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WD 2005/ 099823 PCT/ | B2005/ 000923 THERAPEUTI C
COMBI NATI ON FOR TREATMENT OF ALZHEI MER S DI SEASE The
w@e@soras2appl i cation clainms priority under 35 RCBIE2005/000923

section 119(e) to United States Provisional
Application Serial Nunmbers 60,562,141 filed April 16,

5 2004. FIELD OF THE | NVENTI ON The present invention

I THERSSPHIOTKDOPBIBINATIONSEO R THRATMENT OFANRAEIMER 'S
Al zheinmer's Di sease. The invention further relates to
met hods of using such c&HPBASEi ons to treat subjects,
i ncl udi ng humans, suffering fromAl zheinmer's 10

Di sease. BACKGROUND OF THE | NVENTI ON Al oi s AI zhei nmer
in 1906 was the first to describe the uni

neur dP&PESFUGPELIcaRePlaimpPrigutinder HoWSc sectlon 119(e) to
Iﬂ\;\ﬁn%:ﬁ %Iﬁ#%% I?Iégl{s;%o\?/%? dg)l%sA%? dn %%a‘i Eﬁmbl%;saé)g%@loﬂ fﬂgcti Ag)ﬂi 16,
200genarti ge 15 erkrankung der hirnrinele. Z Gesante
Neur ol Psychiat. 18:177;: 1907 Qver 5% of

i ndi vi dual s over F@Qé@g NTHNi mated to be

af fected by derrentl a (Hofman A, Rocca WA, Brayne C,
Breteler MM C arke Cooper B, et al. The

pr evdibg @é@e@fmmtm TelptesioRopmesitions Besiuldboihg tregianent of

SR ABEE R0 A e SIS0

cd®Pditio o Behtadrjeds, 1aafldd171@%mfand,enﬁﬂﬁh @froar Alzheimer’s
qattrl buted to Al zhe| mer's disease ("AD"). According
1¥%%e Al zheinmer's Association, one in ten people over
65 years of age, and nearly hal f of those over 85
years of age suffer from AD. Currentl over 4
M1 on Aneri cahACKEROUND OR T tis
estimated that this nunber will increase to 14
mllion in the year 2050 (Brookneyer R and Gray S.
Met hdHsistArheimers i1 804 wagtherfist tadiesraibedhawriaps eval ence

PR ARk PR A RGP AR s P RS T bie"

biaB bf 4 HABant BB rogredbivh dementis(AdrisdmseAl Beberehfetigemartige

cHHHRERIE" BERPIdfod GRABaNIY LaHaiifehsA )T 1007 ver 5% of

n?cﬁ%%ﬁﬂ%'v&cth@x% 89%&! &a%?e'a tﬁ%/ak@&%%g%%%aéa (Hofman

di ffuse struct abnormalities in rain
Ay Roscn Y ddsiypynd Cb\Erdte]rmMMﬁ,J@mkdzM Qdoper Bedtal. dimgl oi d

pgfé\/ége?qgg lgf‘ %( e%?lal in Jr%&en tA c&&a%orartllvtelg u%ymiJ lbé(; T%Oo ﬁncﬁngs

EURODEM Prevalence Research Group. Int J Epidemiol, 20(3): 736-748; 1991).

Between 60 and 70% of dementias are attributed to Alzheimer’s disease (“AD’”).
According to the Alzheimer’s Association, one in ten people over 65 years of age,
and nearly half of those over 85 years of age suffer from AD. Currently, over 4
million Americans suffer from this disease. It is estimated that this number will
increase to 14 million in the year 2050 (Brookmeyer R and Gray S. Methods for
projecting the incidence and prevalence of chronic diseases in aging populations:
Application to Alzheimer’s disease. Stat Med, 19(11-12): 1481-1493; ’2000).
Alzheimer’s disease is a chronic neurodegenerative disorder that is

manifested by cognitive declines in learning and memory. It is accompanied by
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process (De Strooper B and Annaert W Proteolytic
processing and cell biological functions of the

waegksops2pr ecursor protein. J Cell Sci, 113: 18BCHIRAEE/000923

2000). 5 However, in a revizw by Emrerling and

co-workers (Emrerling MR Spiegel K Hall ED, LeVine

H, Wal ker LC, Schwarz RD and Gracon S. Energing

s ﬁﬂicﬁﬁal dbBbrohdIRiel [LAE BB, &fgm%ﬁg%bgﬂsf évi&ynégaﬁg%ests
['enni um Energi ng Drugs,

mh@gctdaay]plcb@cﬁ)@@yaan impontant kola grethiyingliifet temii] elbgenasatlae

1R 5E Bt Slroomiaid ARealsProb e omog ool tipjogca

fuabdRiof % SmylBRUTeS U ipkdtaihy.s Pl vel 993185118 AIMBYA)ON,
oxi dative stress and cerebral vascular insuffici enclyl){

Hpwevarongpeyiewty pnegdag andice-werkemnt(Emmerling MR, Spiege

AT SDOMENS, ke PR RN Rl Aol S e

€ eeytraabiabit € Addicthadedikeuse bi the Mllemﬁhmdgmdﬁgaﬁgobmgs

tacrine nex C rivasti gm ne Exel ono
ﬁ&%af%é?b éh%éese%éﬁ 4"\13 e fOAgﬁ:rc\éfwedg sodely @%é dissasg o

hdhebisinfttdr 8& & lcﬁﬁtd s?tlon !Rlatj}%g @E %?m@frﬁtlf)ﬁ' bty

I ncor porate ereln y re rence: é §

&eﬁ&&aﬁ@kb;dc&slﬂﬁn@ﬁﬁnllﬁy Pdiholdty, iafldmntatida, Hx7dfive stress and

i S d| n U S. Patent Nos 948, 807

fslésﬁe I3gsutfige d‘aﬂé CPRAPITg 1 awﬁeom%ea%ﬁg. n by

r ef er

4 631 SgE Enig‘% g%i%%%ﬂéﬁl gfely gq‘utgc%g HB%PQEZ%@ bartiBRrof

A!D rEa{aamaﬁ)knoRa rayerty]c]{wl)na estedass ¢hiobitols um:ludeﬂonéizdz'ﬂ nt

ng, 6, 099, 863 chp.ar [y, :
IRRespp ety (Lol oy eresBReEReIon D abiuiatying @pminyD.
REi8yptBL dlgm&reaamherfeiwwing U BepAGHE | ARIFRIHi c1AR fully
progressi on of AD. The synthesis and secretion oOf

ingoipotpted hgneid byaeferences4.68%.84 L 5, Qﬁ5|f86é1; éﬂﬂ@ﬁm 0,343, Stlﬂeiquld
i i .ol ,
0375 B0 s 5 s R s PRER G3bs okt Y siePRdne©

Which aeéfmlgaﬁtﬁﬂpdrhteamleremb ROdresdB. of lipid particles
both {n t the brain in AD (Beisiegel U

GotnestSotibslowdin LS aa@tm 6P abou HE1A 404 Kellp s n
%B{p@%{te%r&h%&ukﬁ%r Q)lf 1° 1&813@1%?6%1%%8 gaQ%'g[)Nos

rocessin
$668,01 % atd G092, @631whiésﬁ|%}e fu'Bl@ 1ﬂa’lﬂpc&ﬁ&d¢1leﬂreb|y Afcence.
produ ion a nstrated through in vitro and ani mal

nodel %@ﬂaﬁo @ay ipppgrisms rolsdn dhgegevrloppsnt andp

%% TS ofor W8 KBE sﬁﬁhes%ce{h\ﬁ%'égreml of‘l%o%? aﬁmles occurs
rging strategies for the treatnment of " Al“zhei ner

dif eagiellpin thh peiyhe? 0id (e HEAB. IREDL thi2Y) F&tixd 028 ch B

%Aei‘?lglfegg nl@}rg]fsta}n:ﬁtiet[}% p?tgptéalfé/gcntlceﬁ ro?e oef(%fanspgo%tggnd rr?%aboshsm of
lipid particles both in the periphery and the brain in AD (Beisiegel U and Spector
AA. Lipids and lipoproteins in the brain. Current Opinion in Lipidology, 12:243-
244; 2001).

Cholesterol modulates the processing of amyloid precursor protein (APP)
and associated A production as demonstrated through ir vitro and animal model
studies (Emmerling MR, Spiegel K, Hall ED, LeVine H, Walker LC, Schwarz RD

and Gracon S. Emerging strategies for the treatment of Alzheimer’s disease at the
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animal diet results in an increase in processing of
anyl oid precursor protein (APP) and production of AP.

w9983 chol esterol from culture or ani mal dPEL/EB2005/000923

results in a reduction in 3he processing of APP and
production of A(3 (Bergmann C, Runz 5 H, Jakala P and
Hartrmnn T. Di versi fication of gamma secretase versus

C gD h | et ion.
REL T SEEALERS DOkl 590, B xR G B o
momal dighteldts is abyndxd:a;sc fi pu@c%singi df ianazllmé peguisor plogein (APP)

h .. __canversi on. of vaI onat e
BRl P Rksiop AL RErBT Bl e s wotiopabers results
inMHYeBhdtnSn thd 150 stiRg DF APPSR phéducos bf'Ab‘iBel%fn{a%ﬁ"C ®Rinz
t he processing 10 of "APP and the production of

HAI@S@@P 8 Hetwans T ERivarsifimtion of ganma Geablest mrms beta—

TR bl

StatinombEdit Qo ssitbEES b blotkiak adriviciltepfigith
| ovastatin serum AR concentrations are re ced I n a

%@éﬁﬁ@ﬁéﬂ@%ﬁﬁ@ﬁéﬁﬁ @evebpafédh@wnngrcho@rqr@ﬁh@pgh HMG-
@8&%@%‘?5&8 P stann?% gﬁ@hm\f\ﬂrte?fect ont the processing

contr ease ovastati n decreases ser
cfoABR nhd dtei pm&mnbn lofi A Alnetta BTy Freird E(RMn‘Bi)Dmm Hde.

Sheeiter pﬁrreéﬁl@éégﬁ’o?qqﬁévo 261 b gL Amsecied ol

SBDBRI AbBle, $:5094 1 @haj.€d with a reduction in APP and
(3 anyl 0|§ Such reduction could result in a

m)dl fImmimrahhmﬁaxdsxﬂwarqsat@QWRmfomaaqﬂe 20vaatatin, serum AP
in._cognitive ehavi or

R RS i EAERt T hdbSer RBep AT TG AF BT, GulldeEL
deyala g&m@t BakbaurP B e RenPRith QB&P&Ed%EB&SIB%s%tm but

nore directly on AP aggregation (Golde TE and Eckman
@reasrﬂﬂee@m@pmentmumsatf |humaabe‘aran¢5derdqwg psptidat Bgy f or

Yeag BT oo 05aT Soowe 2ol ARG cih fpagsd RN

ToRreRing of SAERY chandtekdlNd Eotrdlited Yith aa68uctloB @ APPSHad B
factors for AD. Additional risk factors include

ampieithgSucbaeguatias souldiresslt ip peredifieation o dispgserogressipasand
th | at
R L

I\/C Atmhak bedn shlgges‘fal ﬂhﬂﬁhé/ﬁ)le biagering ApoEharthélddieldpment of
nn RJ, Havlik Clarifying the direct relation
B e ok o Blovgh shels oD out Het 4:e58 Sl kiesrsEioD (olde

TEFR TS RndES. cRaR ARG BF s S NEND
mtmsnws‘bhhamd s\iisetser BrgelisserauyiToddyo bE3t HHM6K1055; 2001).
U LN R CECR TN ELEN
Additional risk factors include smoking, body mass, blood pressure, and lipid
values. However, as the disease progresses, the relative importance of these risk
factors may change (Corti MC, Guralnik JM, Salive ME, Harris T, Ferrucci L,
Glynn RJ, Havlik RJ. Clarifying the direct relation between total cholesterol levels
and death from coronary heart disease in older persons. Ann Intern Med, 126:753-
760; 1997). In general, the diagnosis of AD is associated with raised serum

cholesterol several decades earlier (Kivipelto M, Helkala EL, Heanninen T and
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others. Mdlife vascular, risk factors and |late-life

mld cognitive inpairnent - A popul ati on-based study.
woleawsobsey, 322:1447-1451; 2001). Early wor k bRCBm206%000923

and co-workers (Sparks, DL,4 Hunsaker JC and others.

Cortical senile plagues in coronary artery disease,

aging and Al zheiner's 5 disease. Neurobi ol ogy

RN NI fd FisBhTar B fREFS ankPIB3)1ifd eARNSIghaivedmphirinbite A

neur opat hol ogi ¢ | esions i n non-denented CAD patients.

reprlann-bresgl stady. Wertologyad2d bHnktda2@il)an associ ati on

between_high fat diets and the risk of AD (Desnond

Dw  TFArbhY etk Dyriparipsaand oorwaskers S narkeriy Hugsgisr 4Caad
R e o AR
Badds Nebbihiolb9P ) Agibe.ctlfo)t HAL-60T;c990) deahdmstiated AD-like

car di otective. have been to  redyce. the ris
PR BN fryoRDi R eetieiad Cabpetiopts oEBlaEoh Y,

12k RBMSnstrafs EMPALOARI A befPSRMi bidfat QictPNAQRE &8lof AD
doubl e- bl i nd pl acebo-controlled Systolic Hypertension
(DesEAnG PV ( BytemicBUTK, PaikaiL, Stemnt drisk E8gorg S rete®savascular

SO 1 RIS BARBE e %88 Bhobaftn ot
JhA2e B4R 19D 3). Dietsithg atd®dafled BadRIpyotsdtBinase bédthawn to

reduction in cholesterol and risk of devel opiqgg AD
redyceithepislyaf dayslaping AD(FerettsE, SapsMbeplacssendd e oeaRNn

PBvered 5 BEnth bifadorie o RRTRMA AaccbionBIE sy,
Hy@triensioh aisBuwbe I($ wit-Eur)agall Avates 350r1343d 361, 1928).t he

treat ment of hyperchol esterolema. United States
Pat enRedeint retrogttig@gudiesipoint toi apnsitiyerelpéonshi lesitwedmythe

f d United Stat Pat ent . 5, 273.9
4op S FEote el et n R e Rt iR resio ffincpgigsterol
addQiskaF idatd1Bpink AT (a¢k M; Z&hb&E GIL, IdksS, SestadH®eand
| ovastatin, fluvastatin, cerivastatin, pravastatin,

Rraghman BA-nStatas anskihe aisk af dementipsTisnlanoen 661 6968631 ;
JYeh4 | B2005/ 000923 5 SUMVARY OF THE | NVENTI ON The
present invention provides a pharmaceuti cal

COMPOZ{drl ARG FR AR of %‘;ﬁ sERR Wikss Bf li}fillﬁ r85 Rk GB0kde

esterase Inhibitor or a armaceutically acceptable 5

thaleatiivat ebliypearhobsuriemof Uaited Sastsdtatemt Dio. 4,681,893 (fully
.phar maceuti cally accept ahl e .salt .thereof;

BaPRa eaa prye BEoeR el s Bl ave. gere9s Clly
incorporated herein by reference) disclose atorvastatin (Lipitor®). Other statins
include lovastatin, fluvastatin, cerivastatin, pravastatin, simvastatin and

rosuvastatin.
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The present invention further provides a nethod for
treating a mamal suffering from Al zhei ner's Di sease

W@ 0up/09seng adm ni stering to said mammal a PCT/IB2005/000923

therapeutically effective amwunt of a first conmpound,
said first conpound being 10 an acetyl choli ne esterase
i nhibitor or a pharmaceutically acceptable salt
thereof; and a therapeutically ef fective amount of a
second conpound, said second ound bei ng

atorvastatin or %Ubﬂ&AREH@EﬂTB%HF HH@@Btable sal t
t her e‘ﬂle P@éér&ﬁﬁ&em&oﬁ ﬁodv?&ies miphc aceu I'IT'S fcé)xrtnﬁgsf o1 pcgmﬂ]r%ing

Al zhei e sease

axtl A oinstt o rahl’ageﬂylbhsﬁm&esfmm&hhlaltbﬂ‘tﬁ’f aRtthhdeatitally acceptable
effective 15 anmount of a first conpound, said first

nheieat BN Al devrirdmer 2 ame@magléy qeRPIPle Rt or
e%@‘r allljﬁ%éu)ﬁf?%t ; V@[Qﬂ)l@ C 1% ﬁ‘iﬁ{e‘ﬁp f;, and a

erapeut a sécond
c 0 n’p olihel pramtdnmon diurdmrrpmm@bs mahagocaf@measm @b mamngal
ceutl cal | cceptabl e salt thereof. Further
ﬁ}fg%ﬂn@? P AlZheimeh s [Pieaie orgRisinedaipsienag topd fapseal a

BRepeudug e’i‘ﬂ:@ﬁ§@ﬂn§iﬁlt%@5ff§§t'ca bl AuZH8 BBfpofind bemg
Pl

Dsease of the risk Al zhei me D sease, I ch
amanedylbl@cﬂgfeu estefase mmltlbndmaqw Iﬂ)ﬁlﬂh&%uw&iblanmptable salt thereof;
Istra

(% Dbttt ee bt bt B ac i ko PRRERG: 57 Rsondcen

Qérﬁﬁ&frid g MBhvabta6R 8P e tadslitichllp h@kpiabletsalt Sikdbf.
mamal_ so di agnosed and prescribed an amount of a

fi r st Faghenpsoyided isdi method &or preventing A:lzgxenae;rtaméease ina
e LR EE S R

hﬂnemem‘f a fastcommpominaibaid ffst @orﬁlﬁﬁmﬂd)eﬁ@tan\aeeﬂyltgbﬁﬁl &fdrase
(b), said second active &h}?r edi ent

DO PR OF APPATRACCRLGHIN PReEPEANS i there e@qb@ gtﬂr@egmaaly

f
LS ameOry {8 Corbdil, BRY hotSnd DOAGE i Mo dMain
bogphdreraceutically acgpeblhsaltiiareeft i cal conposition with a

30 ph ceut ly ac abl e carrier aqr dil
Fur  nEFBRGUPHER 50 BERER HORERE b P pHigvin hes been
Hfaﬁﬂ&%ﬁ a8 guf%&{gefr&ﬁrAﬁheu@elgseﬁfs@aéerbr %J@éﬁ@* Mhe‘éfﬁeﬂas

beén exani ned Al zhei mer's Di sease i cal
Pisgesd, wfmkewoahddaedqefatgm derapy iyrthe e@dbmﬁd aﬂmnasp tib of

BRb3aCu) PR anetlie ARQF RSt o5Pomne Fu () bos Ben
Pﬁgﬁﬁiﬂdﬁ%ﬁchdfbﬁi;@ﬂad hniaRtefiak 1884 d naNmAoAagnpkHdGERd

conprlses a therapeutically effective amunt of a

prep@ibegam; apgount A Bt éﬁtve(lagred@at @)-fspidfirsigactivg engredient (a)
|

b B o B Rtk B B8 S AR BB €8 fpable sl

theerofpdnd ananeurit b€ s aqpend actidle iigredient (b) said second active

ingredient (b) being atorvastatin or a pharmaceutically acceptable salt thereof
wherein said first active ingredient (a) and said second active ingredient (b) are
administered together in a single pharmaceutical composition with a
pharmaceutically acceptable carrier or diluent.

Further provided is a method for treating or preventing Alzheimer's
Disease in a mammalwhich has been examined for Alzheimer's Disease by a

medical practitioner and diagnosed as in need of therapy for said Alzheimer's
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5 effective anmount of a second active ingredient (b),
sai d second active ingredient (b) being atorvastatin,

W@e00a/0pdsas maceuti cal |y acceptabl e salt ther eof PCTB2065/000923

said first active ingrediemt (a) and said second
active ingredient (b) are admnistered together in a
singl e pharmaceutical conposition with a

phasaseut jGal Adﬁnﬂ%ﬁﬁﬁé@@ﬁ tﬁe Gadivel i9 greafenfél debﬁ fted 40(a) and
Further provided is a kit for acherving erapeutic
@D below, iwhich ermnprises aéhﬂmqugpfﬂty effective alpeunmtwcf alflrgt active
SIS YD, BPRH B eRF bl Yol 08 L RDOR e
inhiieebr apﬂma@b@idmy leédg%llé 34lt tBEEER had h EhegapetiticllyOr
diluent in a first unit dosage form a therapeutically
efqctiye preuntefplsecorst agitveingisdiant (). gpridgecond active ingredient

@E Ca%ﬂhs%H Br ﬁ%@%%a%%}&t?ca@ lraEc i)léh%ﬁ s%fl t 0o 15

ceutlca ror uent in a
whemmbaummst dﬂS\&gﬁngedrem (aqand said sdcond ecumagmdikmtr(b) are
id first and second dosage forns. Further

ntalnin S
ifff%lwsafga ?%geﬁief i1 a $ingle DhARRASGRIGaA CORBABH WIBA for use
%na&ﬁa@eutﬁaﬁya&e% BIe'E%&?&é%tdrﬁﬁk effOMpostion for achieving
n

Al zheimer's sease- noditying effect in a mamal
suf f eFumg;erfpr@vrd@d whadiitrfor 'asheiing aslmrapﬁtutlc kff2@ in a mammal

h Di - npdi.fyi ffect t th
e S R S R S S
fnhitsitor apd pﬁ%ﬁd&@uﬁﬁﬁﬂ&'ﬁ'@&?}%ﬂl@ﬂlt theepPsidd ﬂi&ﬁnaceutlcally

aid

separately wherein s i rst pharnaceuti cal
wsAplebletdanier @b #PReE d8 2 diistami desagsfiormat athorpeuticaly effective

E\ﬂ&ﬁﬁ%‘f% rllgs t{nyore}i aé;hc ?é;ebl el accépgcgtglg gal‘aﬁleld n%md 2

ar FTB.CE I Ca arri

pﬁmcéutﬁauyi a@@p@bﬁ: @h{@érrm@ﬁuéﬂtﬁﬂb s€d @gittdosuge 26rm; and
conprises and an anpunt_ of an acetyl choline esterase
FoMiRiBeR Hpansfopconiyangsail firstcand sgcaiiddosegafioensar ri er or

di | ueﬁhrthé:r r&ﬁﬁéd ﬁraof\llﬂsfj@%ﬂgﬁce%ng&acfo %gi'tﬁ)h %’rl se Wi

conp03|t|o conpri si ng nmount an acetylcho
gsbad phmnanbuttnal oasmmstlan pdreachize gt ancallzhgine e’ s Eideals- e
sal . ther f a statin or

Eﬁﬁlrfméﬁe%m lya 3%1%@ feogp A leliamerct Disssg, whish
ﬁiﬁfé%is@%ehﬁoﬁ?ﬁﬁ@%ﬁpét% &%ﬁtrel’ fan Ye ok HEAL effects

Further provided is a nethod for treating a mammal
sabidvedibypdininistering shidifireirand sBicdaermaeptica pmrgposmons

d t th t

Sy yEessie ol (R shaRRepioad sRRhARSL arabtisey ag amount of
Gt |

B O G o ot eemaceutically

ﬂﬂ?ﬁpﬁh@é@ﬂﬁf&f &r Idyugl@c@p}_( whereinggid: seeonsk phsrmagggticad composition
%ﬁvﬂ:@ Uhk gf'i‘ 'glgbréblgﬂ é}fg G bRy 1B s Rl as B it RG RN Y, gompound,

secon
pharmaceut1cally acceptable carrier or diluent.

Further provided is a pharmaceutical composition comprising an amount
of an acetylcholine esterase inhibitor or a pharmaceutically acceptable salt thereof; .
an amount of a statin or a pharmaceutically acceptable salt thereof; and a
pharmaceutically acceptable carrier or diluent.

Further provided is a method for treating a mammal suffering from
Alzheimer’s Disease comprising administering to said mammal a therapeutically

effective amount of a first compound, said first compound being an acetylcholine



10

15

20

25

30

being a statin or a pharmaceutically acceptable salt
thereof. Further provided is a nethod for preventing

w@bmbmdeses ' s Di sease in a 5 manmal conpri si ngPCT/IB2005/000923

adm nistering to said mammel a therapeutically
effective anount of a first conmpound, said first
conpound being an acetyl choline esterase inhibitor or

BAtePRRINRGRYE bﬁ@bﬁaxnasaﬁiemp L&egabfe sl e s; arﬁm a

therapeutically effective anount of a second
therapowtiva]ly séiedi weannount ob apenond chmipagnd S&damqmdapmaound

har maceuti ca accept.abl e reo 10 Furt her
BB A REE b Phre GRS e resitit s LB RERa Tonl oh ha

been Felitiagnecadedis asHéthed f&q)ré«eeﬂh@lAzilehﬁ@frs mséasaﬁﬁée
or the risk of Alzheinmer's D sease, which would

IBEREXal OMPERNE ﬁémawebyg fcheid BB @ thfdnﬁqlﬂléitl]rymfffﬁ@hw)f

%?}L‘E t ﬁzi(@%}dcog’g)oyg? g(gol,{ltl&g{r@;b%{nl anga@et cﬂ){ﬁg dsPase

iskibjror 8£5 phghacesically ragcetpcab&asaﬂt theoR ané 0 titr B0ty
qand 15 prescrjbed an anount. of a first active

554 B8 REIRHN 2l)2 SesaRdicqMPINdawt HeoP gpEBPERkbefng a statin or a
%hﬂgc&lﬁc ?@eg{ggje sg.ﬁt &fase i nhibitor or a

armaceut i ca accept e salt thereof; and an
a nounFuntiier proadehid aan¢thoe forngatdg e nanfrhyl, wisieli blasseennd

t d t b t at o
Brpid at e o el ey DReterir itk G s ¢

Thiséask, %Ic'hv\ﬁodlﬂ BERHtFRIm (Ryapi ) B8 OmBREAAEmARIH BN of
i ngr edi ent (b) are 20 adm ni'stéred together in a

boithh@)eand (Y h@l@@uancbdabreé@npdsnmstmtlom ffpoth (a) and (b) has been

Qs%r e\gfng@l ngcgsca: Legalg érrsr!u r 0 %gso agnosed and
paésemeieﬂlaﬁ anRuabhef 41Bfst Sctivel if@RERNE @), asaimmpdctm@ iri;glaedﬁaﬁ ()
been exam ned for Al zheiner™s D sease by a nedical

bsingcan a¢esHeRolieEstarasg iy bidorey 4 phapeacsubeallyreeensisble salt
%ng 'ﬂnﬁtaﬁ' ASun? PF? ﬁé@oﬁg ?g‘t?vetm ﬁIteIa%a{ g)%{gsmd | secc econd actlvg as

Histration o e active i1ngre gnate

ifugred hamd (b)(Hre)ngbe ’stam onh phdinmoeidall ¢ acptabRysap elwrd:csfairﬂeyem
effective anou a first active jngredient (a),

sau fest pgtaye laaeﬂv@t m grearid ﬁ@coclsl)acm wgre&wnt (b) are
Qﬁﬁﬁ%‘t&g@{dg@ Pl ;?Elﬁgl% 2 Eﬁgéégg t@a[l cpi ?on witha_

armaceut | c y acc
pliaenapfemrlcalc:aMopptabfefoeuuarwedqunt of a second active

ingre aid s d .act.ive |n redle 30 (,b)
o not i atevitedR RSP R Bating Br pVertnepdhimets)
b#&sseqh a mMiieHR1 Whithilds Béérﬁéxaﬁﬁﬁéd’f?)r A@ﬂfcﬁﬂ&%rﬁlséa@é b@Ad
sai d. second active ingredient are adm nistered

mesielnuactitipngr anchdipgnqshd pniicrag |0é Herapyrfposiid Adwheinnarls a
@%%%%etgé é&%@%&%ﬁ(}%@%@ﬁ %atrl%é i%rgre {engs Ae%'fgl%ted as(a) and
(b) below, which comprises a therapeutically effective amount of a first active
ingredient (a), said first active ingredient (a) being an acetylcholine esterase
inhibitor or a pharmaceutically acceptable salt thereof; and a therapeutically
effective amount of a second active ingredient (b), said second active ingredient
(b) being a statin, or a pharmaceutically acceptable salt thereof;

wherein said first active ingredient (a) and said second active ingredient (b) are
administered together in a single pharmaceutical composition with a

pharmaceutically acceptable carrier or diluent.
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Further provided is a kit for acheiving a therapeutic

effect in a mammal conprising a therapeutically
webdosopisee anmount of an acetyl chol i ne est er asePCT/IB2005/000923

i nhibitor or a pharmaceutically acceptable salt

thereof and a pharmaceutically acceptable carrier or

diluent in a first unit dosage form a therapeutically

ef f eqtjper proavididns a it Br SdRiViR 8 thefafRliAL BRERW b GRkrYal

acceptabl e salt thereof and a ~pharmaceutically

cavpeisinglal herspewtically sffedti yemnournt of an gseasynkplingiesterhss age

.f.0 and , contai.n mean or nt al nin ald first

i1 T B e R BE AR R Ly FERB R X SRTE S g B Bhecddadly
aPEEPAPAE Eattrie€ 8} dibAPASA fitsd Anit A6sdEs Eoih I thérap&iBieffective
phar maceutical conposition for achieving an

amobphiestaln pr 8 @hasoacewticabyiacsapidple saleberephand dranmal

iyl el Ol R ABEBHIRE of o GERPE ol B PLEREHIEL ufia
coheniret freahs foravhtaming sdiy fastrandissdoakii dogageefoand.i r st and
second pharnmaceuticgl conpositions separately wherein
sai d 14 PB}Yé‘ff‘ﬁldé égtﬁtd)gﬂa%%ﬁ’?t}%ﬁgtc%ﬁo%%%qfé’é% with a
P bac ol ToniboRiion (RMIRER U1 BN SIT 20
roedifyieg efdectdn bueanmabsudiening fwinm AdziednedcDisdase, which

har.maceyt.i cal coppositi.on. conprises and ampunt of
ARG ERES o GRr m BTG s aPt A% By i S tndReck
ARHRVEREE HHheAbtin 2S48 Pl ARhE sEhH iphhrrRicettidal @&h{)qsﬁhﬁls
present invention further provides a pharmaceuti cal
separpishi whetein sasthirst phatgnagautingab compesitiefoenapises anameunt of

harmaceut i cal | y. t sal of o 2
SHBIR SR eI BB SR bk B ep g ociteany
@Recaritlabieics at dilddhermdfwheaeifl saidpbesnpstatthhceatital composition
acceptable carrier or diluent. Further provided is a
GoEIESes 3t an pEaEnted an asghelioliag esteras Hbibilgror

pﬂaﬁﬁfc{eﬂﬁéélﬁl LiSHABE ¢ 'fo'kﬁjflJf?&lt.aF’m nistering to said
manmal a therapeutically effective amount of a first
conpolirdyresant thvientien furtep providds el phgridadeepes icbmposidoi? 5

har maceuti cal |y _acceptable salt thereof; and a
PR %rgplprsy oégplég{%iz@ or aﬁgmacslfltlc Y 2eceptagle s.alt thereof;
AR EE 2R 1818 R APHABIRIHACHIREI LS 10 EM%E&%E:&M% a

pharmaceutical |y acceptable salt thereof. Furth
Provicteticalty accaptabledafriar opddvenit i ng Al zhei ner' s

Di sease,.in a . mal ¢ i Si ng adm ni sterj tp said
e REpAd Ransto® forisaing & Magymal sytfeing pogy
Alzh&itnes'9 PIREHRE comPlifink iatiffiniSe TR tshid Biafind ANERSFuticAly
a pharmaceutically acceptable salt thereof; and a,
affest spanoneef| afist ¢anpoupd. e lirt compowndsheingdonepezil or a

ﬁﬁ%ﬂﬂ?&éﬂﬁc@?ﬂ%@tﬁ&%@lt ?ﬁ%?éé?é‘rgc} %’H{eﬁ%;@%{aﬁl%?ﬂe@t‘i&e%%un@ of

pharmacéuti-ca accepta
a second compound, said second compound being atorvastatin or a

pharmaceutically acceptable salt thereof.

Further provided is a method for preventing Alzheimer's Disease in a
mammal comprising administering to said mammal a therapeutically effective
amount of a first compound, said first compound being donepezil or a
pharmaceutically acceptable salt thereof; and a therapeutically effective amount of
a second compound, said second compound being atorvastatin or a

pharmaceutically acceptable salt thereof.
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WO 2005/ 099823 PCT/ | B2005/ 000923 9 Further provided

is a method for treating a mammal whi ch has been
walc@goesesl as suffering from Al zhei ner' s D SeaBET/tB20031®0923

risk of Alzheiner's Diseas®, which would benefit from

t herapy by the conbined adm nistration of both (a)

and (b) below, and therefore adm nistration of both

() aehédProiasd ReemethddrfBS&EdthRth mWinfl wheHHas $8én
adm ni stering to said manmmal_so di a&r;osed and

dtﬁgegwdia_beﬂf%f?m forouMlzheimen’s Disegse artieviskiohgrewinerts |
T e

batiun indfb) delosie aahtherefote//lnhingtatdbe bt bdth)a) @di () sadesad
active ingredient (b) being atorvastatin or, a
pirsaribrie bt shcampyise adpaBréns i wid mereu soferrsrdsad d
r . . . . .
s S P LR R 1A Al periend et o
bpingrdsaeguiliot alphempesaiicalynacaepthbla splh #remed partd ayedrhgunt of a

acceptable carrier or diluent, Further provided is a
Sﬁanﬁaaﬁ‘reomgfq%&gf g?%ﬂfﬁ%’l“ﬁe’F“%e oL (PrPeipsftaptatn or
a}ﬁx‘gﬁfgg{%ﬁﬁc%ﬁacm REE Heor ARG REIG fﬁstgcﬁeég%g@erﬁ ()

) I tioner and di agnosed as in nee

ant eaid pycandractvd i gy ditrdi(peare edDinistarsd thgetherdn alsingleoi nt

dm nistration of the,active inaredi ents designated..as
PRt S oRin o S o PRt e SR B R S h R L fy e
ef f eqturier PRl is04 nthdd Bt tragd g/ AlzhBEiied Dadasd B)a
said first active ingredient (a) being donepezil or a

mramahekigh henbeep cxemvpadlor Alzhpimer's Rispasstby smedigal

t her. i;cal ffect] i
RSB AU LLE R, Oy AR A o
thejoig adbnivigstioatdf the active ipfedisacadtsignalet s 20 and (b) below,

acceptabl e salt thereof; wherein said first acti VS_
Whigh eemeites aaherapearticaily efecibemonet plefirs getivd iagiedien) (),
B0 Sl th APRUAE Hohdhedl BF P 3hSnBACBRY occpRible
salt tishiréafemid a fharapbet cgdtymffeddde amoantkifta secondarchize wigneylient

(i)her. I%eut ic effect

% | pre _
ReR SETRCaT 1S Ingfa Rt LOGS aEY 10 oeh B maggutigally
agﬁg{tﬁlﬁ@ St theRbF ;thegéin%ﬁﬁﬁfﬁ)&@mtﬁ/eﬁﬁé&di%ﬂgﬂ;af #id @dls@ond

maceuticall'y acceptable carrier or uent in a
aciive ingoadiient oysag edninistered togasherin atsingde parmpeaticily e

. of . i i call
SRbian LSRG sl RAS D
accephieepodidet & a kitrfoflhdhenhg b thedapertio Bfettih b ntt@sage

form and container means for containing said first
cemprisiechificapeigally eftegtivesgnempt oh dpnghesy pha ghargageutically

zfc'céclgtlﬂz}g Q%{ 1B 54&3?}1%%8&&:%&118&0% tatle Eaﬂqlef 8 @luent in a
second pharnaceutic conposti on rachieving an
Hszindi dBngsfotnsehseapeutically effective amount of atorvastatin or a
pharmaceutically acceptable salt thereof and a pharmaceutically acceptable carrier
or diluent in a second unit dosage form; and container means for containing said
first and second dosage forms.

