson's di sease by adninistering
an apoptosis inhibitor, for exanple an insuli

s&aRletT <1 Ay raaelﬁ@zcglaéﬁb'a*ssqcegqi g@mp%sztme(qumee Fﬂﬁ@ﬁ"’%‘ﬁ%ﬁ’r)-

parent apiidmpenent W00/ 32190 O SCI OPRSpottioR (J6afw) OF

the treatnent or prevention pf AD by admnistering a

PPAROQIQWﬁaor@g(Qﬁlniﬁleat%a@H as fhe thiazolidi%2di ones

pi ugl tazon rosigtitazope—tnternati ) @l patent
applicati onﬁ%%/ 35437 disclpses nethods of inproving

ment al perfbﬁtqme in subjects suffering P& reduced

rmental pes;] éﬂnﬂ% 5 by—the—adpinistratTom g gTsut T
sensi ti Si nq agen %T such as the thiazolidinedi ones

pi ogl i tMagrmemnsteamm gl i tazone. I n Parkinsbé's di sease

rodels S—t here—+s—evidence—that—thiazottdinedi-ones
(including rosiglitazone and pioglitazone) can protect
dopam nergic cells fromvarious toxic insults

B%rh’p%éﬂo@fb%% ?Wﬂ%rrﬂzﬂ%n@éve% Npﬁre?rQQ&éts%f Q@@ﬁ{@ 50 mg of

s Res Conm 34 hrmer et
tbemmpd@ta\r@!ﬁaéemﬁf@m15@&@5@@6)%%6 tengAI@@h)en et
al (2004) FASEB 18, 1162-1 164).Prior to the earliest

bl B Rr ot G N GRRReY SRbhE pnie TR dasrviete

re§in RBABIcOAtIFES.8 @0 A itathiswédight afRi PXBeng.ogni t i ve function
in subjects suffering fromor susceptible to MCl, AD
or other denentias provides benefit only to those

subj ects who are not honpbzygous for the APCE4 all el e,
and provi des nost benefit tg t hose who are
non-carriers of the APOE4 aFPele. Bri ef descri ption of
the figures: Figure 1 shows the nodel adjusted
ADAS—cog change fron1basellne in the |ntent to treat

p— o ~ I "

memant i ne haRChEE1906/036603
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According to the present invention there is provided a

nmet hod for inproving cognitive function in a subject
wa@fof7essingyy from or susceptible to MC, Al zhei mBCT/ES2006/036603

di sease or other denmentias, which subject is not

honozygous for the APCE4 al | el e, ris n t he steps

Ag¥ opening @@te@ﬁ’i?fr?gom@"\@ék%”&ct"hf%‘ggé'tl?%:?ﬁtﬁ‘é Rag qffile two

p?lH’@Hr@glﬁrfdc‘és BPhe k8RB 0 feRpoddthe ANERS dtlithetsre. and

then (ii) administering a safe and effective anmount of

a PPAR-gamm agoni st to said subject. In one

Teetfind| tablet carftaibérb4 imyesigiitanones€ f Sang nepigitazoné wjthin the

|nvol e Wz ' '
Bl e TR Pl oSt NB iy (R BB phditafor.

be determ ned to be APOE3/APCE4. In a nore preferred
(3@&@ BBiRktanet Hflehid\SNied raeiRanbiey step (i)

I nvol'ves determ ning a e subject is APCE4- (i.e
does not carry the APOE4 allele). Screening step (i)
Aregre wWaarfoinmesit feons ¢éhe following sempledinsi ni ng whet her t he

subj ect hasan APOE2 or an APCE3 allele. For exanple

t he subject may be determ ned to be APOE3/ APOE3 or
Table=6 - Apegmsigtiszors iabiat érst gemeeatiosdimmagiaisaeleape Byeng

fromor be susceptible to (for exan‘pl e may be

Suff6||n9 ||un§ wﬁl Of AD II oHe—ett UII ‘I

i nventi oncf’ﬂ'ﬂ)dﬁ?ﬂj ect is suffering fl?'y %h (%W/M

(Eaﬁbmgmiamrie}(aﬁ;\mmﬁt%\ealw_) I In ?not her em%dl ment of

t Qa | hvantion t a clih art Ll oy

subi-eet—+st-sttertnrg—i+

Al zhei mer' sLa$i%Ease. | n another embodi men i %% t he

I nventi ovelbaronwxicect 1s susceptible to Milo3
pmresti-c—MCH)—-Hnr—another—enbodi-rent—of

the i nVREnesiHM $eareifhj ect || susceptibl e tb°

Arzhei mer' s di S€ase. In further enbodi nents the

subject is suffering fromor susceptible to other

denmenti as such as vascul ar denentia, Lewy body

d¥aklet? m’grromglcbamnpdataét séenedwmrapmtlo@e(nmtfned release layer).

tHh—Parkinasoen-—s sease:

accordi ngétg“torﬂ?" resent i nvention |§ OYtlgh%Wy

scr Beélgmgzc&tes(ubnmlﬁatssélf)eri np from or SUSC&E{MI ble to
N Al zhatl nmpr' ¢ dAicnncn Ay ao an—aid
in predicti ;ITEMQ;e subject's fesponse to agﬁt ni stration
of a PPAR- gadst@seagoni st, conprising scr eeBBiBg to
determne whether the cuhl ect carries zero-ot copy
of the APHEONLMXHe  The met hod may in parqgcul ar

I ncl udw%re@,@m &fatafe determ pe whether thejsubject is

APCEA- e _screeni ng et -hod nce

conpri se determ ning “whet her the subj ect has a’n APCE2
or an APCE3 allele. In another aspect of the present

|nvent|onth i rQyi R i
DR 8Ty BB RS2 p el e B 2R B (68'mg o
ttaaﬁmmedla@ releane tayesarst &5 ingloé tieamddiified M%Isellauer)'. S
di sease or other denentias, which subject has been pre
determ ned not to be honbzygous for the APOE4 allele.
ThectaBlgbpares Waescoatest W@l&arﬁﬁv -bRgRrESReertt grd adolvEeinacedate
fe8inkBIupREEHH 5.5 %0 Qt(f»télr\hé'lgﬁt Aspeetm@f the present
invention there is provided the use of a PPARganma
agoni st in inproving cognitive function in a subject
Anbpetingef diaretens. Osnmcvﬂstdrtuee troud¥i3he cAhtiriyein mech sf the two

di sease_.or o ) ect as been

S earesat R Bt b e YBRST huhaged;

all el e. The subject may, for exanple, have been
pre-deternmined to be APOE4-. In another aspect of the
present invention there is provided the use of a
PPARganmma agoni st in the manufacture of a nedi canment
for inproving cognitivefunc% on in a subject suffering
fromor susceptible to M, R zhei mer' s di sease or

ot her denentias, which subject has been pre-determ ned
not to be honnzygous for the APCE4 aIIeIe The subj ect

o
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suffering fromor susceptible to M, Alzheiner's
di sease or other denentias, which subject is not
whowonsggeus for the APCE4 all el e, which net hodPCT/US2006/036603
conpri ses adm' ni stering a safe and effective amount of
a PPAR-% goni st to said subject; ? a PPAR- ganma
Thgdimesia tebsaorﬁ@@eq ﬁm%‘ﬁﬁ@{}‘iaﬁ@f“%néﬁm fapigliiegnes WERNithe o
|§|H¥Hd?eﬁé re‘?ébfsfe%yeﬁ endl 5ORY Rfsugﬁté%@ﬁé’hitﬁh%é foliiibd release layer.
Al zheli mer' s di'sease or other denentias, which subject
I's not honbzygous for the APOE4 allele; and use of a
Bahhplg 2w Theeiiedt sif ARAR-gpmova a@omsg(mbsl'glrlazbuﬁ maleate) n

ubj ec f 0 J
Fodtherfep ADAs-Eba B0 B oo AYBRERY il ok Lub ect
I's not honbzygous for the APOE4 allele; and use of a
WBAEg9amma agoni st in the manufacture of a nedi canent
Tor rnmproving cognitive function in a subject
suffering fromor susceptible to M, Al zheiner's

Ahaesisier the falt intent thetren (IiTAS popmaTtroh v&ashjeefmmed; omb&t 1 subjects

onbzyqgous for th 4 allele. .
W PP TRATorE puceitesf mia e b Biiseafiic PRty shufess .
EEAIRy e aralasionas performed en a3%e (3261514 of the IWP@EpuIation.
There is also provided a nethod for inproving
cognitive function in a subject, conprisi

Rafienhperudation ndusled Gavspeian maﬂeSr?éeJGWH@ﬁ@efwe@n 50-85 years of

ddealimPead b&A! didgrRbEs Ghth \‘r‘ﬂldqm@erﬂé A@ W@Mﬂ&@@@f@wng any
agoni st, wherei n the subject is not honozygous for the

me@eatloaw@uce euly %qverselymreetilce shengibgn(9)9. -gamgagogpists

RN &RENnA mﬁﬁeﬁaﬁ@htsg SF I%drérw SfeMitRéfiRNy prefudtif Gliments
having or likely to devel op a di sease affecting

(e AiaPpips op B PFYTIRIrE HisoKle s eat ed with a PPARgamma
agoni st, conprising determ ning whether a subject in

5 oG Lo bR T b B8 B Sl e

lS)EIbJI’[&ded'm’SVIdm onaer daiip €2 AROE4AAHES eT) tabletseassddsicetodd in
th PP t
SRR AL HET B Sl e SO B B PER S

Amedsmbretr&xafe (AR Szeoy) fORPOEEr ddformtation sab &oeemWaE et aieAm J.

