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ol7}e] A stE Q| H2 £, 127] 312 %S 747t Hrhshth zhzbe] alE o] Blw(0 U] 4) D AZHE (0 ] 3)<
SAstaL wote] & A 0 WA 1440tk A7 o w5 At e of A243s vebinh, 31, 1kl
AFe A= WA 5)E 42| sl el 43t
et=stolm W 75 H7F B WISt 3 & (ADFACS)
ADFACS= 341 d7oll B34 o2 Abg 5= b4 olar 7] 2481 44 & (ADL) H 2ol 7] %23 16-35 7] 3
7F rkolt), o] 212 670 9] 71%& ADL(&H R 7], 2AL 2171, 7H] 914 B 5274871, %% 9 A7) 910719 ey
1

%]
9,
£ >1'E oz 2

ADL(H 3} AFE- 59, 7FAL, 714 &3 AFS, = e, &3, 8.9, <! T Eoltiy= 58, Fv R HA 2, A<
A T, g3t old i A)S g3t 747 g e] Huhs ’M g Q1e] JAE ol 7] 28}, 2hzhe] 7%
ADL 352 0% §lo) A 4(m5- AZbst &4 9] e3 o2 A4l AR AL, 71 % ADLS] & A4 0 A 2404, 2t
7kl 4 Q1 ADL 58 054 §l5) WAl 3(i 73 &4 9] S o2 A AA AL, 491 ADLE| & 5= 0 W
%) 300|t}t. 1B 2, AA 167 3% ADFACSE 0 X 549 H9¢l & A5 E 7137t

28 714

=z} A}

PolFEH Tt aokE ADS Mol A o= - md WstE Hrhetr] g Aot o 2 A Ak A ek(#EIH 1996,
1997)(:&¥ [Leber P. Observations and suggestions on antidementia drug development. AlzhAeimer Disease and
Associated Disorders, 10(1): S31-S35; 19961). (ADNA]) #]x¢] %3}l 3t =4 2+ 15 (the International
Working Group on the Harmonization of Guidelines)-& A7 71y & Sk slch (£ [Bodick N, Forette F, Hadler D,
et al. Protocols to the 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; 19971]). A o|F=% S QoA 35t Li’\] 7 ok %+
ZHX”] AW -INAAE A& S X 5ol o]oj A, A A 57t A H A g sh9latS &4 X =5E AEstaL, e ok

< AT, A= (& 5o, o) EZnt2ErR o] A9 )7F & A 54 5l A goll, f1Fe® vhr tite] 7 A
u-‘%Ei oks Folg i ?L«l 7I'e Felm gaE Ao R ZIgE AT o] Y& agks o] &-38hi=, ADO ti gk skt o] %
o] FNE A A o] AAG(FE [Rother M, Erkinjuntti T, Roessner M et al., Propentofylline in the treatment of
Alzheimer's disease and vascular dementia: A review of Phase Il trials. Dement Geriatr Cogn Disord, 9(1): 36—
43; 19981).

MRI/MRS 17" 3 @4k A7] v QAR MRD/A7] 59 -3 (MRS)

AD el A 1A ghael] wheh, ¥ FIj oA 22 JEo] wishrt dojun, x84 H%% of7| gttt A e ghA oo B
APl A= ADS 7H BhAkel A ti 2 a Abol o] 54 ¥ 29 A7) B S E Aboldd A'E ol 7t e v
epint A o] Azl wet A7) W F 9159 AW SA Y FE Fx FuE 5857] 918 MRI9] AHS
238 AA=E 4+ A (E3 [Kesslak, JP, Nalcioglu O, Cotman CW. Quantification of magnetic resonance scans for
hippocampal and parahippocampal atrophy in Alzheimer's disease. Neurology, 41: 57, 19911).