Further provided is a first pharmaceutical composition for use with a
second pharmaceutical compostion for achieving an Alzheimer’s Disease-

modifying effect in a mammal suffering from Alzheimer’s Disease, which

Alzheimer’s Disease-modifying effect is greater than the sum of the effects



nodi fying effect in a mammal suffering from

Al zhei ner's D sease, which Alzheiner's
woeesass2sodi fyi ng effect is greater than the BOIE2005/000923

the effects WO 2005/ 099823 1#CT/ | B2005/ 000923 10

achi eved by adm nistering said first and second

phar maceuti cal conpositions separately wherein said

adchieSéd B adBESHCRld FRNMARSIECLAN pRARRICESRR! 86in '

of atorvastatin or a pharmaceutically acceptable salt

sepaspiebf wherdinssaphamshipheemasestic Rl compastmaisaineprisgs an amowgt of

, . . C mceut | .
S o BB AL AR AL g
adcqhablernagiet ocdilueyt, asd aptbl €aid 3EdondrphaFmacditictd Bomp¥¥iXion
2005/ 099823 PCT/ 1 B2005/ 000923 11 DETAI LED DESCRI PTI ON
comprises A At theonspedkeita pharerepdicaBy desepbablecarrier or
ceutical conposition conprising an anmount of an
acetyl choline esterase inhibitor or a pharmaceutically
acceptable 5 salt thereof; an anobunt of atorvastatin
or a pharmaceutically acceptable salt thereof; and a
pharmaceutically acceptable carrier or diluent.
Further provided is the above conposition conprising
the hem calcium salt of atorvastatin. Further
provided is the above conposition conprising from
about 0.2 ng. 10 to about 20 ng. of an acetyl choline
esterase inhibitor or a pharmaceutically acceptable
salt thereof and about 5 ng. to about 80 ny. of
atorvastatin or a pharmaceutically acceptable salt
thereof. Further provided is the pharnmaceutica
conmposition conprising a fixed conbination selected
fromthe group consisting of: atorvastatin calcium 5
nmg 15 active and an acetyl choline esterase inhibitor,
10 ng active; atorvastatin calcium 10 ng active and
an acetyl choline esterase inhibitor, 10 ng active;
atorvastatin calcium 20 ng active and an
acetylcholine esterase inhibitor, 10 ng active;
atorvastatin calcium 40 ng active and an
acetylcholine esterase inhibitor, 10 ng active;
atorvastatin calcium 80 ng active and an
acetyl choline esterase inhibitor, 20 10 ng acti ve;
atorvastatin calcium 5 ng active and an acetyl choline
esterase inhibitor, 5 ng active; atorvastatin
calcium 10 ng active and an acetyl choline esterase
inhibitor, 5 ng active; atorvastatin calcium 20 ny
active and an
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acetyl choline esterase inhibitor, 5 ng active;
atorvastatin calcium 40 ng active and an

waec@sphskol i ne esterase inhibitor, 5 ng acti vePCHIEL005/000923
atorvastatin calcium 80 231ng active and an
acetyl choline esterase inhibitor, 5 ng active. Further
provided is a nethod for treating a mammal suffering
from A zheiprarAl ED PESERICPION OH THEANNHNEIGNI ng to
said mammal a therapeutically effective anmount of a
first conpound, said first conpound being an

acetylcholine. esterase.jnhibitor or o ..
phar nEseber el §RUSLER i & hupiep s Depmogsion capgprising
Aol EhGRE WF bf abdtylcRblfREsicyRe AL @k pAasasadcabRRENEble
sai d second conpound being atorvastatin or a

sekidherael an apwinyolateEptialn @ apharmagratied]y aggpiaRiersalt

E, i f.ar. N imer's
b0l 45 o phaf TEL Oy BLephf COHLARAMERE ™00 P ) <ot g
maneFusher pesapelis itteedHoye edhpediti mecMprAONG 23 R&R3alcium
PCT/ 1 B2005/ 000923 12 anmount of a first conpound, said
PILARIUYARYIRd bei ng an acetyl chol i ne esterase

i nhi b ﬁﬁeg%éo@dﬂ?@&ﬁ@%% L;g@kééfﬁg?%g@é@ﬁhg 98 dbout 0.2 mg.

t her eof ; erapeutic Ive anount of a
tsabond2@ mgpolanjcedéhdlise esiemdsacinhibiton dr hphagnaceutically

t tati h tjcal table.salt
Krrereb 52 Wesoethn sfoti HedoRaos SPhct FoNAEAR hy a
pRRTREcuMih i adt3ptabRealt tiitr@gnosed as suffering from
Al zheimer' s D sease or the risk of Al zheiner's

Di seaFerthextpretidedbigitee phanapiautical semphsitiapyopprising a fixed

SHRRAS A AL T e AR

ARIeB anf 8 6¢tyIRROlinaIteeike GAHTPItbS €6 nipchttine Shtervasgtih @alcium,
said mammal _so di agnosed and 10 prescribed an anount .
B} mg active andhan pepsylEhpiing gpterase lybitog ol (mee; aekive;ptpyvggatin

. di \ . y : _ o
S8 e LR RN ROERUEIL IR ESL 085 Pucve
itbereafin cakiinaiOany uctiveaindan seegletokiiet ésterasaighibdtioe,nt0 mg

(b), said second, actjve ingredient ei n ey
ey s@%rmn&ﬁcw%@rrﬁge@a% !WC%&@L 18 plerasg fnhibitor.
18 aTERL v B Al eliChuf & Sho AHE YR bR HAHIABfind Ao
sal d second active Ingredient (b) are 15 adm ni stered
inbgetone¥ migectvsiatogyastapinaalvameutl mglacttverpobin astylehdlinea
har maceutical |y acceptabl e carrier or dil uent.
Bt el P HeEvisBun Rl B Dol hid an
Reeyendline@sdhk&b ehHiBikorss nld £626QtdrastatiByMBLMII0 eh} AtdiSe
been exam ned for Al zheiner's D sease by a nedical
prchan pactdplealingeaterisa i, amsiaqtive aad storyakatipgaleigm, 80
i d.. ' ' . Di . . i Qint
%%rﬁ%ﬁ% ? ?cglfl I{nggnet@F l%%qﬁlg egtgﬁalﬁgle%{gog’gsd%n natlaglvg'esi ghat ed as
(a) adrther provided is a method for treating a mammal suffering from
Alzheimer’s Disease comprising administering to said mammal a therapeutically
effective amount of a first compound, said first compound being an acetylcholine
esterase inhibitor or a pharmaceutically acceptable salt thereof; and a
therapeutically effective amount of a second compound, said second compound
being atorvastatin or a pharmaceutically acceptable salt thereof.
Further provided is a method for preventing Alzheimer's Disease in a

mammal comprising administering to said mammal a therapeutically effective
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(b) below, which conprises a therapeutically effective
anount of a first active ingredient (a), said first

wa@easwesengr edi ent (a) being an acetyl chol i ne PCT/EB2a6%000923

i nhibitor or a pharmaceutidally acceptable salt
thereof; and a therapeutically effective anount of a
second active ingredient (b), said second active

alddgh a8t PpolhdDSiid GrR tempasiEbdifle a®heeylcholine esterase
pharmaceutically acceptable salt thereof; wherein said

ifhiibitar oa e phemnaceificadlyeascertable arltithezaod; andlagherapeitioplsy

Engr edi ent xe . adm ni st er.ed toget L0 ' .
ctReh b Bt o - E8R8 BRPh B SRS AR e it
of6 phihRbiRicaRY Adceptdle chill teRbf. Further provided is a
kit for acheiving a therapeutic effect in a mamml 30
conprrEherpravidersis s mgihoddpr eameacnapaah Highthag peetn

I : i nhibi _ o
TR KL aR AT AR PITILLRE pPlepof phgimers
Dibassradeth woull byneficrepttadbpy batiid @miinedadnieistration af

first unjt. dosage_for a therapeutical |y effectiv
bathdahtndyp) helgpy ad dherefors admiptsiatiaR gﬁg?thm apd (b) has been

pR&sE Bh&nSRtpris 86 L&A ni §8Eh 2io¥R PRARKAP 98 4R gnosed and
PCT. IBQOOS/OOO&ES 13 pharnmaceutically acceptabl e

peascribah ancmalink abmfirstractive sgoedient{a), sald Siagectivr imgredieat (2)

cont ai ner ns for containin aid first and on
B S R AL R S
{RIBSIRGEM drf@int 6PARESIHd RAvE AMerétibnth, Raid secRacREve

phar maceuti cal conpostion for achieving an Al zheiner's

imgrediantd bEbaingl ipiNasiptiarf graqthapmaceuashvaicceptaiple salhgergobm
zhei nmer.. . Se. .whi.ch i ‘s, . )
08 S8 e PR 2B O oL e ey g axe
adhgnisttfedadgether i ewede pyara@dottical empgitiami witf ar st and
second pharmaceutical conpositions separately wherein
pharrppceytically greeptahde Gariehet ¢BIsPbsi ti on conpri ses an
anou S [ Lealah M oo
coont BBk REY ROA BIcHbHor ReRNRL ARG A hoimey s
Diserpibinemoel mhérh bis sheh eeaminedrfor Mrbeiear's Pascdssiecand

phar maceut.i cal ositjon co ises and a unt, of
mrehcal BragHEeRST r dAangreas T ﬂﬁ?fgg‘{ @Praaw?%f_ safd AfZRGIme's
m@egs@’eg %%ﬁbﬁeb&mlﬁ%ﬁmna&ltﬁe £@iVeliftre@endide8Mted as (a) and

Furthe ovided is a nmethod for stabilizing synptoins
(b¥ beldw hehink compri @ sethempenticallyeffeative amountioh g first active

Ratan GF s oTivg "aAguRe ol b g whmtndBir e
iRhBItoBs APHafiRdceGRERIOP hddeptable sElthdrest; PROY ﬁféﬁ%ehﬁcanbe
met hod wherein said stabilization is assessed by the

chfegtie arapuns obp sesamidl antive ingredient Sbhseidepepdiactyee ingredient
e s
wherein said first active in gredient (a) and said second active ingredient (b) are
administered together in a single pharmaceutical composition with a
pharmaceutically acceptable carrier or diluent.

Further provided is a kit for acheiving a therapeutic effect in a mammeal
comprising a therapeutically effective amount of an acetylcholine esterase
inhibitor or a pharmaceutically acceptable salt thereof and a pharmaceutically

acceptable carrier or diluent in a first unit dosage form; a therapeutically effective

amount of atorvastatin or a pharmaceutically acceptable salt thereof and a
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Al zhei ner' s Di sease Cooperative Study-Cdinical d obal
| npressi on of Change 20 scale (ADCS-CA C). Still

wo moosle9823 t he present invention provides a PCT/IB2005/000923

phar maceuti cal conpositioni3conprising an anmount of an

acetyl choline esterase inhibitor or a pharmaceutically

acceptable salt thereof; an anount of a statin or a

pHagh ARG RIHI1§ %l:ée%ta%@&&i?ﬁ@t%r%l%@ﬁttm alsB&InRA%nit c@@&eaform and

phar maceutical |y acceptable carrier or diluent.

oIS rmparcsvfpd e@tltmglrtgrﬁ@ch%m@qmm@nﬁa@mgq loams.

corrp rom.a t ahout 20
T PP St e bR A8 comn TBp b0

seb@rdmﬁamatceahday c@ﬁp@mioatrbﬁa@leévtngt feApBéineid Dibedst- 5
to about 80 ng. of a _statin or a pharmaceutically

rae@&ﬁegtﬁf‘éecgm 3 m@ﬁ)@wé @Fffemmfﬁmﬁlﬁb%mﬁﬂ aBisease; pehighhove
n@%&%bﬁ%@é &saﬁgﬁgek@a lgg{ya{e,k HaBhSsun? B tfhla)é‘? ots

(0] I nati on S ecte romt roup consi st i I Ng

ahaved byiadmmoann\gesammtst anl @C@idy;t}mhﬁhaenaczé sbmpa»smons

i nhi bitor actlve a statin active and an
S&B@@V& n*é}qrﬁg BB a4 apmpwlﬁ@ng%w% angmount of

SbRhitiein?? 2 ;ﬁxaﬁﬁideﬁﬁcﬁgﬁac@&tatﬁg elviheher | bt ﬁ%&&{a%élﬁlcauy
i nhi bitor, 10 activ atorvastatin cal cium

@:ccptwlde\ﬁlarlimlcmlgeﬂz m@@ﬁbﬂem&aﬁﬁde@mmnnaabuand cmnposmon
acet Ichol i ne est se | h]ﬁgl tor

13y R O S At O s TR T el fer ase

pHﬁﬁh@ddlﬁfoallﬂlgc@ta%ﬁé tatBer 6 Bkudhd N, 5 My active and an
acetyl choline esterase inhibitor, 5 ng active,

st at i arther prgvided isemathedder sighikizipg eyropioms Oés‘tlehgm@r s

0 Y nd_a
T O
®bdtriah a ﬁﬂ)lh”gngetno\aﬁt eftle abbve&teeérYdedﬁxhhHMca@cﬁiae cagPosition.

i nhi bitor, n%ﬁact ive; and a statin, active and
an a%éﬂb@wsv @ isshe spethed whqu@.%rstabs,h%ow gspassed by

ﬂﬁ{m&&? ‘ﬁlge%ge sﬂ@ﬁt%@glg(% egnﬁtf@%db@&l@?@@%o 2).

erlng rom helmer s ase conpris
Eldthen psoededs the nﬂhmﬂ whernimnl saml stdbéliapion id aseésbgd bithe

ElohebrerREFRG Gasparbus st REE ot Yatcsrin oF Cines

faRharseseuticpl |y acceptable salt thereof; and a
therapeutically effective amount of a second compound,

sai d Ya¥dnrhemnthsquesgnt hn@cmtganaargvldcs mplnmmaceutlcal compos1t10n

har maceuti cal | cC sal.t the Furth

(STRES th anRuplo P hitsRat Bitreirg A A PP Haceutically
ddcgRalle dallt thered aNRBAht 6OIRAISONOpREMbeHubEAly REeh@ble salt
sai d manmmal a therapeuti cal lé effective anount of a

theieaf; agwhpphprmacegically pecsptaplerpsaini@r Bdeny an
acet yiGARL, ﬂ}gvﬁhs:& & @8 Gbove pharmaceutical composition comprising

from abouit 0.2 mg. to about 20 mg. of an acetylcholine esterase inhibitor or a

pharmaceutically acceptable salt thereof and about 5 mg. to about 80 mg. of a
statin or & pharmaceutically acceptable salt thereof.

Further provided is the above pharmaceutical composition comprising a
fixed comabination selected from the group consisting of: a statin, 5 mg active and
an acetylcholine esterase inhibitor, 10 mg active; a statin, 10 mg active and an
acetylcholine esterase inhibitor, 10 mg active; a statin, 20 mg active and an

acetylcholine esterase inhibitor, 10 mg active; atorvastatin calcium, 40 mg active
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i nhibitor or a pharmaceutically acceptable salt
thereof; and a therapeutically effective anount of a
wa@ewsngvsednpound, said second conpound bei ng aPGT/E2005/000923
or a pharmaceutically accaptable salt thereof. 20
Further provided is a nethod for treating a mammal
whi ch has been diagnosed as suffering from
andlan hedtpieholmeBsseraseinbibitoh d Ormhg kctdfe; Als@kia] Mg Sctive and an

Di e, Which uld benefit fromtherapy by the
ac?:téfﬁgi?ﬁws%?%?lﬁﬁ%_ﬂé’f,i Tormg Actiyse pstatiay S Brepcing apbimw,
ac@YRhbREY &{P4L i Afpifdl S @tab%;_%fstzﬁﬂlt 20 S‘rﬁacﬁ(}g ahPin has

béen prescribed, which“conprises adm i stering %o
aceiaicholimerasteicass ondibdigndemg aatiek; 2 Stapin 3T mighetdvaumdsap unt

Pl Al RS bR GRS S0P T el

acétgﬁhbﬁiﬁefl{ste@ise@nﬁﬂﬁ‘ﬂbﬁ‘iﬁﬁgta'bt@@; la¥a aGERRT 8P 2ald and an
t hereof; and an amount of a second active mgred‘? ent

acgtiglcholing egtesase snbibiier. g abtvr: edi ent (b) being a statin

or utii.cal 1y acceptabl e salt ther.eof erein
osi JPRELIBEERE Tl BERE R s Rl S B
Algledinees Divghsedioanpri{iny adhistSih2@ait ShRhfta Rggicneically
a single pharmaceutical conposition wth a _
effspibyereint Pleafirst compoyndiseil it sarapousd heing paracetylcholine
T i i . ti or
estoat Ol O DR e cBu B e le ML 0 o s
thdyemnticalhndffeedvé amobhz bitd seeond chhpaarie sdiy secod®comp ound
2005/ 099823 PCT/ 1 B2005/ 00092 15 nedi cal practitioner
belR YA 0BT HECTCALE P aPab e R ghorPh - sal o

Al z i >r8vidbi 368 e L 2940
t he ag??{/pé_ ‘iﬂngr edi g%tﬂ?ﬁdﬁgglﬁrgdr\{g?@c? 59“?%&%%&&%’)“ 4
mézemhahgomphising adoapistegay ta stidenapmat & tekdpgueddlycticve ve

¢ o fi ¥ ; . | e
R Qe s hatichiie. A5 e a ey b Ay RO e st e
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thereof; and a therapeutically effective anount of a
effseiivgramant phiesdangdeempennd ispid seeontl ermepnvad deingwesiatin or a

phmcg?&qugagcgseatﬁﬁisﬁgth?re% atin, or a pharmaceutically

accepta ereor;, wherein said first active

| ngFacherirotidgd ana ndlidd fBeaesthgaCinhinendl RaE@HLBEed b)

.are adm njstered together in a single pharnmaceutical
digghRsEST SHbeTING T AmbA frharrris degagapT the ris ohdddstaprise
DiSA5e, vifictP ol e eRkit frgﬁrthgk?{)% Bgl e dehihda 9(}nl§ih}strfaﬁ5n of

acheiving a therapeutic effect In a manmal conpri sing
both @hardafbe belbwahhy tlefréfect adneinmmation obbothria)emdt(y) ek dbdene

i nhibitor .or .a phar n%ijqeuti cal léé accept abl e

esterase.
P“‘é&ﬁﬂee_d? WZ‘}C@&PF’&H&% aﬁw}*ﬁs‘g%&q P mgmmgl 6@ fraghpsed and
pré&afibddtin oudt bUAHrst Rtide It &lierthy sHQFRIACA R MEreBient (a)

therapeutically effective
being an acetylcholine esterase inhibitor or a pharmaceutically acceptable salt
thereof; and an amount of a second active ingredient (b), said second active
ingredient (b) being a statin or a pharmaceutically acceptable salt thereof
wherein said first active ingredient (a) and said second active ingredient (b) are
administered together in a single pharmaceutical composition with a
pharmaceutically acceptable carrier or diluent.

Further provided is a method for treating or preventing Alzheimer's

Disease in a mammal which has been examined for Alzheimer's Disease by a
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15 amount of a statin or a pharmaceutically acceptable
salt thereof and a pharmaceutically acceptable

wa@ arosioggs2dr diluent in a second unit dosage f opP@T/IE2005/000923
cont ai ner neans for containbng said first and second
dosage fornms. Further provided is a first
phar maceuti cal conposition for use wwth a second

n{éh%ﬁﬁﬁ@t&ﬁdn@ﬂbn& QAERASEdd RMn fn@did @Ethéﬁgy A§ sald Alzheimer's
Al zhei ner' s Di sease- 20 nodifyin ect in a manmmal

Qi,wmeby thg J¢1nb¢ﬁwrzﬁéatmrof§h€[ﬁ%@as@gre©mmé Hesagnaied #pe(p) and
{
be?ogv?,fe vl g?fgwréfgﬁg eV L él%%&)&:ﬁ%pr%ﬂﬁﬂeegegﬁve Qﬁl(ghntt g? ? fﬁ’@a@éve

ering sal irst and
iseedad (9)) sdiddiealidtivalingedipasf) being an S&Dﬂbhﬂlﬂie}esme ein

said first pharmaceutical conposition conprises.a
inuRitasor éfphalan%%w# wccaptahlarsﬁléélyﬁ%qfc%nq {,ngga@gch& Ve

efBtlvel ARIGPS f‘@gc&hd%ﬂ(/ i 3b), ¥ %e&ﬁﬁ%@ﬁ@&hgredlem

carrier or uent, and wierein sa| second
(DHzimpcsatin,oak pempesiutically acepblesel tharebfawherwinumid Hf st

spis ARELIGH BAPTS SRLERo RO e PP ) feedaypistered
t(g%éfﬁe? ™ a ﬁh%'ﬁ%a&@wﬁ?@dﬁ%sﬁﬁfn WitlRRphr&i0eutidnpt ons

Al zhermér''s Disease in a mammal requiring
agt¢epbrbla crati¢ram dabrept.i si ng admi ni stering to sai d 30

ma st abi of L abo

oy e PRGBS et b e RRBHEL TS b B
coRPYSinBRIthGep By Rffeaiitt Shalitlof aﬂbmylch@hmmed
by the Al zheiner's D sease Assessnent Scal e- Cognitive

igibierira RhAmpGTsiglY weseptibly Bl dbersolpng A RiroDAIYBeYY 3
aél.geé)g ﬁﬁ% %.erflelpcfr%'hge%g il 3 fﬁ% ﬁgﬂ‘%g‘%é f%ﬁ‘? £hBra ?éﬂtﬁglg effective

'on T'S assesse ‘hel me ease
donmpesod styten Git w@haﬁlaceutiﬁlly@cod&mﬁblé sgit thseobmdd Change
scale (ADCS-CA C).. Still fyrther, the present
ARy R lelle Sl ALY it abe-OB oL Frags fo and

c%ﬁﬁﬂ{ek eass B9 c? il c @&dq{?&%ﬁ%b&orﬂrd&a e forms.

armaceut 1 cal pt able salt thereo an anount
of atEnrtshaspmmdnadas aeflrphmanamtibdacbmpoa’doa poratsk evithal t

t hereqf ; and har nmace acc abl e rri er or
et g e SR or e R0 S BT b a
HOARRSY EHQR i QPR AlaNghtdiB g RAAAI MGl D@éehseofvhmh
atorvastatin. Further provided is the conposi tion

Abhgmes s AYjseag@noieriBpeg pifequd grepigr thas theyrey pidg effscts he

A R
RPALEBCOHEERA  firaphpinadeatica abinpbdigoe Ocﬁmplﬁttés ahanibuft of

ng. to about 80 ny. of atorvastatin_ or
@ﬁ@yq@@ema‘r@aqqu.ymally acceptable salt thereof and a pharmaceutlcally

acceptable carrier or diluent, and wherein said second pharmaceutical composition
comprises and an amount of an acetylcholine esterase inhibitor or a
pharmaceutically acceptable carrier or diluent.

Further provided is a method for stabilizing symptoms of Alzheimer’s
Disease in a mammal xequiring stabilization comprising administering to said
mammal a stabilizing amount of the above-described pharmaceutical composition.

Further provided is the above method wherein said stabilization is assessed

by the Alzheimer's Disease Assessment Scale-Cognitive Subscale (ADAS-Cog).
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acceptable salt thereof. 15 Further provided is the
above pharnmaceutical conposition conprising a fixed

wa@ eovbiopess on sel ected fromthe group consi sti nBCDiB2005/000923

atorvastatin calcium 5 ngé6active and donepezil, 10
ng active; atorvastatin calcium 10 ng active and
donepezil, 10 ng active; atorvastatin calcium 20 ng

P%%Eﬁ’[ﬁroﬁﬂgd AQRERRA Jd wHeiTsai RGhibi¥ari 18 h¥@SdeAlty the
calcium 40 ng active and donepezil, 10 ng active;
Adrimimast Bisesedalopetative 80dygChinichMalobadlnnpessperefl Chahfe

I-\Ex orvastatin calcium 5 ng active and
iy eers

_ )rrg active; atorvastatin calcium 10 ny
act i \spilpmethelo teRRedeht indediEbidfloviRs a phefRSh@da] Bomposition
calcium 20 ng active and donepezil, 5 ng active;
cappriyiag a tmeuabeicdanapeziler agpasmiaceutigaldy aenspiabl salt tsreqf;

| VE; v in ¢ [ 80 active and
SN PR R 85 5SS, B
phietohedutiill ylat @ptdbigcaarisfittilueatf f eri ng from

Al zhei ner's Di sease conprising admnistering to said
nmamrdiuries previdsd i the abeye phermasqytical eareRasttiapscomprisingtthe

T T

dohepeaiidifl. cal | y effective anount of a second

. COo nd, sai econd, conpound bej ng atorvastatin or a
30"'8%“&?*%&%@1%%@?% © 3R C%“éllcf‘lg‘f%’éﬁ“@g%qn GemREe

FRIVUBSRD, 2 S0t helofRISHEBLL Hi% PhARBERICally acceptable
Di sease in a mammal conprising admhnistering to sald
spiithesgofand hbouwd Sang.ito aboy 86F gceef atervastatinint a pharmatéutically
co nd aid.first conpound bei ng donepezil or a WO
BeOuBBEREE | B2005/ 000923 17 phar maceut i cal |y
acceruaibbep®aided iIBE @bbve pHdmAcéNRAPREHdsaaIn dbmprising a
effective anount of a second conpound, said second
festhsombinagen sejedediromshagionppgongistipg af ageestatia ghlcipm, 5
ot - L.ded .} . e
AERARE 0 Boices PERE Shuver oD R BLEHGHES 10 8nd 5083
dohepezils 1 Aingracti Feiatdredstfm@ailciach, 26 nidactivetah@donepezil, 10 mg

conpri Si ngt; donepezil HC. Further provided is a nethod
rBrC AR @laamntl mercd e rad derenezilal bpassivr:as
b B b AR Bhg el G vt
dalciurhe5 mgrabtiveahdadbmepezsl, 5 ahg activad, atdvedskatihaelcund, ((bing
bel ow, . and therefore adm nistration of_both (a d
S5y HELTBERFPLLS Ty BEEF| DR Sao S Dedetivd ar
REBHRIISS Bld Revé; Nt SRhAatTPENSHuns qo%%aga%%d%qepezn, 5mg
prescri bed an amount of a first active ingredient (a),
astve] ahi ﬁngzﬁtg@im\pelcﬁmg,r@jng ractigepnd donepezil, 5 mg active.

Further provided is a method for treating a mammal suffering from

Alzheimer’s Disease comprising administering to said mammal a therapeutically
effective amount of a first compound, said first compound being donepezil or a
pharmaceutically acceptable salt thereof; and a therapeutically effective amount of
a second compound, said second compound being atorvastatin or a
pharmaceutically acceptable salt thereof.

Further provided is a method fox preventing Alzheimer's Disease in a
mammal comprising administering to said mammal a therapeutically effective

amount of a first compound, said first compound being donepezil or a
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bei ng donepezil or a pharmaceutically acceptable salt
thereof; and an anobunt of a second active ingredient
w@ bjos/0smexl second active ingredient (b) bei ng PCT/IB2005/000923
atorvastatin or a pharmacattically acceptable salt
thereof wherein said first active ingredient (a) 15
and said second active ingredient (b) are adm nistered
phRgelcB@caily aé’ce?ta'B!}J QURRAESTRERIS IneRlpetaBRBEHdBiRe Winblinfof
pharmaceutical 'y acceptable carrier or diluent.
apgeanideompound.dad seeondrempbeidbeing Mot vadietiieone t he
ctive ingredi (b), .4 t he hem cal ci um salt of

Pﬁ?&?"&%‘é‘{cﬁg?fﬁ?"eﬁu&?’% Sélitt %%({;fi ded is the nethod wherein

t he FaghéMgolided Bdhebove aethsd dRnEREAE khd¥dmic@Bium salt of
Further provided is a nethod for treating Al zheiner's
apgrastpdia. ifyrther pravidad isthe BRIRdsoppERtadercped! HE-

Al 7hel , . o o

di agn Bty doleeRRSEbRoR (TRELA: » nREARL WA B0 |
dRigneseslens Byffetiney frommilzidmers Biseaeiod thetisk bé Abdheine’'s
i.ngredi ents designated as (a) and (b) be] ow,. . which
gt vdueh yorkideaphfrore er%m)éwe%wwl%ﬁmn@fré%on of
bt @5 zcijﬁgfrlljt) ‘6?1%\)\’? %ﬁ@ HeRRbre (aal)ninilstgéioﬁ%fdogth (Dland®b) H’a;%lbeen

i ngredi el ng donepezi|l or a pharmaceutically

pacscepada whéchs@intprishe adngihistezing ta s4ifh exaapea sediagyosed and

ffectj f d {] I. di_ent.
FEF AL AP OF 0 87 ARG BN CT b Bl S oy (ogeient @
bReingaioR BFdzifes: @hkfRddelticalld GERp I afadherdofen@Qdn; amount of a
wherein said first active ingredient (a) and said

sgeandragtiveaipgragdéent (yr esdd sasend aotivairgradising (Btbsingdatorvastatin or
t her...i i hal ical. 30 Siti]
T L AR e e
ahtd shidsecapdanti e gteslidn ¢h) abwoadeninBtdiall todedlicgiima kingle

active ingredient (b) is the henmjcalciumsalt of
Phegnasgicy Fompesifiemwih g phyrmasentically pecertile garpise predifpent.

20055 0EL T oLPRl FEbE Bhy G SRGBREAIG oD imsbdient oy
the histichlbtunmedioéfatngasaih Shmperproeideffiesko inhaddnmik the
agg%:g%di?e%&?a)gs g‘ﬁ%ﬁ%ﬁ%{:géfll cZ\I ly acceptable salt

ther @Qﬁth,@f‘ﬁro@idf@ﬁ?sr SREAIH G da¥in 8 AEARLARIE DERAE Ba OF

diluent 1n a Irst unit dosage form a
héremabebich ba$ bsenefxhmitedVer Alzbeinter'oDia¢case bastmedierlor a

5 pharmaceutically acce e salt thereof. and
R DR e R
th€ fodmchdiHiktralQmadend Qtive ir%ﬁ’éiii@rﬁ@&@ﬁ dtedBAQS ah@(b) below,
containing said first and second dosage forns. )
VHiieh pmppipies witiapqusicallyf affesti vptrap i € LA iishictvgipgrsdieno),
fOof . W . roaceut | '
Salc flargflifcﬁl\é}% g%r et Z?)%é?f}%&%ﬁé%glség_a p%aclnn%%{Rf?:ﬁflﬂl 91&(3{)&'516
salt thereof; and a therapeutically effective amount of a second active ingredient
(b), said second active ingredient (b) being atorvastatin, or a pharmaceutically
acceptable salt thereof; wherein said first active ingreclient (a) and said second
active ingredient (b) are administered together in a sin gle pharmaceutical
composition with a pharmaceutically acceptable carrier or diluent.
Further provided is the above method wherein the active ingredient (b) is

the hemicalcium salt of atorvastatin. Further provided is the method wherein the

active ingredient (a) is donepezil HCI.
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10 nodifying effect in a manmmal suffering from
Al zhei nmer' s Di sease, which Al zheiner's

woe@sass2sodi fyi ng effect is greater than the BOIE2005/000923

the effects achieved by ad#&inistering said first and
second pharmaceutical conpositions separately wherein
said first pharmaceutical conposition conprises an
anmourturer pRivRIeH 864 Rit o} a@heiing 'ﬁat %ﬁé&ﬁ\iﬁb Eﬁ%&tﬁn a pammal
accept abl e salt t hereof and a phar euti cal 15
compaisingls tbeapeyiically effeative amount afndondperiéona phmmasenmaﬂy

| L t.
ROGRIRE SHE e Rer SR ARk R R SRS o R g
fiksd mﬁmosagalfcﬁqlﬁea tfﬁf@%ﬂtﬁiﬁaﬂyleﬁfem\%ﬁhﬂl@dnf & atSitvathtid & N9
g nptons of Al zheinmer's Disease in a mammal requiring

‘liqutZ%EtlﬁYcﬁ‘fc"cRS"i‘Pé‘? pady thére%l?ﬁdrﬁ rRhamasguiieallygiceepaple carrier
gl JoZi t cribed
e 48 o SR A O BB an o B B G B8 g gt
falstoand samﬂulaﬁ)sa\taefoﬁnm sai d st abl lization is assessed
Al zhel s sease Assessnment Scal e- Cognitive
Su bs E@Hf@e{ E{@ P"fst PhatmResutisploGomaesifian {oraise Hite

s@@ddﬂ%a%%eﬁh@al%@in os%foﬁ%ll ARRARN ah A1 ﬁ%ﬁ&%ﬁ’?%l%é he

Al zhei ner' s D sease Cooperative “Study I ni cal obal
merifidagseibect of 2 Cazmys seferstglirem (MMBBSIHGE sﬂplse@&ewhlch

odirre.ofth. |nvent nis an i
RRRBI"F TR IOFirPERERC AR B e 0 avce it
adhReebBy hdmbi fI@HEaid ﬁ}sﬂﬁﬂdseéﬁndsﬂﬁﬁh{dc&%daf’E‘omposmons
corrprl sing adm ni stering atorvastatin plus

sgRawip]yowbipmessidditgspharmpgentiea) ﬁonmémmdmpnmr» ehaingunt of
a't&:%s‘?é‘tﬁxdor%oﬁgarﬁﬁceeﬁh Eftac@é ttgalgfagtb gl?e?:?cffnag@ anihﬁceutlcally

nmeasur ed cogn I‘on

apa&mablejbaiﬁeﬁ& dRseS Sﬁﬁwh@femf@@@eél@ﬁd trracebli& @6 position

Assessnent Scal e- Cognitive Subscal e (ADAS-Cog) and the

Cﬂmﬂi‘é%@éﬁd 2g anpgub gl doneprypler At Rhpemgeeipally ppgeptablagatier or
i€ssi on of Change scale (ADCS WO 2005/ 099823

PCT/ | B2005/ 000923 19 CA C), respectively. As used

her eilfurthtspmiyide 29 mgitthod dorsstabdlifin otsyarptelas bf A&heiindrive

bove. referenced neasure ADAS- and. ADCS- Cd C
Bl R M g A e A A R R

RAAMARE §HbilisAls abRuAbahd %v@fdes&ﬂ%q 1 LB cotngffosmon

exanpl e, atorvastatin plus an acety I nest er as
i nhi Blurder pP®Videdis t@ﬁahweenetlj@chwbemlh)saﬂdasmbn]gzaamn is assessed

DAy TR AR cuale AR B sl ORs Lp)

Foeibi pravided ivthe ableahdtiod vBEreBMANAsBibilBta8bY %Sésééslséu by the
@l us an acetylcholine esterase inhibitor, fo

zhgipees Digsaepeoqnerative SfudyiGlinicaliCGlahal ;msneemn phehange

sPAIO YAGSES iR d

One embodiment of the present invention is an improved method for
stabilizing symptoms of Alzheimer’s disease in a anammal in need of stabilization
comprising administering atorvastatin plus the acestylcholinesterase inhibitor
donepezil, which is improved over treatment with a donepezil alone, as measured
by cognition and global function, in particular as assessed by the Alzheimer’s
Disease Assessment Scale-Cognitive Subscale (AIDAS-Cog) and the Alzheimer’s
Disease Cooperative Study-Clinical Global Impre ssion of Change scale (ADCS-
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reduces the deterioration of Al zheimer's D sease. 10
"Conbi ned treatnent” as used herein neans

wa@diovsopeseeri ng a statin, for exanple, atorvasper/iBRoemmo923

an acetyl choline esterase iiphi bitor, for exanple,

donepezil together in a single pharmaceuti cal

corrposi ton with a pharmaceutically acceptable carrier
R e vty S B R ARy TR Ao TR e 6 he

abewd fefizenced ARasyap(AIDB SiCo gandehES -CGI¢ )erveng nia. om AD.