PRhED: TP A3 BARR Al B5 ok RIS BagfTRossion o

@Infmgedltﬂtﬂm @rdgiter irdomnatioh(GIEICY-; far RRAB: igtummeticrgsee Kiopare
G510 o] RBLEER 808 4 56RLL00, UM LS b8 BhohHS.FEAR

yprc I y in
nndrrmrnmad esnhg dhé DisabiityshdsessretitdorDambptec{D AN dori fertmayt

SR SEb A L i e

NMOW‘U&I Ih‘ezlnEc)ry tdsd KNl a‘mpfuethemeformattqnmea Q@umsmitigs et al

QPSP B Bbo 23T Lot ARTE «RARI P oapdd) UPAGHo e
@bm@f&h@study tediter ae‘rﬁamd 24 wehlcs ofdraatrhettpnozygous for

the APOE4 allele. According to a parti cuI ar aspect of
the invention, the subject is_APOE exa
ARBF&enotyas weeeﬁteﬁmeaé{sts\gﬁh%aqwie@ P %ﬁ@é rag o%wcLeod
&fa1bbe1 M4 allele). There is also provided a kit
conprising a PPAR- gamma agoni st and one or nore
reagents for determ ni ng whether a subject has one or
AWsta{isigs reflept ARt ABSeaket @elsssssmient sardéd torkaid (LOEFYne or
nore reagents may be selected fromthe group

'@8%%”?'?19&[8 of a probe, a prinmer, an antibody or a

conbi nation thereof. Alternati veI y in the above

aspects of the invention the subjéct may carry, or nay
be determ ned or pre-determned to carry, a single

copy of the APOE4 allele. For exanple the subject may

be or may be determ ned or ?’7 -determ ned to be

APCE3/ APCE4. As shown in thé&’Exanpl es bel ow, the

i nventors have unexpectedly discovered that the
PPAR—garrma agom st r03| gI | tazone pr oduces a cI I ni cal 'y

o o g, o oy L, . - o, . oy



suggest that patients who are honozygous for the APOE4
all el e may experience a clinical decline on treatnent

wOowRaon/08s1$3 gl i t azone, although it is not clear REBEUN®NG/036603
or not the decline was a result of treatnment or due to

natural progression of the disease. Wthout bein
‘ﬁabiﬁStf’e@WCE% SUREBFISE therrgeiandask dptails aiﬂ@ealen@%%am? BT
d'ogmagg@g by Redtmiht legv@Nt i on. According to one theory,
the am no acid sequence differences between the
isofornms results in a difference in their protein
Tablel8 rgSunhmanyarf pecaetypad pgpoEioand ApoE3 are
characterised by the presence of Cys at position 112
and Arg at_position 6 1 ApoF4 is characterised by the

presence of. al Resiglitazenel) Bosiglitazene xRopigditazopn |6

1. Resi duesplgagb%m 1bgmg nterjlact ppgthe tol degg,gpr ot gi el
and since ArNg=T&positively charged and Cys is N=323
negativel y| charged t h&=ABoE2 land MEE3 pr ot eNw8Pol dijng

TS 1THELET [ TH BT $ Teghgn thgnm thgg APOEA | pr ot&y A 701
Agd fling. Al thoughlall ApoE isoforns experience

i nt [ at&P) u| a8-Hegradatd- o, it| is (B&B) eved t heR0As a | (8.79)

resptt—of confprmatTongdr fferenc betyeen e 505
I sof pemaledPoE4 experiences a |faster rate|of

ﬁée'adati on.(65%e {rag(@@i)s prlodude¥”) n degr ath@fslon | (63%)
e pirdrangh Tetept o bimdimg—si

:%34:‘5 thrat— MoEONCETT 173
causenald ochondri al toxicity.| The Ti gi d binding site
of the Apo'!CE4(36%églrent (3Bpear s t o BE%a nore a(@3F)bi ndeB7%)

-

of pirds—thanthat—of—the oE2—or—ApoE3—fragments:
The ApoE4 fragment therefore binds to and disrupts
mi t ochondr iTable9 & Yneaaryrof fxltietent toHweat porulAjooE2 and

£

ApoE3 fragments;—thi-—S; 64 ti ak t o

m t ochondr] pﬂacémgngr?%!’qm?irocﬁéh t%,%b@(')%%o'?% ?Pg&sl,?/anzgasee
Thi s disruption can alZmgrender nfmgchondri a 8negs
responsi ve N=T2Rc eas'Nn .;gl ucjose ,\p=r13b_act ate §u r at|dN=5T1

whi ch is al consequence 0Of treatnent w th|PPA ?qarrma

- Total

&génimem Th&1&f f ¢ect Wwil® d be expé8fred t o be x®ater] 70.7
subiect s,wiLt h|2 capigs of| th 4 alle han
thosekgvi\?)th 0 \gSiopy aﬁgh@r eatler ﬁg)r%egsbj ectskg\(/e'\firbh one(8'55)

copyEof tlﬁqhe APOE4 | al | el7é t han t hos#Es carryi ng 183 308
cop| E8Maife eferm i on |of f her {he j.ect o
S [ies zer o@g%ﬂe or m‘%@’)copi es \ggg(c’ﬂe ADCE4&§D)T)eI e | (69%)
may| for exanpde, |be casried [out by7 t he APOE445 203

o e ' ' |
o Tre bdet g e e or 1 fer £ RS a” ] 0%

di abetes. I n another enbodi nent of the invention the
subject will not suffer from Type Il diabetes.
Procedures for the diagnostic screening of subjects to
m ne the presence or absence of the APCE4 allele
(or the presence or absence or an APCE2 or an APOCE3

allele) are well docunented in the literature and are

lixshawichbe neted dpil theicpes obADAB€og kidheeacares indisaterreduckdle
. th ;

GHFBLE R o BBOE LA Mofe A 000 o sty

therefqie & an pnprevementiagp @ pasitive ghiangsdtany basaline shewpl e

RELRE Sy & PRSI AUh R HTIRIE bR U Bal resuted in
impeavedientrelaiive foplepeiia anda pesitivedreatipertgiigrerdeshows that
RGRER LS P EBARG JERAERBYo TR De based in a
nunber of approaches such as 1soel ectric focusing

nmet hods, i nmmunol ogi cal net hods, i munochem cal nethods
or sequencing nethods (either of the ApoE protein
itself or of the nucleic acidsencoding it). Specific
met hods i ncl ude PCR-based net hods using restriction
fragnment enzynmes or TagMan priners. | nmunol ogi ca

met hods i nvol ve the detecti 68 of ApoE i soforns by the
use of isoform specific antibodies. However,

i mrunol ogi cal detection nethods may be hanpered by

o e
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US5508167), which discloses nethods for detecting the
presence or absence of ApoE4 for the diagnosis of AD.
wab@7osgindds for detecting the presence or absepeESmWN6E/036603
ApoE4 di scl osed in W4/ 09155 are al so of use in the
practice of the present invention. Briefly, a sanple

Higlaen GIBEC ssasrescindicateq grealsr el of depling)withsscome keleved
a@nbhn@cnﬁéal @wpﬁ» rht aH&%b&B@Qb&% 4 &emm? Rffiédl 'd§§!|n|ey A

W th su u s. The qui d eis

mp&v«a@@écf itr@ﬁﬁmqmé dééren@e mﬁsﬂ@fet sheme th@stte@émwe%%éd in an
ws that

A AR e

%%ﬁﬁﬁ@fﬁﬁd@daiégmﬂﬁé@amﬁéo§ Peet is a carrier of the

APCE4 allele. Unlike ApoE2 and ApoE3, the ApoE4

@ gfelnl oes not contain any cysteine residues and

HEF BPRYR1%oes not react with and become i mmobil i sed
onto the solid support. The presence of unbound ApoE

Tapblé i@ shih ghgesstﬁgprllcﬁjeﬁ&ﬁjﬁgtec@é%\gggn QY)WS d ro'?ﬁ’bb&hne and

ort Indicates that the i nd

@l tasulis aldpe End ehingdarrak ialdgr eewhtqﬁ 81e| fpamﬁr@t@ah&f%lmes
nﬂftr'i&:‘l‘rgﬁ%ﬁl u&h Ow.guret h@név@ thd n%aepém&sté@ s&m@t@o@ dhBAde from

ndi vi E-. Issues wwth antib
kasetine indhe U Tamulaapg éuyngwf@gézp@r@e@ythelﬁt@dya@m %?&wes included
%j I%rls(t‘t‘ﬁehtg f&l‘%@l%ot@% bE%Hbrseo&h@oan URARY Rhfedbtate examination
ferentiation ApoE i sof or ns. Sequenci ng
asaling WYtrﬁ@Sﬁ i8@t i on and purification of
ei ther ApoE protein or the DNA encodi ng ApoE fromthe

BleohERbisof FoButaRl Bk R R Btbar oy ¢ e

impsavetrent(i keha kagativeahiange e thaselinBNAs a eeﬁwm treathwant tsieg

A EERuT JpeteobiopalioR e, el sl A L ™ 7O

impkmmdnyqnﬁlﬁ?&anél%seqqmmiannn aé atwr@leAFlﬂEN%\@n staftistidabaveadysis of
t t t {
B et iarbhe rBRE &b M RS it h el RS ney

geﬂlstledﬂ@csﬂgrmfman’r dae @IBMCﬂ?lesmltsam netriedd/io aJdIBWQQU_Ehlqg{Bn
ifGents BRinee nERG ! bEDhntnd RBeEa VanaD oY ©,°

fluorescence detection systemthat relies upon a
5'-nucl ease assay with allele specific fluorogenic
probes. These probes only fluoresce when they are
bound to the tenplate. This nethod is described in
Macl eod et al. Eur J Cinical Investigation 2001 3
1(7): 570-3. Commercial products for determ ning APOE
genotype are avail able from LabCorp and At hena
D agnostics. Inprovenent in cognitive function in a
patient may be determ ned by one o r nore established
nmet hods for exanpl e ADAS-cog and/or C | BI C+ and/ or the
DAD net hod (details of each of which are described
el sewhere herein, and the associ ated references are
herein incorporated in their entirety by reference).
The preferred nethod is ADAS-cog. Suitably the
i nprovenent in ADAS-cog is at |least 1 point,
especially at |least 2 points over a 24 week treatnent
peri od. Another possible nethod is the Buschke
Sel ective Rem nding Test (Grober E et al. Neurol ogy

© 1988 38:900-903). By "inprovenment in cognitive
function" is meant a n inprovenent in cognitive
treatnment with drug treatnent over the passage of tine
relative to a n untreated individual. Since denentia
(eg AD) patients typically decline in cognitive
function wth time a n "inprovenent in cognitive
function" enbraces a slomﬁn% or arrest in decline as
well a s absol ute inprovene ®. As is shown in Exanpl e
2 , an absolute inprovenent in cognitive function
does appear to result fron1preferred nmet hods of

