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2.1 EEOBRESRE (WLT7FZ2oUT S RANM/FERE)
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PEME, FEVF. RIR. (KIE. BRI EEORIERNHERT %
TTREMEM S Do IPIRTOEEIC L D, FBICED AR H 5,
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14.1 FEHIRMFEOEE
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14.2 ERIRABOEE

14.2.1 AANTED RICOV TR ZRHI T2 EHET 2729, K
U TCHIRAMERETH %, /=, KTIRHTRZIEHTES,

14.2.2 RANIE- L EDRETIE, KL TIRAISERVWI &,

16. EHBHRE

16.1 MR
16.1.1 BAABREEESHE
&e)

fRERE NI Amg Je U'8mg e & HEiE M # 5. (ZEfERF) L=& &, M
SRR ERIBEII R G RECNC LR U, #51%1. 0~1. 5SIFRIC
Cmax!ZIEL, 8.0~9. 405Dt 2 TR F L 7z,
TdRERk A2 4mg K U8medie & B [alf% 1% 5- U 7o & & D it sp R A bk D
SEYEREN T A—5 [F9fE£S. D., N=12]

Him Cinax tmax'®) AUCoo ti/e CLg

| (ng/mL) (h) (ng - h/mL) ) (L/h)
4mg 23.0£5.1 1.5(0.5-3.0) 205+27.6 8.0+3.3] 2.99£1.55
8mg 47.3+8.3 1. 0(0. 5-2.0) 431+£74.4 9.4+7.0| 3.23+2.24

) Ul (G
fEEERE N 124mg. 8Smgk U 12mgZ1H2[E. 7THM Z & OMisgikic T
REMROEES LzE &, mMEHRBLERBEITNTNOHRICBN
THHGHBIEE ETICEFIRBITEL 72, @HIREEIZBU D tmax
ICHEIZEDEWETRL, Cumin, s+ Crax, X OAUC ¢ sl EIT R
U THIINU 2. mf&E5R (12mg) Dt/ & BEEGR Dty 2lc K&
BERZ MDY
TR A IZdmg, 8mgKk UM 2mga1H2[E, 7HM Z & OMiAIC TRIER D% S L& &0
FHEOEFRE FRE5THH) 2B 2 M KRR DEYEEE N T A—%
[‘F4fE+S. D., N=8§]

16. 1. 2 EYFRIE SR

(HS5>&=>0D88mg Th—7 1)
HZ>%320D8E8mg 'h—"7) &1L 2 =—)VOD$E8mg%., 7 O
AFd—=N—{FEIZ K0 FNTNIE (525310 T8mg) #HER
ANBFICHBHEERRO#KE Ok U CIRMA KR O/KTIRA) L Tl
FRAEMRBEEZHEEL., 5N EPEE/NT A—% (AUC,
Cmax) 12 DWTIONEHER MBI THEHRIT 2T o 2R, WIind
log (0. 80) ~log (1. 25) DEEFHNTH V. Tl K D 4 W00 [ 55 1 A3 e
HEINz0
(1)7k7 L THRA
(ng/mL)
70,
—o— T #3I>20D#E8mg [h—1)
60+ —— : L' 3=—)LOD4 8 mg
[EHfE+S.D., N=12]

EEERE

00
0

6 12 18 24
Pe5% DR (h)
HBEE) ST A—4

HIEINT A—F BENT A—H
AUCo-24 Cmax tmax ti/2
(ng + h/mL) (ng/mL) (h) (h)
1743 0D§8mg [h="7) | 371.0+51.6 49.14+8.26 | 1.15%0.47 | 6.66+0.70
L2 =—)VOD%E8mg | 367.1£58.1 | 53.02+11.17 | 1.00+0.54 | 6.68+0. 51

" LEH 25 H 33 H
B L1 - e R EEE b IEECELECLEEEEEERER,
INT A—% 1[Fl4mg 1[FI8mg 1[E[12mg
1H2E#Z 5 1H2[E#% 5 1H2[E% 5
tmax® (h) 1. 3(0. 5-4. 0) 2.0(1. 5-4.0) 2.0(1. 0-3.0)
Cunin, ss (ng/mL) 8.20+1.57 16.4+4.3 25.0+4.7
Cumax, ss (ng/mL) 33.8+9.0 54,0+11.1 81.9+13.0
AUC ;s (ng * h/mL) 197+38.9 380+63. 6 589+88. 9
t1/2 (h) — - 10.7+7.2
) Ul (GEpR)
- BHAREE
(0DgE)

fREERR A 128mg OD§E (K7Zx L THRA). 8mg OD$E UK THRA) X
1Z8mgHE OKTHRA) ZHEEOHE (ZEkK) LiksE, migh
RE(CARBEIZRGHZEDNIC EF L. #5%1. 0 TCnax T iE
L. 6.7~6. 9FFRI Dt 2 TIK T L7z, OD&EIZ/K7A: L THRA XA T
RALZBGOWTNS, & OKTRA) SEMFNCHETH-
77.®

fEFERR A 1Z8mg OD$E OK7 L THRAD. 8mg OD$E GKTHRM) Xid8mghe CKTHRA) %

BERE %G (2l U7z & EOMBEFREARDIEMBIE NS A —5
CESME+S. D, N=21]