An  "Al zheiner's D sease stabilizing anbunt” as used

her ei furthensmbbdindosefghe invegntidred atphagsiicati@l %ﬁhulation of

st%blllzatlon of AD synptions in such mammal . O he
meggrat%gg GEHBDIgf atmaggﬁxy@up ag gcqty,]éhohnesterase 1nh1b1tor

ﬁir%gagﬁeﬁ&i paq p%a\% 6h WD -AfscaInBRrih SBfrENT T egi me

i nc OW n behavi or, as measured by the 20
Neur o s

Neur A BEEAT SR ¢ 4 PSP Bt o
afooaitingionh @f a GhBHor exatpla) dtordedtrtir, iplussvestylohalde esterase
neasured by the dinjcal Denmentia Rating-Sum of Boxes
ipfapjrors L. exalﬁaled‘é@nepe%ﬁw PigiiBcantlyslovslae PRresReon and

ré RS LRIt R%é ﬁ%?%lﬁ‘:éﬂﬁ ng@gasg\ssessrrent and Change

et
Scale (Al 25 Furt measuring brain vol une

ST A .

ek @pleeiotvasagh ard advidletyl oA legtBrase ddhitsleor oot alpRi, N,
ventricul ar, ~.and hj ppocanpal vol unes. MRS neasures

dongnegildogeie &1 § singlsaheanceprgghrompestiopoy ifosPhatmacpptically
a@??mg@arggr diigepse nodification is denonstrated by

rences et ween treatnment groups in 30 these
meas U{Aﬁf’helﬁqg gB?s%és%grg&ﬁérﬁlggC&ffécgzg O‘%{ %@?zgﬁg ? %%used herein
rs@me mb bitericr YogHRSAD bieitgbms off a Fraamtblaintfepeptiote AD. An
LA(31-40, A131-42), cerebrosterol (24S-
r%}%@@@bﬁ@nl%%%eéﬁhﬂ}mnaﬁaow1e-weﬂrhsmnaalem§dh@a%qsa%¢ of
ShARASE wREVd AR 91aB1fz8 ot R shpfibhds LRI
S ners

ence 0 ease nodi |cat| enonstrate by 5

diff %t%g&%%&?%@%sﬁ 5@1@5@?\)&611% AP C?lse E)?Eleyﬁ%%%fsfecﬁ Pf

nmeasur es. ere n he term p

aEXIDRteatnont kdpikhe ghhudeansfollomxanbehaviof, a@ alcaented by the
incl ude humans, cows, dogs, cats, goats, sh%sﬁ%éﬁ&
WOPSEQIHBW@V%‘[@’WK@JP%éQIteF%é’PgWU& Flalgi apan by fh

Mithi RAOHA St Exﬁﬂﬁ@@&ﬂ&/[ﬁl@]ﬁb@verall dementia sever-ity as measured
by the Clinical Dementia Rating-Sum of Boxes (CDR-SB); and daily function as

assessed by the Alzheimer’s Disease Functional Assessment and Change Scale

(ADFACS).

Further, measuring brain volume and metabolism through IMRI and MRS
provides indication of disease modifying effects of an AD treatment regime. MRI
measures include whole brain, ventricular, and hippocampal volurmes. MRS
measures include N-acetylaspartate (NAA) and myoinositol (MI). Evidence of
disease modification is demonstrated by differences between treatiment groups in

these measures.
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w@b@soeesesti cal |y acceptable salt”

10 present invention that when adm nistered to a
patient aneliorates a synptomof AD. The term"a

relatively non- toxic, inorganic and organic acid or

base addition salts of conpounds of the present

i nvention. These salts can be prepared in situ during

the fEpdkr, Qb gRribhedhoRiAkldd GAHO

conpoundsr or by s go'%r%a?e yor eact%%’&{)h%e&fﬁcm?fglgsma

learipaoliframiytoid p@tfdee{ABﬁmOmA\ﬁilt@),acesabirdsadﬁble(mSg ani c or

ni.c acj.d se and .isolating the salt thus

#Ygf%g( Olﬁé?fpbsaé}ﬁ{ %ﬁs%m%dpéndl%wa&é%tSﬁ@e-modlfymg effects

dPAHrAab e inere rﬁ& s 20 (?etﬂb?f)f §€eass H{odﬁfcﬁ}lo@is%émoﬂgtﬁted by

nitrate, aceta oxa era e

CbﬁtmmeatbetW®n e@atmumt gtomps &t uhpsetmeatmes benzoat e,

| act ate, phosphate, tosylate, citrate, 20 naleate,

f umarAd esed S, tied ©rm t' patiehet ireand afl Ay alk endREY RdrBrans.
| u pZhe tonate, | a% t obi onate, and | auryl sul phonate

@@m RateHBincluds um%%éOWﬁwqgﬁcqaﬁﬁdéoaéSatshmmgw@@b

Qbbitshe al kali and al kaline earth netals, such as

sodium |ithium potassium cal cium magnesi um and

the Ik ni uat er

anmmo nA u%eraié%ltwn‘& ﬁgf%%tgt% P%l]riéﬁ% |k nerd Ou ﬁné’t uP‘?Pﬁ‘tﬂée

frescaninoertionm tha’iSVHeatadﬁﬁmktbyddamiﬁ;fahﬁmamehorates a sympton of
traet hyl ammoni um net hyl ami ne, di met hyl ami ne,
imethyl am ne, triethylamne, ethylamne, and the

|'i ke THe98%n «f PlarkeSeTR -
" Phar naceut i cgtlE Saf?éﬁ%Cgﬁy g%rﬁ’ﬁ[gnlﬁg gl rofdfl toatll)f} r%%tlvfl}iisl on
tokic cihorgeniciand orgmicatcadiohmse ndditign szétfsexf empogndi béther ee

b hj b ted b ti | t
FROR TR HRAGRE SRERb0S HEPHPan AL gy hm Pl
dnBPustdtiodbritey éBrhﬁbutnﬁE §8bPlep ﬁﬁYeﬁj/ Fe%tnfg e %ﬁflfl@@ such

as solubility, the salts dre equivalent to” their
qogpeued inviés fﬁ@ﬁe@ﬂbwéfsa $Lutableweg@m¢ poigerganic acliorpassand

L 5 R BRSPSl

l@ﬁro@ﬁmn@bsitﬂlé&;dblshﬂat@ mthte SktatQoxA1BR, VdlSaleBRAte,
control or prevention of Al zhei' mer' s Di sease. The

t stqagaie riHete; borpiecbanzage, lactgignphasphate gosylate, citrate,
%@Fzﬁé{ %ﬁltnaﬂ\ge sﬁ‘&%&%‘%ﬁﬂ{aﬁ%ﬁ%&tﬁhﬁ{eﬁ&g rﬁeg la{ee%lﬁgﬁ g%aate

eViating, or 1n prog 25 I Sease
laatots omade, taind avtrplsblphbriatdisadts cdndtthe ke pPPhdse maydicladdeca®ions
rmre S rrp 0 f ch di sease or condition. . As used
e@ﬁ@@ngé ne, et Bp@lsn e es selipntihim.otasgaim,
c‘éﬁﬂﬁhtrhé’g’heﬁ’ifun{ B 1R LRy cIPAENENOk Rkl RS Glardth

di sease or condition or of synptons assocl até W t
agirgersg®, and aomdichtians, indlndihg,diut gor ledited togintrhenismy er i t y

CrafulERR RSP &Pk BenSn i Cire Gredulunsy
trimethylamine, tnethylarmne, ethylamine, and the like. (See, for example, Berge
S.M.,, et al., “Pharmaceutical Salts,” J. Pharm. Sci., 1977;66:1-19, which is
incorporated herein by reference.) The free base form may be regenerated by
contacting the salt form with a base. While the free base may differ from the salt
form in terms of physical properties, such as solubility, the salts are equivalent to

their respective free bases for the purposes of the present invention.

refers to tPeI/1B2005/000923
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10 condition. Such prevention or reduction prior to
affliction refers to admnistration of the conpound
w@booslogoseivent i on to a subject that is not at PEEIR2005000923
of admnistration afflicted with the disease or
condition. "Preventing" also enconpasses preventing
the recurrence of a disease or condition or of
sy rrptmﬁ»,o §196h§'$19cﬁe F&@éﬁm\lenuo&%%ﬁfdms to/be %di‘ﬁmstered
conpositio s of the present invention can
tadpriid tfertbe trbatnanp gbuterlt orgireveation oﬁglqhannertstmease The
conposi tion, t.hat. cont ai ns..ot,her gnen uch_.as
R BRIt g PRiinge s COuly h’&%rr?’@?"%mq% an%% ety i
¥R in& Wi atih dr'i'ﬁu@ihhg thi og‘@mhé Hig88e 6ACLMIRIon to
adninistered to humans and ani nal's either orall Y,
whieh stichylernpapdies.cir Qg gr mom &ym;gsmg of such disease or condition.

' ul.ar
ADNCBERL R VS pisB PRGHDPRE Dottt on s eopganp e
Iiaﬂér[tapie%rﬁﬂﬂghk(e oxhsacaﬂ d dﬁse(ap@wﬂ@fnamo%%r@f By pOhS, asszfclated
drops), or as a _buccal or nasal spray. Conpositions

with 3 %Paéefoé Fonslitieminsligding rdueing die seustity ohpidissase or
JoRYifibA P 8%?1@[]0*&5 a@&%ﬁa’?& BLRwith Blibt & AAREOH Sl said disease or

nonaqueous t1ons, |sperS|ons suspensi ons
cenditish.o8sch puedersioaror Irceiuptwnjmcsr tb afflicteroreéirs touddnanisiraian

terile jectable solutiqns or dl spersions. anpl es
Bonmd of fisdBUSaR i homtrs Qs B8 ot B e of

a‘éknﬁi@t%t?on a&ﬂicv&nkﬁh e d{s%ﬁéecdr%%ndh%h UV RGY aRbhanol |
ol yol s (propyl eneglycol, polyethyl eneglycol,
egbgmmsg¢s pravehting ¢he nekla)rencs of 2 distaseor xondigen ot cbf@lymptoms

i
SR REEaPinS ATHRME. § hofodide of Mo sBisRt T idn ey
HealdnligisBddtbaipAteht alde 2%8pRt 6f 2 Bympdietidts@attdonins other
coating such as lecithin, by the maintenance of the

OBYPONPIEEY SushrasicE Figicnisy dilyents; md Garietssdl off whirk prerveglbkirown
iR by I‘h@%o&%SgﬁBnééé{Elfb%%hﬁ{;]‘lhiteremgﬁﬁm&%“&%%san%@? &tﬁ“%y

al’'so contarn‘a reser

cedily, sédially) gareﬁfechllizl (ﬁnﬁnsmdmglyagmhﬁ;scﬁw ®h bmbmtaﬁéodstyg
action of mcrooaganlsms can be ensured by vari ous

igfGieraplly.jinfravagin )ﬁ’tlp‘if%ﬁ?ﬁlﬂ?neé]@é tgavesigpllyyggcally (powders,
[gﬁ[?)r%j 9 Eﬁg]{} exanpl e, parabens,
or%bﬁ?%ﬁgﬁ?&%eno éélgaggg%%%r%?d and the like. It
may &leopdsétiondesitabddior pheniend Ilmgelmonsrna)ommprasge nts, for
xanpl e sugars od| mchI ori de, and the
15 P ety dokeipe BB eciaeds phfcnadisns ShsiPh Cisaeicas-
sfuﬁ’;lﬁd?i\m%ﬁy op&n@mﬁg%d s@ﬁwov&aérg o8 ré&%ﬁstﬁﬁu@}ﬁ%m Sterile
i ng absorption, for exanple, alumnumb5

1mnf@gle(§ahmoes ah@lsmmama Hxagples af m@h@@qﬂmumnﬂ opnagjugdus
adm_ni t cl.ud a t abl et i.ls,

A ARy e SRR St T B o s, e
(PEplyMeRe g9 8B PpsIgeth$leneglycol, glycerol, and the like), suitable mixtures

thereof, vegetable oils (such as olive oil), and injectable organic esters such as

ethyl oleate. Proper fluidity can be maintained, for example, by the use of a
coating such as lecithin, by the maintenance of the required particle size in the
case of dispersions and by the use of surfactants.

These compositions may also contain adjuvants such as preserving,
wetting, emulsifying, and dispensing agents. Prevention of the action of

microorganisms can be ensured by various antibacterial and antifungal agents, for
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w@bwspbmee or (a) fillers or extenders,

adm xed with at | east one inert customary excipient
(or carrier) such as sodium citrate or dicalcium

starches, 10 | actose, sucrage, glucose, mannitol, and

silicic acid; (b) binders, as for exanple,

car boxynet hyl cel | ul ose, alignates, gelatin,

BAhpY, BYaBATS, BLIbABREnOISHHBE SortANSkid 37AGhEkd Wmay also b
hg}r{%)c ntas Sas for eg%n‘gﬁlzl, goryceréi1 ?3&‘ may aisobe
dtisigabie Bgmahlldn gsoaglemsntsaﬁvrEmatmp]emagq:rb,esodmgmhlag@ and the

ERied R e B L e B
HRLOSNREVise Bﬁ‘ége%%' délayRiy dbSbBties, rfér eS8 alkRingxanpl e
paraffin; (f) absorption accelerators, as for exanple,

moestaarae gnd ggleohi um conpounds; (g) vvettl ng agents, as
for dpg{IP 0%%%6%%% 0?28 I'Agmh,g%}éatlog é%ch% algglﬁ b?e% A lfs’

(h) or or exa toont’

powetlers, apd btahtles.dntsech @ididosageXaniy, the dctive corﬁpd)lﬁidliﬁn
stearate, magnesi um stearate, solid polyethylene

Bgilnws%fl with PHlF s mﬁgﬂ%@m&ﬂa@@m@m (7 qartip sughrassedivm
%I%tg gg %fr%ﬁlan hags%h?t@ 3P g% il Fzrss i1 %f‘e%l?eérrs ?dr’%dfogéﬁeakr&ﬂe tsE‘u?ches
1actbsed swaosgeo g]ubosm manditcd, zmldmlicm adig; rib) bmylemj sdobexample,

enpl oye s . fillers in soft andh d-filled elatl
@ ieilplpse ignask, epatm oty s oidong, suftopg and

a%Héi@r &021 ﬁ&n!ﬁ!aﬂts 38 f(ISF SBmAR! gﬁk‘&%{ (&Fﬂl@lmegratmg agents as for
pol ye yl enegl ycol s, and ¢ I Sol 1 d doSage forns

exguip Qaggaraﬂ@aetcglcuum ang@site @apmjblet@plopa bthrch, @lgniuc ac1d
C%ranul es. 25.¢c are | 1s,

AR CoEThle B F A%, B R BR LR R oB e S PR 3 P e

@mnpleﬁbt@xfﬁﬂam abydkion a0fAsrhioyd, RY fAIRAIPle, gitderiay al so
be of such conposition that they rel ease the active

FHRPBIYACERP DAY dBNuiting agenise ps Eirgxpraple, cabyl algpbol and
LSS O GERE ] Dol A CRARGL 1oBXRAR B Slic; ana

conp65| € "used

(m)dhyﬁmnntsc asforskanglestarnchlvianeseardid emagtetsmm s(t@alﬁt@ Waud
é}g can also he in mcro-encapsulated form if

RprRcaglycolnisefiupriaust sule opmixiyess ﬂé\%@‘?fehh@ﬁ £3589 d
g&h@é Bibiets, ahll BHisd hggigg%ﬁ 5 ¥ Rat Hso g{)ﬁbnse buffering agents.

m nrstrat’ion |nc ar maceut | cal accep

enul sSaivscongmisitionenfy sislapeps hxmysa,lsost;ermmﬁpym fillers in
el rs ition to the WO 2005/ 099823
wenaibbflefedain SBsliG i Tes b rgaias iteor it sugar

AGFADA Higw ﬁ%wmmr GRYh &yétﬁ?l’ehe%&édl@%h& tHeQioNly  used
in the art, such as ma ef or other solvents,

sol ub$¢hdz¢qsggea@@m suchrad tablets, girigees, sapsudes, pidls, ad gnpiudss

S GERPln o R R sl RBRT ot o s RO o wen-

lﬂfoﬁmﬁh&h@@{ thély ;mal, @nﬁiﬂ ()ﬁaeff?ﬁﬂg)a(g@ﬂlts @nd can also be of such
di methyl formam de, oils, in particular, cottonseed

HIIPOSHOB (v ARy r@}qase the p¢tivgepmpound or compounds in a certain part

of the intestinal tract in a delayed manner. Examples of embedding compositions
which can be used are polymeric substances and waxes. The active compounds
can also be in micro-encapsulated form, if appropriate, with one or more of the
above-mentioned excipients.

Liquid dosage forms for oral administration include pharmaceutically

acceptable emulsions, solutions, suspensions, syrups, and elixirs. In addition to the

as f or PErmBIPIF00923
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oil, olive oil, castor oil and sesane oil, glycerol,
tetrahydr of urfuryl al cohol, polyethyleneglycols and
wo adospomes d esters of sorbi tan or mixtures of PEBER2005/000923
substances, and the |ike. Bésides such inert diluents,
t he conposition can al so i nclude adjuvants, 10 such as
wetting agents, enul sifying and suspendi ng agents,
aciveebepomngis, the Avoid ddgage fRAHs PAY cUMaitind®8iMidhts commonly
Suspensions, in addition to the active conpounds, my

usedip heprls é‘é‘ﬁ‘éﬁ 13i%f or QEher selvenis, spbybﬂgzx@ﬂgegts and emulsifiers,
asSfo Qfe}fﬁolf’lé ee@hr%’é R3h sthroggfsﬁpﬂﬁ etlgﬁ CXI%)(SM%%t ,h%ﬂ?y? ACetate,

sorbit SOF ers rocrys

barel] altamb, beaty fmbmmter;rptc@medéglymiel 3Jlﬁlt3b@wggl@bl, e,
or m Xtures of t hese

R B teneily, FRBRME: ctampRstitb Eomadneorh semgerm
0iNivBof! éa@fdr ‘Bﬂ @&k QI?/@.J:%I Sté’tpa?l%%)g 4&]?%1%}{0? h

can be prepared by m xi ng"the conpodn e preesent
polpetbyieneghyonls anddaity adidl esters@fi sombitan at inbgurex of fheent s or

ers & as cocoa butter, polyethyleneglycol, or
SU%a{agceﬁp%% E%% ‘wax, which are solid at ordinary

t enPBEdAddirs8sh et dlll'uéﬂt!; Ah@EohResktti e SMRaRALMY K1 @R
therefore, nmelt in the rectum or vagi nal caV|ty an§

suchag %Elwentaﬁmul@fsém%ﬁpendmwem oravtening; flavoring,

nt(ﬁ;é{rﬁl% QéE pi stration of this invention include

oin nen?% pomders sprays, and inhalants. The active
conpBuspatisions, mdiddtie to trRoReive tehbbiends onsh &drﬁ’é]ﬁ sidpkfdifg
%P Si o{% ically acceptable carrier and any

Tapale. effipppyisted lswe%ylcﬂé@hpbsnp@lyweﬂﬁw@éorbnol
arfdes‘&»%lfaﬁ@ste@Hﬁ&@&ﬁtﬁlhn@ QEfb hfﬁﬂﬁn t qu s,

powders, and ons are al a0 Cont np ate as’ being
bamtqrmenagaheg&cami ¢ragéicanthi, sr miwteres iof thesé subgtanedsgdnd the like.
stat ns_ar. nm ni si edlnthefollovvlng dosage

anmou ?@pomg‘i’ i P \a m@‘@ﬁ@?‘%ﬁ‘% 35e RESeRDlY SBPE’ﬂﬁltP%eSa%‘@G]B
cah@RR prEhaadtthPiBlifs MRlcyrpBaMs d?QhéTBresé}lQlﬁvg nR %}égﬂta‘gﬂa

pr avast atin, generally about
n@n@m@ﬁ@g excamwcs abgamelmudgaat @cab buﬂteré@oly@hyleneglycol ora
bout, 25 m crograns, t

BERE e e BB r‘é?f?mfrwan}psmamﬁﬂélqz%%ogb°“t

tefn|pbll\aﬂﬁré ahd theref@eN@ER ki the 38th of vRgiAB daQitRRRte
and preferably about 20 ng to about 80 2005/ 099823

acHyS FPBPOTYL-000923 24 ny; | ovastain, generally about

2o PR R B LA P,
omtmnmhx) pbwdﬁ@ sptpyahd ipliadies. &Me)&cﬁ@(cﬁmﬁ&eﬁﬂls hémakaut
under s{{gnle conditions with a physiologically acceptable carrier and any
preservatives, buffers, or propellants as may be required. Ophthalmic
formulations, eye ointments, powders, and solutions are also contemplated as
being within the scope of this invention.

In general, statins are administered in the following dosage amounts:
simvastatin, generally about 2.5 mg to about 160 mg and preferably about 10 mg
to about 40 mg; pravastatin, generally about 2.5 mg to about 160 mg and
preferably about 10 mg to about 40 mg; cerivastatin, generally about 25
micrograms to about 5 mg and preferably about 1 mg to about 3.2 mg; fluvastatin,

generally about 2.5 mg to about 160 mg and preferably about 20 mg to about 80
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The specific dosage used, however, can vary. For
exanpl e, the dosage 5 can depend on a nunbers of

wo aws09923 ncl udi ng the requirenments of the patPENMB2003®0923

severity of the condition B¢ing treated, and the

phar macol ogi cal activity of the conpound bei ng used.

The determ nation of opti mum dosages for a particul ar

R tlb@mam sgeﬁ@ﬂahy kban 3 Qg assit 360 Hg%d'piﬁef%ﬁ@lﬂ%ut 10
't hods of preparing various pharnmaceuti cal

mgw ppdwiut BO mg; wid atoa'aet@hn,aenera P abers Pt mefto alqyt 160 mg and

will be apparent in |ight of

]1%?%%6 sé’ltg Oa outt@r 88 skilled in this art. For

ex anpires slga‘mﬁﬁedd@@giﬁuseﬂ HoweRar, cagvarph #oraeeiplé,cid dosage
conpositions, see Rem ngton's Pharnmaceuti cal Sci ences,

QURCRPoTIE 29 3 BHTIPRYS bl ncEdREdhe rqqalremqrsf AF thgipetient, the
15T BT R GR AioegeD panechy bt

abegound deing esal. rTl‘hM determmmb ioff aptiimnmo:fos@ets iforen particular

i ngredi ents which m ni stered separately, the
RagGRt{s WeH-tnog tp&h mag‘uf’g“b ning separate

phar nge@idhs 6 Q{Hg%hbhéj dthticall BhdPosifiBfs With a certai
conpri ses t\/\gﬂ)rgg arate ar ma?:eult?ca c%lnl'posél ti rzlls?e gm
aormo ohactive mgredlpmt@@hmowmwe il fre apmrmtmjhglg oftthier eof

sal t . of h co oun dru econd
FisiBuda s 1R SR BB Tt e R AR e bR e
ﬂfﬁﬁﬁﬁcd‘lﬁ&alfe@ﬁip@hﬁbﬁw séémerﬁﬁﬁﬁﬁl%%anﬁ%ﬂ@faﬂ BtiengesSMEBk
as a container, a divided bottle or a divided foil

Prdisking Copypsing dFasier, Ranel SkiRdidemd978es directions for
the ag%y{h% réastefilt 1Hve81ft1ofﬁ Iﬂgs %r\?/ e@tttﬁat r&g{\%ﬁqg ﬁ{%ﬁ?eatrﬁ}let of

kit fOrRiis par ageous

the ﬁﬁé%eﬁ:ondﬂﬂﬁﬁ@ﬂ@ﬁhbecﬂie@eln rvﬁfhear edahlyina b ofiasties mgreldtents

di fferent dosage forns %}ﬁ oral and 25 parenteral)
whigh zpay be; agip@mé@reéit SeH?Ifi‘iele}f mtﬂ%’é’@@@ﬁ?@%é‘? gombjping’

éa/g%tetrphhﬁaee%c o pssdn G i ah. $RURE |ng Bﬁséaftwg Eﬁparate

ation is y the prescri ysicla
Iikrarmxcaautpbﬂ cofnpssiths:a doitpousd af the pesabhtanvenkinet eprofaugk .

FEOLER Bl guek RFPHBaSH POV W pesbRt AP i

RRETPRCHSVE CRhe ki b&mﬁﬂ&@%aﬁ@fdﬁoﬁ&ﬁmﬁé sepagpsul es,
and the like). Blister packs 30 generally consist of

@Dmmsétonefsucrheaseat dontstinersa difvidedibpelei catla diGdest fodl packdt. a

f f er abl
%mﬂ@ Bl Gt it BRSRE R B BB PhE Foals
dipddlens! The kifbrm M@%@S@aﬁag@uh Rees tetsepdteshpae

of the tablets or capsules to be packed. Next, the
¢appIeBtsgEe prafesaile @dwtwé@e@lfﬁefm Hesagefumsde 2antl ol

PP AR bR R 80 ok B B ttion o he

ldhgdiat compbdneats dfhiee dadtiingifon is desired by the prescribing physician.

An example of such a kit is a so-called blister pack. Blister packs are well
known in the packaging industry and are being widely used for the packaging of
pharmaceutical unit dosage forms (tablets, capsules, and the like). Blister packs
generally consist of a sheet of relatively stiff material covered with a foil of a
preferably transparetn plastic material. During the packaging process recesses are
formed in the plastic foil. The recesses have the size and shpae of the tablets or

capsules to be packed. Next, the tablets or capsules are placed in the recesses and



10

15

20

25

30

the foil which is opposite fromthe direction in which

the recesses were formed. As a result, the tablets or
waeapsobmss3 are sealed in the recesses between tP€T/1B2005/000923

plastic foil and the shee2S Preferably the strength

of the sheet is such taht the tablets or 5 capsul es

can be renoved fromthe blister pack by manually

th@ Pkt T delRfi 8§ Wi & rdleridl iEschRAQSHRS tHE §r A8y foR At ORE M BT
is formed in the sheet at the place of the recess.

thefril whishgs opposita feom Beigctionein wich thepoeedses ivers fprned.
Aé) R ?e{ghﬂgl&‘ Itéblé@tor p&iepsﬁlﬁ? h{ee%?%lrg(riéno gceg %g Pgtwn eﬁrﬁ{% 8ﬁtsﬁ
fotlaxlntl elicSsHobt. daﬁfdndteﬁ thetxeeady of e smsabs Eichaahtiesiziiéts or

with the 10 days of the reginmen which the tablets or
Caeﬁﬂ%waé)sbesr@@ﬁ@% fromethe SHgien BF‘CES@}H mywatl e APPIKAS PREFSUre on
R R i i e ST T
T mmbld‘ayr, capsuletcen then$ecremdvé&\ek saiVopetayg. Tuesday, . ..

etc r variations qf nenor ds be. r ead|
o ppalt i B AeSiably foypride e P atloinhditee. Bain (1 fgpth of
mﬁﬂfé?yh&t% ﬂfeecmeﬁlorehﬁsh&s%e%%ﬁé R8mb&s E&Téséoﬁakv% ar

a given day. Also, a daily dosé of conpounds of the
days 06 érmregma@nwhlgh thedalbletsom sipsulesfso spreificsishetlddre ingested.

d d
ASGRE Rl ot Giop Ay 3R Rl Sl R Rl GO IR RS, S8 s
follbe's BRI Wedk, sty Tuest®f, |.agd... SBiond Weelammnhl@sz
speC|f|c enbodi menf of t he i nvention, a dispenser
Typsdayne ta Pthgpvagiasiganefememeryorifls ‘yllhl@es@gdlbh@pared tA me
dﬁﬁgﬁiggeé' aﬂ%@ ta%éng%?f;abfé%ﬁ égéa%?lglg éﬁ‘ %gvekaﬁ gﬂfs c%f'c gsﬁies to be
takenoi yga;led dayoAasb hdaiflyl dodesst cbmpbhndsatfehe mrosept 1 avedeion

with the re n. An exanple of such a nenory-aid is a
CHREORSIS ?faﬂ“e%@ge i GADING WL gty dpwecolt sk gpbeaippund can

cdiilgfsjn Jf é@a@éﬁ?taﬁaf@éo guggsedhddxhéé)@éﬁae dfheﬁﬁé’rg i F &R de
such a nenory-aid is a battery-powere Cro-c
reﬂecttthlys 25 coupl ed with a liquid crystal readout, or
audi ren1nde or.. ex l e, reads ut
he Brotie sosci SpEEfmgt b e i Ehtioss A SRBRRFa e ened 1
s@fhercﬁg(g%?}es ARGt Whiel ih g Haxt onHe?l?ldt&ieH‘ﬁs@fs bRivEdR.
ORMULATI 30 The conpositions of the present
Prieferely i tha dispandseissgiripped wathedmemoryeaidy soj as to Sutibénfaciliome

re thegapeuti ents. These ,i.ncl ud
cfyiboRE SRl Rsfpbl CARBRHRDIE oF HhSme SR G b eRpnigyl
cou@btr With diocAtes higd MEfibe oPdaibpasses WWat BAGREN ARBEIsed.
PCT/ 1 B2005/ 000923 26 The conpositions are thus well

Anefherrrample ebwirl firesRomyid i ashatiery-pewersd micro-chip memory
coupled with a liquid crystal readout, or audible reminder signal which, for

example, reads out the date that the last daily dose has been taken and/or reminds

one when the next dose is to be taken.

FORMULATIONS
The compositions of the present invention can be administered alone or in
combination with one or more therapeutic agents. These include, for example,

other agents for treating, preventing or controlling Alzheimer’s Disease.



manmal s for the prevention and treatnent of AD. The
follow ng exanples further illustrate typical
wo eoosibembs ons of the conpositions provided byPtheB2005/000923
i nvention. As used herein, 26conpound” neans an 5
acetyl choline esterase inhibitor or a statin,
i ncl udi ng donepezil and atorvastatin, respectively.
For nthatomposktiodsge ethis &l sHIBE Fdr cofi 3Tk AdminiSration 8O
nmg conpound 2 5 to 80 sodi um benzoate 5 ny
megppdhfer thapierentiopomd icatpent 8h&d: i ngredi ents are
m Xe . “ . .
i SRR B fhhet RS SRR RGN forkulations of the
composéibmeprovAdediby thedovgnoiond AL used her8i@l, fTpympooniidmsghsZin5

to .80 cellul.ase, mcrocrystalline 400 stearic
S ey estegise PER T dha o B e P A B G y
resPedi@ellhe above ingredients are blended to uniformty
and pressed into a tablet that is well 15 suited for
oral admnistration to a patient. Fornulation 3
Amount | ngredi ent _conpo glagond 80 ng conpound 2 5

to 80 ng |Wpr2diesy 099823 PCT/ | B2eimm®00923 27 Stargh,
dried 25( i te—10—+y

cofhpoun 5 to 80 mg

compound 2 5to 80 mg

sodium benzoate S mg

isotonic saline 1000 mL

The above ingredients are mixed and dissolved in the saline for IV administration

10 to a patient.

Formulation 2

Ingredient Amount
compound 1 5 to 80 mg
compound 2 5to 80 mg

cellulose, microcrystalline | 400 mg

stearic acid Smg
silicon dioxide 10 mg
sugar, confectionery 50 mg

The above ingredients are blended to uniformity and pressed into a tablet that is

well

15 suited for oral administration to a patient.

Formulation 3
Amount

Ingredient
compound 1 5 to 80 mg

compound 2 5 to 80 mg
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W@ apsohws3 adm ni stered to a patient.

The above ingredients are conbined and mlled to
afford material suitable for filling hard gelatin

I ngredi ent Amount % wt./(tefal wt.) Conpound 1 5 to
80 ng Conpound 2 5 to 80 ngy 32 to 75 Polyethyl ene
gl ycol 100 Pol yet hyl ene gl ycol 4000 16 to 25 5 The
above ingr%}&n el € conbined] Y@, FElT1 ng and then
poured into s. Wil e enbodi nenf’s of the invention
have been mlagmesstumsleairawwd descyibeg, it 10 is not

int ended hat thaca anmhaodi mont tl liictrat A AnAd

T TTTCOT ullu\.lull mTeTTTrS— I rr oot arCc—_ ot

describe all possible forns of the invention. Rather,

t he vRfdshovs ftbrédlehtd reiRihd Lald Bllledks at‘f@rrdqﬁat@xflal suitable
description rather than [imtation, and it
forfiléingtheodig¢lhtn capsnics admptistagdgo nrtwtlm made vv| t hout
departi ng fromthe spirit and scope of the invention.

Al zhei nmer' s Di sease AssesEmsnt §ca}le Cognltlve

Ciiharal A ( ANDAC f‘nn\ 15 A 7AY
C— (7oA Oyg =51t~/

Dezecliches; gned to assess the sg %H%P th/QBGIlIWltF
JURBNTS 1N AD patients. I1TEH%, gHiRjUde word recall|,

namng objects and fingers, fpllowng comuands,

Conpiaundt onal pr axis, ideati onélto&@mgl S,

ariont nt 1 AN roaecooni—t1 ennlkean |- anaace
Ul T Tt ac 1T UTT, VV\Jl u T U\JUUlll Ll \Jll, fur\ T 1 allUuaUU
a)
=

BBl fenRy GRS  on_of spokprt 1 ahguage, word

™

P@h‘éﬂ?ﬁé?‘?e@yf%lélp 90 instructioh$® Ot al scores range

from O-70, With 70 i ndi catlng rse COgI’]I[IOI’] For

e OB 8 DR PR

entration/di stractlblllty. V\hen these t wo
additional itens are conbined with the original

11- i t@mieReoEREentt Bethe imEhiiBABMNe Wch |1111R€rafe@faﬁﬂ uedribed, it
as the Modified ADAS- Cog. WO 2005/ 0998

1PETinB200é G0 0833 empedialentsailnsrate arm @@asl@e abpgseible fowas of

t d CI [ obal Si on Change sc
L 50, SR WO 0 BB O i
rﬁﬂhbflﬂlﬁhdﬁnﬁatidﬁt, it %ﬂlﬁﬁs@&)d that various changes may be made

without departing from the spirit and scope of the invention.

Alzheimer’s Disease Assessment Scale-Cognitive Subscale (ADAS-Cog)

The ADAS-Cog is an 11-item scale designed to assess the severity of
cognitive impairments in AD patients. Items include word recall, naming objects
and fingers, following commands, constructional praxis, ideational praxis,
orientation, word recognition, spoken language ability, comprehension of spoken
language, word finding difficulty in spontaneous speech, and remembering test
instructions. Total scores range from 0-70, with 70 indicating worse cognition.
For this study, two additional items have been added to the ADAS-Cog. These
are delayed word recall and concentration/distractibility. When these two
additional items are combined with the original 11-item ADAS-Cog, the
instrument will be referred to as the Modified ADAS-Cog.