——t o per— AN e



prostaglandin J 2 and 15-deoxy- D12 14-prostaglandin J
2) , farglitazar (@ 262570), oxazolidi nedi ones and

wo kioampsdiizdli nedi ones. Exenpl ary thiazolidi nedi oPEBUS2006/036603
i nclude troglitazone, ciglitazone, pioglitazone
rosiglitazone (BRL 4965%éh§9ar litazone and

dable 1%z SHemapy gk epddl| % FIRNISJ R Basglige gfter 24
thi azol i di ReLKORG treh{mﬁ&n@rcﬁprL@l@w 1T @opulation).
thiazolidinedione is rosiglitazone o r pioglitazone

especi al lfy rosiglitazong. FFaarr.gII+ aa7zaarf iiss
aal | ssno|noff npaarrtfipcuil | aar reatmen P-value for
iinntt sejrfi Festinentnbr ACESMbgn t heDifferemed (9500 gnt i on
Nariathes¢ PPA? amma agpni ?%%tht ar.e sellecii e Teratment
other PPAR re SEFB 7s (e|lg. ‘"PPAR- § é\ i e ﬁ-d@,ﬁé}bnce
(by "sel gctive" it belng under st

activity mAII be, for e
yrcatcr, l

t han for b8 5EAH§QI '

measur e f ﬁosa&eg(;mtr?@ r eFaRi (0&4ngdh2s(- 1aet invag)yl i s G e

BESP-RY T
nentionec C%P%ﬁ# 'br xaﬂg?ébgﬂzvlechlvéﬁgéfgz 02
agoni st rnﬂpﬂiﬁmgﬁam35£5)(MaHO@Bb -Oﬁ@(HPKR1ga g aébéy

[[obtai nea | FHEES - GANER T R TBpAR ar pha or PPAR del ta
?eﬁig iP Pﬁ:IFe:eua m@(rgﬂeﬁ_ A e0.poes et bi (\r/met;td .o jar e 0.23
agoni st e?t gl%%bt oétzggpﬁnm %3t(ﬁ%$%Pﬁi 0.24

recept or s F@sgsmﬁlﬂmwb ptaa &mdﬁor RBARAE). 493007537 0.11

racontor -+ ot nr\i- H daot or m naod
T \/\J\/rll.\l_l' Mv ~J L Aw T u] U\/ A\ZAYA AN NE NN B AYAY | U‘y

conventi onal screenlng nethods Sui t abl e screens are,
for exanple, those given bel ow. Binding Assay:

npo ted for their ability to bind to
(ﬁEpAR%%§§¥§§¥%3§%ﬁ5§|pha or hPPAR delta using a
Scintillation Proximty Assay (SPA). The PPAR |igand

tawnm NEndPaméE I‘Hé kﬁ%h @Mc@&h@marue@ﬁedzlaldﬁona thjthS)
roteins and purified. The LB

Relodterian eadt ARG LAAIE AERIBRRIPTIAMG barsities HBRUBIOR.

'ﬁ‘eét@ri&n@\/égdhéb we@ atnbe@tea @h@ﬁtb'ﬁlF&]iELDéllem Getbhihytide aekpite this,
The beads be |nc wi th a constant anpunt

thereis gergﬁ;%l}yo%g(po& Astriguitign g @gﬁaotypes between the various groupings
dba febult 3f ét&ﬂﬁnbé(l'dv}éfdgﬂtg‘l although some of the less prevalent phenotypes

| -a xy] - benz thiazolid 4-

Fobieao Tl ars 4 asmpotion SHBRARSERANCyagtes
ér@hﬁtHe@m@Ns?ét&’zoﬁé%@aﬂi@ﬂ@rodB). J et al .Chem Biol.
1997 4. 909-91 8), for the structure and synthesis of
this ligand) for PPAR al pha and PPAR delta) and
vari abl e concentrati ons of test conpound, and after
equi libration the radioactivity bound to the beads nay
be neasured by a scintillation counter. The anount of
nonspeci fi ¢ binding, as assessed by control wells
containing 50 M of the correspondi ng unl abel ed
ligand, is subtracted from each data point. For each
conmpound tested, plots of ligand concentration vs. CPM
of radioligand bound may be constructed and apparent

Ki values are estimated from nonlinear |east squares
fit of the data assum ng sinple conpetitive binding.
The details of this assay have been reported el sewhere
(see, Blanchard, S. G et. al. Anal. Biochem 1998
257: 112-1 19). Transfection assay: Conpounds may be
screened for functional potency in transient
transfection assays in C/-1 cells for their ability to
activate the PPAR subtypes (transactivation assay). A
previ ously established chingbic receptor system may be
utilized to allow conparisor~of the relative
transcriptional activity of the receptor subtypes on
the sane target gene and to prevent endogenous

e L, o -




reporter construct containing five copies of the GAL4
DNA bi nding site driving expression of secreted

w@bk@costizgd al kal i ne phosphat ase (SPAP) and

bet agal act osi dase.

exchan
delipid

Sate Tt oy

medi u

mreaiy ©

After 16 h,

s

t he med

ium are

nted with 10%
718 by deRMSSIBRRG at

PCT/US2006/036603

t he appropriate cofncenResiti ofi. ARogl an| addrésional
24h, cell |extracts|are %repa ed and assayed for
al kal i ne phB¥§RBPase aftM9bet a- gal osi HaseB®BGt i vijty. Total
Al kal i ne phogghat ase aq;gyl ty i SNegorected mg;o N=323
transfection efficilency_usin
activi t agga\(ﬁoq)"ﬁi er Al 109%ndard (12Q5%) 078&9&’@ e, 320 (100%)
Kliewegq S 6% alg. (541 | | 199 8| 132815 27 (8%
Rosi gl i#azon? 49653%na3 be L?g@d as a 2r?J(os%% ( o)
cont rjof-4 n ??153 F)PARSQG( %) assasy (St p35|2t2| %/“%ont r 3P7 (33%)
APOE t hHeoRPPARy asaqy% ma) bey (1) 7 (2%)
2-4-[2%‘%? [4 uorcphenéj V\é)tél/urel do)ethéo% pheno .
Genogype 7 A8t hyBS fH55pi gnide Gira 7D) 35fAe%) | 150 (47%)
posi tli 3@ comtred) far BRAMR)delt a Aagsays [y 7ig%) 28 (9%)
2- { 2-|net hy I-4 (84-msth I-2-{trifluorongethyl)phenyl|l] -
, 3-t Hi 820l - 5- Q1 } net hyl Psul f anyl ] PA®noxy} acePic acj d 1(<1 %)
(WO 017906033 (62 HbQL( be deg gpay ned a (ﬂﬁ% 27 (8%)
APQihcegntrati on at which nmpound achi eyes 50% .
Copid | vatl on P@(3&hlve 3B t3ﬁé’ appr%%ﬁ%ﬁ)e ao@4t(r'3vé° 114 (36%)
contriolg m43f@%} St "40vs8ds) t)DI@(d?%)havez@(Blﬁ%)of al79 (56%)
| east! 6. 0lpreferab y_at Ipnq to the rel evant PPAR
APQEA { HeYes nd?’ff’]@"'5/3@scly 39dée%) bed %We(" and 38dAP@les| afl41 (44%)
Carrlag@st| NQ% ags (968L) QN 4of (580¢ 1 €l £ @7t PPAR sebady ve t 979 (56%)
the appropriate indi r‘::n‘m‘i positive control in-t

Transfecti on Assay descri bed above at concent rati ons
of 10 FaMeor1a-e88mniaR} bmw@iz)éuelar@fe@ué Wﬂeeﬁ%nt group.

PPAR- gamma—agoni st nmay he utilised in the present
i nvention|(for exarpl eRO8i cofbi n&Ashn o‘ t wBosi
PPAR- gamma pgabst S) - bmgaPr ef er gy enbodi rrgn,tg t he Total
present invention a single PPAR-gamra agoni st
utilised. | Th&=PPAR gante8hgoni st N&8Ror dj ng 'b'oBQ N=323
Presentn i NVATRbOT) Wi BE (TOURARI T B0 $00R] m—"@_‘_e(_qiom%} O 325 (100%)
phar maceuti cal conposition in accordance wth standard
phar nafdut i cal6%¥ actl 4e5%)t Wi | 16 (88e)c] epr WRd16¥dse 27 (8%)
skillledd n dP@ean)t |t hAat(shhg MedbE ROl S| M ( b8°/3 108 (34%)
sresent ed|in the fcrm of p afmaceutical |y accep abl e
APQE| t 5 84 s0l% suilt@ile sol vhtl€d i ncl uddSiydr a'f es.7 (2%)
GenoBpd abgg $abk ?451%)CI udg shase |f os oMy th byt dewygani §51 (47%)
and inor gani ¢ acidg or bases.| Pharnaceutical I
accept &3 ¢ &i18%Addi t i®ddal s i h&%Mde | hoge(g%/@r med 28 (9%)
fromihggrochl qyic, |hydregbronmic, sylephurjc, ciptric, 1 (<1%)
tartaric |nhosphorilc lactic, p]rll\/l(‘ acetic
APdé4 Iluc oace? (6%%) tr tri pHeEacet | @ <8 (836) pham 1@ ( (15%) - 27(8%)
sul phan | i cgp g3800)i Ni B2 @AY ¢, iQJ(QE’%)C n'eg4e(gg%)rral 1 415 (36%)
Copigaut am c, a artic,| oxal oacetic, nethanesul phonic
et harlesdil ph (5t,5ﬂ°)ar y149ubB%dnilc 43 GB%xanpl4S (54%) 180 (56%)
Ol INgEE S U sud S %
APcﬁf’;\dpht hal enegﬁ hon| c%(o%%%%?ht hgzlg%{rllﬂgd/?)su h3o6n(.4§ ,) 142 (44%)
Carriggei gy Nec 20)i 4, 491G8%ni ¢, 49 (%8rbal | y‘ﬁ (&4%) 180 (56%)
< exanpte, —phenyt
T T D e R A &*%2%%#@%2% ci nnani ¢,
i ncludi ng 4-nethyl and 4-nethoxyci nnam c acid),
ascorbic, oleic, naphthoic, hydroxynaphthoic (for
exanpl e 1- or 3-hydroxy-2- naphthoic),

napht hal eneacrylic (for exanple

napht hal ene-2-acrylic),
or 4-hydroxybenzoic,
benzeneacrylic (for exanple
i set hionic acids.