KeN
=

7] Zfol= 719 F v & A 7s 3 BEE G M A A s At A s AAdsk] fste WS 554
T2, 59] dink, 3w A, B dA o 9o f8A ol 23S A TGE A [Friedhoff LT, Cullen EI, Geoghagen NS,
Buxbaum JD. Treatment with controlled-release lovastatin decreases serum concentrations of human beta-
amyloid(AB) peptide. /nt J Neuropsychopharmacol., 4(2): 127-30; June 2001]). & 3}AI=, dlv} $152 ADS] W17+
o 27 AA AR Aoz FTHE AL, A= 22 oF 90%2] MRSt ol S 7A a 7h - UlA] F3ke] AD 2 G
izt Atel & Al E T E S UERTh ATt diek 9159 A o] EA 9 AR B E Ao U
3 [Laasko MP, Soininen H, Partanen K et al. MRI of the hippocampus in Alzheimer's disease: sensitivity,
specificity and analysis of the incorrectly classified subjects. Neurolobiol Aging, 19: 23-31; 1998]).

ADel 1§ X527} Aol wheh, 7] Aol WA FFAA wi w4y A AH 6] ulg o el wolglrh,
MRI AW @ 54 REEg o] o] A3t G, 2]

4= otk ADOIA, A 2709 AR A B WS
(MD). o] oaf A=} o5 AAE NAAL HF8 7

W EFUORIE Al ¥ ool Ashe e s 34
e o232 ¥ o] E(NAA) 2 1] 2.0 1A B
Eajo} tiAle] FAI Aol 3 webA AD fAh o] There o Al

it XA OH

F lJ Mgy o2
o]}l
=)
ol
2
T
Z
o
=,
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N 243 FHol AAHUSS eI TH(EE [Klunk, W, Panchalingam K, Moosy J, McClure R, Pettigrew J. N-

acetyl-L aspartate and other amino acid metabolites in Alzheimer's disease brain: a preliminary proton nuclear

magnetic resonance study. Neurology, 42: 1578-1585; 1992). AF-= L} H, A Eo| A Tt Al 7w F
AZRQL MIs= A7 S7he = A 0= vebsttt, o] of 3], A= 7H & WA vﬁ-"% ADE Zt= 325 gelst=|

o 79} Eo)AS YEFHTHEE [Shonk TK, Moats R, Gifford P, Michaelis T, Mandingo JC, Izumi J, Ross BD.

Probable Alzheimer's disease: diagnosis with proton MR spectroscopy. Raiology, 195: 65-72; 19951). wra}A, AF

7l 54 AW A 2 A5 e gk o] AAAEA AES ot

MRIZF-E o] #4150 S Az o] Ay =2 2| Q] 3] 9] W, AFI/AIFo A Foju = Ak gl ¥ 915 2

= A A1 ¥ AFE v 915) o)tk MRSel| o &k 4] 7<) :238 A otelel] tigk N-ofHol~mt 2 g o] EC] W} gl %
Toé 4 9 59 AU FAsE NAA 7, 9 MI/Cr 32 MI/NAA 92 47ske MI F<Eo] o,
ol AFEE "X vlolemb A" Tl FE = W A" S A%

datar, Aol A HAE 3 ol n o] Ha] Y] g

danc.
W nlo|QunlH, E3 ] ]—U]EO]‘: "“HE(Aﬁl 40, AB1-42), AlF B2 ~H Z(24S-5lo| =EEA| 28| ~H =) 2 S
100bS] T %S 25he ~EFE (o] S S0, o} E ZuliEbel) 3t op Al 2 o) ~E kA S A A (S So], w1 )e]

Av NA a3t gt S|t} o}ix]‘:}ﬂ““a] B(ApoB), o} x| vtul 4 E(ApoE)(—f?ﬁ[DawgnonJ Gregg RE Sing CE.
Apolipoprotein E polymorphism and atherosclerosis. Arteriosclerosis, 8 1-21;1988]), €4 & FdXHE, €%
LDL-C, &% VLDL-C, Algl B2 2H =, Egfo|ZE| A gte]= & HDL-C, 2 RBC olAE = o 2~E 2}A] A (RBC
AChE-D& ®3F 29 /i = e H}Omﬂ}ﬂ o},

AR o] A nlo] onlAE A B-oldZolE HEE(AB1-40, AB1-42), S 100b & 24-3}0]| =2 A 27| A €| 2 (A &
BHE2HE)S £33