For nul at i pCIT/AB2005/000923
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i npressi on of change plus caregiver input
(CABIGPlus). It is a global rating of 5 change in

w@atoseeas23 unct i on derived t hrough conprehensi VECT/IB2005/000923

interviews of the subject add caregiver by an

I ndependent clinician. dinical Denentia Rating-Sum
of Boxes (CDR-SB) The CDR-SB is a neasure of denentia
ABBERRdrtDikéhsSiCoheEive Stldyatli Mg slaS®baldagiéssioant and
functron: nenory, orientation, judgnent and probl em
C [SAge Pty affairs, home and hobbi es, and

per seopal 0 i at.r] FY:
Rour SEOEK GG MERPCSN G ibh b h MR dplebiib) bi2R,
ingbavdrosfahan gé plus chepiesinpai(@IBI¢-Ragultis aglobal rating of
enmenti a subjects: del usions, hallucinations

chigiee 4t PaiensHcEeR femyveddBIUER SPBIRFHCESING FIta Viesis,af they |
i@ hAPEEIR0E bfan BBV BT ENTR ant ot or

activity, sleep, and appetite and eating disorders.
Clihicaligbmentst ReiiigiBenh ofBaxes (BRRWBH t he caregiver,

each, _of e 12 behaviors. js assessed.. The .frequen
(O- 45Fg%§3)qg—§ﬁllsiat1§}east1{?_%)c{eg}engg KAE™ g\ﬁl’éfl(’lg?l ¥ AT Yssess
cOEt SsIMA{¥ERnS6h: Mk idoBy, ic8idnfaBlbn Ful @hédt 268 Preblah sOlvikdd.
i gher scores indicate nore psychopathol ogy. In
cemaiunity affairh dogegnddabbies pandapeatfingbeareli st ress (0-5) is
al so determ ned for each behavior. Al zheiner's D sease

NFPE;E% ! %@zﬁﬁc §‘$%§égﬁ1&?12ﬁnd Change Scal e (ADFACS) The
- ctional assessment instrunment
based’he Neutoisiychingictlalernog (D&I) 5 aslt-itan tscas obehdwiiokal

living (ADL) scales commoply used.in Iinicak] _—
s BRI EH O GRIEEN B ASIE IR B o418 of 1Py, hallucinations,

e 685 {25 14§ BRROABSpHBEROM NG,
aglgztﬁﬂ)lh’r;}%ggegﬁs\rj\lh? |%Ség%%£(§§ﬂ§é€aigﬁgt r%lfrentgll ElLg\pDLs (ability
apathy/irskfferece, elisbpiibmien, indtabdliplabilitysisrransingr activity,

| d N . handl i h [ f
SSPeraaePuic B rI 1 deg age: Aot THSrEe AR Bt Lrhle
cBRBRer, RAGPIADHe 12MEhhAbRUE BssBSdelY The B@qudtrpdD4Nend severity

personal mail, and grasp of situations or

(@3p bhershibomsyior Mealeteswinedrandtmytipketier et scerapfdelton
i nterview of the 30,subj 'S. C Lver. of

iR B Ry piofiEpen S ey, e R BilcacpRE B

chi¥pief ARAES (05)4s a6 Kytetainet €or gidRibER®AGY) , gi vVing a

basic ADL total score of 0 WD 2005/ 099_823

PCT/ 1 B2005/ 000923 . 29 24. Each o he inpstr t ADL
lzhaimer’ s Dis sgessmant ge Se A 3

(sevepp AMPRCTER b LN ool T @haiRk bl 8h
scor glrh%f 0-%€§E}hel)6 lg%/ﬁélrfg}%ltl%g%l a:g%%ﬂ%%gg%s therefore
ihasmentad tad basionetivitiegef dafilyQivifgl(ADL) scales commonly used in

clinical research. It includes 6 basic ADLs (toileting, feeding, dressing, personal
hygiene and grooming, bathing and walking) and 10 instrumental ADLs (ability to
use the telephone, household tasks, using household appliances, handling money,
shopping, food preparation, ability to get around inside and outside home, hobbies
and leisure activities, handling personal mail, and grasp of situations or
explanations). The assessment of each item is based on an interview of the
subject’s caregiver. Each of the basic ADL items is scored on a scale of 0 (no

impairment) to 4 (very severe impairment), giving a basic ADL total score of 0-
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M ni-Mental State Exam nation (MVSE): 5 The MMSE is a

brief, widely used test for assessing overall
wa@oghiopisee state. The MVBE neasures sel ect ed BEPER165/000923

of cognition such as nenory9 orientation, attention,

| anguage, and praxis on a scale of 0-30. Lower scores

i ndi cate greater cognitive inpairnent. Mdified

Al 206l BBheSnduaRABA ASE SRR Ecopc@bRa SOA0bE b ViR impairment)

Subscale 10 (Modified ADAS-Cog): The Modifi ed

tABASVesg nipgirmigat) gavingian sustommenmtal DL hesalistoiet afifl- NDABhe

o%@&%ﬁ&%%@%%@gﬁeergﬁ%hhgshﬁo% ditl (r)e{]nggfof pe, I tems -
Concentration/Di stractibility. Cinical Denentia
NRaf Mt Senate ExBoesionCVRISB):: 15 The CDR-SB is a
nmeasure of denentja severity in six domains that

asseskhe MYBY isiaduicinyidelineser dest forasprsying ovpaHcaenisine

' j j ffai and
R ER SR SIS lers of SO ok oy D
agnaddn pentidy lankaaselapd praxds ais 8 asdavhd-30ehower scores
: sxcl udi ng the cljnician conducting the ADCS-CAd C)
LEEUP SEFHE COBHUYS BHPYI™$He results fromall tests
conducted during 20 a clinic visit. The CDR SB
MBMSieH Althesth&CUBREARE ANk BEhl A dntrel JHLREME EW
notes and rating of the ADCS-CA C interviewer, but the
i ' vi ewer does not participate in the

CDR- [ [ The ratings in. _ea f, the.donpin
are Seac s Sl e B iiriRE St CEERERES-
GspdentriiddebBox @sh thdeddiaps BEHW@itEhS - Delgsd Word R¥PhI and
25 The Neuropsychiatric Inventory (NPl) is a 12-item
ngpirasiondAsEGUBHEY-  di st ur bances commonly occurring
in denmentia subjects: delusions, hallucinations,

i DA IR S, oABBLRTRIAL@YSPhOr [ 3, anxd ety,

| U ; y7/ T ndl ce, disinhibition,

i rri tEieiCORYWB sl toiebsure abdementia sewerity iasixi dontajgs that assess
sl eep, a appetite and eating.. Through spructured
PRy AR R RS Ry eyttt iy R B1 RepEleisoNing,

DAV a8, AUTRI8EEhd HoWbids! GHEGRGYs £ eddh @RBain will be
severity (0-3) of WD 2005/ 099823 PCI7 | B2005/ 000923 30

ageest upeh Ay ither subjeet’d @ssessmend deaam Gexelidingothe elinfcian canducting

EBICEERIG By ohibsathbRRElpe 2R0hh G SRRy gy
Ld1Flid @isi$. THE-CGDRISB abs@nslet @5onssi6a sh@ild aRERBO BitdOlew

Al zhei mer' s Di sease Functional Assessnent and Change
nspes| aad rating of the ADCS-CGIC interviewer, but the ADCS-CGIC interviewer

does not participate in the CDR-SB discussion. The ratings in each of the

domains are summed to provide a global clinical measure, the Sum of the Boxes.

Neuropsychiatric Inventory (NPI):

The Neuropsychiatric Inventory (NPI) is a 12-item scale of behavioral
disturbances commonly occurring in dementia subjects: delusions, hallucinations,
agitation/aggression, depression/dysphoria, anxiety, elation/euphoria,
apathy/indifference, disinhibition, irritability/lability, aberrant motor activity,
sleep, and appetite and eating. Through a structured interview with the caregiver,

each of the 12 behaviors is assessed. The frequency (0-4) and severity (0-3) of
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5 (ADFACS): The ADFACS is a 16-item functiona
assessnent i nstrunent based on instrumental and basic

waeaswpesees of daily living (ADL) scal es comDPCT/IR2SEH000923

in clinical research. It i3fncludes 6 basic ADLs
(toileting, feeding, dressing, personal hygiene and
groom ng, bathing and wal ki ng) and 10 i nstrunent al
BRUShnd$Rr e dﬁe%rhﬁﬂe%%am@ump@é@&ml tBtal @c%fé of 094A9 Higher
househol d appl i ances, nanagi ng noney, shopping, food
p¢cerp‘amétqa@rmommsy¢h0paﬂlolcgert Imadiition; the iddgreandcaegivede
0 ble nd |l eisure activities, handllng
38 OP R o R EmipR Re GrRBialien ons
explanatlons) The assessnent of each |ten1is based on
azhafier y Déswaaf Fudteiond UBk@ginest Aal ERingelScaleach of t he

sic ADL itens is scored on a scale of 0 (no 15
?&Pﬁ%t) to 4 (very severe inpairnent), giving a
basi c Tﬁ@'ﬂlﬁf’z&g\b 1§‘9% SreB fulletiii ?s%gﬁnéﬂct i Tme tBaS(:ﬁ on

i nstrunent fenms 15 scored on a sca
ispairenth B.I)d basic &tl(vﬂmsexf dailynirangn@m])) sgales nqrnara)nly used in

i nstrunen t ot verall 16

BRI ERACS. hauis & baSE A sdtone e fedgngiecone ersonsl
h§§1en@h§@%%@nﬁ@gi fbfaﬂhﬁﬁgt dRNyalRA s Y hH 96 a@unfdias %DLsh@se of
random ze drawal” desi gn ﬁas been proposed (
19eiong dgmpehcdd tagkss vsidy hdeshgid appliassssmadagigs mvday.ed

an in, the f_AD ( r .P. . .

RIS B GR BT Fored s PP ek itgdg e, hobbies
ded BliapeBetivitid, BRRIIAE geﬁén@m@p&ad@m AT SREARING @r
Di sorders, 10(1):S31-S35; 1996 The Pnt er nat i onal
vepRizipng- oths %Pﬁsﬁlﬁéml-‘ﬁreﬁﬁhﬂ%ﬂﬁ besegfon@niigervipwof then

PEM PSR b el oEARSERE ATIORLGK i{col 6 h Eedie ot Qng,
ihpdimae) tet (rylseetsinpiraght sgiving a bassd ADINtopdResre of 0-
fromthe | nternati onal Wor ki ng Group on_Har noni zati on

f+ BarAf th instgeatsl AL Hers 1s-|S|q@rqj %%g(@ legpf O (no impairment)
%’6 9@&%@ lﬁﬁaﬁﬁnﬁfggi;g g:ﬂréﬁﬁfnﬁﬂét%? g\%}%w%%gg reJr e8¢ T:]alel

50- 3; I'nt mze t hdr awa
@e&la]g) r16 1fem ADHRALS thesdionedras avatblhscrgrnega bf al-54M0
2005/ 099823 PCT/ |1 B2005/ 000923 31 di sease- nodi fying

%gent &%ﬁﬁﬁ glfl cient duration, active treatnent is
T C(a %group of subjects renmain on active
at nent.. and a subgroup is withdrawn). If the

I,Dh *or exanple, in this case atorvastatin),

has only a synptomatic effect, then the performance

o R M PR U B 000 B
@5 oypidyrvigsignds assnsq:xllragﬁmi)le:fbd omanges in the progression Jof AD (Leber
P. Observations and suggestions on antidementia drug development. Alzheimer
Disease and Associated Disorders, 10(1):S31-S35; 1996). The International
Working Group on the Harmonization of Guidelines (in AD) endorsed this
concept (Bodick N, Forette F, Hadler D, et al. Protocols to demonstrate the
slowing of Alzheimer's disease progression. Position paper from the International
Working Group on Harmonization of Dementia Drug Guidelines. The Disease

Progression Sub-Group. Alzheimer Dis Assoc Disord, 11 (suppl 3): 50-3; 1997.)

In the randomized withdrawal design, following treatment with a potential
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the very begi nning. There has been at | east one
published clinical trial in AD wutilizing this design

wQ@ Rosloggs2d] Erkinjuntti T, Roessner Met al.. PCT/IB2005/000923

Propentofylline in the tréatnent of Al zheiner's

di sease and vascul ar denentia: A review of Phase 11|
trials. Denment Geriatr Cogn Disord, 9(1):36-43; 1998).
dReAVBImddifViiry BB 4 YourivgaH: ClFREHN) Gicti VB ARGIkAENt is withdrawn
Resonance "I maging  (MRI) / Magnetic Resonance

@pbgonp of ophjediavRS)ainen eityei ttdatmend eandi angutignoyyDis withdrawn). If

dvan mrensu at e .chan vol u occur., ..
R ATER, SRS GRS Tyt n RO PO o Hptnatic
&bt Ohh e tHedlerimeh@sSof aBjéers Shdvhed tlaqﬂa&db@r\eo@ﬂ e expected to
S|gn|f|cant di fferences between the size of certain

drcapase 1thstleved ofperdormangrrd the subjpe e thet was po piagebo from
B! %?[bf@%}?ﬁn%ntﬁle% bl AR Qtdlerel?cr% puBIRREE Oéhilcaﬁ%%lhﬁ AD

sever sease progresses anges can
oolidihg sl deshglni ORgthet NE Hikigjuafti VMRRotanee ds et el.. Propentofylline

structural vol as.an in vivo ne re of r oss
w thg &Wtwé@& ﬁiﬂﬂ%@ﬁ s fispasr apd Yo ﬂ(:g?}?&ﬁtl?:v& review of Phase
%Hé fDé;r?etn't @b @%znﬁisbfd 9(1‘3%‘6@1@%}33”5 for

ppocanpal and ppocanmpal atrophy in Al zheiner's

20 di sease. Neurol ogy 41 57, 1991) These

f éons' Studfes‘have
= enpor al | obe

Ak rcugxtnuwe 8eclﬁ16(in [m hd@m:@r bomﬁlbm@&a BRbiSaes 36 b¥ieh hokasne
ventricular and whole brain volune to nonitor di sease

pecgrleading e prrerestite pirophy; Fagiopeatholpgic abardyrrgipiaging studies
ﬁéve%%%%%ﬂétji?ere Ireg g fEBRne Wikdle &0 Eét@Jeeﬁ%é 8%@ ﬁ? Sertam brain
ovastatin ecr eas serun1concentrat

beian@syt well af AeIntepeptiopiey bdtiveen) patlents Wlth AD and normal
Neur ops chopharnacol , 4(2):127- June 2001

opEEqls-i Baf e;ﬁevmtwé@aﬁ%sslprogﬁ*ss@ﬁk}wﬁ ghapgsscan be monitored
ﬂﬁeﬁgﬁ%&%@s}f Iteﬁ a8 §ﬂrﬁétﬁ( gnﬁs%'a% ih W FRERurObe
AD, an I es ty to

stu ave s own t
gdids§ etrepityi (@esslbletiReBalcighdOf Gonnajle@Wt eQABntainwhti®O of magnetic

normal controls with s tivi.ty and eC|f|C|t of
ERBCS 652N dCHMPRBT VLA DAPRRS P Mgy fiphetmer s
a;sggyéhwegﬂgogeqm spowg1j.0 correlate wt h severl ty of
menory | oss Laasko MP, 'Soi ninen H, Partanen K et a

heseafiffeRacdsi 4 aR3npgkei\th &@@éﬂs@&ﬁﬁé’@ with memory and other
PCT/ 1. B2005/.000923 . 32 in Al zheiner's disea

seetiys fangtjonss pitpdies havieyhighfighteddhs siilé st rf%al temporal lobe
5@&&%@%@@@@2@ %5 B &6 1 NGHHRIQRLY lcrj, |dibrain

tnents for AD are devel ope
thunqmasnmmmr d&ﬁmermogssmml (Foetihet LFuChllet FérGpoghagan HS,

%ux au l}Bt ’?‘ren%%rhgnt with g)'n%r%llgcli—re?gassg 1or{rgsdtlafm\4 dedreases serum
concentrations of human beta-amyloid (AP) peptide. Iz J
Neuropsychopharmacol., 4(2):127-30; June 2001). Specifically, hippocampal
atrophy has been demonstrated to be a sensitive and early indicator of AD, and
studies have shown the ability to differentiate between mild to moderate AD and
normal controls with sensitivity and specificity of about 90% each. Moreover,
degree of hippocampal atrophy has been shown to correlate with severity of

memory loss (Laasko MP, Soininen H, Partanen K et al. MRI of the hippocampus
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5 Wth the use of an MRl scanner and specific
software, Magnetic Resonance Spectroscopy (MRS) can

woraswss2bi ochenmi cal netabolites in a brain regi/BRef000923

interest. In AD, studies h¥ve denonstrated particul ar
changes in two netabolites: N-acetyl aspartate (NAA)
and nyoi nositol (M). NAA produced primarily by

ineAtAbBEper! ssdigean® rskn':yitl\tify, SeuitRiland dn@l%‘@i%ﬂﬁﬁ:h@incorrectly
nmet abol i sm and_thus 10 neuronal integrity, has been

‘%%W@dtslﬂ B@deé?"é’é%léﬁ 48in% Ao S IpA2PH- r egl ons in AD

a nts. (Kl an [in amK Mbosy d ur
R oA g B GO e G R b A £ ARk o
tﬂéﬂa?x_eﬁ_ﬁieachﬂil E}Hﬁ?tohrﬁtlé' FREMease I‘iiioaﬁ?ﬁl% brain: a
prelimnary proton nucl ear magnetic feSonance st udy.

Neur oWaipythe u: of 28 MRI da8ber ah8 8R9cifiCsoftense Magnblic

ener at in astr s and a rker of gliosi
R LS G R RS fy‘dgaﬁa‘a?lﬂtswn a brain
rEaloans inaethan ADtsHﬂxé%abé‘H@mo&lﬂl%éﬁ PargbuIaelsn ééﬁhttyvo
and specifici t&zi; foor identifying patients with

hefdeeldes Npceighenprrtatg (NKarsd myodGhésiol (MPD, NAdh aHidlused

o0 SRl Bl o yodiBRE b5 RR R Sighptiom and thus

epeagial DSEeY, haRbedndhogh, to bOFeddaséd;in 1¥388)s braitiuggioss GhAD
measures could serve as 20 a nmonitor of disease

patignts dK&kn Wa Fanchakip e &, Mpost & fpf-lurpr Restigrawds Nof
dc@%@ alftzftQ md &‘ﬁexl\% ﬁld%&%ht@ f RIZ%E{%I?#%ydlgque brain:
| ona ophy

brain atr ppocarrpa at
adptliméthrp pratérenuchtae nm‘gnetitamgmancfe stullg. glephdbgyon2: 1578-

[ L vol unme olune/time. The neasures of
]{ﬁgefé@t} }égpvetrﬁeéy, lﬁé eg?réteflh%as&qﬁ)é;ryéeé and a marker of gliosis, has
Hﬂeﬁﬁl@&yﬁ ﬁﬁt&ﬁh&ﬁﬁ@edﬁﬁ tlﬁE E@I%dl;ﬁﬁ)n( NANE dooBiREr, @&{d@“a@@d

NAA [ evels in cortex and’ OCCI pl
Sdaewnéugh sensifisity aa@ SpﬁCIf@tyémdthifwxﬁg pmd:ntsomtﬂmhu]zied M

pEEHE AR (oo AR o B P M BRpef i Mo i grumi

¥, ResdBDNPRIbaBId Aﬂﬁlﬁélﬁéﬁs t¥pdsb € 8faAoki8 wifteproton MR
pat hophysi ol og Al zhei ner' s "di sease.” 30 Peri pheral

BPUFRRPRD: Radiglesy, f19é £5152; pOSDnd hiieyveich mofasyies apyld sexve as

ﬁggt%%ér o%(}%?? ?gmfﬁng%%d%%?oager I gastg(regol evi dence for

di sedBle medufeiofi ghierbfieeds tefMRO B HlRBalSirail AsopBy gnd
for qe,lﬁg npl e, WD 2005/ 099823 PCT/ | B2005/ 000923 33
regigpyrunaitaphy (ppacampakajiophy) as cledined by dhe rae of ¢hapge in

(€ oS TBL Bl ANEAE A e AT FPRORRLEID, B 60RGPl he

MES a@@ﬂielqhmﬁgdlhei—ﬁcdfylagﬁaymlt@ hteaﬁhaIONAaI/tEE)r@ﬂQicﬁih@ﬁztﬁi
NA;&A eve s,S 1CnI the %Intsal C(?rtelx azn%i occipital cortex, as well as MI/Cr and
MI/NAA and normalized MI levels.

"Peripheral Biomarkers", as used herein, refers to proteins, peptides and
lipids, which are found in blood and are implicated in the pathophysiology of
Alzheimer’s disease.

Peripheral Biomarkers, specifically plasma levels of 3-amyloid peptide
(AB1-40, AB1-42), cerebrosterol (24S-hydroxycholesterol), and S 100b are

evidence for disease modifying effects of combined statin, e.g., for example,
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1988), serumtotal cholesterol, serumLDL-C, serum

VLDL-C, cerebrosterol, 5 triglycerides and DL-C] and
weRBOsaewy | chol i nest erase i nhibition (RBC AChEPC)/1B2a05%000923

further biomarkers of dise@&de nodification or

progress. Plasma bi omarkers of interest include plasma

(3-anyloid peptide (AL31-40, AP 1-42), S 100b and

R v R AR pYEhel a@éttywh@lmége&a@hhmw eln) exaﬁifp@es @mé?@zl%

| evel s are el evated in several

ApplipppraiteinsB (ApeBY ég?Oél@opr@t@m Ev(é@om (Imlmmule ﬂrsggJREoSing
(%Al&?lgc Zﬁt]te%:ngllg pgié?rg 1 18%1%8 T(%%blelirzéslé n%'r%zosbleroszs %I 1-21;

1i93B), se@irh @dal cfmﬂestqaan; b@gmgsLsc sehagNDBISC, @@Lfébrosterol,
treat nent of zhei ne sease. Bloch|n1B|o

HebaenemeEp(q) arpy&B@ﬁcetz@hwuanmoyhxbmdﬁc ACHE-T)

ted plasm A(3

H%@Eggwgﬂg!'ﬁ%gﬂﬂéﬁ%%h%Bhg%IréF %E%ilve study in
an agiasriha bspatkedsiof inté@vieihelgde pRema BSeﬁnyisﬂrpe)pude (AB1-40,

reveal ed that subjects with higher plasma A(3 |evels

MRH4N S HeQtoanseH- y@ﬂxyc@ple@tq:ro&mcm@rgml)s over the
t Ma R e
Rt BladRaAR YNGR eued AL SRR G v g frst-

d\%@fb@%el%@we?'o@m p@ﬁb’ﬂt@ 'pﬁop% @h‘eﬂﬁﬁéﬂ &edlgeaﬁez (@Bg:le TE Eckman
i nci pient Al zheiner's disease. Neur ol 46(3)"

@R.2 YgunBip S{H9Biochamicak éntecmrudﬁ @b)‘&ta ristifomnse s implaatiohs for

L..p can be r uman bj ects.
AR AR W ARk Y it MR, PR Biopns
Adz_‘di | 26thD5602(ILY: 172581 26+ dY-20008 AhB&ORAdINS inB3 aiBsddPation of
Treatment with controlled-rel ease | ovastatin
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ISV BHOAN GRbRSY kR kdr dnSAﬁQﬁéédbs@ rooelmas qe;ttrg P@ﬁrs bv@idux R,
i&gkorkhen1l Lutjohann D, Diczfalusy U,

by @acahsdDWE&hMeanly J, BalioKesMerchanthanmlasSA Stern Y,

R oyer Qf 24S-h chol est al and. .
DR MeBPER! afteosf grivien REPSuRE, F14Q%and eipient
Ahisteral disBasehelsi muh&lt | 4873): J41L2! & dep R®®Y). A recent study
39: 1594-1600; 1998), (Bretillon L, LutJ ohann D, Stahle

indicyesibatr thegilevgi of PlaﬂnEg%ﬁamBéw Gdupkd uf émea}n Bubjects by

Py SibihismpP P GE8 53t g EeraliDay L1 Cuten B

@zruglh@gerxﬁrns hRueasinaIDs  TRatthetTBRithr 8bmiolRYSHHRBE ol Matin
an age- dependent flux of 24S-hydroxychol esterol WO

deotesyes 9 S8RIN F‘@PF‘FTBQ?@'@B% o¥obpman 3}2pter poiloid HARDr aeptidentlsr J

%ggfffygﬁﬁﬁr‘nﬁ? or MY, AGadosl USA 93 9799- 9804

I'n hi gher con entratl ons in the
pl ﬁﬁfébr@étemtiébﬁﬂ@dmxtyhh(ﬂéstém})Cmﬁ'ﬂktly produced in the brain

(Bjorkhem I, Lutjohann D, Diczfalusy U, Stahle L, Ahlborg G, and Wahren J.
Cholesterol homeostasis in human brain: turnover of 24S-hydrox ycholesteroal and
evidence for a cerebral origin of most of this oxysterol in the circulation. J Lipid
Res, 39:1594-1600; 1998), (Bretillon L, Lutjohann D, Stahle L, Widhe T, Bindl L,
Eggertsen G, Diczfalusy U, Bjorkhem I), moves across the blood-brain barrier
(61Lutjohann D, Breuer O, Ahlborg G and others. Cholesterol hormeostasis in

human brain: eveidence for an age-dependent flux of 24S-hydrox ycholesterol



AD (Lutjohann D, Papassotiropoul os A, Bjorkhem | and
ot hers. Plasma 24S- hydroxychol esterol (cerebrosterol)

wo soos/0e98ensed in Al zhei mer and vascul ar 5 denePtBUB2005/000923
patients. J Lipid Res, 41: 395-198; 2000). Locatelli
and co-workers (Locatelli S, Lutjohann D, Schm dt HH,
Oto C, Beisiegel U von Bergmann K Reduction of

R BS1HB b@ﬁ&m AROXY IR RS PRI QYo KESLEY; O3Ue 9@'9)/9¢ ®%84.51996)
usi ng i dosage sinvastatin in patients wt
hl@dc ig

apgbisrie Rl @m:@trtra@owe rieeplasrag okpatigatstveith @aﬂy—onset

A SRR b PRy BRASA. Rl DB et Pt
hylahbx géholasdral dc&ebﬁﬁtb@@@ istiféradsed MO N@AeBh & and ¥BEcular
cerebrosterol in the plasma of h&(ger chol esterol em c

3 dﬁla’%l?@ﬁ@ patiants dpiddeset: Fw O 20 daFoedtefH4pi ae-workers

(EECSA 8, FAgitBint 58 Soldl ity & il U Rniilingnn K.

Rf&ﬂmcmmmtosfsplanm S -hydzox yeholestbrod (deirebrogtéroR ilevelsSasifg Bighn
enesis of Al &E@I mer' s di sease. 15 Neur obi ol

&iaﬁ o ‘?g@'}m 19 patiesys Wisa aypefcholgsierplemiaimydencehat v at ed
sﬁﬂvra%ﬁh @ffectd %H@le?ctﬂ%‘f ﬁ{e%o iEXEh &equnﬁﬁ]oggpeveﬁ%%dr g,

frombrain injury and inflammation
10 5Pa8H: 313- @ﬁéb(ﬁﬂ()ﬁl)lcﬁmoostrm}@hﬂlat emABtEat iednted total cholesterol

b R T T SRR Pl St
El di kg ﬁOb% bt ?ﬁtgﬁgilﬁ%ﬂéﬁf n% n’?ol%(gﬁg g‘%l%cﬁ\ﬁa&g requatlon of

the earlier stages

chbeinoclesals Mtk RS S4:156i6) WS4TRe ﬂdlS ,of N(iﬁ/vafé‘elcas&G@}h)as af¥d of the
increase in S 100%1| n brain can also result in

ngHEQiPRRYc| eviekiae o S1908 opy, the, pathpegnesip Poddziviogrs disease.
15 ]@Qﬂo‘b%oﬁé goﬁg? 91%522%126@%%@ NS @eg ZOM})? helib e ABtrocytes

terns have the neani ngs shown.
hAs@t slevited lavelstad rSas@ObARsAtiad Giomebram iDjise asé ifflaARAS Gindlhe

SR TP SEPRTAIR ERREr e B BuBus il ive to age

rﬁitt%ﬁd @bht@d)l%@bj elsqPadkind PR} GEEIPW A KERANOE RAIRAMEMA, Van

Al zhei ner’'s Di'sease Functional Asséssment and Change
Hdilschi-e C&mbrmmah flhigls S4P0Bais| plevateinip ADRDAIKBINGDSes of

0 QAR SR TR AR B B SRS, an

increase in S 100b in brain can also result in elevated levels of S 100b in blood.



AE Adverse Event 15 APP Anyloid precursor protein FDA
Food and Drug Adm nistration ALT Al ani ne

waniosovsanst erase (ALAT) = d utamate pyruvate PCT/IB2005/000923
transanzi nase (GPT) ANCOVA3Anal ysis of covariance 20
ANOVA Anal ysis of Variance ApoE Apol i poprotein E AST
Aspartate am notransferase (ASAT) d utamat e
oxal a@msaaeaefetxﬁm&mm&ﬁ (&tha@thﬁlml@%%@me 25
BPM Beats per mnute Bl ood urea nitrogen CAD
Cor onary artery di sease CDR-SB dinical Denentia

ng- Sum of of Federal Regul ations
}g%ﬁ% Conf i dence ?er VI% &%jggl CPlus dinician's

At er vi ewed- Baszddhelmwrwllsémeof Change plus caregiver
t WD 2005/ 099823 PCT/ 1B2005/ 000923 36 CAC
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fResiphoki nase CRF Case Report Form CRO Qi ni cal
Research Organisation 5 CRP Creactive protein CSF
ABRCEKIG@KDI nal Alzhet el s OrissasaCoopaptitees tud e linarbGiabahy

CVA Cer ebr ovas
Statistical

ul ar acci ﬂfhgt DSM | V Di agnosti ¢ and
BEsOn L (PaPEDI sorders of 10 the

AWEACSan Psychi gbRdifnefsIRct AL Tﬁﬂctld:rﬁl"ws&sggéﬁt 28 Change
Revi sed 1987 DNA Deoxyri bonucleic acid

Scale

ADL Activitjes of daily living

ADRDA-NINCDS  Alzheirmner’s Disease Diagnostic Criteria for Dementia of
the Alzheimer’s Type Muliple Cognitive Deficits

AE Adverse Event

APP Amyloid precursor protein

FDA Food and Drug Administration

ALT Alanine aminotransferase (ALAT) = Glutamate pyruvate
transaminase (GPT)

ANCOVA Analysis of covariance

ANOVA Analysis of Variance

ApoE Apolipoprotein E

AST Aspartate aminotransferase (ASAT) = Glutamate
oxalacetate transaminase (GOT)

BP Blood pressure

BPM Beats per minute

BUN Blood urea nitrogen

CAD Coronaxry artery disease

CDR-SB Clinical Dementia Rating-Sum of Boxes

CFR Code of Federal Regulations

CI Confidence interval

CIBIC-Plus Clinician’s Interviewed-Based Impression of Change plus

caregiver input
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wek@swosencephal ogram ELI SA Enzyne- | i nked

ECG El ectrocardi ogram ECT El ectro-convul sive therapy
15 EDTA Ethyl ene diam ne tetraacetate EEG

i mmunosor bent assay GCP G3ed Clinical Practice HAMD
Ham | ton Depression Scale 20 HDL H gh density
i poprotein H'S Hachi nski |Ischem a Scale H V Human
¢@mrenodef i ci eneyini¢hil @Hobdihipfdiohid ChinggTet hyl gl ut aryl
Co-enzynme A I CH International Conference on
GBI noni sati on C2BUnEG phebppelddaset Et hi cs Conmittee | P
ernati onal ct Lmformation |IRB Institutional
(lgg%/i ew Board LE%%E‘%W’&%?SPIW | i poprotein LOCF Last
@eer vat i on caglinedl Res¥@EoraRiMAdRVA Mil tivariate
Anal ysi s of Variance NDD Major Depressive Disorder M
i nosi tol  MCTFaqBWE PIoiRIN| ntent to treat popul ation
(g%ZOOS/ 099823dggg{_(5%%%1%0923 37 MVBE M ni Ment al
at us Exam natl on ' gneti c resonance inmaging
@RS Magneti c r €saidnceampytetiadastopyaphiAA

cetylaspartate. 5 NAA/Cr N-acetyl aspartate to
('&\?gati ne NPH NSEREPVHFEIEEa¢dds dr ocephal us NP

(RPsychi at rirg ' .
DENRPSY IMa g‘éﬁ@taﬁﬁ )ﬁtagﬁ)lg@{i%ge i 6f O 1%ﬁﬁlrd§FSOOf

anti-inflamuatory drug Pl nsert 1
re nata = on atheasmeeede@syhsitgc Association, Fourth Edition —

PCT/IB2005/000923

Revised 1987

DNA Deoxyribonucleic acid

ECG Electrocardiogram

ECT Electro-convulsive therapy

EDTA Ethylene diamine tetraacetate

EEG Electroencephalogram

ELISA Enzyme-linked immunosorbent assay
GCP Good Clinical Practice

HAM-D Hamilton Depression Scale

HDL High density lipoprotein

HIS Hachinski Ischemia Scale

HIV Human immonodeficiency virus
HMG-CoA Hydrox ymethylglutaryl Co-enzyme A
ICH International Conference on Harmonisation
IEC Independent Ethics Committee

IP1 International Product Information
IRB Instituti onal Review Board

LDL Low density lipoprotein

LOCF Last observation carried forward
MANOVA Multivariate Analysis of Variance
MDD Major Depressive Disorder

MI Myoinositol

MITT Modified intent to treat population



QD Daily RBC Red bl ood cell count RBC AChE-l1 Red bl ood

cell count acetyl cholinesterase inhibition RO Region
wobkoosnomseest 15 RPR Rapid plasnma regain RR Ri BRT/Be003000923

SAE Serious Adverse Event BOP Standard Operation

Procedure TSH Thyroid stinulating hornmone 20 TFT

Thyroid function test ULN Upper |imt of normal WO
MMSE/ 099823 PQWiini BAaeHfal SGHR Ik andBatidnM | V DI AGNCSTI C

| TERI A FOR DEMENTI A OF THE ALZHEI MER S TYPE

M%ﬁLZHEI MER S DY3HR3ES rereiadiie 1HasIBE Denent i a i s
MR¥racteri zed [tiple cognitive

deficits (i nclﬁxﬂégﬁngﬁgﬁygip alhprgre('fpg?; that are due to
NAe direct phyNiacttpgaspattateef f ects of a general nedi cal

ition, to the rsisting effects of a substance,
S Né%)ef o nulti pIIﬁ"a%?tg'i"l‘sé’ﬁ%@,tgfr&?ﬁ?‘? t he combi ned
Nefff ect s of cem&myqﬁggh@rh};ﬁr%ﬁgugnd Al zhei mer' s
di sease). 10 Di agnostic Features The essential feature
I a denenti a Narepeydéaint &pieatery of nul tiple
itive defigits th include nenory i npairnent and
Ngg%;jeast one olﬁé%sﬁegmc?aglaf@'\}\?%dm%@m fi'l)ﬁge di st ur bances:
Phphasi a, apra.RicRkaga@ndesi a, or a disturbance in
executive functioning. The cognitive deficits nust be
10 PRNtficiently S¥Q& Bafas- engses neededpasis nent in
Qgccupati onal ofgocial functioning and nust represent

a decline fromd previously higher |evel of
RBGOnctioni ng. ARditdgodseH cofinta denenti a should not be

de Jf .the c iitive deficits occur exclusively
Rgg:r‘lsggé“t[he coﬁ?%lé’tIBPgé’Eﬁ&gP‘i‘tﬁcﬁth‘fCh Destcapse iphiitioant i a
rend a deliriumdmyn Betdlels di agnosed if the denmentia

IS present at tines when the deliriumis not present.
15 RERnenti a may RepRbpiasinei wgiival |y rel ated to a general

di cal conditj.on, to the persisting effects of
RES R RALS

Substance use ng toxin exposure), or to a
SABNMbI nati on ofSehibas A dvagde®vient

SOP Standard Operation Procedure
TSH Thyroid stimulating hormone
20 TFT Thyroid function test

ULN Upper limit of normal
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Menory inpairnent is required to nake the di agnosis of
a denentia and is a promnent early synptom

w@ @ospeasedNn Al ). Individuals with denmentia becPeEIB2005/000923
inpaired in their ability B8® | earn new material, or
they forget previously learned 25 material. Most
i ndividuals with denentia have both forns of nenory
impairment, although it is sonmetinmes difficult to
denonstrate the | oss of previously | earned materi al
early in the course of the disorder. They may Iose

AT e 5 S AR S

nei ghbor RYQYsATl: qggf of denentla, menory
i mpai r ment |s(so severe gﬁ§ﬁ¢ he person forgets his
or her occupation, schooling, birthday, famly nenbers
Iﬁ%%@-%neti nmes- even nanme. WO 2005/ 099823

2005/ 000923 39 Menory nmay be formally tested by
aski Myerdntiapisr slaradterizedgbytthe , dewiepment o€ aabltipleaddgnitive
({ﬁ%ggni e Information. The aE| lity to | earn new

FRFlPdRe fRsmRY impeimeEd %Iya%i-‘sﬁ%go theedirgrdiphiytialesical
FRcls @R ar%e"ﬂmlal sledRbl WdHRm, T el ggéjr)%ﬁhﬁi% ffedts of Besﬁﬂﬁﬁﬁc%d or

to repe the words (registrati recal

tp mﬂldtlpﬂateltlo}ogm‘st @rg. athd doay)lrﬁbd(ﬁffacéw ef ad:rehmvad;w@r dlsease and

%tentlg fcall), and to recogni ze the words from a
?‘F’ﬁ% ISP3&} " (recogni tion). Individuals with

Dibgddstit Featulegar ni ng new i nformation are not hel ped by

clues or pronpts (e.g., nultiple-choice questions)

becalde e@ﬁ:@yalofp@{umf a deseniia stk erdevelopaient of mylﬂ;mplw I'n
|5 | t
SO AR e R PR Bl

foResingeogitie dllsmplaanbm Aphasi, apmixhﬁ %msia by a dBtabeeRSn
their menorjes. Renpte neno t ested by asking

eRpRUG VR dinptiqniRe. The asaiive de%@FSsIaNa bg i beigRilY sryes topaste
g@%ﬁﬁﬁ:ﬁl 1n%@&%3aﬁ&?al P SHoYl %ﬁltloﬁg)@%dolkuétqgﬁé&% a ?clﬁ‘l ' o

itics ent ert al nnent SO use
fmm elpmvmus(yf highertlénve!l ofibbinotiahigd. A @litanbsit of rdemshtid i}fbuld
act dlsturba es on an i ndividual'

h
B S b SRETe ol 0ot KA NP CoraR i CQBHEE
d%hh{n%’. HOSEW N BOREN M Anh ‘Qldfehn%tr&ﬂag %E){}Pié d1a%osed if t e