benzoi

4-chl or3 b

sal ts i ncl ude anm)nl um sal ts,

o "

o Y

oy

c, 4 net
enzoi c,

hoxybenzoi c,
4- phenyl benz

2_
oi C,

, 4- benzenedi acrylic) and

aI kal i

Phar maceut i cal |y accept abl e base
et al

salts S

- oy

uch

T |
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agoni st is pioglitazone, it is preferred that the
pioglitazone is in the formof pioglitazone

whyarosdiiori de. Where t he PPAR-gamma agoni st i BCT/US2006/036603

farglitazar, an exenplary salt formis the sodium
salt. Suitable formul ati gns include those for or

Adreakdavneet the plangaiin G DAGHRas Al Msoerd ofithe P—éa@.ehﬁtudy by APOE

alnaters@awgm ﬁéatmeﬂt iR EhoRASh TAKIE agbbioon! ar) ,
i nhalation (including fine particle dusts or msts

whi ch may be generated by neans of various types of
Apoepadtivelp slefiprdeesiLior indaciien betwesn ARDE Casiegs status and

AsiRE ey udlbors RO Cha M Eer BBt Meel AR RAR €7

(Btbtgm)xu@hbselqeemtwplosaionyabsktmg reveatednthyt AlRPEAd(thgsewithout an

ABEOERA SRRk 20 Rk Bl 988 o

aognn‘Awﬂmnmdryasb@ rgsub 9eméathentwitinthe RIYSRgemiteragoaist may

5o o BB PGP A 2 b er
the highest@ rhp eosiglitazoee idngagecbomﬂarémtocpIMdPaﬂ%?ﬁ) W th

the carrier which constitutes one or nore accessory
redi ents eneral the fornul ati ons are prepared

i he Gram gotam NoTR Wike ENGIEATOIBS AP S50k AR | on

b nRebicreridN HRELgHhel it Bome@idciheCinliid ero%? Pécelvintes yhg
divided solid carriers or both and then necess

r
resigiipzrne; Reth ihodimg and@ modose feaines ghew it IChRE, an ndhe of
the bH’H{saéré %ﬁ’v@fallg%@nlﬁBaﬁt'&ﬁeM&@@éRs bitkeafrhér@n suitable
for oral adm nistration may be presented as discrete
units such as capsul es, cachets or tablets each
ARDIE4homnzy gatgs (Hdsbevithitwe APSTBLalteles) shdve aaelaiivedy large
pé)gglgg gfé nrg;fe in %‘%A% Qgg%:@c%rresoés ?:f%ﬁlfflg? gjrsiggﬁazg?]@géé&yeﬂp ere
vl/asqsﬂnub e\oderws tbaft tkusldeclmemmssiuel tb dretinentat sli thneemlosage levels
D s Lsi on. .

480 BAre8ry yrk BB SF Pep §0F BRI ek DK AL are
smallab-lce‘tevarayhéaextm clirycat danpjinesasi aoresolk ofrmﬂtmemtgzlecreases

i eashY P, R B oRARAREREPI RGARRERE Rune
tﬁaateds@‘bep reediLie tnasm@éamelov du¢ trgthedhiabmal dregrassion of

-1, formsuch as a powder or granules,
/%%lfeﬁ@%ngf )S/‘Q%Sexed with a binder, |ubricant, inert
di l uent, surface active or dlsper3|ng agent. Moul ded
tabl ets may be made by noulding in a suitable machine
a m xture of the powdered conmpound noi stened with an
inert liquid diluent. The tablets may optionally be
coated or scored and may be formul ated so as to
provide slow or controlled rel ease of the active
i ngredi ent therein. Fornmulations for parentera
adm ni stration include agueous and non-aqueous sterile
i njection solutions which may contain anti-oxidants,
buf fers, bacteriostats and sol utes which render the
formul ation isotonic with the blood of the intended
reci pi ent; and aqueous and non-aqueous sterile
suspensi ons whi ch may include suspendi ng agents and
t hi ckeni ng agents. The fornul ati ons may be presented
in unit-dose or nulti-dose containers, for exanple
seal ed anpoul es and vials, andmay be stored in a
freeze-dried (lyophilised) condition requiring only
the addition of the sterile liquid carrier, for
exanpl e saline or water-for-injection, inmediately
prior to use. Extenporaneous injection solutions and
suspensi ons may be prepared fromsterile powders,
granul es and tablets of the Eind previ ously descri bed.
Dry powder conpositions for 3 opi cal delivery to the
l ung by inhalation may, for exanple, be presented in
capsules and cartrldges of for exanple gelatlne or

- . Y r T 1
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i quefied propellant. Aerosol conpositions suitable

for inhalation can be either a suspension or a
wa@edoanssams and generally contain the conpound oOPCT/U82006/636603

(1) optionally in conbi nati on with another

t herapeutically active redient and a suitable
piablse12 aSumsnai OB@Oﬁe'f&} Qsh%%%ﬁoarchange from baseline after 24

hydme@bmpbwane@ s@é’:h@a@d {ré&ﬁ@ﬁﬁ{;@gﬁ (PEx Wﬁdb’u%‘-’ﬂon

her eof narticularlv hvdrofluaoroalkanes e
dlchI&rodlquoronethane trichl rofluoronethane,

di chl grotetra-fl uorjoet.hane, espegidbhénipitierence | P-value

,2-teflrafl uoroethane, 1, 1 ,1 .
r (Q0%icendideneeer pof .for

AROE4 3, 3-Txepmgntuor|o- n- roq
di gy or I‘rgl“ﬁ)e?ﬂ Sggl as | so be
6@|5QQ | %r#.%e | Slgtl onwrrtas?/‘ be ¥iEment

as’ propel I'a The faerosol co
exci pilent free or nmay optional lly cBeshi Rlaggbpt i ohBifference
in the art such as

fornulfati on exci pi gnts well kno

surfagtants e.g. olleic acid or cithin and cosolvents

e.g. ¢tteedd. (R=4@dur it Had(OEHmyf ations will general 'y

be re ni st a st
%{OQ %mg?n 9? ﬁﬁ 650&& erlrbn<§é Cmﬁv’e) ‘a d t‘?’é%s

rﬁ%oacz@mgt(rmﬂspr ovﬂdEd (m8)h p 2R (HISBCeN.20) 0.071

have. 3 TEBHIPRTE dar 1] @%@ery%égi’%ﬁf*}mq’%ﬁﬂ argr

si ze ﬂ@nadebbal @y 408y (heo)brpnchi al systemis

[y, 1- Part.i hhvi
R L LR A
i nhal e*lcﬂ%dsoz_lmga@fza) e -$J{n_all :(1 By V\a%/ﬁo .38 ¢-2a6h2 @0 t ;esetsz
arti size ar of e,i ie
B br aeeaPily e TP LRRRA| b0 R PORAl e ﬁsg
e.g. t3p|dﬂe@bon(gsg)t |lon|.4 gg@f-;ztg& red fraction may
a t aifrcl ass) fi on_ar. siev .
P pi e SR HEarl | GRS b epdia |0E) menO-gw
exci pil gitsi g ln=ey |jactsome2iam) enpl oyesi(1 wﬁembl y| thess
parti ¢l e size OfQM;e excipient i ll_be rmg grea er
than { oS eI Zedi d 73 thi $-8%he 2 44t 0.041

Invention. vinen the excrprent 1s lactose 1t Wil

FIM%%HOVVSQ%IBF &3@@%0@& djlstRfAbASIBY %hal"lﬁbeﬁ&h Badéline i |n the
nore than 85% of |actose particles wll have a MVD o

mlmd aepulaliRn hibireateest tegime qrsbfé\'ﬁﬁ)ﬂa"ﬁl&\ﬁéa’fﬁs fperviess o or 2
Aﬁ@§4 bi8s Béing SRowrh HgefRAS FHig P Bas‘}%wgﬁyplﬁ% Rl &ithhe

aqueous Or non- agueous veh| cles with the addition

/6?05@ éﬁteg)zygen@s diadicateg by ety einve beph pergraied|fiom ¢ata on
ReiAbcr4 l@drﬁ&éybofe@ (ﬂelc!alﬁeb thﬁorﬁHEM%Ot onicity adjusting
agents or anti-oxidants. Solutions for inhalation by
nebul ati on may be fornulated with an aqueous vehicle
Mickehr trérel efdaighitiosn ingdroageatt as auebulas’ rasiglidaameatdathent is

A Rbra 5 AP g el AR So Bl g ang e

weeksitiei ptgsebn gaoupesHoos| sasantinasd geatise int eadniise &unction, whereas

3 ey i B e oot BPRel BBt s e

itripeovesisat. carrlers such as cocoa butter or

pol yet hyl ene glycol. Fornulations for topica

adm nistration in the nouth, for exanple buccally or
Thensiiugiemitly respael to AP QRs+dngugudls ifdess Plag- tAlter 8araelts of
SR §1dke kebetid ﬁMé&Ho%‘ﬁloWél@hﬁé@d‘iné‘% cdénltive '?urﬁﬂéh while
acacia or tragacanth, and pastilles conprising t
alcthpsacreraiying dpeigiitazanc2 g Asne och Mes sigw %\Ighhmmement
gl ycerin or sucrose and acacia. It should be
understood that in addition to the ingredients
particularly nmentioned above, the fornulations of this
i nvention may include other ggents conventional in the
art having regard to the ty of forrmulation in
qguestion, for exanple those suitable for ora
adn1n|strat|on nmay |nclude flavourlng ‘agents. VWher e

' ~ESA S o o N o o
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formul ati ons can al so be applied to other PPAR gamma
agoni sts). The tablets described therein are conprised

wO@Roog/0ssaie whi ch contains two di fferent acti vePCT/US2006/036603

conpositions, an inmmedi ate rel ease fornulation and a
nodi fied rel ease fornulation. Furthernore, the tablet

A 3Rl akldegent g3 197GV HIRREPe RYpI gyspntinued decline in
dB@]hﬁWé fiRlclioH, %&ﬁolﬁg‘ﬁﬁl’é@mbw&m Waiha g M shelsthe same or

netrat e, one to the inmediate rel ease depot and one
Q%tef ﬁ'@'%ﬁtﬁ?‘ise d r?%ff@ﬁs‘é'”b@ Ak rosighazene %ﬂﬁ’@@r?e@f?af@ﬁ declios

tﬂaﬁ‘ttﬁfﬂlé/ce%@nﬁrféﬁllir Qﬂte@' Q& %lek% bﬂFba%eﬁthﬁ Iafr@é hed sl!iraﬁﬁﬁ\@
A single table n%