4 AR T ADY /9] 7 e B A o] el AD #44e] Al 19 21 oA S HE A [Golde TE,
Eckman CB, Younkin SG. Biochemical detection of Abeta isoforms: implications for pathogenesis, diagnosis and
treatment of Alzheimer's disease. Biochim Biophys Acta., 26; 1502(1): 172-87; 26-July-2000]). A7 27 S7}
¥ I AR = 2 ADO] AF e BAE v girh. W JH(H T % 804 2Ihe] FFH A= w2 dF AR T
& Zhe gldo] o] F 3yl AA AD xldte] gk S7kE 918 S 7S YERTH(EE [Mayeux R, Tang MX, Jacobs
DM, Manly J, Bell K, Merchant C, Small SA, Stern Y, Wisniewski HM, Mehta PD. Plasma amyloid beta-peptide 1-
42 and incipient Alzheimer's disease. Ann Neurol., 46(3): 412-6; Sep 1999]). =9 A+ += gﬂ AR 9]
HMG-CoA a4 AAAE AFE3h= 2= o3 A3t tidel A Had 7 A& YEPATHGE# [Friedhoff LT,
Cullen EI, Geoghagen NS, Buxbaum JD. Treatment with controlled—-release lovastatin decreases serum
concentrations of human beta—amyloid(AR) peptide. /nt J Neuropsychopharmacol., 4(2): 127-30; June 20011]).

AU B2 2H E(24S-31o]| ESA| F Y 2 H &)L Ho| A giF& A4kE 32(ZH [Bjorkhem I, Lutjohann D, Diczfalusy U,
Stahle L, Ahlborg G, and Wahren J. Cholesterol homeostasis in human brain: turnover of 24S-
hydroxycholesteroal and evidence for a cerebral origin of most of this oxysterol in the circulation. J Lipid Res,
39: 1594-1600; 1998]1)(Bretillon L, Lutjohann D, Stahle L, Widhe T, Bindl L, Eggertsen G, Diczfalusy U,
Bjorkhem I), @ M- A& w}a} o] 5312 (F3 [Lutjohann D, Breuer O, Ahlborg G and oghers. Cholesterol
horneostasis in human brain: evidence for an age-dependent flux of 24S-hydroxycholesterol from the brain into
the circulation. Proc Natl Acad Sci USA, 93: 9799-9804; 19961), 27|24 ADE z2t= 3hate] o i &
FEs AR (E3 [Lutjohann D, Papassotiropoulos A, Bjorkhem I and others. Plasma 24S-hydroxycholesterol
(cerebrosterol) is incresed in Alzheimer and vascular demented patients. J Lipid Res, 41: 195-198; 2000]). =7}
g g ¢} & H 25 (Locatelli S, Lutjohann D, Schmidt HH, Otto C, Beisiegel U, von Bergmann K. Reduction of plasma
24S-hydroxycholesterol(cerebrosterol) levels using high—-dosage simvastatin in patients with
hypercholesterolemia: evidence that simvastatin affects cholesterol metabolism in the human brain. Arch
Neurol., 59(2): 213-6; Feb 2002])2 Alvt2Etlo] A 2HEEF 2o 4] T Zul2HE 2 Alg B 22
S A= As FHETH

S 100b+= AIE A5 Bxolar, ZHg =529 4o E3H (&3 [Mrak RE, Griffin WS. The role of activated
astrocytes and of the neurotrophic cytokine S100B in the pathogenes1s of Alzheimer's disease. Neurobiol Aging,
22(6): 915-22. Review; Nov—-Dec 2001]). &4 3t¥ A 3AEE o &4 9 9T 22 5H o715 = S 100bo] F7He
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=5 7HATE 7 e WX F71¢] AD 3Hx}e] CSFU1¢] S 100b9] oS e -3ad gz it b)) Z71e (&3
[Peskind ER, Griffin WS, Akama KT, Raskind MA, Van Eldik LJ. Cerebrospinal fluid S100B is elevated in the
earlier stages of Alzheimer's disease. Neurochem Int., 39(5-6): 409-413; Nov-Dec 20011]). 5 €] S 100b¢] 57}
= d9Ue] S 100be] T7He & o7 e % Stk