Deterioration of |anguage functio asl
d¢m¢nﬁ@§tm@seblyat tiefsfwhen theydehirioduts my présent Deesndh may be

I d b t :
Py orfel 2ok el bonl BR B TR e SR
subgtande@@@(la&lu@mg%m egisoiky, ob g @S:%&‘tﬁﬁbﬂm@@f@l@&h‘f&t&§e
of terms of indefinite reference such as "thing"

Memory impajioesné ik reivired te pokenthandiagnosis of 4 é‘ﬁg@m@eﬁﬂén@ a
ﬂr@rﬂﬁfehg 'e%’i‘y %glmptom (Criterion Al). Individuals with dementia become
impaired in their ability to learn new material , or they forget previously learned
material. Most individuals with dementia have both forms of memory impairment,
although it is sometimes difficult to demonstrate the loss of previously learned
material early in the course of the disorder. They may lose valuables like wallets
and keys, forget food cooking on the stove, and become lost in unfamiliar
neighborhoods. In advanced stages of dementi a, memory impairment is so severe
that the person forgets his or her occupation, schooling, birthday, family members

and sometimes-even name.
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| anguage may al so be conprom sed- In the advanced
stages of denentia, individuals my be nute or have a
walewsnpseat ed speech pattern characterized by PCT/IB2005/000923
echolalia (i.e., echoing wis@t is heard) or palilalia
(i.e., repeating sounds or words 25 over and over).
Language is tested by asking the individual to nane
obj eqlismbiy IhBJ}e be 'f@i%ﬁll(yeteﬁed By ﬁskl GRS perdSs ko rdgi®) rQhin,
body parts (e.g., nose, chin, der fol |l ow
recatrand seo(ogmée mfogpatidre The oablandtq leam aewtinformatipe myay be
?geage%pf?d}o 3?@ ?lf ?ndﬂwﬁg 1. tosle IStb8{ \&Q)lilctis )The md1v1dual is

Vi SHENTi & Pay ex apraxi-a (i

rédqieeted @l repbatl the Wotdy (ré&isteea)] © eedlDthedafdriniatibe Sfter a delay
despite intact notor abilities, sensory function, and
of serpsrdlawtes fregntipperepduime do reeoenizethe w&m%ﬁommultlple

h;gﬂ gﬁéﬁé‘%} o?rB.eg{dirﬂﬁﬁz{l? qxuﬂp dlffﬁn%tsl 1@5?1]‘1?&1{% §‘1 OiPRHA8h "Ee not

obj ects or to execute

hielpedrbyrobdesror @cdsmpté ée.g., Imﬂ[wpltgc}gmrddp;ee)mnsameamsa thegydid not
contri bute to ficits in WD 2005/099823

@@Tﬂ%ﬁ%@?d@‘@ B 40 cooking, dressing, and draw ng.
VOt 01y $hirdst, Ah & HTBRNGBS pRB%aRE EaRIVEAdDYCiRS ¢ hNS hél]!?lﬁ by

i ndi vidual to execute nn%%r functions (e.g., to show
chew angl prouyglts beetusg their lmggjmhamt es sscthengalbgm(agma; their

to asseml e ocks, or to stlc in ci.fic
dufiie, RegoRderobudiy’ f ShALTH el BAREH o recan
p@%ﬁﬂl @fdrinaBon of @laiturh@teﬁﬂ 188 QB i@ vidhal fodaatdffikterest (e.g.,
objects despite intact sensory function) (Criterion

pRBEYs, spets, eRERpINEenDhE is pien wiedildp Wnﬁm@fr% fhegindividual
a¥xg.s (%rrr%%{’ézttﬁ QH{pa{%o%? th‘? q?n%;ﬂo tc)illstIuE)angf? ﬁ 1Hd1v1dual’s
obj ects™ 'suc ventually they

as ‘chalrs or penc

fomgtidningu () abilicy tecagk) ge>h,acddky payebibles setam korad without
their owmn reflection in the mrror. Simlarly, they
&ﬁﬂpgﬂgvé 10 normal tactile sensation, but be unable to

dent t
'( entihdi¥i QRiGE o L%';e]g%%@ ‘Bd?gc%t{l}?gbg?#gggﬁ? nxlﬂg B YfdhiRkRA by

a coin or ecutive
cﬁfﬁwtty qma)dugn@r the anacmsnaf nindiavidods taati adnjeard (CdenentA2a). The
eci al |

SRty BT T GRPE. BB eGP HE PRI, With long

c‘?ﬂéﬁﬁ]%chtd%? bhRadsiRYS ces@ tike aefti6f indBfiRE: tdRMBhASRich as
the abili y 15 to think abstractly and to plan,

“fthing’| ande’it’s @qm@mbensmlm af sporkenzand witithen b@g@ﬂ%)and repetition of

1behaaw ar. rrE%nt Ln. s ?l:}st rac g\?t hl\pklcn € ia,

AR %%s“tl%»‘ﬁ b ortpapisg AV 7 Fy c8pPH

muﬁvtuuanvxﬁhy baskise af haty @i dditBgoraiddugdeben pattdmtchmaqﬂéhmi by
processi ng of new and conpl ex information. The

e&b@hah@ {i-0-choRE et ichaardOF BlHala (i-casispeating SBYNdEs) Wepds
dae altf o] Ltaﬁguage is tested by asking the individual to name objects in the

room (e.g., tie, dress, desk, lamp) or body parts (e.g., nose, chin, shoulder), follow
commands (“Point at the door and ther at the table™), or repeat phrases (“no ifs,
ands, or buts™).

Individuals with dementia may exhibit apraxia (i.e., impaired ability to
execute motor activities despite intact motor abilities, sensory function, and
comprehension of the required task) (Criterion A2b). They will be impaired in
their ability to pantomime the use of objects (e.g., combing hair) or to execute

known motor acts (e.g. waving goodbye). Apraxia may contribute to deficits in
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20 find simlarities or differences between rel ated
wor ds. Executive dysfunction is also evident in a

wo edaoem2abi ity to shift nmental sets, to geneper/eB2005/000923

novel verbal or nonverbal 4nformation, and to execute
serial notor activities. Tests for executive function

i ncl ude asking the individual to count to 10, recite
doBRing! MBAMES, and WRIWIAE IMoRR skl didifirbaldedd 1a9DeTBAYI by asking
aninals as possible Tn 1 mnute, or draw a conti nuous
the aedipidud desixseitagnespr Aincdpmafd.-oig s> wnitbw'tg brish festh, to

0 R e DRI AE B A s

dxgadt i ve functioning on the individual's daily life
(e.g., ability to work, plan activities, budget). The

i t emgndlividyglsividy deraentigrmay exhikihegnpsiprepai. e Yo sas@enize or
B s Foni ARBEENReoRh ) (OB IAp S Bor cupapele he
iBGiveinelighy havecaorael sisgali deuitpbtit Jospheratslity fonreS@giiad olgjécts
occupati.onal functigning (e.g., going to school, . )
HoR & ﬁé?lrss Ab BERT; @Yﬁ'@&a@llﬁgth%aw By IRBle o) egognize family
théHBeE 88 eval theiObWA reMhiof i ih i 1BS nRifrod a'ﬁi}‘fﬂia&l\ﬁll Ry @QQ have
must represent a decline froma previous level "o

foymel tacirle mepsa@pn, that bennddle toTidentifytohjeetapticeld gr theirdfands by

i mpai,rment are.varj abl e WO 2005/ 099823
t5%31%%§/’@d§§5§rkeli'and of ten depend on the

par t i Digludans&C i lexé@kivk Mn@fonid}e ateNdi Vb BHRIN mahl¥EstSRIE of

| evel of cognitive inpairnment may significantl

demsatia (GrteripgliAAdY aad may deirplategl especiabler fmdim@e@m)%ph@ grontal
| : ' ' : di ng. . o
o B 0L R 003, R ETBRC R g e iy

tphijtiikcatstragtlyn bedao qtar(, Eniliate, REGED0E| monitygi &L }top complex
intellectual functioni n&x and the ability to us
n

hehpyiemdmpairgeny Bophstregl Gunking aaérptrm,ruﬁﬁa@ﬁihygthee individual
}i{mrrp !d?ﬁ)cufc?%o@ﬁe%?{jﬁv%l RS Hlé@ a%]@ing Sé’iﬁa'u%)ﬁse gﬂét require the

irment: ntia 1's not diagnos
Byeeptingef wox and exoplas infetnyatidur i ng t he course of a

o ced e Gt £on 5 (WP bseecaob, 2thag duoagson o
ShryhlaRBeIbY ﬁﬁfer%e@ﬁ%ﬁ '%elgéd-r\b%gfl-ﬁi'gé&@% a—%?&ction is

Di agnosti c Features The cognitive icits (Criterion

ahjo adent e aredpeed ebilityrpashiftementdiGretst épi generaB) nawed verbal or
di scussed above. The onset of .Denenti.a .of e .
S FHRT B oA ankl1S RASRE stlal BRI Bt Tasts g preputive
fop@idntihyledsl edlin e (ifdividanl ©totht Bewausatdthetdshabet, subtract
difficulty 15 of obtaining_direct pathol ogica _ oo
ssiipldsnetate s mpany aminaals ge possiblain haine.' er diageasentinuphgline

ShERIRELE (R, TEESHE, WA NESo ) LR (Bl o
indigiduhl anel idfsirinants thaimpantof cheadiftarhahdtey incaetit@e functioning
or}let{'u\al PnL(Ji?Vidual’s daily life (e.g., ability to work, plan activities, budget).

The items in both Criterion Al (memory impairment) and Criterion A2
(aphasia, apraxia, agnosia, or disturbance in executive fuanctioning) must be severe
enough to cause significant impairment in social or occupational functioning (e.g.,
going to school, working, shopping, dressing, bathing, handling finances, and
other activities of daily living) and must represent a decline from a previous level

of functioning (Criterion B). The nature and degree of impairment are variable
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system conditions that cause progressive deficits in
menory or- cognition (e.g., cerebrovascul ar disease,
w@a0kiopesen' s di sease, Huntington's di sease), SPCL/EBNES/000923
20 conditions that are knowh to cause denentia (e.qg.,
hypot hyroi di sm vitamn B12 deficiency, HYV
infection), or the persisting effects of a substance

208 often dBpEHAN the paichiia®5bGR s@tmg lok tH@0idB1 @The same level
addi tional etiology (e.g. rauma Worsening a

dbeengnitive ohpaifecnAl wAEi mgmlflsan'rlyfpel)lp&jbtah irydp‘és'luaf’s ability to

IPET ot QORErG ol a2 oigh ITE Tyt Rekenermafio tandardized
pﬁbﬁﬂﬁdrreartmg zéalérs/ RS fﬂlﬁéﬁhﬂenpﬁysbﬁl dina@ReERS i fe.g hepersonal

nptonms occur exclusively during delirium (Criterion

lﬂglen%mqléqctuaé SPCHPRE the a@hb{eﬁq ypp dBpLe RPNty O1 tools (e.g.,

| R
B AR LA LB 2R be Wi o AL B el RG0 kg hirment.
i ndi dxdneehtia 1Enmahhgnoséd1ﬁ thexg By plomsaetincéxictu sivelytidking the
bet t er accounted for another Axis | 30 disorder

coBrsg of apdgfigHmpéloneyss, @élebrlg@rra@f boPUPSERIPLBHsh 08 BIpeXisting
cfeHehﬁ? h%léfl)cas% mt)ﬁ %UTEB!: glr\rlggq DEMENTI A OF THE

ALZHE ER S T evel o nt of nmultiple
Dﬂﬁgﬁ%ﬂnﬁﬂiﬁaﬁﬁbALZEEﬂhﬂﬂbiﬂﬁﬂ by both WD 2005/ 099823
CT/ IE 05/ 000923 42 (1) menory inpairment (inpaired
BE1HG “EBY®8ar n new i nformation or to recal

prev "IQiésclogmltlQé‘ ueRElts (ThRSABAL A Pl tﬁ@}eqﬁﬁf@d (rﬂﬁaﬂﬁl%ﬁt) ((Qfterion
the foll ow ng COEI’]I tive di sturbances: (a) aphasia

R)l 2 digenpecaborvar )at of Iespendip o sieaA Yzheiper e 8y pebis |gradpal

a§18 1&\?0 \(rf)ér%)c%ﬁ 1511?%% U %na}{é ééllngignt%gep tfvf)oggﬁt:a?lgé orfr{Re 81fflculty

of dBeinihy dﬁb¢tqsatlsoldgasaaldvmehm éfcthe mameyof Aubgimeny diséise,
di st urbance in executive functioning (i.e., planning,

tht giaamosingn bermadeepiathengiheisploates fagthe denqensia have been
rﬁl%a% ' $pe cﬁiﬁéagrg i éo &fvé YEhLR eé% nS‘P&Le/’t% RGO 4P fervous

Si gnl INn SOCI a occupat1 ona

sfystamt ¢cmﬂ1trms ahat crzmper pﬁ@tﬁssﬁe slej ot irr: arinote ol cegniticn(eag.,
vi ous | evel of raggctlpmn C._The course is

erRFRERHAT digetsy Jrednsn o qsEesea fBnEBaon fudiRgase), systemic
doRGiRbhd Mt ROk to éa%spdeﬁgrﬁgcg%ﬂ,gﬁrgy\swg 'esqh,t Fitdfin By

Criteria Al and A2 are not
defibieR¥Y, HIV infection), or the persisting effects of a substance (e.g., alcohol)

(Criterion D). If there is an additional etiology (e.g. head trauima worsening a
Dementia of the Alzheimer’s Type) both types of dementia should be coded (see
Dementia Due to Multiple Etiologies, page 154). Dementia of the Alzheimer’s
Type should not be diagnosed if the symptoms occur exclusively during delirium
(Criterion E).

However, delirium may be superimposed on a preexisting Dementia of the
Alzheimer’s Type, in which case the With Delirium subtype should be indicated.
Finally, the cognitive deficits are not better accounted for by another Axis I
disorder (e.g., Major Depressive Disorder or Schizophrenia) (Criterion F).
DIAGNOSTIC CRITERIA FOR DEMENTIA OF THE ALZHEIIMER’S TYPE:
A. The development of multiple cognitive deficits manifested by both
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(1) other central nervous system conditions that cause
progressive deficits in nenory and cognition (e.g.,

waershoseascul ar di sease, Parkinson's di sease, PCT/IB2005/000923

Hunti ngton's di sease, subddtal hematonma, nornmal
pressure hydrocephal us, 20 brain tunor) (2) systemc
conditi ons that are known to cause dementia, (e.g.

"RPt Yy G Bt GRbAEYRIAY of RhbfaF oSk Scca

i ci ency per cal cem a, neurosy I's
| nf epréweysly Burmed bsbemg®n) nduced conditions. 25 E. The

d Ls d t | ly. during th f
o Gbion TerripoRS i RE el s Esfiind® t or acoount ed
for Ly @p@astee@ar@@age dis@isaesler (e.g., Mjor

Depressi ve Disorder, Schizophrenia). Types (including
DSM I(k) epersja (evpeied abibity tthearny pHemaser agfdyities|despite intact

Onset ( age 65) 30 290.30 with delirium
290. 20 %(%%ﬁlt%lefztﬁél{)ons 290. 21 with depressed nood WO

2005/(0P 9gacki PEA1B20 Qedoghi20 23 ideAlify @96ctPdespite intact sensory
unconpl i cated Denentia of the Al zhei ner Type, Early
Onset  ( dWaGdioN} age 65 or below) 290.11 with delirium

790, i@ ol 3h Okt o duteliolish (D) FRERs  BRGege
44 CLI leémtenahg\mmhﬁir@?ALZHEl MER S DI SEASE-
%ﬁ%r%s&ﬁal%ggﬁeﬁflf iR T@@%QA&O i ea&ﬁﬁ%%ﬁl%ﬁlﬁ??&t Bpajrment

CQERbdibNVG Jcls'ﬁi%tloﬁﬁ‘lsfuh&lonﬁl ARNBPIeSN aWiddiriddR€decline from a
patient's previous |evel of function as determ ned by

amﬂsm@srlyvel@fﬂd@@bnme in perfor mance and by
om ¢l ni cal ami nat |

(ﬁbﬁ‘prcmal Lt clerjze fg adug] opset OntinHn vangecline
R gt B B o Gng &P R b R Bectne.
DaTA®tcobRitivB A& fMi®Nn Criteria Al and A2 are not due to any of the
following:

(1) other central nervous system conditions that cause progressive deficits in
memory and cognition (e.g., cerebrovascular disease, Parkinson.’s disease,
Huntington’s disease, subdural hematoma, normal pressure hydrocephalus,
brain tumor)

(2) systemic conditions that are known to cause dementia, (e.g.,

hypothyroidism, vitamin By or folic acid deficiency, niacin deficiency,

hypercalcemia, neurosyphilis, HIV infection)
3) suibstance-induced conditions.
E. The deficits do not occur exclusively during the course of a delirium.
F. The disturbance is not better accounted for by another Axis I disorder (e.g.,
Major Depressive Disorder, Schizophrenia).
Types (including DSM-IV code)
Dementia of the Alzheimer Type, Late Onset (onset after age 65)
290.30 with delirium
290.20 with delusions
290.21 with depressed mood



consciousness is inpaired by delirium drowsiness,

stupor, or coma or when other «clinical abnormalities
w@e@serds2adequat e eval uation of mental status. POEIE2005/@0923

is a 10 di agnosi s based on4behavi or and cannot be

determ ned by conputerized tonography,

el ect roencephal ography, or other |aboratory

[ j : t hough specific causes of denentia

nggbgg%bggﬁ???%%h by these neans. B. Criteria for
AlDenentie of theDhigkamer Bypd) Eartg Onsetdioseh stagesSaor below)
pragressive,. dementing disorder, usually of 15 middle
o@ggﬁié“ﬂﬁ iritfhe clinical criteria for the diagnosis
ohoRRORABLIEIusiGRESS! BLE and DEFI NI TE Al zhei mer' s
di sease are outlined in Table 1. A clinical diagnosis
029913 veitdl deprdszdinped ' s di sease can be nmade with

c i.dence if reis a typical insidious onset of
d%ﬁéﬁﬁ#ﬁuﬂf?yﬁiﬁogression and if there are no other

system c or brain diseases that could account for the
progressive nenory and 20 ot her cognitive deficits.
Anmong the disorders that nmust be excluded are manic
depressive di sorder, Parkinson's disease, nultiinfarct
denentia, and drug intoxication; |ess comonly
encountered di sorders that may cause denentia include
thyroi d di sease, pernicious anem a, luetic brain

di sease and other chronic infections of the nervous
system subdural hematonma, occult hydrocephal us, 25
Hunti ngton's di sease, Creutzfeldt-Jakob di sease, and -
brain tunors. A diagnosis of definite Al zheiner's

di sease requires histopathologic confirmation. A
clinical diagnosis of possible A zheiner's disease may
be made in the presence of other significant

di seases, particularly if, on clinical judgnent,

Al zheiner's di sease is considered the nore |ikely
cause of the progressive 30 denentia. The clinica

di agnosi s of possible rather than probable Al zheiner's
di sease may be used if the presentation or course is
somewhat aberrant. The WO 2005/ 099823

PCT/ 1 B2005/ 000923 45 informati on needed to apply
these criteria is obtained by standard net hods of

exam nation: the medical history; neurol ogic;
psychiatric, and clinical exam nations;

neur opsychol ogi cal tests; and | aboratory studi es.
Table 1. Criteria for dinical D agnosis of

Al zheimer's Disease 5 1. The criteria for the clinica
di agnosi s of PROBABLE Al zheiner's Di sease i nclude:
denmentia established status by clinical exam nation
and docunented by the
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M ni-Mental Test, Blessed Denentia Scale or sone
simlar exam nation, and confirnmed by

woeusopsyEhol ogi cal tests; 10 deficits in two BPCT/IR2065/000923

areas of cognition; progredsive worseni ng of nenory
and ot her cognitive functions; no disturbances of
consci ousness; 'onset between ages 40 and 90, nopst
often after age 65; and absence of systemc disorders
or _at her bralnfgﬁseases th i,n_and of thenselves
ELINK- e DAARNGYPS QlaLg 5P W SHSPECNINGLS- ﬁ&?&?{}
and qggﬁmﬁﬁgn. The di agnosi s of PROBABLE

Al zheiner's Di sease is supported by: progressive
deterioration of specific cognitive functions such as

A aRgUAg% PARIRS IsRhdrodRt or skills (apraxia), and
mpglﬂﬂ%mrﬁa%—rn‘p ired activities of daily
|'i vi Mgeradrtiaalst eieedecpiat t & nenwiy kmdavther cog’rﬁtlflalfnﬂcylons in
hi story of simlar disarders, [??rtlcul arly if

y.

OFRRPFRHIh His RAERIEPBgiar Tl Tupgop a&é?tsltnapsﬂ by a history
d'fed%\fﬁéﬁesgl {)@i"fd}ﬁflanéé"ﬁmﬁﬁ BHﬁtﬁ‘Bﬁhﬁesaﬁot@& HotRdc Y ammatlon
st andar echni ques, nornmal pattern or nonspec
anldamyecspswhom@alstaﬁh Asduagmssasédembmﬂwmmmot o) made when
actLvitg and evi 4§§ gg{ebrald%trophy on rh
PP SIS dh BT e eSS GHERETVACPBI.OT |“f*1€n other
@kl alormbE@ds fréahnt E@eﬁluﬁl@r&&hﬁbﬁéﬁ ofnkhtal figusli BERGEaSs a
of PROBABLE Al zheiner's disease, after exclusion of
degnosis bscdempnbehavisrhend tqsanot 30 Apemmingdrby einuuerized
incl : cQur ' f
PRl JoahERL oty oL oRf: Tindha! SRELAg allfien
épﬂ@ﬁﬁbhﬁk@@@ﬁderﬂ@ﬂtwi’fm@r&1deﬂtified8iy&l‘iése h@lnk.uci nat i ons,
catastrophlc verbal, enoti onal, or physical outbursts,

‘ vlos BG05/ 000923 46 sexual disorders
and S r c

S0 ne“ﬁ%g?.‘ngk?sﬁme%%@%. 5 S, BT S, el of
aiddld el lagt fife. "B rchmcghs;ntesiuc forathei dmlgemse@f NPROBABLE,

éfg om@@g@\gl"%dﬂgﬁ glebq-%]%rggqeqé]re P 1n%fg1@sl“albpe 1. A clinical

diagnosis of probable Alzheimer’s disease can be made with confidence if there is

a typical insidious onset of dementia with progression and if there are no other
systemic or brain diseases that could account for the progressive memory and
other cognitive deficits. Among the disorders that must be excluded are manic
depressive disorder, Parkinson's disease, multiinfarct dementia, and drug
intoxication; less commonly encountered disorders that may cause dementia
include thyroid disease, pernicious anemia, luetic brain disease and other chronic
infections of the nervous system, subdural hematoma, occult hydrocephalus,
Huntington's disease, Creutzfeldt-Jakob disease, and brain tumors.

A diagnosis of definite Alzheimer’s disease requires histopathologic
confirmation. A clinical diagnosis of possible Alzheimer’s disease may be made
in the presence of other significant diseases, particularly if, on clinical judgment,
Alzheimer’s disease is considered the more likely cause of the progressive
dementia. The clinical diagnosis of possible rather than probable Alzheimer’s

disease may be used if the presentation or course is somewhat aberrant. The
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I V. Features that make the diagnosis of PROBABLE
Al zhei ner's di sease uncertain or unlikely include:

wa eadems2apopl ecti ¢ onset; focal neurol ogi c fiPdi/IEPS05/000923

such as hem paresis, sensody |oss, visual field 10
deficits, and incoordination early in the course of
the illness; and seizures or gait disturbances at the

19%%5’(161{ n¥&le¥ BaddpYy kst Qﬁtéiféufssﬁ)tﬁlﬁed 'B? sthldaRE 8RR tho¥s of
A inical diagnosi's of POSSI BLE Al zhei nef' s Di sease:

ammmumeonadéwonnﬁh@ﬂbdsﬁ@wofnem@k¢$nenwydn$mndrmnb climical
sence o her. 15 neur svchiatric, or
oS RE Teudbadnd Rl Reb o b S B en | ' and

Tabld N e e RGCIMical Bidgabbio BS Alzhelh'sIsREe | N the
resentation, or in the «clinical course; may be nade

i n Theectiipra dorc telinical é‘@@ﬁ@lﬁ%%tP&@%ABLEbAhqhﬁlmﬁrssdee&se

suf &ghent to produce denentia, which is not
considefed to be the cause of the denmentia; 20 and

shdethéehtbeestsitidhéd stars ey clnisdl utiagsnaniog tind dicoglkested by the
gradual | y ?rogre33|ve severe cognltlve deficit is
i ddhpi-Meatrl (gt RéessuSBRESIT Sener sqrae AR sbfBingHeR end

VI ¢ f DEFI NIl TE Al zhei ner' s
Ej§%§%%k§}§§m58ﬁ>ﬁ%@ % ca% criteria for probable

Al géfidityan tso di seesaeanaf c@gnihibst opat hol ogi c evi dence
obt ai ned. from a. bi or a . VILI._ Cdassification
of PREREReyore g qadmery o8BS Faenitive SNt oyt o
spﬁsldisvurb&%wf@&ls&eaéne@y differentiate subtypes of
the disorder, such as: famlial occurrence; onset

bebosee b@g\@e@ﬁg®510 @0 s mosirmdtengiter ages@’imnm and

h I h
par Ao SsfughaBlocAr AL oA et B G0 Tbradves

47 ceRER MBI the Progresdiid déﬁcn@fin R moepamMPSIghitons of
t he present invention as nmedical _agents in the

Ky eﬂt%ﬁgnqsfs OAIPB&B%LESMQI%@% eDiiseaypfrupreried by
gk Begbioh ) oABHE. MR B e ARk
I Nv@plidsi), motok hlallgtapmmtzal arfl pHre@pdbn ¢emosinped bel ow.
impaired activities of daily living and altered patterns of behavior;
family history of similar disorders, particularly if confirmed
neuropathologically; and
laboratory results;
normal lumbar puncture as evaluated by standard techniques,
normal pattern or nonspecific changes in EEG, such as increased slowwave
activity, and
evidence of cerebral atrophy on CT with progression documented by serial
observation.

III. Other clinical features consistent with the diagnosis of PROBABLE
Alzheimer’s disease, after exclusion of causes of dementia other than
Alzheimer's disease, include: plateaus in the course of progression of the
illness;
associated symptoms of depression, insomnia, incontinence, delusions,

illusions, hallucinations, catastrophic verbal, emotional, or physical outbursts,
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This is a nulti-center, double-blind, random zed,
paral l el group study with phases. Approxi mately 600

worzdod/ovs2iroder at e Al zhei ner' s di sease nal e andpCT/sBEadF000923

human subj ects are studi ed46Treat nent groups are
di vided into approximtely 300 subjects in the
atorvastatin 80 ng plus donepezil 10 ng 10 treatnent
ar MexaRdaRBREAX kiRt ght 308 %r%f»olb%utmoﬂmﬁepqn some
pl us donepezil 10 ny treaf ment arm ring a 72-week
( 18patisntsh pspoiablly ewimﬂl inmate tadeatcae wisepeer amdtl inchlding nint@csigns
recei e doneag rr%él sub ectts ger arm 600
sub?ug 8 MGy T:(fmu %&0& )| %I?:Utss 54T v assi gned
by @izirds ihaldvshck@ disesRl MRl t he addition of 15
atorvastatin 80 ng or nmat chi ng pl acebo. At the end of
18 @bmopwal foregareat ment arns are separated. The

r g.4bl I
Ric kel FECHIOUE WRASHP & PROBABLE, Alsfgingers discase
connhndertanvmﬂuhhkdflysncimdeg regi men. One-fourth of the
subj ects receiving atorvastatin 80 ng plus an
ace‘i‘&?lid@h@lppﬂlé%tf“e‘?%% i nhi bitor (donepezil 10 ng)

CONfyc AU ﬁelWOL(%lé ?fnﬁg%& g%lcfé S%J bl a@@ﬁ %ﬁ&%}{) rlr?ss, visual field

three-fourt swtc
at odafmaarldnnﬁﬁ)rahgaﬁcm eraelgfem e qohiese @l thepillnsssamd

EENECI U M T W

Apppipsésrat el y 200 subjects are additional ly eval uated
by MRUMRS. This is a nulti-center, double-blind,
Van@bmczlechagrpraxsaxfﬂ’é)SSQBbﬁp\lshe@myr wDisea®: 25 phases

of 189 3% Skl B b3 o Bk deBrstfa sTMUERe inchE P e SFotmer

est gaeeldgic, PEydRidtaE, drosysiemic dEdkEs I@ﬁfffé[ent Qo 2aiRedinitahtia,
1111 ----------- Screeni ng Doubl e-Bl i nd Treat nent

Dou#ick inBthenigsenogyof - vatiatiens inaifac -onseh i ghevpiepentatiog) or in the

Pha ks 8 Weeks WD 2005/ 099823
PCF??%%%%%‘X%%OQZS 48 *A sim |l ar procedure may be
f ol maybd nuieng tiereshad bia serdndinysteagie toy bedio disogler suff1c1ent
est eras I bitor. Study Vi sui% Screening Visit

(Deparouce epents. ehisk i AP dared e e R hedenmapi:

-14,4p -1 days to drug adm nistration. Prior

should be used in research studies when a single, gradually progressive severe
cognitive deficit is identified in the absence of other identifiable cause.
V1. Criteria for diagnosis of DEFINITE Alzheimer’s Disease are:
the clinical criteria for probable Alzheimer’s disease and
histopathologic evidence obtained from a biopsy or autopsy.
VII. Classification of Alzheimer’s Disease for research purposes should specify
features that may differentiate subtypes of the disorder, such as:
familial occurrence;
onset before age of 65;
presence of trisomy-21; and

coexistence of other relevant conditions such as Parkinson's disease.



10

15

20

25

to study entry the follow ng screening procedures are

perfornmed: obtain witten inforned consent(s) record
wore@sogds2hi story verify conformance with entryPCT/iR2005/@0923

10 conpl ete physical examd4hati on record hei ght and

wei ght conpl ete neurol ogi cal exam nation vital signs

| aboratory assessnents, urinalysis, chemstry,

hemat ol ogy, serol ogy, gRpPeERIVEANTAL Serum sanpl e and

full lipid profile 12-1ead el ectrocardiogram (ECG MR

/| CT scan (only if a previous MRl / CT scan is

unav afteasiley pbthesamppsitions efghe Blesenyinventign pomagigdagers

Al.zhei ner' f
RGP ST AR o P for
develbpiniExaDii H aéhomtralVbi)hMaivity € thescobippefions of this |
Assessnent Scal e- Cognitive Subscal e (ADAS-Cog) Rosen
it ap thasRmiens RIotqeol BssetPed BRIQY- have | ess than or
equal to 4 at Screening for inclusion) 25 assign the
uni quBhig isk miuti-sentsgredaublashiiied; randeatizadu Barabigligrenp study with

signed to a ed V.
e e G L T S L
fEaR HEin fdfdcachre Musictl. Trdaseltigieups a%dildﬁim Z@bi on
Visit 2 5 Da%} 0) WD 2005/ 099823 PCT/ | 82005/ OOO? 3 49

APRFQRLRa shbiRets igitheataryestotin 9 Mg plas exfprd
BRI HATMA B S5PERe th GOTS gt 1

g sessmanben. urinal ysis, chemistry, hematol ogy, plasma
bi omar ker sanpling, anonym zed genotypi ng sanpl e,
doneppaiihg b gealskangtniiaé)AohBle-blind treatment period, all subjects

receive donepezil 10 mg (300 subjects per arm, 600 subjects total). These
subjects are randomly assigned by a 1:1 ratio to receive the addition of
atorvastatin 80 mg or matching placebo. At the end of 18 months, the treatment
arms are separated. The subjects receiving placebo plus an acetylcholinesterase
inhibitor (donepezil 10 mg) continue with this drug regimen. One-fourth of the
subjects receiving atorvastatin 80 mg plus an acetylcholinesterase inhibitor
(donepezil 10 mg) continue with this drug regimen. The other three-fourths of the
subjects switch from atorvastatin 80 mg to receive placebo plus an
acetylcholinesterase inhibitor (donepezil 10 mg). The groups continue on this

course for 8 weeks.

Approximately 200 subjects are additionally evaluated by MRI/MRS.
This is a multi-center, double-blind, randomized, parallel group study with 3
phases. All subjects are required to be taking a stable dose of 10 mg donepezil or

the subject acetylcholine esteroase inhibitor for > 3 months prior to Screening.

! ! ! !