'WFOV%ﬁbﬂneA%%E‘éG%V'ﬁrssrﬁé‘?'\é'ﬂg eﬁeebq)ero aaveg Tﬂins ap?%efree

r&feﬁ%éhf’ﬁﬂy Adv@PedSRAGINCRH bl RESmMdIRNHEP Bf SubjEid Rk
anmma_ agonj st, use or kit as previously described

W%Pegw @%'ammmp@%\fﬁw%@rﬁ%s Q9 prusenfkiiresrogiglitazone

PedRBRefms ShRASAN A8INRE] GRS, ARG resak 6f thBiuBlsual
contai ns a depot of an imedi ‘ate rel ease formul ation

'mpéoV§rr@@b@tth%PIaae%arm ridhisitigredaiad fasigiazane Beatment appears

BaichicEa biticd! BBéIRel conpared ekl ﬁlaé@ich qel.s p3RAR=aRaRe clinical
agoni st, use or kit wherein said et is surrounded

Wl@@ elservasyn sgMrARBIRAT gIoHBE, &rﬂ%ﬁ%}rﬁ’ RsVekClinicabequisRof
Ab | east one (eg one) penetrating to the i medi ate

rel ease depot and at |east one (eg one) penetrating to
the nodified rel ease depot. A rosiglitazone 8ny

Rigurerbowsdhe kaseilts i ithe ABDES heterezypptegwgparaisiddan hose for
e 'AtP@Eh r?&moﬂbo{ees'A@thb& A0 BuMbERbTREbEL hBWEEEUg%Ee% is small,

rel ease Eot and rosiglitazone within
HeRN e eqpnrt aféwe@%@l POJ&%@mogygqte%ﬂ%ewgh é@@géntﬁf@ae

é)éﬁleﬁé\%,%dtaa@lh%'el clihdi ﬁneSA:l‘@Eﬂﬁé‘teFo‘é%&és (o ‘Fé’d@i\%ﬁﬁhe higher
r osl glltazone within the i medi ate rel ease

SNy

@féﬁépf &swh‘@zem@ %8 m@srp@alneaf&se ivherhaselinedonihgiopusg of the

siehease depot. A rosiglitazone 2ng extended rel ease

tabl et of this sort may typically contain 0.75ng of

rosiglitazone within the imedi ate rel ease depot and

Sirdsngsdis wersiidgntifiad osiog Wiet Disability dspessintang fpr Demeadia (DAD)
| @,.d i hel Al

BEREisinat bAT A POkl ARP o S5 ATl W ARl dbird

t@etﬁehldtamlnn bhbvaearARQd aarripgaRatysand RAfd steres ahweek 24

cfelﬂﬁ?c f
\né’sssngﬁﬁ&n?gﬁ %Gg § hte[esﬂn@ n%ﬂét%fj% %tern of re%ults

rosiglitaz ose Wl I ca
thatig euwlt@wewpplmwarm thag fqrfAﬂAS‘eﬁagmmay n"gDOE4~m;;1bmctSB gy

8 t
Aot el BT ESh BphuiEsR AT Ee PR iertfeted no
igPoreuggept-esent i nvention to APOE4 heter ozygot es,
adm ni stration of higher doses of rosiglitazone (eg

s G MERTE e BB AH 5 P e
@ummngs etral €940 Neomjodyet4a 880812814 r édorospastivdly defiriedrtest for
ek bR BoRloe Mk b EEe DB SARRI Sofleg 4P RLRbe LS

even i on
signitideet (e Gl(mﬁbreﬁubsefquentttb&img rdesgtometiated a qcalrtevmftres_vrlts oat is

A PAE e A DR SR PRI BB e
idpreperint on difd, Wivibdas AROB#+ sulsie¢tt demersirgied no improvement.
memanti ne). The PPAR-gamma agoni st of use in the

resent i nvention nmay.be adm njstered nmbi nat i on....
1%, T30 S701R0P8 (WY froeh WL RS kg pegotyadcitional
$ubfRtIBRdWDthe[TIBWE N tdstits after@idhesekd psapatdtas by APODE4 allele
further nedi canments include non-steroidal
anti-inflammatory drugs (NSAIDs) such as such as

napr oxen, i buprofen, diclofenac, indonethacin,

nabunet one, piroxi cam cel reéaxi b and aspirin. Oher

nmedi caments that may be co ned with the PPAR-ganma
agoni sts in the present invention include HVG CoA

reduct ase i nhi bi tors such as st atl ns (eg si nvast atin

-— T . g



Dependi ng on the individual nedicanments utilised in a
conbi nation therapy for sinultaneous adm nistrati on,

wo bay/0ssys be fornul ated i n conbi nati on (where BCHUSIINE036603
formul ati on may be prepared and vvhere desired dosage

regi mes are conpatible) or the nent
Stﬁ’tthWFiafteéH“%‘& ﬁ%&l@?eﬂ?e%er\%?s '&%ﬁ\e ?” &te@gﬁ‘ﬁt %t%ﬂee”
tr@éimteﬂt 3&&:{ APOQH cbbné@ L&hgé Hﬁfteﬁémed ? dé?dm:aﬁﬁ balatvibetween the
rout es be under st oo e
supsaRStare kel a4 THRYD 8T aHH ) SeF BT e et

wel | as (rmre suitably) in the treatment of subjects

n ' '
AREAS LhO% VRN ARl YetiodPPal SR Light MlcA B ARr ofer
5 thed weakt patodownttathetg;eateﬁemerqvemﬁn’r@S&t\tednn the grpep treated
i ni strat nt fers to the
Wﬁ@%%’ g{rpgp,ltg (UHg(gl %ggngntoz E{’sz(tZ(:h that the individual
medi canents are present within a subject at the sane

APU@ hetéroRbidd sfe%ﬂwraesﬁ@@ QPO H4edlelc) @RdW iasicchid ianhef
medi canent’s éwa t he sane oralterﬂalit_lve rout.e

gEqumiveataseis2 BT iPLeaaoNe AP mRPPh cheRgLlepine 1S S3hown inthe
ﬁ‘fél?] rQéec’t\hﬁg"h'nﬁﬂ“oﬂﬁs@lﬁt&zdﬁé@rﬂﬁi@@hﬁm{d@@rﬁdﬁﬁ lsSwéﬁ iwtheagtoup

ernative route) at different tines E} i
10 reoehifRg &mg fOS'@'ﬁ%%%%(@FWQBf“OrCSE]P@f'??rh%h% REF Ppignificance in
b enisdry #lHans tabl ets Extended rel ease tablets
cont ai ni n)g 2'mg, 4 ng or 8 ng of the PPAR-ganmma
agoni st rosiglitazone (in the formof the nal eate
APGIR4) haeozygpiee fapseiwile by AP@@M@@G@W@M@\M slipht derrevemert in
SRR extent
e B e REleh B MRS Btnb At OBt af ARG B ter
ohmsproErnesd dfecneasQCh\&Iﬂi weatownhdosegaposi ti ons: TabI e 2 -
2 ng rosiglitazone tablet first conposition (immed ate
rel ease | ayer). Tabhle one t

osiglita t
15 Tablesh- SHRRAY ff r@ﬁd%'ﬁam%qcé@g?% @@%f? Py Faliele
nt b oncave bi | ayer
<FATPARERARELS Tl 0 puTRen i
| ayer|{and 150 ny o? the nodi fi gd rel ease Iayer).The
t abl e cor es were ¢oated with 4 ﬁagﬁ,aﬁ@ﬁe@gﬁe
and a I_I_yrrethacryl ate resin sdqluble at pH 5.5 tjo a

ARSIES | veiTgeatment 217 Eﬁﬁ?iﬁgfﬁ ofeni(#Rye6en ﬂa‘m er| 3. dor

éHrBi =t 3 d”Fie’fgﬁﬁeth” tli ng In||ﬁﬁt|_% of t heTredwment
primafy surfaces off the coated |cores (o _ex ose tihe
surfate of the cord. The final |t abRofl tBgESPPed

rosiglitazone - 0.45 ng rosigliftazone within th
imediate release llayer and 1 A5 ny raosiglitaza

Wi t hi fiPldeeboodin$4iad r 81954849) ayer (b) 4 ng
rosi al i nde " a or S
F#"r om ?F{%F& 347 b %g 892008)eS  0.051

f qy med | owi n sition Tabl e 4rrg{
rosi gll Roaiz4me (n=#4B) dt  Bi760. 18)) osi @18160(5%@69 at e 0.4
rel ea hl e ros 0 abl et g 44
secondi%é)gfr%ﬁ@ 4*452 336]:(043579 I ea%gbl g\ﬁr@% 0

conpr ¢FHoebot qn£28)m 73r&81 lae)ml concave bilayer

tabI e BS’Of%‘%O?’}nS-%& n(ggsﬁ ngre)g @ng gi |\easp 10 056

ta Ie Rmraangs oat4e|d (@i2sh o HRMVE3 baszedogab cpat 0.45

and a th at so ub tp a

t ot al &Eﬁéﬁ% = %ﬁé%iﬁ%epe gﬁog dlagggg 3. O054
was drilTed through the coating in each of the two
primary surfaces of the coated cores to expose the
surface of the core. The final tablet contained 4 ny
rosiglitazone - 1.5 ng rosiglitazone within the

i mmedi ate rel ease layer and 2.5 ng rosiglitazone
within the nodified rel ease layer. (a) 8 ng

rosi alitazone nal eate extenﬂ d rel ease tablet A core
was formed fromthe foll ow g conpositions: Table 6 -
8 ng rosiglitazone tablet first conposition (inmediate
release Iayer) Table 7 - 8 ngy r03|gI|tazone tablet

S o "




resin soluble at pH 5.5 to a total weight of 217.3 nu.