Ao ALEH 317 &0 & 7] 9] v = shxth

AChE: o} 2 &3 o 2~ E A,

ADAS-Cog: &=3slo|mH] 7} 2 k=-ql#] H-H &)

ADCS-CGIC: &h=3le] vy @2 -ske] 3ol Aurael 94k 4=

ADL: &4 &5,

ADRDA-NINCDS: &t=3}oln] 8 vt} <Q1x] Zg o] X ufjof] tfal d=3slo| s At 7|5=(Alzheimer's Disease
Diagnostic Criteria for Dementia of the Alzheimer's Type Multiple Cognitive Deficits);

AE: -8l Abe;
APP: o} 2o = A4 whu;
FDA: }\] Aok%

ALT: &ebdd opv] = o] § 2(ALAT)=2FFol o] E 37| o] E ofr| =3 o] & 2:(GPT)

ApoE: o} L Xtk A E;
AST: oA~ 2H| o] E o =7 o] § A (ASAT)=FF o] E SAolAH o] E o}n] =2 o] § 4 (GOT);

BP: gt

CIBIC-Plus: 979 A& H-oll 7] %3 ¥ s}o] <143} 721 91 ¥ (Clinician's Interviewed-Based Impression of
Change plus caregiver input);
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CGIC: Wake] 9419l Ak el Qg;

CPK: ZdlotE|d QIAHEAd & 4

CSE: Mgl B2 29 -4

CVA: ¥ & ¥ ApaL;

DSM-1IV: "= AAIH &#3]o] AA A3l 2ithkzola EA A2l w7, Al 4 7§ T 1987(Diagnostic and Statistical
Manual of Mental Disorders of the American Psychiatric Association, Fourth Edition—-Revised 1987);

DNA: g5 A 2] '3 Ak

ECG: A A&

ECT: A7]-74 & 8.9;

EDTA: o &l thoJo}rl g EfolAlH o] E;

EEG: ¥ 39 =;

ELISA: &3 Hef Fah;

GCP: 9] of3% Mg ¥2] 715 (Good Clinical Practice);
HAM-D: & & (Hamilton) $-&35 A5

HDL: % x| ghul

HIS: 871 2~7](Hachinski) 38 %4

HIV: QIZE A3 who] 2] 2

HMG-CoA: slo] EFAIWE S FEE 284 A;

ICH: Z3}el| vt =+ 4] & 3](International Conference on Harmonisation);
I[EC: =9 &2 993 (Independent Ethics Committee);
IPI: =74 A% A ®.(International Product Information);
IRB: A1 A AL 919 3] (Institutional Review Board);

ILDL: A s X gwA;

_19_



LOCF: o] Ao =3 w}x] = #ZH(Last observation carried forward);

MANOVA: £4+9] t} 2 91 ¥4 (Multivariate Analysis of Variance);

MITT: & X 83}7] 938 7§ A9 o] =(Modified intent to treat population);

MMSE: 7Fo]-A Al 2e] 7 A}

MRS: #}7] 21
NAA: N-opA| ol 2~ 2 H o] E
NAA/Cr: Z# o} el thg N-opA| ol ul 2 H o] E;
NPH: A4F obe] 55

NPI: AW &5

NSAID: H| ~H Zo]| =4 &= ok,

PI: eFA|AHE- -4 "8 M (Package Insert);
PRN: Z 8 A] E-&;
QD: WY

RBC: A&
RBC AChE-T: @ % ojAld el of = e}a] o] 4;
ROL: #4] < <

RPR: A& &% glo}zl
RR: 918 &;
SAE: 1 Ztgk -3 Ab#l;

SOP: #e] &8 7+4 (Standard Operation Procedure);
TSH: A4 2=+ s 25,

TET: 134 7% A1 3:

ULN: =] At

SF=stolm] {39 Auj(gk=stolmw)ol] gt DSM-IV XIek 7] 5=

_20_
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