Screening Double-Blind Treatment Double-Blind
Day—14toDay-1 Phase Withdrawal Phase
72 Weeks 8 Weeks
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M ni-Mental State Exam nation (MMSE) Al zheiner's
Di sease Assessnent Scal e- Cognitive Subscal e (ADAS- Cog)

wdatoos/ogdszhei mer' s Di sease Cooperative Study- Cl Pei/oE00%000923

A obal I npression of Chang® scal e (ADCS-Cd Q)
Neur opsychiatric Inventory (NPI) Cinical Denentia
Rat i ng- Sum of Boxes (CDR-SB) Al zheiner's D sease

FAIRGhiL R DRdccASRERS BIHolIBNEd EHAR Ry SGah and MIRRESIcholiRe

Car egi vér Burden ‘Questionnaire Patient Heal thcare
dRtasangrivleibiter. | i zati on Questionnaire assign the | owest
avai |l abl e random zati on nunber. Thi s nunber nust not
be reassigned to another subject. dispense study
medi cation for Visit 2 20 schedule next visit (Visit
Judy Wésite 6) record concomnitant nedications record
adverse events Visit 3/ Wek 6 (Day 42) 25

és%gegr{é%é A fl@ﬁ%%g@ﬂ \57;1%Chem stry and hemat ol ogy

e nex _ it 4/ Month 3) record

T e
t i .
SR o b MRS AP BR I

SHASASTIR BforfR8 Thadehis) hematol ogy, full Tipid
profile, and plasma bi'orriarker sanpling M ni-Mntal
1IStadenéiaatibmaeiyon (MVBE) 5 Al zhei ner's Di sease

As t Scal e- Cognitive Subscal e (ADAS-Co
¥ fﬁﬁé?’%nmﬁn%a‘%@?&%%&b\é?e ative St 5d§/ dini cgl) d obal

| MRoBHtOPhRicalBangfatiGcal e (ADCS-CA C) record study

medi cati on taken since Visit 2
record height and weight
complete neurological examination
vital signs
laboratory assessments, urinalysis, chemistry, hematology, serology, archived
serum sample and full lipid profile
12-lead electrocardiogram (ECG)

. MRI/ CT scan (only if a previous MRI / CT scan is unavailable to confirm
diagnosis of mild to moderate Alzheimer’s disease within 12 months of
Screening).
review all concomitant medications

. Mini-Mental State Examination (MMSE)

. Alzheimer’s Disease Assessment Scale-Cognitive Subscale (ADAS-Cog)
Rosen Modified Hachinski (subjects must have less than or equal to 4 at
Screening for inclusion)
assign the unique 8-digit subject number, that must not be assigned to another

subject.

schedule next visit (Visit 2 / Baseline)

Procedures During the Study Drug Treatment Period

Visit 2 Baseline / Randomization Visit 2 (Day 0)
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assess conpliance with study nedication reginmen 10 .
collect all nedication containers di spense study

wore@sogaseon for Visit 4 schedul e next visit (RECBIR2085/000923
Month 6) record all concorbPtant nedications record
adverse events 15 Visit 5/ Month 6 (Day 168) vital
signs record wei ght | aboratory assessnents,

WD abi®i®an\eih shttyerilegaat ol ogy, full lipid profile
and pl asma bi onarker” sanpling 20 . 12-Lead

@@@Ed@dﬁ@&l@gﬁm%@m) M ni - Mental State Exami nation
l%(ly%{% 1Afnzhel mer's D sease Assessment Scal e- Cogni tive
are (ADAS- Cog) Al zheiner's Di sease Cooperative

Sinuislyre Detirvl 6dtal GkalalatibApr essi on of Change scale
(ADCS-CE C) 25 . Neuropsychiatric Inventory (NPI)
AI YHal 893 s Di sease Functional Assessment and Change

r Lent
e ARl B s e S e e
st wayplieglianatymized gkenysingsemMe sddnepezBleeds @8SRBC AchE
dy nedication reginen collect all

I h
Com&[]ceagﬁ%ﬁgiﬁ@ﬂ@tl&fl MM2E) st udy medi cation for
Vi b h Em¥s %?&%é&&%%@én@’&’é/ch@@%%wr g’%?‘ialé(oncom t

next visit (Msit 6/ Mnth
medilekiineris Dissessr Congumtise &uéy&niﬂaﬁstG&bbl Nbiptdssi®n of

E %ﬁgﬁ%agﬁqwggé@gggysi cal exam nation assessnent
Neuropsychiatric Inventory (NPI)
Clinical Dementia Rating-Sum of Boxes (CDR-SB)
Alzheimer’s Disease Functional Assessment and Change Scale (ADFACS)
Caregiver Burden Questionnaire
Patient Healthcare Resource Utilization Questionnaire
assign the lowest available randomization number. This number must not be
reassigned to another subject.
dispense study medication for Visit 2
schedule next visit (Visit 3 / Week 6)

record concomitant medications

record adverse events
Visit 3 / Week 6 (Day 42)

laboratory assessments, chemistry and hematology
schedule next visit (Visit 4 / Month 3)
record concomitant medications

record adverse events
Visit 4 / Month 3 (Day 84)

modified physical examination assessment

record weight
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M ni-Mental State Exam nation (MMSE) Al zheiner's

Di sease Assessnent Scal e- Cognitive Subscal e (ADAS- Cog)
wdatoos/ogdszhei mer' s Di sease Cooperative Study- Cl Pei/oE005/000923

A obal I npression of Changé0 scale (ADCS-CA C) record

study nedication taken since Visit 5 assess

conpliance with study nedication reginen collect all

.megigaidQn containers 15 . dispense study nedication

for Visit 6 schedule next visit (Visit 7/ Mnth 12)

-1 eleberhteryl assesamontst elremisteyli leadtangy, fulldipidl pafilerad plasma

events Visit 7 / Mnth 12 (Day 336) 20 . conplete

ph?/‘gP’CaéFer A&t i on conpl et e neurol ogi cal

- EXRHDRened Stdi€ERAdinMELAMIMEERl signs | aboratory
assessments, urinalysis, chem stry, hematol o full

|N; plzbrepner s DiscagsAgaespinaSasle Siagairrubsoaiin ' S-Cog)
-t R DRERCIAAR TN CIERGRL AR idh of Ghapee

Al gkl (EDCS-OE®ase Cooperative Study-Cdinical d obal

| npressi on of Change. scale_ (ADCS-CA C) 30
- Netsrepshsiudy medicationipken singe VA3 < i nical Denentia

Ld O%m R iBeXE - &P05/ 099823
a%%r/ I BZgg%} 06)V01923 é%é]g%%%ﬁ@ ﬂel\ggﬂs D sease Functi onal
cABex stlnmedicatoh Ontagers Scal e (ADFACS) Caregi ver Burden

estionnaire. Pati ent. _Heal thcare Resource Utilization
ERYG %H%P}ealca'i‘%rbgqr:}]l 'f study medication taken since

shedlule Rex visiBSAESS / MsHth bance with study nedication
reginmen collect all nedication containers dispense

reqond ¢l lrpone@aitang meadigatighsi t 7

record adverse events

Visit 5/ Month 6 (Day 168)

. vital signs

. record weight
laboratory assessments, urinalysis, chemistry, hematology, full lipid profile
and plasma biomarker sampling
12-Lead electrocardiogram (ECG)
Mini-Mental State Examination (MMSE)
Alzheimer’s Disease Assessment Scale-Cognitive Subscale (ADAS-Cog)
Alzheimer’s Disease Cooperative Study-Clinical Global Impression of Change
scale (ADCS-CGIC)

Neurops ychiatric Inventory (NPI)

Alzheimer’s Disease Functional Assessment and Change Scale (ADFACS)
Care giver Burden Questionnaire
Patient Healthcare Resource Utilization Questionnaire

record study medication taken since Visit 4

assess compliance with study medication regimen

collect all medication containers

dispense study medication for Visit 5
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schedul e next visit (Visit 8 / Month 15) record all
concom tant nedications 10 record adverse events

woe@sn9Bd23 Month 15 (Day 420) vital signs recBeTIB2005/000923

wei ght M ni-Mental State BEgam nation (MVSE) 15
Al zhei ner' s D sease Assessnent Scal e-Cognitive
Subscal e (ADAS-Cog) Al zheiner's Di sease Cooperative

s%hétﬁﬂeﬁﬁtmléi@{w@t@b%?dtﬁ@sess' on of Change scale

record st udy nedi cation taken since
I‘eﬁ:tzrdtall‘tona@sﬂsmm@dwzﬁtlomce wi th study nmedication
collect all nedication containers

rgfcgsglﬁgeésgtew nmedi cation for Visit 8 schedul e next

visit (Visit 9/ Mnth 18) record all concomtant
VEHicTM bR (I adverse events 25 Visit 9/ Mnth
18 (Day 504) -Wthdrawal Maneuver First Visit/ M

Iﬁé’dﬁflé&ﬁﬁ‘?‘s1cﬂ%&5ﬁ1ﬁiaﬁ@h'a9§és§ﬂéiﬁ/ Early Termination Visit
for e-Blind Portion conplete physical exam nation

rgegrglvesightneur ol ogi cal examination vital signs 30 .
rec‘grd wei ght WO 2005/ 099823 PCT/ |1 B2005/ 000923 53
assessments, urinalysis, chemstry,

hemhpm@]yals‘tatbmxbhmaﬁoﬂr(pmsg archived serum sanpl e
and pl asma bi omarker sanpling, donepezil |evels and

'RBé Aeiper’s PZS%%GS@B%@W{@@QECQW%W Subsa)e GADAS-Cog)
) alRiet phaecRan A ot CHBRGRAD Ry

Al zéuds (EIDCS- OG$@)ase Cooperative Study-dinical dobal
| mpr essi og of Chang scal eV(ADCS Ca O
. record study medlcatlon taken since Visit 5
assess compliance with study medication regimen
collect all medication containers
dispense study medication for Visit 6
schedule next visit (Visit 7 / Month 12)
record all concomitant medications

record adverse events

Visit 7/ Month 12 (Day 336)

complete physical examination

complete neurological examination

record weight
vital signs
laboratory assessments, urinalysis, chemistry, hematology, full lipid profile
and plasma biomarker sampling
Mini-Mental State Examination (MMSE)

. Alzheimer’s Disease Assessment Scale-Cognitive Subscale (ADAS-Cog)

- Alzheimer’s Disease Cooperative Study-Clinical Global Impression of Change
scale (ADCS-CGIC)

Neuropsychiatric Inventory (NPI)

Clinical Dementia Rating-Sum of Boxes (CDR-SB)
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Neur opsychiatric Inventory (NPI) 10 dinical Denentia
Rat i ng- Sum of Boxes (CDR-SB) Al zheiner's D sease
wo-mvsssenl Assessnent and Change Scal e ( ADFAQR)T/IB2005/000923

Car egi ver Burden Questionn&re Patient Heal thcare
Resource Utilization Questionnaire record study

medi cation taken since Visit 8 15 . assess conpliance
A dimel iBYs R BuGREbRN AKSdIRAL a@th@rﬁg% Rhie (mﬁmy on
contai ners di spense study mnedi cation tor Visit
- ( W uagivemBlirdimQaeseontidizdi cati on) schedul e next visit

puic e eSS M ERG S B o

r&dond Bl d@d¢ PrYichEON tdleRaincYVakit 6Early Termi nation Visit
for Wthdrawal ~ Maneuver Treatnent Arm conplete

apfeyserapliaasarith sfubrmediedndegimegnt 25 . vital signs
hﬁlgcq ﬂtrﬁ’ed}’caﬁ?ffcﬁﬁﬁqﬁ{% urinalysis, chenistry,
ena ology, u |p|dp

rofile and pl asma bi omar ker
dispeinel sngly Izedicdicneffoe Migioz ar di ogr am (ECG) M ni - Ment al
State Exam nation (MVBE) 30 . Al zheiner's Di sease

spheduledeghyisiGE st fh {® Subscal e (ADAS- Cog)

& zheh Shi se..Goqper ative Study-Cinical G obal
8 r?%resg?%cr? @‘%‘% & Vscal e (ADCS-CG C) WD 2005/ 099823

rROTd hB2OeSVeH923 54 Cinical Denmentia Rating-Sum of
Boxes (CDR-SB) record study nedication taken since

y@g?mﬁiiﬁéﬁggﬂ ! ?rggiec\git |t gnsggg%/ainﬁgirgagi ?nr ecor d

al | ﬁoncom'tant medi cati ons record adverse events
‘LabR &8Py Det er mi nat i ons:

record weight
Mini-Mental State Examination (MMSE)
Alzheimer’s Disease Assessment Scale-Cognitive Subscale (ADAS-Cog)
Alzheimer’s Disease Cooperative Study-Clinical Global Impression of Change
scale (ADCS-CGIC)
record all study medication taken since Visit 7

assess cmﬁpliance with study medication regimen

collect all medication containers

dispense study medication for Visit 8

schedule next visit (Visit 9 / Month 18)

record all concomitant medications

record adverse events

Visit 9 / Month 18 (Day 504) —Withdrawal Maneuver First Visit/MRI sub-study
participation ends/Early Termination Visit for Double-Blind Portion

complete physical examination
complete neurological examination
vital signs

record weight
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waele@s/099se3 day before the test.

Subj ects are to fast for 12 hours prior to the test,
and shoul d have no vigorous exercise and no change in
I f the subject PCI/IE205/000923
fasting, the 10 clinic vi$Bt nust be reschedul ed as
soon as possible. Subject's posture should be
standardi zed for |ipid blood draws. The subjects
Showbthtd§ dsbsbhignts ﬁﬁhﬂgs@oaie&mg (H@natbmgg efunt Hﬁﬁ gmfne
m nutes). A tourniquet may be used (no ger
m nnsrhleysi,ﬂ setyut sanmle ﬁnd@latsmaeb@mﬂ@rlsemphng,t dmemzmlolavels and

%g %@EEfollow ng | aboratory tests are to be

gr 15 Henmat ol ogy: henogl obin, hematocrit,

J e@zmje@@gle@@dax(ﬁ@mﬁl (BeG3 e bl ood cel and pl at el et
count, differential (if WBC is abnor rral) i ncl udi ng
meb’fﬂ%M@N%Statq Exaprivetioe MMhocyt es, eosi nophils and

ool DL ST e 30 o
.nl Mﬂ@ﬁﬁer(ﬁbl‘d}:ase CoppetanivaStudi-Cliniaal Globahlngpreshéon of Change

pot assij u total 20 protein, sodium phosphorus,
caF‘@?eu%né PEEHDn, | actate dehydrogenase, C Reactive

f m nase (ALT aspartate
Iﬁlg%@g?nmﬁgiggm(’%% (Llstipliog I(f A?_T or AST are > 3x

Ulppeal Demmtlaﬁratmg}Snm of B, (CIRe SBibj ect nust return

' |n1vveek or .a repeat test the v ns
Afchgimgy RISt SipPab R SR bt beper sl ARERERL

St gdhegivPBufRhlGusstibniEasur ement s 25 of ALT/ AST shoul d
continue until the abnormality has resolved. If CPK >

5x PamnNHeakﬁlmredmom:@thmlom&mn@mwmd If CPKis >
f Fe[chd\étﬁcg? meé@ﬁw@%?éegpc Eélt de excluded, and

OW-up “neasur e ould continue until

dshs abmplidnet wlmsltt&s/ fediechti@tregithéi d Profile: total
chol esterol, LDL-C, HDL-C, VLDL C, triglycerides, and
@@e%fﬁ‘glm%ﬁt’@flépﬁ@m@%oE and ApoB); Direct LDL-C

tri g%{/cerl gdi etve HBFgag??éwr%@galﬁag%?&%}ui@m&cgém | es
sahéduldomxmaisite{mmm/tl\mmw)l ng, Months 3, 6, 12, 18

and Zﬁ for anal gﬁs WO 2005/ 099823 PCT/ | B2005/ 000923
rgeord #f} cpRsomipgng meficationyr i d sti mul ati ng hor none ( TSH)

BEHd 98748 dyfsoxi ne (T4) (at Screening only)
Serol ogy: Hepatitis C and RPR (positive tests to be

confirmed wth a specific test Screening only).
Visitd i/ Mdontlvi2p 4Ry 560 PPl ViRBG drhy Berenihagias ¥1S(t$glr Werrhdrvgval
lglgné(l)verTrea%?e%lanc Control: HoAl1C | evel (Screening only)

complete physical examination

record weight
vital signs
laboratory assessments, urinalysis, chemistry, hematology, full lipid profile
and plasma biomarker sampling
12-Lead electrocardiogram (ECG)
Mini-Mental State Examination (MMSE)
Alzheimer’s Disease Assessment Scale-Cognitive Subscale (ADAS-Cog)
Alzheimer’s Disease Cooperative Study-Clinical Global Impression of Change
scale (ADCS-CGIC)



10

15

20

25

30

Urinalysis: dipstick of freshly voided specinen to
eval uate pH, |eukocytes, nitrite, urobilinogen,
W@ p@siopises gravity, protein, glucose, ketones, BOMIB2005/000923
bl ood. The urinalysis wilIs4be perforned at Screening,

Basel ine, Months 6, 12, 18 and 10 20. Laboratory
assessnents are perforned at Screening, Baseline, Wek

- C(linicaMPRiRAti BRafng-$dm HBARS(CAOR(SIBY ess ot herwi se not ed

above). In clinically noteworthy abnormal |aboratory
- recexd stydy medivetienitaker sincs¥iséidhi ng (ot her than

T Lar i QLU :-hes are given above),
) a%%ﬁ;g @glsélggﬁ%mfltg Sgd(@'é&é%dglp g\%/ée%}?%{/l the study Medi cal
. chiit hidmedigtibr pemb@drs mredi ately and foll owed up

until it has returned to the normal range and/or an
rec@Ed b enceRplaghmedisali® the abnormality is found.

s El ocar di ogram The el ectrocardi ogram ( ECG
r%%rag(g\%ﬁsglegfqét? standard 12-1ead recording. 20 The ECG

Laboi{ﬁst?ngl)&%gﬁf;ig‘ﬁﬁ%%z at Screening, Months 6, 18 and 20.

I'gns, Body Weight and Height Vital signs are
obt aj ned Basel i

at reeni.n e, Months 3, .6, 9, 12,
SSBleBkgee St anT Tmdlis BT tor he iatle B Ay A pr dpuinkorous
exerdi®y @d)no ERBPE iRliiePthe! @Y Befdd! liRGed ATLhe 30Fjesi3 ot F&tiARdhe
di astolic blood pressuresdetermned in the sitting

clinig it yst begeRbediled ngsoon |25 nvesileleSwlfieasts portursuihoulst be
. f S 44N ody, . wei ght _.(kqg) ..
sand}ffr FP URAPUERY B2, IR RN pY LB s Pipogicon o
longernthad 5 1HHuESNi 1Y toudkiqUét mhg be eced dad 1aigeDGhALD iHlutes), but
Basel i ne, and Months 3, 6, 9, 12, 15, 18 and 20.
mustdsFpleated Ppigy & Big1blesddWat i on 30 A conpl ete physi cal
exam nation is perforned at Screening, Baseline,
Mohlichipllowing Bbewaipry Gestsan b b pesfopmiasial wel | being wil |

ORISR BSHILRRAD 290098358 o, wni i

t hir@ablatdld Cdount) @BfftrenGilegt WBURYabndRERNBAsluding neutrophils,
extrernities, peripheral pulses, skin and other

phiysipbasytes minocpies copinpphils andbaaeplyls. geni t ouri nary
<205 Bhe S0P RRE) s Y, S0k BRRSBRIED i g
SYBIBb@ WEe0hitr¥zsn IBUN Y cadatfinbeuRer icad, "Eflorid, PotAGubOr tatal
nmust be conpleted for all changes identified after
Scrretin.ngpddm, @hpsphesus yalsstransiotiwin, Hegtalet deliydreagnase, C
S hﬁ@&ti‘% lP'rotQﬁl, raf‘a%ﬂ{edt?gls%ngger E@E‘ﬂ,gas%%é{te transaminase (AST),
and CPK. If ALT or AST are > 3x upper limnit of normal (ULN), the subject
must return within 1 week for a repeat test. If the value remains > 3x ULN,
the subject should be withdrawn from the study, and follow-up measurements
of ALT/AST should continue until the abnormality has resolved. If CPK > 5x
ULN, then CPK-MB should be performed. If CPK is > 10x ULN then the
subject must be excluded, and follow-up measurements of CPK should
continue until the abnormality has resolved.
e Lipid Profile: total cholesterol, LDL-C, HD1-C, VLDL-C, triglycerides, and
apolipoproteins (ApoE and ApoB); Direct LDL-C measurements will be

performed regardless of triglyceride level. Safety measures, blinded. Samples

will be collected at Screening, Months 3, 6, 12, 18 and 20 for analysis.
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Weight is recorded at each visit. Physical Status
Assessnent Brief routine physical exam nation: general

w@byosiogmb3 st at us is assessed by a 10 brief phpeT/mmE005/000923

exam nation at Months 3 ands9. The subject and

caregi ver nmust be queried regarding changes in

physi cal status since the previous exam nation done

Al SREFGRTBEe: el stlhillitﬁfg(?fogﬁgn@(T%F Bnd/ et thyroxme (T4)
Neur 6T ogi cal Exami nation A“conpl ete neurol ogi cal
exe(m&‘sratfmngo@yberfor med at clinic visi ts 15

S o HepRe '@é@d KPR @Biif e B0 cliectdnimed ittt sasgiti

(i I”[ggtlgéfé%gm\gl | fields), motor, sensory, brainstem
cerebel | ar aut onom ¢ functions. Screening CT or
R/RI Vitdmime IVctanuimBﬁzaedldvRBG [fmiatleﬁeveﬂmé?ecra@mmmlm a CT

or t ed For subj ects not
?@ﬁ!@%&iﬂlﬁﬁeﬁﬂ ?f ¥lhdy, a MR is
ﬁﬁgsignldzps'urzk 0P &re %gr\%‘f‘d@dt e@1 e B EYAGAE III-P Meukocytes,

ostic criteria ometric
Exantrrta,t um»bmnégma rapeéifie ogra'ﬂtys rprotsm egﬂucas&ed ketomes,hand blood.

trat f the Al
e Dl b bR, ey SRR RO TE s
25 ;{g sease Cooperative St udy dini cal GI obal

| mpressi on of Change scale (ADCS CA C); and the
Neur oé@b@uamy raS@sunozrémam petfoumeyl atc Scresningh @asdn@, Week 6,

@’Eé\t‘ﬁ‘%}; i'g'? i On ggér(g ﬂ%ﬁﬁfsg F’@e{q’l}’%es%%gg 0? In yhmcally

Ablevwob@n gﬂﬁlotrﬁalr Bibefaforly Ofesta vy &idtas SFes r&ﬂéemﬁ@ gbthBe than
noted in the subject's source docunents. chonetric

M&/Aﬁ'g"/@%mfar \r@lcz‘oc%u@bgw 3rq3<gwqrsz@es¢>e g2tgst should be
GELLeT oY s PRt JIRI Al B AP o Bligfelly apd fotlgwed
Sp amal Ptagiretatnedno (Hvsinalltaagd/MsFot an adéquasd expladeboy of the
used st, for assessing overall cognitive 5 state.
q%é&?ﬁé%@ﬁfes sel ected aspects of cognition such
QQJEEHQﬂ&me&ﬁk%a&ﬂtion attention, |anguage, and
praxis on a scale of 0-30. Lower scores indicate

gr eat él‘mectﬁgnpcardwgrmp@ﬂ(ﬁ)ema coiﬁp@tm\@ﬁldasd b2-l¢adrmen diatg.
iﬁa% i5be pe o%r%le a5 Sc%ge%mg, Mon?hs 6, 1% and 201 2, 15, 18

Vital Signs, Body Weight and Height

Vital signs are obtained at Screening, Baseline, Months 3, 6, 9, 12, 15, 18,
and 20. These will include body temperature (oral), respiration rate, pulse rate
and systolic and diastolic blood pressuresdetermined in the sitting position.
Recordings will be made after the subject has been seated for 5 minutes. Body
weight (kg) without shoes is measured. Height will be recorded in cm at
Screening. Weight is recorded at Screening, Baseline, and Months 3, 6, 9, 12, 15,
18 and 20.

Complete Physical Examination
A complete physical examination is performed at Screening, Baseline,

Months 12, 18 and 20. General physical well being will be assessed by evaluation
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Al zhei ner' s D sease Assessnent Scal e-Cognitive
Subscal e (ADAS-Cog) 10 The ADAS-Cog is an 1ll-item
W@ ec@bmmesi gned to assess the severity of cogPCT/iB2605/000923
impairments in AD patients56ltens include word recall,
nam ng objects and fingers, follow ng comands,
constructional praxis, ideational praxis,
o? FHeeHéant LRI, e O rxﬂ')sé QR4 PE&I@ Rear®, IQ:%& Nyh@bgibaesen,
[ ity, conprehension of spoken [ anguige, word
eﬁlirﬂdnn@s desdifhiecal Ipses, skipaondtcdime physisgeenditican of note (breasts,
remerrberln te 15 inst utlo Tot al scores range
SPRRROIATY SR A PRGN AP B SEOB MRSy
eﬁtﬁbﬁsﬁB‘eléglmetst’éﬁlsaﬁ@vhlhlﬁt@%bn?t&%omﬂﬁslﬂﬁﬁﬂ aRg R PetBrmed.
t he ADAS- Cog. These are d d word recall an
Agohdeiormanis e ¢oupieied o |a11 |Ch§ngew@m1f1ﬁé giter Hgreening as

d ian [
LA PR G TR RS i B B8 808 gy
W&ghhfsrb’b@iﬂédeﬁeaeﬁ)&&tcog It will be necessary to 20
ensure that the subject is able to conplete the
Modi fj ed ADAS-Cog for inclusion into the study. The
Fogeticel 2@tysmmsessesgt i s performed at Screening, Baseline
and |
D1 scabnCoanas Bl ghmdion BATM isich) Qs Folhsed by 2
boief p@lya’n@eexamiaiaao(uam&n@@@nd% mhﬁesu,hﬁ%aﬁzdl@egs/et mast be
ADCS ,vers f a clinici gq S i.nt egpl ew base 4
qiu%pg Legar ng8 ar@qéﬁb%hya}ca 8 a.tgF @QF?/ HI?IWPS exammatlon one
at StRleRiTd. Wdightlib rdcdrRd @t RAlvigiat i ng of change in
pati ent func%lon derived through conprehensive
interviews of the subject and caregiver by an
Nevgelneieb Fra@inahipei an. At Baseline only, clinical

i nfor ces
shoul Oewﬁ%tg 3 8‘;‘%10&2%‘3 ?%Fll%%gsne{s |p(r%go no % g{ ésiﬁjg% §%§£ as
Setdeating Bsslime Moriteall aehise rFhis exdhinatiot imlwiey evaluation of

hysical exam and ratin scale and test results from
t %@ra@&l@@m% §rsidingad gty %@Jd\ﬂ Y SPRETSS BB BEP affgehar
gﬁ{tg&ﬁ,&g({: F%LL B2005/ 000923 58 caregiver wil |
ﬁ e |lrl1terv%ewed separately; the subject will be
interV| ewed first. Videotapes of the subject and
Sceacaying €T orMBIvi ews are aI Yo requi red at Baseline.

After Ba ne. VI ni c n shou

Lo i Uibpotictad atth B test Loyttt Rl SRR Putie
BHpleRdPIFRY Silj&sls ﬁcstqim&yatﬁgﬂlﬂ heVIREY MERBBbStudy, a MRI is
pr ocedur es/results or discussing the subject with

requiged prlyiibihe (of rashlés ars sawiyaeah for mecdipg dipgnastis friterian
rates the subject on a 7-point scale to assess the
Iéi’§8ﬁ§1%69{° ELhangskr om basel i ne: 1-marked i nprovenent,
ate 1 nprovenent, 3- mninmal inprovenent, 4-no
chang@, ceBtifiddiaelis mqms@fom the 8lnmotiertadre of the Alzheimer’s

Disease Assessment Scale-Cognitive Subscale (ADAS-Cog); the Alzheimer’s

Disease Cooperative Study-Clinical Global Impression of Change scale (ADCS-
CGIC); and the Neuropsychiatric Inventory (NPI) scales.

The same certified rater should perform all psychometric examinations at
approximately the same time of day. All changes in raters for a given assessment

must be noted in the subject’s source documents. Psychometric testing should
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wor seni ng, and 7-marked worsening. Only these Baseline

notes and videotaped 10 interviews will be avail able
wo o00si0e98ed | ni ci an during the conduct of each ppS1L/AB2005/000923

Baseline interview and ratisig (Schneider LS, din JT,

Doody RS, CQark CM Mrris JC, Reisberg G Schmtt

FA, G undman M Thomas RG Ferris SH and the
o@é&'&ﬁbﬁ%bo%at@bﬁﬁaﬁfg %Q&Qﬁl&%tfﬂey ﬁlbgidtkdﬁave‘ﬁﬁh b dp‘bo@t%ﬁlty to

reliability of° the ~Al zhermer's sease Cooperative

e@t udy-C i nical G obal Inpression of Change. 15

Al zheinmer's Dis. Assoc. Disorder, 2: S22-S32; 1997).
The clinician al one nmust nake deci si ons about change
Miini-Vent alSta B anmgatian (VISED af f . At the begi nni ng of

each he cI ni ci caution.th

ot oS B » bRt iedl Giieftr o org Ay Bl g Snitive
sBitd. eSS MIGIS SN Be dbB s RBlectBd Bﬁf e RIHFIcBEhitidh SuchSS AgABRL Of
change from Baseline is made at Months 3, 6, 9, 20 12,
otigntahen . gtentine, langusgs nandtproxis ohangae af O-IQQnL‘thZ(BCPaQS

ipdifarf Pt ol 7B RPVisR's bOfariel Wit
HasélftleGaid DRWER3, &, Ratd, ng; Bundofo. Boxes (CDR-SB) The

CDR-SB is a neasure of denentia severity in six

dorml ns, that assess 25 cognl t| on and functl an;
,..t_n_g__ ,P Vi >SS 5 1€ 9

CO““‘TH X]ﬁﬁtff @ogsi? arh?f"?(eﬁl'%q E%Bﬁﬁéﬂ 0@1@ spﬁfe%@;@atjlty of
care. e ratin or eac omal e agreed upon
cbgnitihm:mpla]mmntssn ad3 patsmen tItanesaimrpdx WOwrmgll,tﬂaﬁnn g objects
cl.i.nicia onducting the ADCS-.CA.C) after . )

B TR MO E R OTHEn S PGt Tk featiowl Ogtitet e
oehiafien awekd Ric6 %ﬁﬁh@h tspoltdielabbiAge ADFBN SHMpEhSAISS P onken
should 30 inclu he interview notes and rating o
lanpyaghSBoddiwling tdficulsiarsponigneaul @peeAmd@@tn@nbenng test

neﬁrt ﬁgrél o ncgtalfjﬁ%gtsersg?r}gﬁgar%c'}é)g ﬁj&gg«t}tggtm%orse cognition.

HeTHi$ BRRRSHHO 8B Bond Reinld hate BeefaddbetodBERIDGS-&og:. These
sumed to provide a global clinical neasure, the Sum

2% delpyechypad recaty @nftmwsgratso%@ﬁtr@tlhé@y AV hesmthess tyeo
?@I&topaﬂ]w[&nﬁleu r%glg%‘% AP C ﬁ%faﬁ{i (% F%eﬁ‘t %&jlégg/t%gggdﬁé

ifZrinteam sitlbeerefifrrddab ay therMbdibied AT A8 apc R svitl bemzobssary to

q%gq(l:rg [}g £ :stglﬁggtr}? gltél:s ?%%Jrgﬁ%% ¢ g/gga‘ll o~ /gBSA’S -Cog for inclusion
/ |

SRARESFAN BB e s Bl i

andMerghis|3;, by9.| 12bil 5, ¥8andader r ant notor activity,

sl eep, and appetite and eating disorders. Through a

Eltzftel{r%te#rs islez?ste gdpgt/gttve gpudtvr@hmcal Global Impression of

Change scale (ADCS-CGIC)
The ADCS-CGIC is the ADCS version of a clinician’s interview based impression

of change plus caregiver input (CIBIC-Plus). It is a global rating of change in
patient function derived through comprehensive interviews of the subject and
caregiver by an independent clinician. At Baseline only, clinical information about
the subject from any other sources should be used to generate Baseline notes such
as other assessment team members, medical history, physical exam, and rating

scale and test results from the Screening and Baseline visits. The subject and
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caregi ver, each of the 12 behaviors is assessed. The
frequency (0-4) and severity 10 (0-3) of each behavi or
wae@sdedses m ned and nultiplied for a total scoPeT/B200/000923
144. Hi gher scores indicats® nore psychopat hol ogy. In
addi tion, the degree of <caregiver distress (0-5) is
al so determ ned for each behavior. The NPl is
cﬁ@élfv&r YR aﬁ{I a@%qme%ewé@&gaﬁltc@y, the s@jeht 184 be interviewed
Al Zhei nmer’ sease Functi onal Assessiment and Change
flﬂtalved(:ﬂmccs?)the Qibjerh endDEAEISeT inteavid Gs mteeiﬂnOframlr¢Cbatal

L
ARG, (e e BiaaelT it AT OBl BB RsRr o
nbis afid VideoRdp eﬂ@ﬁt@@ﬁm butlis pRGEMEE SR 18AS e gAIhST study
(toileting, feedlng, dressing, personal hygiene and

pecodirngesuiaon idirgussing the swied Witnetharonembarg Ohie; agsessment
téA‘a%‘ %hgahginﬂn% Faggsathg &H%ntae’L g@ gf’ N&1e JB%'S%EME 8ietgf'esekc§f

uSi ng house nces

chhgp it i, babelag: mrrﬁzﬁaécaimmaverﬁmj 2—h}0db@teglﬁtpr@\reﬁuﬂd 3-
i nsi de and outside hone, hobbies and |eisure
mjpina) L EpEeverpRtat-na § %@Ps%ﬁammﬁmorseamy rapdgrase

wﬂréeﬂﬂlt% %{i;;as e%aﬂ\%%i%ﬁ%ﬁ tﬂ%@ Baa§élﬁ1% tané?fw&%‘iébed

tem on an |nt Vi ew Jec
ittenveyt ¥ eill bEaghlable tottbe dagcian Am:mg thremandm:t sf:mcéﬂpqm a

B it e (oobnent: Ot Sl Gpans oy

M&ns ket Ike@g‘be£g1@ S Ohif e, r@ﬁhdﬁ% M, 181%nds R G Fef§6 SPNard the
scal e of O (no inpairnent) 3 ('severe impairnment)

Aiheimgradisease Cooperative oyt UtahdltS awt eglighiliy-dghe The

veraII t ot al.

ARt 0o PR B E TG Pt S arlf Chanee
AVaier8 Dis. A 5866 DiSordeeiisopngagi ngp7)Br ai n Mor phol ogy
and Metabolism 30 In this MR / MRS Substudy, Magnetic

Resorkhe ehhmmi aﬁ@e(ﬂxiﬁ@lt)makﬂdiecMBl ebowt cRego mdthost consulting
ect MVRS) wi be used econdar fficac
O i 56 0 15 EPeaiTS HAEBIE0ES Dk AL qugfon the
iReeSSefd Rt fbmih&RAARRan %1&%@?&%%&9& nﬂy pease

progression in the brain. I's perforned
eBpayaehicimes. dihe aasesvmsittof Qha(ngwﬁrmm Baglino isimadss Moaihn 3,6,9,

iy 9 SR e e A o grngd aEMopR A Bt 1 e dBEdde
vAHAPSE ADEsB bATHR o g?Rthdee&latlivé‘@d BfleNige, but relative to Month
N—acetylaspartate (NAA) and Ny0|n03|tol (M). The

18nal yses of interest for the MR are gl obal brain
atrophy and regional brain atrophy (hippocanpal

i el 3o R Biged @SR @f)change in the
/[time. The
anal yishsCDR-SBtie o estasdre of tlélﬁerﬂ\ﬂ%&elvmﬂyhm six domains that assess
cognition and function: memory, orientation, judgment and problem solving,
community affairs, home and hobbies, and personal care. The rating for each
domain will be agreed upon by the subject’s assessment team (excluding the
clinician conducting the ADCS-CGIC) after consideration of the results from all
tests conducted during a clinic visit. The CDR consensus discussion should

include the interview notes and rating of the ADCS-CGIC interviewer, but the

ADCS-CGIC interviewer does not participate in the CDR discussion. The ratings
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change in N acetylaspartate to creatine (NAA/Cr) and
normal i zed NAA levels in 10 the frontal cortex and

weewspdesat cortex, as well as MJCr and M/ NAA BEMIB2005/000923

normalized M levels. Gvedthe |ogistical conplexity
of obtaining neuroi magi ng scans, these are perforned
in a subgroup of approxinatel y 200 subj ects.

lﬁ%aéwmﬁ@ho&ﬁwéﬁfﬁn&% esau@ﬁﬁlc gﬂe:ishfé' fe > Sum

whi ch are found 1 n blood are nplicate
qQahehBpteps iTot 6PRSIB A Izdlrﬁlrmed asBalielinapnths éZ,mES%ndrE&i
in the study popul ation. Plasnma Bi onmarkers Pl asna
éucr)markeat f e' ter i nclude plasma (3-anyloid
-42), S 100b and

24- hyn{eqxatﬁmy@ﬁtaﬁﬁ@lnvéﬁwmpmﬂ 02 JtenRcaR IR behavioral
bi omarkers are collected at Baseline, Mnths 3, 6,

disturbapces s} B OCAHENG & demoiaybiesisa shtisonadweilaeimations,

I EDTA
‘el s, SRS R ML onBe BB ot -
apaByAndiffetences d1 sihhiblixgors hmﬁablhtsﬂammysamf&rnk afosor attiei ty,
s{leég;qgncﬁqugtlétlg ?uécgigaagg Jg%(é}c% S arggge S%Et%&c?%geg?rﬁgr%[évy \g?Vlth the
Jaféggxle)f CaEh 988e PGLHARR R%@&@&e@l‘ e %?%—M@%eventy

Assay of the serum sanples
(Drﬁb of eathdiehaviar erecdmduun@ﬁand%ulmpﬂibdi Goreer thied scoae ef 0- 144.

| ect ed 3, 6,..12, 18 _and 20 for
R E s BT G L aRBR oI o S P EaRs e
cakddeRer HEBRNDIY iks 21 debirmitcdoyBRhbeRiviof. TBe Baged | ne
visit. WD 2005/099823 PCT/ | B2005/ 000923 61 Donepezi |

merfgsmed aidkeselings Mmmts Ac &2 gnt hb i nest er ase | nhi bi ti on
(RBC AChE-1 : Seven milliliters (7 nL) of whole blood

A %hé ﬁlek’g % fe%eai&uﬁéf‘o%ai ﬁ@;e@%@%f%@ ill’g_bg&ge éc,sa?ﬁeﬁ _A(E @E&&g ' ) X

Pl asMEhSADBACSnisral6-nas fofctbonepsasshehsinsarmealtahed on

W th neasured acetyl cholinesterase _activity in red
iBERReTL AP basie, &Pwngs Bt daibrieeg (D) sepisg commonly used in

@%ﬁf&%éﬁ&ﬂ. gﬁﬁrclﬁﬁés@b%ﬂ&}é%gpem feﬂﬁ%’?nce n% 'd?ééblqﬁ, Il)esrsonal

chr omat ogr aphi ¢ net hod ratio
fqagfmmbiahd gchoming ,olvathmgtahé waadilahg)sami lﬁmslturdtyntslaflnﬁ)LE @& bility to

dse i Blene T reholdatinbisinE RSSahald pblhes agpdiing money,
@Pﬁm};‘,@f‘éb&{n@ﬁﬁé‘[ﬁm Bhilityoid:get around inside and outside home, hobbies

and leisure activities, handling personal mail, and grasp of situations or

explanations). The assessment of each item is based on an interview of the
subject’s caregiver. Each of the basic ADL items is scored on a scale of 0 (no
impairment) to 4 (very severe impairment), giving a basic ADL total score of 0-
24. Each of the instruxmental ADL items is scored on a scale of 0 (no impairment)
to 3 (severe impairment) giving an instrumental ADL total score of 0-30. "The
overall 16 item ADFA CS therefore has a total score range of 0 -54. The
ADFACS is performed at Baseline, Months 6, 12 and 18.