An opening of dianeter 3.0 nmwas drilled through the
weoarisgl1i n each of the two prinmary surfaces OPCT/H82006/036603
coated cores to expose the surface of the core. The
final tablet contained 8 nn rosiglitazone - 3 ny
rosiglitazone withijn the i medilate rel ease | ayer| and 5
ng rogiglitazone wijthin the modifi.atnés BiffeferlcaYE! P-value
Exanplle 2 - The efflect of PPAR—gamTa agoni st
ARQE4 gl i tTaeaimenial eai_gyﬁ Zﬁ% nt (907espNfideaee anld for
&}fﬁég in tg% gi merf’ | Met hognfagl ysi s [ fleatment

Il inCent tojftreat (ITT) |popul ation”was )
perfofmed on 5 11 dubjects who [wer &oshnBlgseho al | JRiiesence
into ¢ne of four sgecific treatjrent regi nes.
Cenot ¥pi ng _anal ysi g o] d on 63%(323/51] 1) of
the | Plemepul dhedn.| Pat34d053podul ati on i ncl uded

Coac SRR 7L e gty pns ! g

not r¢&misvdmg (@+8) MedBO&t(DEAs whi ch.38 ¢dlah, &dVer skl y0.58
prej udi \ R-lga or
conve tFﬁjghérFSA%%g caner#?ss)d'f\or hg%l%?gv ofﬁtg%) 0.91

potentially prej ud| cial ailnents (e g di abetes or

TR L MM of mer AR OE T B P b5 RS Ao
stﬁbeaﬁetre@tme@hgtoanchHexpTT)mmm:honhce daily (2 ng, 4 ng

_anrl Q rm fahl ot-Suna S docori n Evnrml a1 DAt i ot o

MO IOUT | u\-u I T /N AT ’JI o J-, AL A2 I | e
wer e exam ned using the cognitijve Al zheiner's D pease

Assesgnent Scal e (ADAS-cog; for 'i'watmgmbmfeaéﬁw OR-value

asen WG et al .| Am J. Psyc [ 84 141
ARG ] 1 Seupaiment; b | Abihnonfidinceg | for
¢copiesgsi omeyimehande

QVS\AM%W car g ver i misitgyat i on | Treatment
(ABI¢+; for furthgdr information s Kngprmap DS Ef..al .

Neur ollogy 1994 44: [231 5-2321 )| ; g‘?&'égg’t‘fﬁgﬁry birference
assesgnments were pgrforned using: the Disability

Accpgd tia (DAD _flor further infornhti
. RA7I0A8kup| Ther 1999 53: 47E _81

see (4IRlapgboL (BE43)
) and |t Neygr hi %t5"1éu© A7pvent o ¥6 (05 (d?iﬂ), [ 0rp.052
fuot hgr |nformat|o see nm ngs et al (199

Neur ol| Gippi 4mg (2=388- 123 845 @17 he st-are (%63, iQe1)8ét uply 0-37
( baselliFpe) sAg dnhs)i ng atAg0c@yr sk Qb 2(22 ®.64, \ochw) (af t .38

8. 161land 24 mpekq of treatnent npnntvnp as
det er ryifagbasi (g3@) e BEPMRR1PCR- based met hod of MLeod
et al %%%ilzr‘ngf(ﬁ—am Séza(g'zﬁz cp r@ébg‘étog' @%‘7) obper yeg

assesgnent rri e urenments. Thbl es

8 and | Rosifmer(in=29)t he 3eﬂje(0é12di sex Q84 &014, 61‘531 he 0.88
enot I T pns !

?eqi rrz ﬁ*%% %Iﬂg é__uié unr-éaw@?f@ ot \9%201 C{J%gtl?l oh 0-48

Tabl e |®PlaceBonm(aE§) #ag (Ois2enf to treat popul ajion.

peb T T R Y

f unct i|dtusi Amgdigat)i vie Gt%n(gem)rom basléI(Hn@ v t he 0.52

o post RS RTEIN) oAAaOat ne| shadE ipioRe | 8%

APOEL 8bpigs rerrgahnt iMerdctieaPrriie ﬂofzﬁ erence shows that
treatnment resulted in inprovenent relative to placebo
and a positive treatnment difference shows that
treatnment resulted in decline relative to

pl acebo. H gher CIBI C+ scores indicate a greater |evel
of decline with scores bel ow 4 denoting clinica

i mprovenent and scores above 4 denoting clinica
decline. A negative CIB1Ct+ treatnent difference
therefore shows that treatnent resulted in an

i nprovenent relative to plaggbo and a positive
treatnment difference shows at treatnment resulted in
decline relative to placebo. (i) ITT population Table
10 sunnarlses the nodel adjusted change |n ADAS—cog

o o ~T N N o a1

117
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in the ITT popul ation. Figure 1 shows the nodel
adj usted ADAS-cog change from baseline in the ITT

w@opalsgiidn during the course of the study (thBCT/US2006/036603

anal yses included adjustnments for effects of baseline
scor e, country, m ni mental state exam nation

' Mg and basel i ne body nass index). The ADAS-cog
data in Table 10 and Flgure 1 support a trend of

[ [

L3l SR T Bl Yor Soa i FETRD K Pl HePan

RiPAiRa ggomiat mgiglitesene legdgtoia rama:stetlstléallyadlgmfiqanmrerm totes
| ysed popul ati on
%&%'Pﬁvdaém%ﬁééué%%ﬁﬁ%?% et SR s < 5t "ohe ot t oot
rosiglitazone treatnment on AD patients indicates

Ihhﬁé pbpulgidnesdd, Itﬁeﬂ@%as%\ﬁiénéé bFé‘hb@{mtﬁ}egﬁlbfd\/‘éﬂi%t athe

BIC+ results did | ead to a distinguisha

PRSP DS RN PR e %h@utéﬁ'%BQEér?élelﬁl%?ems Tagiglsazone.

wﬂﬁéaf{ éﬁ‘érfgelf%m Flﬁ@@ﬂi@é&ér?ﬁ waHeln @aineHetvﬁmoaaﬁé APLSE4 allele
change from baseline after 24 weeks by treatnent group

Q1B rosioitRZoRmiRad-8hP=0027) Genot yped popul ati on
Tabl e 11 and Table 1la (which reflects the inclusion
f it I t lts..

ol deke SHBSEA e B ERLF bl Bt bl

ipppadeatand (s Meaatekby ADA@#G@QSIWIGI’IBM&O’W&Q dub bPOE# atlele.

Fgg\%/fér %Féﬂaﬁorﬂ%@p@% g}lt?%trg Bg 8ﬁ§ 2&) fllfio(:)r]hn gltudc'se ctan'gi'hg t\}vé coples of

tha ARQIF4 aliete sugnepisrysatast cagmléwdeclloé (ast raea&tred:ay ADAS -cog)

|ﬂ?§3'ﬁé\qg %eryl #Mﬂcg’ EHle G e REOtquall%gg\?/hBE %S(n%)’ ﬁg\’veYer be due to
€s’'s me ¢l ust rexanple a large

qbe @pwah poogressitrhef tAPCIB4asIal Y futneespanseitn rctsmitaong) with no

i@%ﬂg ltﬂeb@%ééd‘é#s b?éagtgglﬂ%atgﬁ W r%n]:cf\l}glfﬁnc’ln%q) |B%QH%E Xan‘?ymg one

@yrod the APOERGHela) IeIe status by treatnent group. no
genotype informati on avail abl e for one subjectA
breakdown of the change i n ADAS-c at the end of the
AlhrefRreRcest 'tRjregyjo Hbis a&ﬂpl'f@"'ens'{‘%lt“éfgg RRgNiSAngRAe
1 béfﬁm»ss&lrehwpdratezﬁmk@n By rdierenve toAh@me@teé;&ém Bbysible.
fined test for interaction betv\eg)rllla carria

EH"SNT?U&H}? SResiticion anstiae clajaysy whigh tB%@ﬁ‘reﬁfe
r*e@u‘ﬁ%edﬁhgﬂvly@%eswgrﬂl ‘tdrfmiak’, GRd vafhths aék)h asSebFpAsENEnd
| or at or testlng reveal ed that APOE4- t hose
'BH%%’BQ aff Rpcﬂéﬁe Qa8 t@jm@&ihee'ﬁ?'gs'o'&f’f 2 plased ifiegRrs step,

?rb@f%ﬂmﬂag@w dtbup 6fedshbsHut hHﬂbQN@Hﬁlﬁsnér{bf@grdtﬁér\ﬁﬁeger
unction as a result of treatment with the PPAR-ganma

iR freyP Plgaiegpist U BHMP, OfSHBPe bei ng evi dence that this
i nprovenent was due to treatnment at the highest 8 ng
rosiglitazone dosage conpared to placebo (P =0.027).
APCE4 het erozygotes (those with a single APOE4 all el e)
do not show any recogni sable trend. Although there is
some decline in the group receiving 2 ng
rosiglitazone, both the 4 ng and 8 ng dose regi nes
show littl e change, and none of the points are

i ndividually significant after 24 weeks of treatnent.
APCE4 honpzygotes (those with two APCE4 all el es) show
a relatively |arge positive change in ADAS-cog scores
as a result of rosiglitazone treatnent. There was sone
evi dence that this decline was due to treatnent at al
three dosage |l evels after 24 weeks of treatnent

(unadj usted P<0.05), although sanple nunbers are

smal | . However, the extent of clinical decline as a
result of treatnment decreases with increasing dosage
level. It is not clear whether the clinical decline in

the treated group is due to eosiglitazone or due to
t he natural progression of Rlzheimer' s di sease. Tabl e
12 - Sunmary of nodel - adj usted ADAS-cog change from
basellne after 24 meeks by APCE4 aIIeIe status and
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A clear trend of cognitive inprovement as a result of
rosiglitazone treatnent is particularly apparent in
W b@708DEx- | ndividuals. At all tinme points (8PCIESBENE036603
24 weeks) the placebo group shows a continued decline
in cognitive function, whereas those treated with 2
nmg, 4 ng or 8 ng of the Pﬁkﬁmﬁanna agoni st show nmar ked
i nprovenent. The situation with respect to APOE4+
i ndj vi dual.s. .i > . 8 Wk s nt,
1t nos BBy b BRSBTS Bt 1A 6P
suscamibiet toWACH uiziteiroers dibedse oalother Hementiasg evhi¢mspibject is not

rosiglit . sl.ow sl i ght
rorf b BYERE s e, follRuSho BRind ey’ Those

(iecei gtregnipy dechubjeshtovdederoome ihatibed sdbjebt is@of momozygous for the

cogni t,i funct i | though treatnent with 4 ng and 8

ngy sh%ﬁ%ﬁ¥ﬁge%aﬁ@ygpﬁbetter clinical status. Treatnent

(i)t h 2dministersigy sdfazod effstiivesmmugt efat BPABa@inima agonist to said

t he pgqﬁggo. Finally, after 24 weeks of treatnent, a

| arge 4 surprising inprovenent in APOE4 carriers

recei ving placebo is observed. This apparent

I mpg Qv t Ve i .nfl ; I .
2. of & DT RE e ling B S o e B R P B e
thatADASulgeq isABOE4:-. All three rosiglitazone treatnment

arms finish with a clinical decline, and as a result

of the unusual inprovenent in the placebo armat this
3. ti nd methattgcepiigybidarmdnenareipscreentngasspere@y isvalesdigierotining

lj aLGal L | acebo. It is

thaﬁgé S P@Fé%ta F}rz%t%c% "2&?: %?é?@fgﬁg dAggElt‘l@e%bs erved in sone

APCE4+ groups is due to the natural clinical course of

AD. ,Fi , - N
4 ot A o8 ots I, & BEbe i3t e Rim bPEuLRERp g 1, Alzheimer
disdesron pther dsmeriiastasiayhait frepnadictieg thefsubieCksiraspanseyigot es
adrhiﬁisﬁ%nl ct)f d l5Pkﬁ-gtap?asg@iét,%?nﬁ?@ﬁg%@%eﬂﬂg té@gt:e‘r”ming whether the

onbzygotes treated w r'osi gl rtdzone experienced a
subjdct pardes zete o bne copyhef tnPOPDBdatlleleozygot es who recei ved

t he hi gher doses of rosiglitazone (4, 8 ng) renmained

close to the baseline for the course of the study.
5. Si m Inethadeagbidingreraiaimndiewiéreingbe agreejng nyoDes apiebning to