Neuroimaging: Brain IMorphology and Metabolism
In this MRI/ MIRS Substudy, Magnetic Resonance Imaging (MRI) and
Magnetic Resonance Spectroscopy (MRS) will be used as secondary efficacy
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w@r008/094803 use in this study,

Usi ng a radi oenzymatic nmethod, the activity of

acetyl cholinesterase in red blood cells is neasured.
t he assay sensitiRCT/¥B2005/000923
specificity and reproducilbdlity is docunented. 15

Car egi ver Burden and Heal th Econom cs Caregiver
Assessnents - Caregiver Burden Questionnaire -

VB Blels I assERY GRICYESE RIBASHOR @ﬁezsmeg bﬁ&i%@@gﬁg&@ggﬁmm Qe
the subject's caregiver burden e Caregiver

bBun d MRQuseparfaymediat Baschine Bad &l Vns& 9t/ Moxqb el§tt® osuTas bmin

“ieRe s hata cil) G0 BRonh D TR F e dectorngd aype

sSh&UakitOid; as§es§1 BREddeABs brﬂ]h@n&%&i@ésVﬁfclddhr&@lﬁ%@éiy‘l@@artate
consi sts_of questions applicable to the

(EA@&&MMWSB@%@{ID% Visit. The subject

sccomRsku g, SEFHLA) GFAENEE S SRRl g

bEAfif i a&ﬁip}ﬁyi(ﬁlpﬁheampal EROphIS faf defaryl LYRRAS tHies! c&ﬁﬁge in the global
measurenent tinme points are as follows: Al zheiner's

opressigal yolumss ruietunsy/ime- EbgAnalysiwoSutsseshfas the MRS is the

Ok N e R e S T e B

tisufijomed] Sortbt eﬂf@octdm@tandsrtmaﬂwel&aﬁlvﬂlcmmmymmgﬁﬂs 30
and fi né;ers fol | ow ng commands, constructional
ngraaliged Mldayels n%‘rweprt%sdoglstl%cgme@mgQéebstammg neuroimaging
I on,
B AP A A i R BB O fln MALH) JRFRAR
| anguage, word finding difficulty in spontaneous
Peppdechyl Biomarkerenberi ng test instructions. Total
S es.ran fro -70, with 70 i vvorse
c o Birsnpebtis SRS et e fomdR LA gl iBRspged in
tlﬁﬂﬁﬁiﬁo@ﬁyﬁ@l@a%ﬂ AheBmer®s difbasd 4re ﬂl@&sure’ﬁ 1$8h@§tdd ulation.
Al'zhei ner's sease Cooperative Study-dinical o%al
In'pr ession of Change scale (ADCS-CA C): The ADCS-CA C
Blagnap Bigipadetser sj on of a clinician's interview based

(TR Gy e O R G B SRR S b M s (B
ApARiests i oo id P-BedrbX fdholebe R g&rg&ea&%bepﬁbms biomarkers
interviews of the subject and caregiver by an

arm@@}:lecrt@kéaﬂtBaﬂehm dNVlemths At6, Basbﬁi andeZ(bfmlr ymalysms ni cal

RS s Bt B S Ge i R el S EDTA for

each subject. The samples are quickly frozen at - 70°C and stored at the site.

Serurn Biomarkers:

The lipid profile of subjects is assessed by measuring: total cholesterol,
ILDL-C, HDL-C, VLDL-C, triglycerides, and apolipoproteins (ApoE and ApoB).
Assay of the serum samples for lipids and lipoproteins are conducted. Serum
biom arkers are collected at Screening, Months 3, 6, 12, 18 and 20 for analysis.
Screening sample is considered baseline since Screening is within two weeks of

the B aseline visit.
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as ot her assessnent team nenbers, nedical history,
physi cal exam and rating scale and test results from

wo b@s8egseeni ng and Basel i ne visits. Videot apesPOf/1R2065/000923

15 subject and caregiver imdlerviews are also required
at Baseline. After the Baseline visit, the clinician
shoul d refer to his/her Baseline notes and videotaped

DbALREN PRideha TRWE] dndl HI5E WRB Rch JITRERFRY Ifibifion PRBEr
S edures/results or di scussing € subject
AwihERD 0t her nmenbers of the assessnent team The
clinpcian rates the . subject. . on.a 7:poin cal e t
asseggvetn ruglétﬁ]iséz Hg[f) OLé) H’szgeebplpgﬁ? %%&eg eldna(% .Bsa ieﬁmrrgr g(lj\/l yh
18 (826 QYPERAK 1) for iRABEBIR e AP P RBIEATHESE iisabjeeds. Plasma

I mprovenent, 4-no change, 5- m nimal worsening,
c@wcanigasions of deneperil sgorrelaed rwith massaed aerjylcplinesterss

A astelii nedlﬁo&? %ﬂd vi deotaped interviews will be

VAP AR S Ehe ¢l i nician duri ng the conduct of each
ApaStis Bagehdpagil bhken vomsngatonat i ng (Schneider LS, Ain
JT, _Doody RS, Clark CM Mrris JC, Reisherg G .
SchniUsingmAigiepertermencaiquig Gh%n%glﬁé“cﬁ%?tpi"g depenga
coEn i i el PAARE (PARTHES of g diplch bt Sk
séxRnpety adpevidicBY ddyepEdunibday i SHotmhentédpr essi on of
Change.. A 0| L S.. .Assoc. Disorder, 2: S22-S32;

€.

89 i PRSI HBAEdOR st make deci sions about

chan @Eiﬁ# 4 R@iden SRRl chdthGH, tRE BeIviB[ & deetyRholifiterase in red
begi nning of each interview, the clinician should

bmdiceBnisttheasuidd. Pripetowiseinetdnis sturyf thepssay senpitinit FRAsHELY

any side.effects he/she may be experiencing. The
aﬁ@&é’&‘ﬁ@’rﬁhtgﬂs 8?1%%68? fom Basel ine i s made at Months
3, 6, 9, 12, 15 and 18. The assessnent of change at
Ol ver Bhirdeat andHeaith @icoforhibe WO 2005/ 099823

PCT/ 1 B2005/ 000923 63 wi t hdrawal phase of the study)

CaSegilr A¥BEESmests at@arerit@ Hiadeh Qiestiditibire eBatdline t 0
Month 18. Secondary Efficacy Vari abl e&s) - .
Psy c ke Yar @sExumetisinr bde mepsusaeghefbihy SBhIpe cerestver

ffi ' i Nt I _—
ffdeh s CRAGBoRRH it B Botfi b0 ohRiomai
cbridiad of Wb sestishs @sdgifen tims $2qudstign)\ead alibject
coghitive state. The I\/}I\*/Ef rrea%ei, sel ect ed.aspect s
aggoTRIBgHAtiondhe-s iWRe s8uatoRp} guestinn)-e hhe FHEEVeLIPE SEGUOR,

i e 3G8t.€Bhe

ot 8P GuesRfts ARt (inda SEEUS phccirdthe DAY NG9t o2
spejettacoedmatiatBor etiomapsesid Baeswiieneliving sieattons 3, 6,
9, 12, 15, 18 and 20. Moddified Al zheiner's D sease

B So  Rericsd) Badpofhid t1ve Subscale

Primary Efficacy

The primary efficacy measures and measurement time points are as

follows:

Alzheimer’s Disease Assessment Scale-Cognitive Subscale (ADAS-Cog):

The ADAS-Cog is an 11-item scale designed to assess the severity of
cognitive impairments in AD subjects. I'tems include word recall, naming objects

and fingers, following commands, constructional praxis, ideational praxis,
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(Modi fi ed ADAS-Cog): The Mddified ADAS-Cog is the sane

instrunent as the 11-item ADAS- Cog descri bed above
wowdok/ovdses addi ti on of two itens - Del ayed Wor dP@etE005/000923

and 15 Concentration/Di stwactibility. The Mdified

ADAS- Cog is performed at Screening, Baseline and

Months 3, 6, 9, 12, 15, 18 and 20. dinical Denentia

e o g DL D B P A ofen

lengpage,ivond @n@g@mﬁmukﬁmn sponsancous speenk, amdmcmembcigrwmst

.and rob sol vin alrs, an
iR o Re SR S Pl fonT G0 Ruh 703 v 356 son.
THAIDAY -Che ispHRfoesbd 8 SEREHH DgBﬁsehﬁ@HM Rrgnkiadi, 8go tire 15,
clinician conducting the CaC after

gi2fer ati on of the results from aII tests conduct ed
during a clinic visit. The CDR- SB consensus

lgllﬁéiﬂl%?’%me& betdive 4 ¢ " | 8418 W B and

(Ehﬂngevcadaa/\@mmmﬁ not partici pate in the CDR SB
s in each of the domains are

Th
ﬂmﬁﬁﬁégtf%& laéﬁ?%fréf’ﬁ cBLon fj3 Ghinician’ padenyiey basgd imprgssion
f PR &@fesi I;QPE@; i
%Rtﬁr?? 12, 1 angn 20. Ir\%ﬁ 5?;*5 ?/) gﬁsg{ lqgtlrgﬁétioérllh% -
S(lh]@l:i) fundthm dﬁewcd)rlswghl ca:bmpxehbmwwmtﬂwlewwéf Jhei &ubﬁct and
c(%ecgbveg an }rﬁi%a%l}gg Ec%ilgl\llcé%{}? é&ggse&ilag |oab1?aﬁ%1ca igf%?lma)t%r}/ about
th@bdbjedt Rkl AYSothdMBoRePLRAA8 38 ukdd ol g%%&%@ RE%2]oté%uch
agi tation/ aggressi on, depression/dysphoria, anxiety,
a6 |ofher asfeestsnbieRal membrss hiperivel lms@nemherswd. expmh sl tafing,

L e L e

subjeetr aude:a,regi\teh intd1@ienrned Ial/serrequlﬁlcdﬂ Bafseliriée Aliter the Baseline

behavi or s .is _assessed. The fr eq]m ncy (0-4) and

Vé%‘i/ é‘?q ¢lipaqign shpulskretpr éfh]é?fﬁ IEFét%ﬁ?P ¢ s ftﬂéit‘éii‘?ﬁtﬁ@é infpyiews
r

s CFI g%ég?érélofidgﬁ 6%’3}%;@%% Pgeécﬁle retm'h&rlﬁ tdhscﬁﬁﬂ{&retﬁe

sobjectawly bther mexhbedsrof e éﬁeEs)nans tahs‘ﬁheddirﬁmml reeeh thesubject

each behavior. The NPl is erfor asel in

i RETB Ao e 81 dngtrelirbrnis Fwainsel i dommbih

ﬁ@%&&ﬁiéﬁ -1B6EE Sen rﬁé{@ € -

ll S a 16- P?em f lﬁ%??g%gl asggséqgngﬁit%ﬂc %I%Hr%ﬁﬁ‘g@:ﬁ%ée :

mmgnalumrmrmg, ridodragit v esenivg t 1-purkseld warséning.i Onlyghese

ééégliﬂe r?o%e ane Vlﬁeor{y;%% 1Xterl"|\§1gws will be available to the clinician during

the conduct of each post-Baseline interview and rating (Schneider LS, Olin JT,
Doody RS, Clark CM, Morris JIC, Reisberg G, Schmitt FA, Grundman M, Thomas
RG, Ferris SH and the Alzheimer’s Disease Cooperative Study. Validity and
reliability of the Alzheimer’s Disease Cooperative Study-Clinical Global
Impression of Change. Alzheimer”s Dis. Assoc. Disorder, 2: S22-S32; 1997).

The clinician alone must make decisions about change without consulting
other staff. At the beginning of each interview, the clinician should caution the
interviewee to refrain from mentioning any side effects he/she may be
experiencing. The assessment of change from Baseline is made at Months 3, 6, 9,

12, 15 and 18. The assessment of change at Month 20 (at the end of the



10

15

20

25

30

clinical research. It includes 6 basic ADLs
(toileting, feeding, dressing, personal hygiene and

w@e@sov9sg3 bat hi ng and wal ki ng) and 10 i nst r uneet/a2005/000923

ADLs (use of 15 tel ephone, 6Bousehol d tasks, using
househol d appl i ances, managi ng noney, shopping, food
preparation, ability to get around inside and outside
vh%awzﬁ QBRI Qﬁ theasrigdb & 54t n?a}éé:félé{ti\le' t6 %asaﬂfédi)lhtrfglatlve to
persona mai d 'grasp of situations or

MogghdBat i ons) . The assessnent of each itemis based on
an interview of the subject's caregiver Each of the

e ety TaheRFs Pelpamdtf SBnhidiens (oPving a
basi crh@lbcdn@hi climedl effiehcy0mneddureSandtivg p bﬁﬁ‘s are as follows:

instrunental ADL itens is scored on a scal e of 0 (no
|rrpa|rrrent) to 3 (severe i mpai rment) giving an
it afe Expninafion (MM X of o 30. The overall 16

|ten1' \ r I

- 54, WA b‘?‘f‘e? ‘ﬁdglg%s%ri or me &E‘aﬁé’ gﬁﬁﬁ Cgtgwgnt hs
sGate. 1 PheaMidIS1B meﬁﬁxr& Skasd a&rpdctfs iof abgration Michiad maaadry,
Phase: At the ﬁ ngletiéHbOf Mont h % @%B ﬁcts
FIEHPHARALEIEL (ANBERSFe R HPraX AP B REAS 1A QYT Scores
1h&EM9'eﬁ&ch n@% 1%Km£QQQ§Nﬁ&SEXsﬁ&ﬂﬁnk@%tgééﬁﬁhg

30 atorvasta in wll elther continue to receive an
Reselinecind| Mowshs 8r@9e 12,05 b3 and 20f or  exanpl e,
(donepezil) plus atorvastatrn until conpletion of the

io '1|d%lzh% mgp 602158/69@98%3

(mﬁ@Wmcsg)udy vvhr l e taki ng only donepezr I
therapy. This predeterm ned second stage random zation

will Madidipd &P b¥{Coe it Brestanes/ instrament aAses b tameAdpp.S-
% ﬁe%nr?elagibg% wigfl éaé%fd:\tﬁg‘r J ¥émt @ eﬂl E&‘W&er\%@ bnd
re-ran WIZGJ W raw 1rrom ac g atorvasta

GoﬂcbﬁreﬂmyrlDﬁﬂnmlbﬂﬁ}abTb@mdﬁiEdi A@AS&]@Q@M&M at
aselin ha Mont h_ 1 ei.ther: a. Continue
‘%eﬂ“}ﬁagéfﬁ Nivke ﬁsy&é‘% Pud i%’ ]goéﬁ)?}léﬁgi i nest er ase

i nhibitor, for exanpl e (donepezil 10 ng) or b.

Ga0bdI Db RaghQRUASIfA dxBs YD SBYUS an
acetylchollnesterase 10 1 nhibitor, for exanple

( donePeArPRASB iey) measuze. Oﬂ&m@ﬁmweﬂtwmmmmawsms

R?&ég{é\éaé%g &‘Jﬁ}%gﬁ 0 g“gmsog}é té)%glgtﬁ{t{l}gl JaLﬁigrﬂegf: and pro\glem solv1ng,
REEhHi G iR SidgioRseand HabBIEisO IThefrafingfor @B Edomain is agreed

(donepezil 10 np)
upon by the subject’s aSsessment team (excluding the clinician conducting the

ADCS-CGIC) after consideration of the results from all tests conducted during a
clinic visit. The CDR-SB consensus discussion should include the interview notes
and rating of the ADCS-CGIC interview er, but the ADCS-CGIC interviewer does
not participate in the CDR-SB discussion. The ratings in each of the domains are
summed to provide a global clinical measure, the Sum of the Boxes. The CDR-SB

is performed at Baseline, Months 12, 18 and 20.

Neuropsychiatric Inventory (NPI):

The Neuropsychiatric Inventory (INPI) is a 12-item scale of behavioral

disturbances commonly occurring in demnentia subjects: delusions, hallucinations,
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Two study designs have been proposed (Leber 1996,
1997) that would 15 indirectly assess changes in the

wale@sass2pr ocess(57, 58) MRl / MRS Substudy: PCT/IB2005/000923

Neur oi magi ng: Magneti c Reséhance Imaging (M) /
Magneti ¢ Resonance Spectroscopy (MRS) In this MR /
I\/RS Subst udy, Magnetic Resonance |Inmaging (MRI) and
econd gg&iﬁf&?%ﬂ&%&%ﬁbﬁ&% ARYiefyVEIRi oW dubhdien, Used as
s

y efficacy 20 variables to assess effects of
apatlesdmulﬁfﬂrem disiabibitéan, uﬁtadwlstw&@ehtwr drprears oy astiviig,

erf or e .and at t
s1368 B3 apegis Syfiingy TriouEha SRiduel GBRsie Ml gt
eah FRRY 12 bdRidrSisREYeERUMTHe fleqlidiRy $G.2H aYlti%b\iefi‘lty -3) of
assess endogenous brain netabolites, includin

eaghchehevipr are getsaningd enq maltiplisa dor aptl earetas|0- H%ll )Highsr

rain
SC({} '}[ﬁ%ﬁtlé n‘éc?re?)fé%ﬁh%zgcfng]%%%i n %ftdrt{)b%hgﬁ(‘%@ggpoca%%vg
dﬁtré@li(bys)) iasls¢ledtbmadedfor bhh tehteonfThe MIRD® petforhé®at
gl obal _ or regional volunes, Ovolune/tinme. The neasures

B@ﬁelmﬁtl&oa%@b%a%@ MRS are the change in

N-acetyl aspartate to creatirie (NAA/Cr) and nornmalized

AR hEYEDReh® FudBiddP Akdkshdi heX CRAkOSEdPI t al cortex,
as vvell as M/Cr and 30 M/ NAA and normal i zed M

APFAGS). G ven the | ogistical conplexity of obtaining

2 5 g ; &lgn%g%ﬁ‘gggt 1% L@ ftga@néwa%%?%%g‘g g'umenta})ased on
il eBE0 Bl BRRORE vitRS of\Raly Ihag ABL NScAlAPamasal yARedin

Assay of the serum samples for |ipids _and Plasma
chpigaiescarch. Bt mslvdeh? barag RBPILs (@ﬁle‘illﬁﬁ, deeding; dsessifge personal

TSI A b tiibsdthngs a0

tdleSHORE Kevusetvl ditaeks; atihg bbwehaltl aﬁp\lﬁ;ﬁbbsﬂ&naﬂ‘dgmglﬁoﬁcy,
12, 18 and 20 for anal ysis. is an |ntercellul%
sBoRpiag. ifory PREPaAATe ablﬂlﬁw %eropwi m@er%}jm usiflg Rorge, hobbies

aﬁaileﬁélﬂg‘a R)ﬁ%ssharﬁfﬁlﬂgp dnagrl L!él{h %@s& b0sind ﬁloﬁs o

|vate astfocyte otrop I c cytokine
eSplhfftBnsh Tﬁeeaspmtmexge]ﬁ eadhsitenf isAlagdteomen 'isgedice afthe

BT ebeEi i, oy FESe b AbL Wi stareclied Serotd Gon
@g&%&mp% '] g\%@g{) Brv@fend gﬁirHlEﬂt) AAGink R8BI ABtal I0ke of 0-

in CS to noderate AD patients
Z4s Hakcle ohithe dnstwingenia) ADlpitemeis sn@ued Red sseleafd) (n9uﬁypémn§nt)

Peskind .ER, . Giffin W5 . Akama KT ski.nd MA
(P Rt R s e e ARE I et Sy 0 e
o¥efallll 1®itept APIBACH therefore has a total score ran ge of 0 -54.The ADFACS
will be performed at Baseline, Months 6, 12 and 18.

Disease Modification

Withdrawal Phase:

At the completion of Month 18, subjects randomized to receive an
acetycholinesterase inhibitor, for example, (donepezil) plus for example,
atorvastatin will either continue to receive an acetycholinesterase inhibitor, for

example, (donepezil) plus atorvastatin until completion of the trial or be
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Al zhei mer' s di sease. Neurochein. Int.,

39(5-6):409-413; Nov-Dec 2001. 15 An increase in S
waeeb/opes2brain can al so result in el evated | evetBHIR2005800923

100b in blood. Thus, the legével of S 100b in plasnma

and the inpact of nedication on S 100b |evels are

assessed. Inclusion/Exclusion Criteria: 20 Inclusion
W@hﬂfa%fn' BomaciiVd e{t&‘%ﬁsthtﬂ{ QEARY 26 B@ﬁ{ﬁletmﬂ% sty @Qfl@tzﬂtﬁ%

fromthe subject, the caregiver, and the subject’

ohlygleheppzd thirapy. (ths mgmtammmﬁdes)ecorm stage randpaygation rvglléx@y

screening activitie Should t C
d%%%%iﬁ?%o g? Sty g5t népp{,%np? sl ')%% O&régle &5 %g eaﬁﬁve ver bal
aRSERMkin b hpPRilPRY RidRtbrkiz&Mot with St} 86k atlivé Broitatin
presence of the authorized representative and w tness.

tiesnynghes sikipctd Wil berapdemized ssBasqrlingri@ thafeh Mangh 48 they
gggse present nmust be made in both the source

ocunent as wel| as on the consent form > Subj ect s

and carg g'Cb%ﬁﬁuénﬁEh qgatél'ﬁﬁ% ﬁl'a@éycl yleE Ofd Cdc@@tlcﬂoﬂnesterase
their local |anguage and be capable of reliably
conpletln@ﬂshuﬁyﬁmssﬂmﬂﬂdﬂbmqnullgonsnmeenlng and

i th ags CARBRUE 0T, “V T HEPLE) VBE Ro8bor Badgsgresirase

PCT/ | B200S4136i032%r o eV@meﬁmb maysr under gone the

onset of ggntaneous or surglcal menopause prior to
the statt Vithdrevak fieay tigaignenh vath seorvasietiin SPringi © thet the
at | east h ong a S n n as

t he naturngg%ész%:FI%%nr%f Q%g%grl%ﬁ ?ﬁaﬁéﬁﬁ%n%l%u?% g)%‘s an

nmenopause ac&yldblineewdrass inthititlr sfoabxomplep I(mfnepmmo migy h
an intact uterus. > Diagnostic evidence of pro

Al zhdiWaeptugy dlesigns éateoh%qnswm)se\% hebey W@ésﬁ%ﬁd&abﬁ@uld
9 t th
indallet %ﬁ&%%%%%%%ﬁgﬁﬁ%hc?%aééﬁaééﬁ%f L Bty

docunented in the subject's source docunment prior to
MBEWSeSub'EhEiVI m{cascumggnm Maﬂ!seuclwmgmg
1.0 pderate and the

B ‘ jgot—heal th. > CT or MR
Wi t hlm tﬁlbmm%%uﬁaﬁwiw@aﬁ& Rb@ﬁhaﬂ@euﬂlagmgl (REOY Shé

of probabl e Al zhei ner di sease and w t hout any ot her
Magnetie alesqnagq?qﬁ]pemr@mpy (MB&@MM be pwedes wpeéary,ﬂﬁ%@sy

v%alglgse to' A3 568s teffg\été c|>f t?e%trﬁg qlé)lnrrr%jasgrré% osfhdo sease progress1on in the

brain. MRI is performed at Baseline and at Month 18 to assess brain volumetric
changes (global and regional atrophy). 1\//]RS is pexrformed at the same visits to
assess endogenous brain metabolites, including N—acetyl L-aspartate (NAA) and
Myoinositol (MI).

The measures of interest from the MRI are global brain atrophy and
regional brain atrophy (hippocampal atrophy) as defined by the rate of change in
the global or regional volumes, Avolume/time. The measures of interest for the
MRS are the change in N-acetylaspartate to creatime (NAA/Cr) and normalized
NAA levels in the frontal cortex and occipital cortex, as well as MI/Cr and
MI/NAA and normalized MI levels. Given the logistical complexity of obtaining

neuroimaging studies, these are performed in a subgroup of 200 subjects.
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15 appended to the CRF. If there has been a
significant clinical change suggestive of stroke or

w@riwsnIgsessi bl e neur ol ogi cal di sease wi th onsepPCT/IB2005/000923

between the tinme of the last CT or MR and the
Screeni ng evaluation, the scan may be repeated with
the Sponsors approval MRl / MRS subst udy Subj ect s

S

aﬁdPlemtBlom&kLr Early Termi ngti on if at least 9
any. BB LR Bl PSP TR R PERUF(RB1-40
A M I o SRR bR PG e Wy

afeDdfolemmat Bssﬁﬁneh Morbgelm @ 1e/ ¥ a0 bh anugﬁls%l ;
S esting the possipility of conpr pa Qgy an
lﬂ%% reed ke s1gnaling B @enlgwglasg @ef%ﬁﬁl% >
t
c%épirﬁgetev B %Rﬁ@@ﬁﬂm Ql"%i%_r ngp(a@ﬂdt&pas%e%s(aWQE}he

must range o ncl usive
nSerogephingytokinSi 6B tis thﬂmthdgmishéeﬁzhamm‘ﬁgdsseasteabl e

@o?@éﬁﬁn‘}@”&@g@@g%&kﬁg{e&: ﬁzvﬁae%gw n/&ctwa € gsrtrotc?tes
Hald EIBYARSA lev 8k a2 51100 RALERL M bM@i %%?/aggﬂ%nmatmn The

PCT/ |1 B2005/ 000923 68 Subjects' Rosen Mdified
l¢det i HIROD Hls@ﬁ%ﬁf mild R gwdeag, Al?epratlyntRB elgvate! rAative to age-

ck Ay PRat 0 L C
R P E s ety BRI W AipilhhAEn Sna M
VWeurlalk LY. Cel%%ﬁ)sﬂﬁﬁl f14i98Q00B Qﬁél@vﬁecﬂm thé Eéfﬁapktagﬁéioﬂ’my
be made on a case-bhy-case basis in conjunction with

Algkeingphdisass Ne@rm%téwéet e’t?@w%ﬂ@%ﬁﬁ viNeY-Paf PO04- neet

the Hachi score criteria

A Tieass g UAbgh o i iS it vl et Sy in
viddd. Thih O 18he]l € RBIDDH &0 ﬁlrasmé’I ﬁﬁ@ﬂfahﬁh AP fled] oM dnls
cer ebrovascul ar disease (e.g., no focal neur ol ogi cal
190p heyelsare sspegsedns and no history of CVA]. >
Subj ects' laboratory findings nmust be within nornal
l[imts, or if abnormal, 10 judged clinically
InglysigniEikrlusian Catter8¢r eeni ng. (Any abnornmalities nust be
docunented by the investigator as "not clinically
Iﬁclumoﬁ&mﬁa i.e., not Ilikely to cause cognitive

airment or nedical instability %r > Subj ects nust

ha e WDLte@nf@vr@d@Bsell@muﬁﬁgbed@tm@d omghe W@Aeem thers@ragayer,
[Ieglu'qar thd s%%ie@ el%aloéuag(%/ gﬁ LiPhSR Bl YptiBr AV ginning any

ower |
screening activities. Should the subject not be capable of providing

written informed consent, verbal assent must be obtained from the subject
in the presence of the authorized representative and witness.
Documentation of the verbal assent and identity of those present must be

made in both the source document as well as on the conserit form.

> Subjects and caregivers must be sufficiently proficient in their local
language and be capable of reliably completing study asse ssments at

Screening and Baseline.

» Male and female outpatients, any race, with age range 50 to 90 inclusive.
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15 opinion of the investigator. - Subjects with
hi story or evidence of cornorary artery di sease shoul d

wheoosaggedved by the Medical Mnitor. Subject sP@i/iBR005/000923

di abetes on a stable regi n®h of diet and/or oral

hypogl ycem ¢ agents and/or insulin are eligible

provi ded they are nonitored 20 regularly to ensure
adgq Phudi BRelRd &ﬂatﬂhel f d%drBigal

Medi ca I?/bfrﬂutor Sub?rgcts vvio{1 %)%Bag g‘%et es g‘houl d
hav e naamoploik pribetpahe start<of ﬂ&oxstxaiyohnddlaf/faanrvgnesmqrrhelc for

f 170 /dL. S tt
Jboy at et Aot Saqhlshelt fisteratays deguad aahS Fapta
Y/ dlee@Bgorofl3 B fitlletion. @%bﬁ%eﬁloﬁb@s% 1@&’efﬁ¥ébeastt§ilater%15

swal | ow oral nedication (tablets). Tablets are not
to bé&opharetienty withsubintast sterugi t al  si gns nust be
consi dered nornal faqr age. Subjects' ~— Screening

122 @a‘%ﬁ@@@ sidenceobprebablsAlzhsimaontlisense |09n%¥eﬁﬁw1th
Si nugy R[}M! sy [
br adycar ia < %gg ts pgy%lrtﬁr%untq e(ﬂa{}%%génﬁﬁﬁglg“%t the
cl i nitioad cbf;Bcirefeai@}ths@&[denbwmukté)eifuﬂ%éd)dwwd i the be
30 allawed Subj ects with cl§ aII nlflcant but

st abISHOIBEE SOBFFSy P’i“f”i’té%mrﬁ% etspgaépr sy

W t h ARGUIRIY & ek &-the AE) t%l%%i?d to%bde&ﬁ@hnd PRE & o8
of the Sponsor. 2005/ 099823 PCT/ | B2005/ 000923 "69 >
Subj éetothenivish in gt haalthdl e branch bl ock (conplete or
part| al ) and 8‘4 acemakers may be included in the study,

i f2c &%PHMB&WI in Hhedagt|ly I%Qnélbﬁ onsistepioyidle & diagmosisipdy e

t he

agr cd LA A SRR o Py dfp T fc{%lW“SEgmfwam
Vi si tcemoptid patteldgics nfAocapytaf ole @pavtvill be rgubpdcindatould be
required b this ocol nd ensur e npliance with
{he mEBER fomedafleatiiaste b eearaégan\lf&anhﬁgxl nge
constaptesAidof Sldkabl Sth'epé&QMeu?dngleﬁ%seQ&V\%lﬁlost@LCt

at | east 5 days per the Subject and for

m ni regtwesh tlief)timalofth} lhss (FISomdRI wedthe Scienmgeovelaation, the

houl d b ed . ' ' b d
ensurtmek Be e vaopt PHERor BR&Vabbj ect s behavi or
and. Rie] Pl kL. S0 REE DO Poa )t AR st st e

[iving. = Sub sensory

i npaiabkdo hﬁmfrg@g sﬁfdst!pSctlﬁﬁ MRI at Bmtlme add &f Vpat o/ 8fonth
preventing their participation in all aspects of the
st udyl8 (or Early Termination if at least 9 months post-Baseline) , regardless of

the timing of any prior neuroimaging studies. The MRI at Baseline also
serves as the Screening MRI to support the diagnosis of probable AD
(including in those subjects for whom there has been a clinical change
suggesting the possibility of comorbid pathology and for whom a repeat
neuroimaging scan is required).

» Subject’s Mini-Mental Status Examination Score (MMSE) amust be in the

range of 13 — 25 (inclusive) at Screening.

> Subjects must have been taking a stable dose of 10 mg donepezil for >3

months prior to Screening.

> Subjects not taking any antihyperlipidemic medication.
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[A cane (wal king stick) or walker is permtted.] 15 >
Subjects in assisted living situations where, in the
wao@piosiogas2df the investigator and with approvaPCT/IE205/000923
the Medical Monitor, he/she#8has the opportunity to
perform and be assessed for all activities of daily

living as specified in the ADFACS. This living

StbjedRt RB&n Mo8XRE HaBRinkiA IRAAR (RRENNE OMeFy RIS IQUPAS
of " the study. 20 > Putative

Keormpr BsBeakphi Bathplogisel Y grification ofjfschénie Senteaficer s

) .0l N hi.gh dose,vi t.am [ ecd t.hin
1 BeRpnaioiemd i, 77 Grenngra i emas: 5 fitle s e
[Ek(&@ﬁblﬁsﬁhﬂﬁﬂ be hfada oficade ec0 BRI i@ nRIHIAOE SVith the Sponsor
al l owed, the dosige shoul d have been stable for at

foesglacted sybigetsavhsr fia o metythe Hlaghingd isente srigrieh byt whaon the

' ) i t. . 1 usi on
oFHRRE SR oF e ONER B0 b ARE Bl itprecBEmER ity O
denygnithadsociest evidserdbndvabdul@rdiseaten@le. trvafocdlmeere®lical signs
acetyl choline estrase _inhibitor within 3 nonths of
58y RIS nd 39 histay Yt & S)who may not be able to conply

i ¢h | f he, . res. WD
D065/ 985855 PbeRtmdaREb a0y W oeis| Bels: i i ACLpRa.
act i yedgt clihichilg &lsl gniffdaginit{ScERfingC QALY bbi Aftle8 ¢hilshBe

absorption, distribution or netabolismof the study

dr ugglogemented by #ie invastisgerash oRetlins dlysignifieprit riw, aat
duod I S vere | | | er . 5 -
R P e L

ye i terdya.f

g e e i A KL
t o oregiigrtidatreanitfon dysbpidemmceitio inydipiddeweting @rug in the

pi peridi.ne ri.vatjves or known hypersensitivity or
intoloé’frﬁﬂ%BPr?%m% A Reductase Inhibitors. 10 >

'8, B bkl Gl sy A0arl} BPdorblyfod oY Flsk i G5 e

donepgpidved be digMesllicaMMbhitdt. 3 nonths prior to
Screening. > Participation in any other studies
i nvolSnbjegtsi witle dtabefad oromsthble regimeh ef ditt and/or oral

hypoglycemic agents and/or insulin are eligible provided they are monitored
regularly to ensure adequacy of diabetes control and approved by the Medical
Monitor. Subjects with known diabetes should have an HbA;c lewvel of < 10% and
a fasting serum glucose value of < 170 mg/dL. Subjects who meet the above
criteria must also have LDL-C values > 100 mg/dL and < 130 mg/dL.
> Subjects must be able to swallow oral medication (tablets). Tablets are not
to be crushed.
> Subjects’ vital signs must be considered normal for age. Subjects’
Screening 12-lead ECG must demonstrate predominantly mormal sinus
rhythm. Minor abnormalities (including sinus bradycardia < 50 beats per
minute) documented as clinically insignificant by the inve stigator will be
allowed. Subjects with clinically significant but stable ECG abnormalities
may enter the trial only with documented (e.g., telephone, written)

permission of the Sponsor.
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products concomtantly or wwthin 30 days or 5
hal f-1ives prior to 15 Screeni ng, whichever is |onger.

wo2@alpmes s with |ikelihood of requiring treatP€nB2005/000923

during the study period we6Ph drugs not permtted by
the study protocol. > Subjects who have donated bl ood
or bl ood products during the 30 days prior to

Scpe ubjdis with MR Hhal trshcH OGO PRE WhialtB) and
particiggting in the 20'study<g? m??hfﬁq#ougzﬁEeks

af t erpacgngiess hanboinctuded &t thd pludguifjcentidered ¢lnicallgustaklat

DS 1LV, di ' Maj ] [ ' d ,
VO (PSSP e B el B as S PEFS B PR RO
Psy Chigpdel iCacdbABRGSIHS subbhias all RaableaNedilBs09iadi sease

(as per DSMIV). > Subjects with denmentia conplicated
by otiermaiiqeamont dicsebise as requiredby ik pratocol.dind emsare

R R ol

del ugonnist aad eelROMBfbrmiaft AR ik havddtin®et & 1¥dst B days per
pronounced severe synptons such that they warrant an

al t erreekiwith Be peRiestand foy aagindaps of@outdnseovsspe Tweek-

> Suly [ ' . NV i.gat o

curr eyt touddiod (Rei SR thyligh B A Pl
2005/200982 Jefoiiing &2100 Sul§jeAB2shavidr andhibhacdbilita® petform
the judgnent_ of the investigator, would require

tr eajtaﬁ{é%1 168 9&%‘1‘3’@1"@1& r o- con\%ul sive therapy (ECT). >
bl SR AR RSN S 0 Wi

r e quimeondiffirulized)pustentng thearpanivdpdtionadh atbagpects of he study.

psychqt r opi c nedi cation. > Subjects with history or

pr esgg‘cc 1 ﬁwﬁlg]?‘%ﬁpgk)cﬂré’&l@éﬂ%&é?“@%]ephal itis. >

Sulj K : : nsi HIERANY] he

i s A 1 Ahe Mot SAEONERT L Sfhicl drihe

| esi onvesbgatmomdelitlpamsewal Eohyitie ddetidwd Misnitof,Meldhe HES the

VR oo S@zﬁﬁigggﬁp ond p SR B RURESHES of Bty 1 ¥ing as
cont rsgbbCRAlthO ADHALS Mhi® KHANA bR is ARYechiitb el Wi th

contraindications for M examnation (€e.g.,
pac emadelpined euerdhe comrbeaeidhe studpeur ysm cl i ps, etc.)