I [ DAD) test (Celinas L et al.

det%?ﬁﬁrjg%%tﬂ%rﬁ?%gya%g@g@&Ml -81 ) . A prospectively

defined test for interaction between APCE4 carri age

sta : r 4 Sk G B
6. 5. gD B RER ik wiiiEh 4 YB8niRG Hlbivb Biochiy o
detersyng whethhaitheissbjgatdarties 4 sipgle copyrdl the AROEhalteld. or

ADAS- Cog: nanely, APOE4- subjects denonstrated

I nprovenent on DAD, whereas APCE4+ subjects _
7. denbmsthet efdmpvingmognidve functici ifrial subjecksufferisg fiemeor susceptible

o R e b B RS VAL ik R i
notAo pe bepezygoue figr take APRMES allelst whish meihed earaprines isdmirisiaring a

s SO e AR st 0 gk 24 s

denonstrated a pattern of results that is

qual, i j i . . .
o Apch P e 2ahor bee Abrcls ORue AR duoject
suffeting &ram oxRAEEERtiblalip di2IsAdkeiness distase orothenrleaniigatwhich

IS

sub{ gl e b et RV ildnb SoBll KA AfCRATIE

G BIC+ results after 24 weeks, separated by APOE4

all el estatus and treatnment regi me. There was no

evi dence of an interaction between treatnment and APOE4

copies, so the differences described bel ow between the

subgroups are likely to be due to random error rather

than any differential effec 8 APOE4- (those without an

APCE4 allele) patients all show slight inprovenent

over the 24 week period, with the greatest inprovenent
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receiving 8 ng rosiglitazone (although no conparison
cane close to significance in the exploratory
wW@ealp3e1sy . APOE4 honpzygotes (those with two PEOER2006/036603
alleles) all slow slight inprovenent in the ClBIC+
upon treatnent for 24 weeks conpared to pl aceho

9. ol t HerighA PRAFSATTR 28PNIStiR MBYEHES Cosiived HagrR Arpublect
suffe"nﬂ?'fr&ﬁ%r éﬂl%%ﬁﬁle 1d M IeAkReimePY BBAYe &f othedtRImetfiassiiach

BIC+ after weeks by APOE4 aIIeIe st
SUbfoE BEHBREN BiPERISTIRES RPHRY BRI oD OrRE A Gk Alle.
Summary of nodel adjusted CIBIC+ after 24 weeks by
APCE4 all el e status and treat nent

| t rou
10.popHpae! RTARGERNA 2RI the AR ‘ﬁ@é’f‘%‘é‘?@%ﬁm for improving
codrithalfletion ¢h gé@bjécﬁ léﬁﬁélﬂf@; fld¥e of Sfsebpibldfo MR MM IRIMer s W¥kase

t hat treatnment of Ratl ents using. the PP%ESE
or QfHesrentigs W @h%mﬁ?é A bR pig-deteTBInast gt £ gnpgygous for the
APOEQElecant trend to a general inprovenent in the ITT

popul ati on as a whole. In the population tested, there

was evi dence of a cognitive inprovenent (as neasured

110 N AlRSh6d g%PAmgmma%rgbﬁlswt RRUHcchitthgAB@R¢ ok loetiain®7 % 10

osi g| i t azone. mean change from pl acebo over 24
Wh%gék@e SHblﬁﬁtthaérh%”W% ARFGEMIpRY A EROG el e on 8 ny
I OSi glltazone was -2.86, P=0.027. In the popul ation
tes re was no evi dence of on-treatnen
cogéﬂ”ﬂ‘? ted; eprﬁﬁpo%fﬁgﬁta%%t RS AGSArY TR BRY 088&5 clpips 7 10 10
wh@@tn 188 lsEibjea Hagibeen bhe déBfhifedtd &Irg.a slayiecepy sEpa RO allcle.
of patients carrying one copy fromthose carrying two
copi es of the APOE4 all el e suggests greatest cognitive

13.dechimgthdd st impRsiHgsbgRRivARNSHEOB)a $ubjddR bifdting fRAT biydusgeptible

to B AdRiRer s %%t??§|°¢\a%gﬂ%'§'§wm Bch RHbBRYS SRR LS Tor he

APDEAR el s WRIRHR enctifod hilset ageirmteid A1sdTe ane tefibtitvetantiit of a
Ppéggg ossi bl e st abl i E’ ation of cognitive function) in
i

2 aggishyp saldsH eebpy of the APOE4 allele. Al
references referred to in this application, including

pat at ent plications, are rated .
s bor BPAR ShaReoistRE ueh B i ovingt S R AE e aubiect
sufﬂétmrulgﬂ@ho@rtslutsb@nsl@&@ IMCIC AlzhimerB disthse cnlh @tharsdemémﬁs , which
ol [ ow, .unl ess t equi res ot herwi se, the
S“W@”%WF&@“%’H% %ﬁ%‘t?”@ such as 'conpri ses’
and 'conmprising', will be understood to inply the
a stated inte |nte

5.0 Heaatn B AGTeLB aEopitt norioKes ERom e BRcdi hsBRe

suf@ruhglfrohmnws&epnste&p M Altheinfer's ilsegss 6r sthegdemigntiab, which
S t mprovi ng cognitive
su ?fﬁ&n‘ghowzﬁp%ﬁﬁ?rgg?@g}%eﬁlﬁe g fromor susceptible to

MCl, Al zhel mer's di sease or ot her denentias, which

6-conbFt of &5 FAHoRTER SU0RS I )° medeiir BB g oS igProving
cogiﬂtveﬁmmlenﬁmatuﬁjétﬂ satidjreciorh sr Elmcebﬁm@wrgouwilwimémmsease

O T T

subject. 2. A nethod according to claim21 wherein

scr eni i nvol ves determ t hat the .

7. ubfauahod Hideberhmg BERnES R Stcisig gy oneichPaims 13t 16
wh@bﬁﬁ:{tﬁé@,uﬁpbﬁ@ﬁP%%j ep (i) involves determ ning that

the subject carries a single copy of the APOE4 allele.

4. A method of screening a subject suffering from or
18.SUSAeRdthéd, P FAR- @@hma/&gz)hrst Hﬁﬁsesaodb@&fgste 2@l ok loetlaims 13 to 16

depepti as. as an red ubj ect's
wheTBeBRsubIes catiiredt Sr9aepBrouhe APBE4ElEmn agoni st

conprising screening to deternine whether the subject

carries zero or one copy of the APCE4 allele. 5. A

met hod according to claim 4 3Fherein the screeni ng

i nvol ves screening to determ ne whether the subject is

APCE4- .




6. A nethod according to claim4 wherein the screening
i nvol ves screening to determ ne whether the subject
w@aorizH1R si ngl e copy of the APOE4 allele. 7.P@Er/ms10h@aB6603
of inmproving cognitive function in a subject suffering
fromor susceptible to M, Al zheiner's seas
19. ot Hekit GRARIRINGY 2 MM B1asiipg agqnisiasd &I@é@ﬁtw&%{a@fﬁm%d
adnﬂﬁ’i‘strét%nbﬁ tHEOPPER gakend &dorfidt o 4B éctalHoak ot MdMEAYgous for the
conprises adm nistering a safe and effective
AP%@%QW¥eof a PPAR gamma agoni st to said subject. 8. A
PPAR—ganna agoni st for use in inproving cognltlve
function in a subject suffering fromor susce