\(/)M.C %lu .lpufaéirvg )ég{xﬁgﬁ%ﬂ@%gg‘@%%%@ﬁgﬁ g(t) gnq%{\'/e esn%rarelceerl.]si (régg. V§1|n Igko,

high dose vitamin E, lecithin, estrogen, NSAIDS) are not excluded but

should be discouraged. If a putative cognitive enhancer is allowed, the
dosage should have been stable for at least 3 months prior to

randomization and should not change during the course of the study.

Exclusion Criteria:

> Subjects who have received treatment with any cholinesterase inhibitor
other than the test acetylcholine estrase inhibitor within 3 months of

Screening.

> Subjects who may not be able to comply with the protocol or perform the

outcome measures.
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WO 0005099823 cohol i ¢ or vascul ar eti ol ogi es,

15 Month 18 scanning. > Subjects with denentia due to
causes other than Al zheiner's di sease. These include
and PeDirR2005/000923
di sorders such as H'V, Parlki nson's di sease, Lewy Body
Denentia, Huntington's disease, Pick's disease,
Creut zf el d- Jacob di sease and neurosyphilis. 20 >

Supj %‘iﬁ)&d@' With ﬁl}mc‘ﬁk@ Eﬁ/ cf dc:ﬁ%ﬁ’gnﬁflé’aﬂt f&{ditfdnSaffecting

i mredi ately follow ng trauma. Subjects wth
Seri @bsorpegd dustramnwrmtah@bsmmf theortedyi dugnEs 8.,

requi, that t e i.nvestigator nent . t e:
Remot? r OSyer it Brither BRRu R ERO Yo Lhcios
sequqh@féra@epot exclusionary.) > Subjects who are
hospitalized or residing in a skilled nursing facility

or > Zubfiehyeled auridady aF ha\&mitlﬁnmlath five goatseied DEMIVNg
hone over the course of the sturgy > Subjects with a

hi st GFYETif Oaé%l,g%}?ebg PPRPOMIEEEENER| nonary enbol us

h t. h di d !
P e Shiedts il ERRERS DBt oh B il B T b
20 Scpa Came\@anzg@@s 9 RAGn FEEHCARA0N BORRAR 2 o
S

Subj ec urrently experiencing any clinically

si ng@aﬁPAd%eduﬁt@ﬁ itosedi cal condition including:

de natolo i ¢ di sease, hematol ogi c di sease, pul nonary
jeckshafi 5% 9 8B APeifiRid Jaeringaggts di sease,

TR ARG —

neur oYi@gh GahothSRaSQ0 Cetebfingt han Al zhei mer' s di sease).
- Subj ects who have suffereé severe infections or a

neporPastivipitivalin ape bkt ﬁndleﬂvlntvblvingﬁnmagb]fﬁonﬁr i@ imdrketed
Screening (e.g coronary angi ogl asty,

cor orPApq Césr‘foé‘P?ﬁhJéﬁt‘Hg "@j‘iﬂﬁﬁ 80 dﬁYSFPrrSelﬁ]l% HPRAYL to.

Subj i @nMd Wnnblsti®ionegf nalignant neoplasns treated
wWithin 5 years prior éto study entry (other than

bagal subfectdWaRDIE]B6bd of 3G TBeRinehh Quikd the Mtudy period
where there is current evidence of recurrent or

met aswigh ﬂ@gslngfd@@ltted bgiib¢ ssdypiaiackl.a vitami n B12
defi ci enc , subjéaects on a stable dose of

medi cabigs ‘I"]é‘? h%ﬁe qoaa@ti btpoger blped prodicts; dyriney e F0lgys
oS, W N8 TS AL Syl g A
mai ntstudyss witirio Ggyinoweeks hitersoogietion of the study
Subjects with a current DSM-IV diagnosis of Major Depresssive Disorder
(MDD), MDD in partial remission, or any current primary psychiatric diagnosis
other than Alzheimer’s disease (as per DSM-IV).

» Subjects with dementia complicated by other organic disease or
Alzheimer’s disease with delirium (DSM 290.30 or 290.11) are excluded.
Psychiatric symptoms (e.g., depression, anxiety, delusions) are common
in AD, but subjects with pronounced severe symptoms such that they

warrant an alternative concurrent diagnosis, should be excluded.

> Subjects who, in the judgment of the investigator, currently represent a

significant suicide risk.
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- Subjects with uncontrolled hypothyroidi sm and

hyperthyroi dism Subjects on a stable dose of
wore@sogdseon for at | east 3 nonths prior to ScreeniBg0s/000923

with normal TSH and free T4 at Screening are

consi dered euthyroid and will be eligible. The stable

dose nust be naintai ned throughout the study. 20 -

Supj SieetaWrhd) in HRLSEeMN SP &l ifvdsHBAb!, Ydul PRqSROMRal¥ent

but not limted to AST (SGOI) or ALT (SGPT) > 3.0

t i megvithrdedipppeanvitisivetthasfpyn@Gigl at  Screening. -

Supj ects with a BUN of > 30 ng/dL at Screening. -

Susj Jbjestsyvith wstabla pyyehiairif pEnpioms gvhey il theroparipn of the

pr ot ej : | r.eat: t 25 " y ] . .
i i nat e sG2 By Beauif gl s RbRS By Rtcations in
( cr epbyahiotrepip meslpfacikh.nase) > 5 tines the upper limt

of normal range at Screening. - Subjects on lipid

| oeuibiagts Wil historwor priesence ef $eaztre disomiatsher.encephBlibisect s
W th serum,tri@%lﬂyceride | evel, > 500 no/dL. WO
20857t R tpe I wIBE spn@opsstentavith Bgiliagmosis of $ Hoke,

UNCOE rt ' AN ' l i 5
o RS LRABRE! RIS RIof bR oL 85T EF P
I nvesNPHat or, regardl ess of taking or not taking a
concurrent antihypertensive nedication. > Any ot her
MRBhAMIRSoYubstidych, in the investigator's judgnment night
increase 5 the risk to the subject or decrease the

rel i 4891 Potestiabpubierss o the MEIMRE Fubgudyywai be srseened for
' i adv:. The. fol.L awi. o
o e PR S on TRy e R M eonmipdisntione o,
MR lex aniniatiomp {ede npacemekkircadvirasmisnl oy, areuaGhnclipsl @buowill be
fibrates d .derivatives, bile acid sequestering
creEi Lo b Sy Brenng silh e dorshsh i isE preotind
MSih 1B WMandgfl vati ves including Metanucil (>2
t abl espoons "per day) or fish oil]. Drugs known to be
as»oGuBjeed with denidh@ib doBYOESésSothét (RRANRIZABINMRT ditie.
HMG- CoA reductase inhibitors (e.g., cyclosporine,
er yt Ahetpiaslgde o alcpholia greecudan eijslogies, edjcal disorders
tenp [ e e.study,  stid ication.15 ,
shour i1 M dehieh Sk CerF oy SERLGR; biRurgtons
ant i disegl Bick’sAliscasanTuarnsidleloraesls diveasagedhourbSyplil is.
cycl osporine, nycophenlate nofetil).
> Subjects with a history of cognitive deficits immediately following head

trauma. Subjects with serious head trauma with loss of consciousness
require that the investigator make a judgment. (Note: Remote history of

head trauma without cognitive sequelae is not exclusionary.)

> Subjects who are hospitalized or residing in a skilled nursing facility or
subjects who ate anticipated to enter a nursing home over the couarse of the

study.

> Subjects with a history of deep venous thrombosis, pulmonary embolus or

any other thrombo-embolic disorder.

> Subjects who have taken prohibited concomitant medications prior to

Screening



10

15

20

25

Drugs known to have significant adverse effects on
lipid levels such as all retinoids including

wWo s@snegsenoi n. 20 | f antacids are to be utilipenB2as5/000923

not take at the sanme tine as study drug. It is
perm ssible to take at |least 2 hours before or 2 hours
after study drug. WO 2005/099823 PCT/ | B2005/ 000923 74

The f | R R CRbdRASIn3" S NTT; ]
conco%biegﬁglt egn%di gjat? nrgﬂglél%ri ng tlﬁggs} u .lﬂia&lltAL%ESlfné%ble
5 Tr anatcdl dohditiam indANdin@HOENNERGEICS]i GaMERle@aMAdiic disease,
MARKET . NANVE( r Amant adi ne . Sy trel enztropi ne ..
CogorfATONEY @5PEh EpERt N B TR rHal Geegtr SRiee discase,
Bent yWastrdhRB@ny digaidle Banasindy dRBhReX eddodB@BY | tikease,
Di phenoxyl ate with atropine Lonotil Hydroxyzine

Vi st arebrologieal diseasei(Sthor dian Alekeimar’s disase)- Boni ne

Orghenadri ne citrate Norflex .,  Oxybutynin Ditragpan .
Pr &c hiubisstsr who havecyiistes ssuere ppisaRans £5 pAeaiphdhige g apeation

Tri hexyphen 806 SElebi zghide . Jig o t

ANT| é@@ﬂs&%ﬁg’%ﬁ‘& Sk %%T%%Ef%’ &Y angioplasty,

Car bawexapy acery dgpas graft, Ap €planamepam Kl onopi n

Cl ozabazam Et hosuxi m de Zarontin PRCH BI TED

VEBI Sarbjeckssvith ghistory of malignant neoplasms treated within 5 years prior
to study entry (other than basal or squamous cell carcinoma of the skin) or

where there is current evidence of recurrent or metastatic disease.

» Subjects with a vitamin B, deficiency. However, subjects on a stable
dose of medication for at least 3 months prior to Screening, and who have
normal serum Bj; levels at Screening, will be eligible. The stable dose

must be maintained throughout the study.

» Subjects with uncontrolled hypothyroidism and hyperthyroidism. Subjects
on a stable dose of medication for at least 3 months prior to Screeriing with
normal TSH and free T4 at Screening are considered euthyroid and will be

eligible. The stable dose must be maintained throughout the study’.

» Subjects with impaired hepatic function, as shown by but not limited to
AST (SGOT) or ALT (SGPT) > 3.0 times the upper limit of normal at

Screening.
> Subjects with a BUN of > 30 mg/dL at Screening.

Subjects with serum creatinine > 3.0 mg/dL or any proteinuria gre ater than

“trace” present on urinalysis at Screening.

> Subjects with CPK (creatinine phosphokinase) > 5 times the upper: limit of

normal range at Screening.
» Subjects on lipid lowering therapy within the last 6 months.

> Subjects with serum triglyceride level > 500 mg/dL.
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Fel bamat e Fel batol 30 Levitiracetam Kepra Lanotrigine
Lam ctal Phenobarbital Phenytoin Dlantin WD

wQoe5/0082823 PCT/ | B2005/ 000923 75 Pri m done MGSDIB20€5/000923

Topi ramat e Topamax Val proa e Depakene, Depakote
Vigabatrin Sabril 5 ANTI DEPRESSANTS CENERI C NAVE
MARKET NAI VIE(r) Amtriptyline Elavil Anpbxapine

Asen@iyBiecBYAILIM BRI éﬂtéhsw%y (BRh A8 adebPBTHY 305 Ky
Anafrani | Desi pram ne pram n, Pertofrane Doxepin

Si negudpystaliei p iléﬁnmtd{g)oasr EﬁBﬂSBed bthe ammmod,er;mdblsmf
h [ L mer on

ot st PG B R mrs e FE R gl o 20

Phgn d?ﬁeruﬁﬁ&ii'tl \Eﬁl% rllll fli{e%{/é“s‘é §¥o¥ Qﬁgglr'x}%nr’% tnlnilght increase

Tr an)% yprom ne %-)’a nat € m ne
PROHItH fI'éEDo MEDbBfeTt N cidaSelthe 251&&&\1’11{51 BEMEHNth t&sjuired to

e _Thorazi ne
Cnl orn?eet tr{l% 0 Jnectlves ofal%e study.
The following medications/therapies are prohibited during the study:

e All antilipidemic medications [e.g. niacin, probucol, fibxates and
derivatives, bile acid sequestering resins, Xenical, HMG-CoA reductase
inhibitors, psyllium derivatives including Metamucil (>2 tablespoons per
day) or fish oil].

e Drugs known to be associated with rhabdomyolysis in ¢ ombination with
HMG-CoA reductase inhibitors (e.g., cyclosporine, erythromycin, etc). If
these drugs are needed temporarily during the study, study medication
should be interrupted appropriately.

e Azole antifungals.

e Any immunosuppressive agents (e.g. cyclosporine, mycophenlate mofetil).

e Drugs known to have significant adverse effects on lipid levels such as all
retinoids including isotretinoin.

¢ If antacids are to be utilized, do not take at the same time as study drug. It

is permissible to take at least 2 hours before or 2 hours after study drug.



10

15

20

25

30

Fl uphenazi ne Proli xin,
Loxapi ne Loxitane 30 Co

Permtil

Thi ori dazine Mellaril

zapine Clozaril WMlindone

wO/LWAN998E3 2005/ 099823 PCT/ | B2005/ 000923 76 ANFCTHUBI®HH000923

AGENTS GENERI C NAVE MARKET+ NAME( r )

Ancobon
Anphot ec,

Amphotericin B
5 AnBi sone, Ab

Fl ucyt osi ne
Fungi zone | ntravenous,
el cet Ketoconazole N zoral

’I"He%ﬂ’&ﬁ%g I dRifibaCAR NET k3§ B WEY &% dorbthi®dn? bdications

fulvin V, Gisactin Nystatin Nystatin,

derhgﬂwtstudlyo I traconazol e
AGENTS GENERI C NAI\/E
Bronocri pti ne Parl odel
Per gol i de Per max Ropi ne

11%%%?‘%@\ El depryl Tol ca
TIONS LI ST ANXI OL

Mycost atin,
Spor anox  ANTI - PARKI NSONI AN
ﬁ(ﬂ@%ﬁ ) Biperiden Akineton

pa Larodopa, Sinenet
rol Requip Selegiline
ne Tasmar 20 PROH Bl TED
/88 GENERI C NAVE MARKET

NAME(r) Al prazol agNRIeMOIGNER@QIEePat e Tranxene 25
Chl or di azepoxi de Librium_Di aze’;lgam Val | um

GENERIC NA MARKET NAME

Amantadine Symmetrel

Benztropine Cogentin

Cyproheptadine Periactin

Dicyclomine Bentyl

Diphenhydramine Benadryl, Sominex 2, Benylin

Diphenoxylate with atropine

Lomotil

Hydroxyzine Vistaril, Atarax
Meclizine Antivert, Bonine
Orphenadrine citrate Norflex
Oxybutynin Ditropan
Prochlorperazine Compazine
Promethazine Phenergan
Trihexyphenidyl Artane
Trimethobezamide Tigan
ANTICONVULSANTS
GENERIC NAME MARKET NAME®
Carbamazepine Tegretol
Clonazepam Klonopin
Clozabazam
Ethosuximide Zarontin
PROHIBITED MEDICATIONS LIST
Felbamate Felbatol
Levitiracetam Kepra
Lamotrigine Lamictal
Phenobarbital
Phenytoin Dilantin



Estrazol am ProSom Fl urazepam Dal mane Meprobanmat e
Equani |, Equagesic, MItown 30 Oxazepam Ser ax
waeompegsasn Restoril  Triazol am Hal ci on WO 2005P00828%/000923
PCT/ | B2005/ 000923 77 CHOLITSNOM METI C AGENTS GENERI C
NAME MARKET NAME(r) Bet hanecol Duvoid, Urecholine 5
Gal antam ne Rem nyl Physostigm ne Pyridostigm ne
iaen Rivastigm ne Ex . -Tetrahydr oam noaci di ne
(tac%oi&lge) Cognex 10 *Unl elgiggélnéa subj ect test
‘Bemtaphathiol | ne est erase i nhofmintaor conpound.
*x % x CYTOCHROVE P450- 3A4 I@IH}%%IIETOE%@%MS GENERI C NAME
NAME(r) Ani odar one R&Fta <Ofacerone 15
Babihnoi ds Cinetidine Tgggret Cdarithromycin Biaxin
20 PROH Bl TED MEDI CATIONS LI ST Cotrimazole Lotrimn,
Mycel ex Cycl ospori eENCEMEPRESSANFSI , Sandi mmune

@E@C ﬁ&@ri ne FEryt hrmg’@ﬁx@ 25 Fl uconazol e
' X1 | e Spor anox
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Ketiipoyimezol e Ni zoral M cBhaiiol e
Amoxapine Asendin
Bupropion Welbutrin, Zyban
Clomipramine Anafranil
Desipramine Norpramin, Pertofrane
Doxepin Sinequan
Imipramine Tofranil
Isocarboxazide Marplan
Lithium
Maprotiline Ludiomil
Mirtazapine Remeron
Nefazodone Serzone
Nortriptyline Aventyl, Pamelox
Phenelzine Nardil
Protriptyline Vivactil
Tranylcypromine Parnate
Trimipramine Surmontil
PROHIBITED MEDICATIONS LIST
ANTIPSYCHOTICS
Chlorpromazine Thorazine
Fluphenazine Prolixin, Permitil
Thioridazine Mellaril
Loxapine Loxitane
Clozapine Clozaril
Molindone Moban
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30 Nelfinavir Viracept N cardipine Norfloxacin
Oneprazol e Prilosec WD 2005/ 099823 PCT/ |1 B2005/ 000923
wQ@ BoRnggsexyphene Darvon, Dar-von Pul vul e Qui ni BCTEB2005/000923
Qui ni dex Extentab, Quinaglute Dura- Tab 'Ritonavir
Kal etra, Norvir 5 Saquinavir Fortovase, Invarise
Tr ol eandonycin Tao Zafirlukast Zileuton ERYTHROWC N
10 GENERI C NAME MARKHETFANEA romyci n Base
E-Mycin, Ery-Tab, ER\I(E Er y:tr'%l}%%\jélfdjn Eryt hrontin
NAMEBase, PCE Di SYARKBT NAMRPonyci n Et hyl
F;#&Cj%[ifnate’ Pedi azole 15 ce{)gl Sul fi soxazol e
BI°TED MEDI CATI ONS LI“SFOPPRMVUNOSUPPRESSI VE AGENTS
DR GeiNBVE MARKET  NAVE(Huh giZb¥ERIRSYASud, MilfiRotec,
G obulin Atgom 20 Rho (D) Inmune d obulin HypRho-D,
M CRhoGAM Rohm Azat hi opsinBisgswi dbelcetir an Basi | i xi mab
' Mur oi nonab- CD3 0, cl one OKT3 Cycl ospori ne
%{%grng%le Neor al , Sandi mTuI\r%&a&S Mycophenol ate Mofeti l
Heddn@eg¢ Dacl i zumab Zenamifluc4d ati ramer Acetate
paxone

riseofulvin Fulvicin U/F, Grifulvin V, Grisactin
Nystatin Nystatin, Mycostatin, Nilstat
Itraconazole Sporanox
ANTI-PARKINSONIAN AGENTS
GENERIC NAME MARKET NAME®
Biperiden Akineton
Bromocriptine Parlodel
Levodopa Larodopa, Sinemet
Pergolide Permax
Ropinerol Requip
Selegiline Deprenyl, Eldepryl
Tolcapone Tasmar
PROHIBITED MEDICATIONS LIST
ANXIOLYTICS
GENERIC NAME MARKET NAME®
Alprazolam Xanax
Chlorazepate Tranxene
Chlordiazepoxide Librium
Diazepam Valium
Estrazolam ProSom
Flurazepam Dalmane
Meprobamate Equanil, Equagesic, Miltown
Oxazepam Serax
Temazepam Restoril

Triazolam Halcion
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Tacrolimus Prograf Sirolinmus Rapanune WD 2005/ 099823
PCT/ 1 B2005/ 000923 79 LI Pl D- REGULATI NG DRUGS 5 GENERI C

WORNMEOMSRKET NAME(r) Niacin/Nicotinic-Acid N BCDIB2005/000923

Ni cobid, Nicolar, Slo- N adfn Probucol Lorelco
Cofibrate Atrom d-5 10 Chol estyram ne Chol ybar,
Questran, Questran (Light), Prevalite, LOCHOLEST
Col esevel am Wl ChoI Col esti pol Hydrochloride Col estid
15 Genfi brozil id Fish Qls (onega-3 fatty acids -
prescription onI(} OIFENQWN@TIC TS Lovastatin
; 20 5 statln Zocor
PRCHI Bl TED
B&Ellrﬁédll (J\IS LI ST Fenofl blbla\tcﬁ!d 'I[FrecmﬂmeZS
@xt r ot hyr oxi ne Sodi um Chol oxi n Rosuvastatin Crestor
S GENER C NAME R#miRMT NAMVE(r)  Anphet ani ne
%g g 30 Met hyl phenidate Ritalin Penoline Cylert
20(%5/ 099823 PCT/ | B2005/ 000923
Pyridostigmine Mestinon

Rivastigmine Exelon
Tetrahydroaminoacidine (tacrine)  Cognex

*Unless the subject test acetylcholine esterase inhibitor coompound.

*#x*CYTOCHROME P450-3A4 INHIBITOR AGENTS

GENERIC NAME MARKET NAME®
Amiodarone Cordarone, P acerone
Cannabinoids

Cimetidine Tagamet
Clarithromycin Biaxin

PROHIBITED MEDICATIONS LIST

Clotrimazole Lotrimin, My celex
Cyclosporine Gengraf, Neoral, Sandimmune
Danazol Danocrine
Erythromycin Ery-Tab
Fluconazole Diflucan

Indinavir Crixivan
Itraconazole Sporanox
Ketoconazole Nizoral
Miconazole

Nelfinavir Viracept
Nicardipine

Norfloxacin

Omeprazole Prilosec



10

15

20

25

w® 2005099823 | noi n Accut ane

80 OTHER AGENTS GENERI C NAME MARKET NAME(r)
Cycl obenzaprine Flexeril Ergoloid Mesylates Hydergi ne
| soxsupri ne Vasodi | aPCT/IB2005/000923
Mermant i ne Ebi xa Methocar bd®ol Robaxin M befradil
di hydrochl ori de Posi cor 10 M toxantrone Novantrone
Ni modi pine Ninmotop Oxybutynin Ditropan Papaverine

j MEDI CATI ONS ALLOWE 1T :
%%%%@%@MI TI VE ENI 1ANCERS[]?3%@$/§H’ j\?gn% b Ealvdb
Quinidimeescri pti on/ prescri pti on Qugnddx BeteptabaQuiangute Dura-
’l(aif g. gingko, high dose vitamn E, |ecithin,
estrogen, NSAIDS) are not excluded but should be 20
Ritsaeunr aged. 1f a putative cogpjithMenspiancer is
al | oned, the dosage shoul d have been stable for at
Sagu®avis nont hs prior to randorfiottaevase lamatishoul d not
%%??@@%ggl ng the course of tlhe study. WD 2005/ 099823

000923 81 CLI NI CAL PABORATORY PARANETERS

ZafirlGMPLETE CLI NI CAL LABORATORY 5 Hemat ol ogy RBC
Henogl obin Hematocrit WBC 10 Pl atel et Count
ZertBr ent i al (if WBC is abnormal) Neutrophils

ERYTHROMYCIN
GENERIC NAME MARKET NAME®
Erythromycin Base E-Mycin, Ery-Tab, ERYC,

Erythromycin, Erythromcin Delayed
Relesase, PCE Dispertab
Erythromycin Ethyl Succinate, Pedi azole
Acetyl Sulfisoxazole
PROHIBITED MEDICATIONS LIST
IMMUNOSUPPRESSIVE AGENTS

GENERIC NAME MARKET NAME®
Lymphocyte Immune Globulin Atgom

Rho (D) Immune Globulin HypRho-D, MICRhoGAM, Rohm
Azathiopane Sodium Imuran

Basiliximab Simulect

Muromonab-CD3 Orto clone OKT?3
Cyclosporine Gengraf, Neoral, Sandimmune
Mycophenolate Mofetil CellCept

Daclizumab Zenapax

Glatiramer Acetate Copaxone

Tacrolimus Prograf

Sirolimus Rapamune
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Lynphocytes Monocytes 15 Eosinophils Basophils
Chem stry SGOT (AST) 20 SGPT (ALT) Al kaline

webespbmease LDH CPK (CPK-MB if CPK el evat ed pODB2065/000923

times the upper reference 7imt) 25 Blood Urea
Nitrogen Chloride Creatinine Uic Acid Total

Protein 30 Al bumn Sodium Potassium d ucose

@ obul in 35 Phosphorus Calcium HbAL c¢ (at Visit |
only) Total Bilirubin C Reactive Protein 40 TSH
Level (at Visit 1 only) Free T4 (at Visit | only)

B12 (at Visit | only) RBC Folate (at Visit 1 only) 45
Serol ogy Hepatitis C (at Visit 1 only) WO 2005/099823
PCT/ |1 B2005/ 00092BIPID-REGULATENG DRUGS

GENERIC NAME MARKET NAME®
Niacin/Nicotinic-Acid Niacor, Nicobid, Nicolar, Slo-
Niacin

Probucol Lorelco

Clofibrate Atromid-5

Cholestyramine Cholybar, Questran, Questran

(Light), Prevalite,

LoCHOLEST

Colesevelam WelChol
Colestipol Hydrochloride Colestid
Gemfibrozil Lopid
Fish Oils (omega-3 fatty acids — prescription only)
Fluvastatin Lescol
Lovastatin Mevacor
Pravastatin Pravachol
Simvastatin Zocor
Cerivastatin Baychol
Orlistat Xenical

PROHIBITED MEDICATIONS LIST
Fenofibrate Tricor
Dextrothyroxine Sodium Choloxin
Rosuvastatin Crestor

STIMULANTS

GENERIC NAME MARKET NAME®
Amphetamine Dexedrine
Methylphenidate Ritalin

Pemoline Cylert
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82 RPR (at Visit 1 only) Lipid Profile Total

Chol esterol 5 LDL-C VLDL-C Triglycerides HDL-C
WAP@B0IB2ApoE Pl asma Sanpling f3-anylo id (A PGLABMDYS/0M0923

f31-42) S-100b 15 24 S-hyde oxychol est erol

(cerebrosterol) RBC ACNE-1 2. URINALYSIS 20

Det erm nations by dipstick Leukocytes Nitrite

Ur obi | i nogen Prot ei éﬁﬁ; 5 Specific Gavity
Ketone d ucose 30 V\go OOS?O%%%CT/ | B2005/ 000923

GENERICNAMIO ~ F q -- - - - - - MARKET NAME®
Cyclobenzaprine Flexeril
Ergoloid Mesylates Hydergine
Isotretinoin Accutane
Isoxsuprine Vasodilan
Memantine Ebixa
Methocarbamol Robaxin
Mibefradil dihydrochloride Posicor
Mitoxantrone Novantrone
Nimodipine Nimotop
Oxybutynin Ditropan
Papaverine Pavabid

MEDICATIONS ALLOWED WITH RESTRICTIONS:

PUTATIVE COGNITIVE ENHHTANCERS

Putative non-prescription/prescription cognitive enhancers (e.g. gingko,
high dose vitamin E, lecithin, estrogen, NSAIDS) are not excluded but should be
discouraged. If a putative cognitive enhancer is allowed, the dosage should have
been stable for at least 3 months prior to randomization and should not change

during the course of the study.
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CLINICAL LABORATORY PAR AMETERS

1. COMPLETE CLINICAL LA BORATORY

Hematology

RBC

Hemoglobin

Hematocrit

WBC

Platelet Count

Differential (if WBC is abnormal)
Neutrophils
Lymphocytes
Monocytes
Eosinophils
Basophils

Chemistry
SGOT (AST)
SGPT (ALT)
Alkaline Phosphata.se
LDH
CPK (CPK-MB if CPK elevated above 5 times the upper reference
limit)
Blood Urea Nitrogen
Chloride
Creatinine
Uric Acid
Total Protein
Albumin
Sodium
Potassium
Glucose
Globulin
Phosphorus
Calcium
HbAI, (at Visit I only)
Total Bilirubin
C-Reactive Protein
ISH Level (at Visit 1 only)
Free Ty(at Visit I only)
Bz (at Visit 1 only)
RBC Folate (at Visit 1 only)

Serology
Hepatitis C (at VEsit 1 only)
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0~ ~ ~ CC RPR (at Visit ] only)

Lipid Profil e
Total Cholesterol
LDL-C
VLDL-C
Triglycerides
HDL-C
ApoB
ApoE

Plasma Sanzpling
S-amyloid (A 1-40, AB 1-42)
S-100b
24 S-hydroxycholesterol (cerebrosterol)
RBC AChE-I

2. URINALYSIS

Glucose

Determinati ons by dipstick Leukocytes
Nitrite

Urobilinogen

Protein

PH

Blood

Specific Gravity

Ketone
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25 3. The pharnmaceutical conposition of Claim1 or
Claim2 conprising an anount of atorvastatin or a

woheosmagesit i cal | y acceptabl e salt thereof. 4. PO®1B2005/000923
phar maceuti cal conposition®f Caim3 conprising an
anmount of 30 donepezil or a pharmaceutically

agceptable saltthereof WD 2005/099823
PCT/ 1|B2005/ /000923 |86 5. | A phar maceuti cal | conposition
conprising< rom about 0.20 ng.| to |about| RO ng. of
donepg@zT 1 Fof* a |[pharngteutical |y adceptabl p salt
t her goff; [about (5 ng| tojabout| 80 ng. of ptorvastatin
or—la—{pt icalll v acceptiahl e qallt hereof ; and a
phar maceutiical lly acceptabl e c#rrier or dijuent. 5 6. A
f%rstxpjg (maceyLical |composikijon flon use with a second
phar mag¢eutijcal | conposti pn flori achr €vi ng pn
Al zhei rer{ s| Di dease-modi fying lef fectf infal magnmal
sufffgring from|Al zhelmer s Of Sgase, (which| ALzhei mer's
D sedse- m)tdifying effect is| great/eq than|tBetsum of
the gffect's“achi*eved|by 10 adni ni gt ¢¥ings sagdgfirst
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30 10. A nethod for treating or preventing a manmal
whi ch has been di agnosed as suffering from

wabmkedeses ' s D sease or the risk of Al zhei ner' BCT/IB2005/000923

Di sease, which woul d bene8ft from therapy by the
conbi ned adm nistration of both (a) and (b) bel ow,
and therefore admnistration of both (a) and (b) has
been WD 2005/ 099823 PCT/ | 8RA@HIs000923 87 prescri bed,
whi ch conprises adm nistering to said mammual so
di agnosed and prescribed 1. an anmount of a first
qvﬁﬁqgckﬁg&pglent (a), said first active ingredient
(a) being an acetylcholine esterase inhibitor or a
pharnaceutlcally 5 acceptable salt thereof; and 2. an
nount, of a S&¢ acti redi ent (b), sald second
gtt i veAp]il%}ag%H lgﬁ Cofrgﬁos%lé’?’ﬁa%ﬂlmast atin or a

phar naceut igalnainesanicalidolifabdterhieimBitor Wpar ei n
said first actlve |C%3red| ent (a) and said second

acti ve i ngribgegeeuti Y(aégepaﬁbéﬁ @dirfh?fﬁ@f ered together in
a si n%l € prl\?lralﬂ?)&ﬁgéfcae&%tlrb&?@%rﬁl 9eﬂt1caﬁ£ a(fc%g ng thezrgof;

phar maceuti ca arrier
and
c. a pharmaceutically acceptable carrier or diluent.
2. The pharmaceutical composition of claim 1 comprising a fixed

combination selected from the group consisting of:

a statin, 5 mg active and an acetylcholine esterase inhibitor, 10 mg active;
a statin, 10 mg active and an acetylcholine esterase inhibitor, 10 mg active;
a statin, 20 mg active and an acetylcholine esterase inhibitor, 10 mg active;
atorvastatin calcium, 40 mg active and an acetylcholine esterase inhibitor,
10 mg active;

a statin, 80 mg active and an acetylcholine esterase inhibitor, 10 mg active;
a statin, 5 mg active and an acetylcholine esterase inhibitor, 5 mg active;

a statin, 10 mg active and an acetylcholine esterase inhibitor, 5 mg active;
a statin, 20 mg active and an acetylcholine esterase inhibitor, 5 mg active;
a statin, 40 mg active and an acetylcholine esterase inhibitor, 5 mg active;
and

a statin, 80 mg active and an acetylcholine esterase inhibitor, 5 mg active.

3. The pharmaceutical composition of Claim 1 or Claim 2 comprising an

amount of atorvastatin or a pharmaceutically acceptable salt thereof.

4. The pharmaceutical composition of Claim 3 comprising an amount of

donepezil or a pharmaceutically acceptable salt thereof
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A pharmaceutical composition comprising from about 0.20 mg. to about
20 mg. of donepezil or a pharmaceutically acceptable salt thereof; about 5
mg. to about 80 mg. of atorvastatin or a pharmaceutically acceptable salt

thereof; and a pharmaceutically acceptable carrier or diluent.

A first pharmaceutical composition for use with a second pharmaceutical
compostion for achieving an Alzheimer’s Disease-modifying effect in a
mammal suffering from Alzheimer’ s Disease, which Alzheimer’s Disease-
modifying effect is greater than the sum of the effects achieved by
administering said first and second pharmaceutical compositions
separately wherein said first pharmaceutical composition comprises an
amount of atorvastatin or a pharmaceutically acceptable salt thereof and a
pharmaceutically acceptable carrier or diluent, and wherein said second
pharmaceutical composition comprises and an amount of donepezil or a

pharmaceutically acceptable carrier or diluent.

The use of the pharmaceutical composition as defined in any one of claims
1-6 respectively, for the manufacture of a medicament to treat Alzheimer’s

Disease.

The use of the pharmaceutical composition as defined in any one of claims
1-6 respectively, for the manufacture of a medicament for stabilizing

symptoms of Alzheimer’s Disease in a mammal requiring stabilization.

The use as defined in claim 8 wherein said stabilization is assessed by the
Alzheimer’s Disease Assessment Scale-Cognitive Subscale, (ADAS-Cog),
or by the Alzheimer’s Disease Cooperative Study-Clinical Global
Impression of Change Scale, (ADCS-CGIC).

A method for treating or preventing 2 mammal which has been diagnosed
as suffering from Alzheimer's Disease or the risk of Alzheimer's Disease,
which would benefit from therapy by the combined administration of both

(2) and (b) below, and therefore administration of both (a) and (b) has been
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prescribed, which comprises administering to said mammal so diagnosed

and prescribed

1. an amount of a first active ingredient (a), said first active ingredient
(a) being an acetylcholine esterase inhibitor or a pharmaceutically
acceptable salt thereof; and

2. an amount of a second active ingredient (b), said second active
ingredient (b) being atorvastatin or a pharmaceutically acceptable
salt thereof.

wherein said first active ingredient (a) and said second active ingredient

(b) are administered together in a single pharmaceutical composition with

a pharmaceutically acceptable carrier or diluent.