20. MEIA Khpaapeatrglo QA CuBeTels the e HoBRaHe RS AT alion o the
PP@H‘ Qlan%?ﬁa é}&%ﬁus@ﬁﬁi‘sw i€ct ek &y tRops oﬂgigx R&lﬂl’@tofMCD AGRIRer's

for the lele.9. Use of a onist in
disqagp 106 9theg demgriiasiWe is NAERITBRZYIRUS:TOS the ARPES aﬁ?q%r i ng
fromor susceptible to MCl, Al zheiner's disease or
ot her denenti as, which subJect has been det erm ned
21. noth kAR HESERUBLLS Piealy 2D Wheiein a6 Subiket Peg opR Bregy
deté@mnii A BB haeeRigdls Fdt thdRPOEAHalet ure of a
medi cament for inproving cognitive function in a
subj ect suffering fromor susceptible to M,
22. Al ZRRl BBSor&ing tc@ARE1 Por QAiREZ0 wmmtthasubjwlnshpw} ect
has been pre-determ ned not to be honbzygous for the
APCE4 allele. 11. A nethod, PPAR-ganma agoni st or use
23.aCCRKH b&ﬁ)r@lﬁ% Blaifeo of ol&ihPR0TWhatelnthd @uwjb@troarrlestdwngle copy of
sughgﬁg has been pre-determ ned to be APOCE4-. 12.
lle AR-ganna agoni st or use according to any one
of claims 7 to 10 wherein the subJect has been
re-determned to carry a, sin
24. 51 [ KEacooRing o SRRLal Bheteining PW@C@%@G@W&G f’é*ﬁﬁ?'ﬁswo be
APOB4a subject suffering fromor susceptible to MJ,
Al zhei ner' s di sease or other denentias, which subject
I's not honbzygous for the APOE4 allele, which nethod
25. CO”NkIt %%r@ﬁ@l&d:lé’hﬁﬁﬁ eeRirFAt eubjact Ieisfirehipvedatertintd & carry
a g 2&9 e? to said subject. 14. A PPAR ganma
asﬁ@@ﬁ?EY P ARE4 #1SSpr ovi ng cognitive function in a
subj ect suffering fromor susceptible to MJ
Al zhei ner' s di sease or ot her denen bj ect
26.1 5 AT BE NIRRT BAGPRE. AP LA LA oB i tony g T pes 1 to
25 WRABHIAEEBEbj8g o biFtering floAPXCY.i ng cogni tive function in
a subject suffering fromor susceptible to M,
Al zhei ner' s di sease or other denentias, which subject
27.1'S N%etmmmgpg&nmafagbh@t ABRSB kibddcelding thtanyldhe ddtlains 1 to
rm% % r%mlmnﬂeofarmmcmmm
25 wB?relrﬁE?av Jﬁ% '%6‘5 “va@mf ﬁ'ﬁ NGRS AIFea5% ubj ect

suffering fromor susceptible to MCl, Al zheiner's

8. ork s PRAP G ABERARD ps LT a%opdw%{@tﬁ@oo?*%tof claims 1 to
27, R%Fén@&m@bmomestndﬁeuwaermmmm tiabéesany one of

clains 13 to 16 wherein the subject is APOE4-. 18. A
nmet hod, PPAR-ganma agoni st or use according to any one

29.of A:m'rétfﬁ@d P@A}Fpgaglrﬁmiﬁggbmbn ub&er I&U?o@%lnr(g:ﬁfdriy&meaaf claims 1 to
sin e co of ,the It conprising
27, ("‘ﬂe A%élf&ﬁﬂ%e%ﬁ% f%ﬂ@?ﬁmq '}diaﬁﬁeﬁuct i ons

directlng adm ni stration of the PPAR ganma agon|st to

a0 S0 Kt SR8 G BB S Sl ety £ o &8 1 1o
29, Whekdit €id PPARRGafRed agohist i Bidligizapn of the PPAR gamma
agoni st to a subject suffering fromor susceptible to
MCl, Al zheinmer's disease or other denmentias who is not
honDzygous for the APOE4 allele. 2 1. A kit according
to claim19 or claim 20 wherein the subject has been
pre determ ned not to be hoﬂ@zygous for the APOE4
allele. 22. A kit according to claim19 or claim 20
mhereln t he subJect |s APCE4- 23 A ki t accordlng to
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25. A kit according to claim2 1 wherein the subject

has been pre-determned to carry a single copy of the
WO\ROEA3ENS el e. 26. A net hod, PPAR-ganma agoni SECT/USE0€036603

kit according to any one of claims 1 to 25 wherein the

subj ect errn from M .
31 P AR PRASHOSTITA 98B Uk o BEe Py A &5y %Alairgg 1 o
29,6l HuréIR tHe PBAE@aM“rﬁJ gddhidtea HidoRGihedisnauf fering from

‘Al zhei ner' s di sease. 28. A net hod, PPAR- gamra agoni st

use or kit according to any one of claims 1 to 27,

32.whependthdd) @mrbg@(ﬁma@geﬁrsﬂ Qe Brkit &cotdiRgolyi@m 31, wherein the
s. 29, A nmetho PPAR- gamma agoni st, use or kit

m”ﬁ@@g? oA B HIogPZMR of clains 1 to 27, wherein the

subj ect does not suffer from Type II drabetes 30. A

nethod PPAR- gamma agoni st, use or accqr.di

3 Ay AGHNGH, PRAT BRTTSIo0S!, UG r B Aot o aharein the
thra&@ﬁd’lhédroriéﬂsfr@é'@haioﬁéar 3 1. A nmethod, PPAR-gamma

agoni st, use or kit according to any one of clains 1

to 29, wherein the PPAR-ganma agonist is a

34.t hi AZ\@éti}léﬂ'{ Mmg@nma%goﬁsﬂ@bb oflkit SEOBRYiGR f®aifgs8) whikrein the
or | accord

use claim3 1, wherein the
fosrgﬁraa%er 1Sdi H@JP%Q 0 'giﬂa@"‘? rn%%ar?e 33. A net hod,

PPAR- gamma agoni st, use or kit according to cIain13 1,

mherel azolldlned one is. ros itazone. 34, A

5ot AN RRAL AT B oG U8 obRbnooRrdn s ST g 30 o 34,
wh@dem tﬁeaé?srglmheumprb{maecu aba gbsdgadens of isetiveert 0©1frey 1 1&f mg
d.&osiglitazone mal eate. 35. A nethod, PPAR-ganma
aYgoni st, use or kit according to either claim 33 or

34, wherein the rosiglitazone i's provided at a dosage

36. poAR TR PE AL parind,agish U or KRaGtai o dain! 2 Wngesin the

rosisfiazendistgrevideasatgl ddsage I‘rﬁel & hgV4 Ahgtbr@tm@ deinsage
level of 2 ng, 4 ng or 8 ng daily. 37. A nethod,
PPAR- gamma agoni st, use or kit according to claim 35,
37.}/\:h eAlehétl;(bd] @Hﬁﬁsg@hhbaagghslt, iusSe PF I@Wh&iﬁ)@blﬂ@ toeclalas3R) twherern the
vel of 8 r re ily..38. A netha PPAR- g
rosigiiipnds itk g Fosaor Bl 61 13 AR Yor ol o e 1

to 37, wherein the PPAR—ganna agoni st is presented as

X ease fornu 39. A et hod :
38R NG PEAShRaTme, FEa g Uk B ShATPEINGT Ve aes 1o
37,cAtairdin tHe PRPAR-Ganwhe agoristlidpreBEWEY gaamnexrpdad sdledse formulation.

presented as an extended rel ease tablet conprising a
core which contains a depot of an imedi ate rel ease

39.f or Amheahdadq rrPFerigandraragbnrsf uge WDKit A¢aeding teeargeone of claims 1 to

net h
a7, yietedn e BPAR Pt BoniSe nieshaesl oy AD cRaPad feiedt Salle
corsprisirgdn derd whichecontdits a depdtrod eg immbdiate feidags igmuettivatad a
east ene ratl to the i Mmedi ate rel ease
A fe PSR Bhieh

a
dﬂﬁ%ﬁt?”&ﬁH@ netrating to the nodified
release depot. 4 1 A net hod, PPAR-ganma agonist use

0.0 KT BAR SR BEnRpbc Bl Tl it ot BB D

tabfe® fs sagkoundesd ihyad coa‘trng&hr@ugin lch hoiislpendbate; dtdeashone

eSS B SAA R0 ko A B i A h oin

releag@emiepbt. i S admi ni st ered in conmbination with a further
medi canment for the treatnment or prevention of
Al zheimer's di sease or other denentias. 43. A nethod,

41, PPARﬂgamm PEJFRgahmalsgenist, use br RIC&QORiNG td anycdrel ohclbiims 1 to

urther nedi canent .a cholipesterase. . ,
Fr s st PP Sai eofote kRt S0 Egblo R BaGynistraton
asksmgaaﬁmydbmg to claim43, wherein the cholinesterase
inhibitor is tacrine, galantgm ne, rivastigam ne or
donepezil. 45. A nmethod, PPAR-gamma agoni st, use or
kit according to claim42, wherein the further
nedlcanent is an NNDA receptor antagonlst 46. A

~ESA S o N L




NMDA receptor antagoni st is nemantine. 47. A nethod,

PPAR- gamma agoni st, use or kit according to claim42,
wob@ress11s he further nedi cament is a non-ster oPCEIS2006/036603

anti-inflammatory drug. 48. A nethod, PPAR-ganma

agoni st, use or kit according to claim47, wherein the

non-steroidal anti-inflanmtory drug is naproxen,

42.1 buprRtey, PRARLGINeRA agohistd s M@t ddordi 8 Ry ORE of claims 1 to
pi r oxi caFP cel ecoxi b or ,as%m. 49. A EEI hod agcor.di ng

41, ey the P ARf-semmaRgoDst 5 asmitipiered in compinadipr Wil AgUtnS

medigdRétidrant frahinidh® oS pral&iftfonios ARABINEYRRRSLA0s S biBEr ddigentias.
APCE4 al |l el e conprises the use of a PCR-based net hod.

50. A nethod for inproving cognitive function in a
43.SUbj &fekhoat! PPARL GHiniha QBbAEY, uss orilizdrebidiig 1 dtimers®herein the
whi ch subject is not omgzyqous for the APCE4 allele,
furtey peqicanmgntisia celivpstetsse IMNIBIO&cr eeni ng t he subject to
determ ne that the subject is not honpbzygous for the
APCE4 allele; and then (ii) adm.nistefin .saf e and,
4.1 (AEIETRRS: BRBEGAIING 2OPBARUBEA A SO DG dswherein the

choht&dit&aEe inhibitor is tacrine, galantamine, rivastigamine or donepezil.

45. A method, PPAR-gamma agonist, use or kit according to claim 42, wherein the
further medicament is an NMDA receptor antagonist.

46. A method, PPAR-gamma agonist, use or kit according to claim 45, wherein the
NMDA receptor antagonist is memantine.

47. A method, PPAR-gamma agonist, use or kit according to claim 42, wherein the

further medicament is a non-steroidal anti-inflammatory drug.

48. A method, PPAR-gamma agonist, use or kit according to claim 47, wherein the
non-steroidal anti-inflammatory drug is naproxen, ibuprofen, diclofenac, indomethacin,

nabumetone, piroxicam, celecoxib or asprin.

49. A method according to any one of claims 1 to 6, wherein the screening to
determine that the subject is not homozygous for the APOE4 allele comprises the use of
a PCR-based method.

50. A method for improving cognitive function in a subject suffering from MCI or
Alzheimer’s disease, which subject is not homozygous for the APOE4 allele, comprising
the steps of:

(i) screening the subject to determine that the subject is not homozygous for the
APOE4 allele; and then

(i) administering a safe and effective amount of a PPAR-gamma agonist to said
subject.
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