R - Al (gD Y (o hD) s
8‘(‘;]%7:88%&%) 47.8+8.38 | 1.0(0.5-2.0) | 399+82.3 6.8+1.2
8‘(’%%%%%) 50.6+8.93 | 1.0(0.5-2.0) | 3964917 | 69412
81(“7jg(%ﬁm) 48.0+9.98 | 1.0(0.5-3.0) | 393+80.7 6.7+1.2

) HRME (FERD

[E#ME+S. D., N=12]
I35 I T AUC, ConadF DN T A= 1d, #BR#E ORIR, A O LR E L -
RS OB R & > THRIZ D AREMEN B 5,

(2) 7’k THRA
(ng/mL)
70

—o— T3 0DEE8mg [h—17 )
604 —— : L 3 =—)LOD$E 8 mg
[F459ME+S.D., N=12]

SR

6 12 18 24
#51%DFE (h)
KYERE) NS A—5
HEINT A—F BEINTA—F

AUCo-24 Cmax tmax ti/2

(ng + h/mL) (ng/mL) (h) (h)
#7243 /0Dddmg [h=") | 369.6+75.8 | 48.29+14.59 | 1.00+0.37 | 7.02+1.00
L' 2 =—)VOD#E8mg | 366.1+70.3 | 49.41+10.61 | 0.77+0.25 | 7.15+0. 92

[EHME+S. D., N=12]
I35 I NZAUC, ConadF DN T A—HF1d, #BR#E ORIR, RO LR E L -
RS OB R & > THRIZ D AHEMEN B 5,

16. 2 WU

16.2.1 BEICL2HE

TERERR AN Amghi & 2R X B RICHERR OR 5 Lz & &, %8
i 5 & el U CREBE S Tldtnaxl IO TNRIEBNS A S N 7228,
Cmax&UAUCL:%LiaE&) 6 317& 73\ D fCo n

16.3 9

16.3.1 MIFEEEAR
b MBS %E  HT 24 2 17, 8% (in vitro. S EHTF100ng/mL) ®



16. 4 {3
R#@EESE (F 20— AP450) D4 Tk 1 CYP2D6 K% TXCYP3A4Y. 10

16.5 kit
AR AN IC4mg B O8mg i & HilafE 1% 5- U /2 & &, % 5 1% 241/
F TIZRFPICHEM S N2 R BRI R G EDORI3~15TH > 7z, 7%
B, BERNSH-HTS >4 2 dmgZzNHK & U THER O#%5. L
lE. BERTHETITHRGHETREDIS. 45D R FIZ. 3. 8%/ fF
ficgit s Nz GHEAT—%),9 1D

16.6 BEDEREHET2EE

16.6. 1 SinE TORRIE
fERE R I Amg e 2 Bk D3 5 (22l L& &, mitfR
EALRREII RS HERLNC ER L. #5%]L OR M TCmaxlTEE L.
8. TR Dt1/2 TR R L7ze 2B, Cmax (34.4+7.8ng/mL) KU
AUCo (296+50.5ng - h/mL) 1%, f@EMRA LKL TEETH o
77,12

16.6.2 FFREREEICL D HE
WS D TR RERE A B ICAmgfE A BB O 5 L2 & &, IEW
JFFHEREBE B T OV B A R S i B 2 & Lhie U TCL/FOR T (R
23%) KUt 20iEE (K130%) 230 5Nz, =B, BHEMEYEE
TR DR, HEEDOH 5HEETOHEFTHONEEIRE SN

HEANTF—%).19.19 [7.2, 9. 3B]

IEWHTHRERERE T Ol &2 DR DT HAERE S5 1T 4med 2 HIEHE OB G L 12 L 2D
IMEEPRBARDEEE/ N A—F [FHELS.D.]

e C — AUCos tis CL/F

ik 1) max ‘max

FFRAE™Y | (g/m) M (ng-h/mL) M mL/%)

IE# 22.3+6.8 | 1.0(0.5-2.0) | 20847 | 8.1+L5 | 33466

R 36, 000 5-2. + RES) +

fﬂi%% 19.045.0 | 1.7(0.53.0) | 205440 | 8.2+1.0 | 33663

ﬁ%ﬁﬁg 22.847.6 | 1.4(0.5-4.0) | 277+74E9 |10.5+1 559 | 258+ 65

R E

s 20.9 1.0 358 12.0 186

7£1) Child-Pugh/ ¥z EEDIREE L2 E (A, v&%E B) KUHEE (O
(Ll i =i e

12) HpOufE  (EipH)
13 IEHATFHSREWBR# & bl U /2 & Z Opfl : AUCw: p=0. 051,
ti/2 : p=0.003. CL/F : p=0. 061

16.6.3 BHEEEREICLDHE
P RO OB AR E B T 8me g & R O 5 L= &
=, BHREOE I, EWBHAENRE & ik L TAUC-D
. teDiEE, CLROK T IR FHEM LD AR 5 iz, 7%
B tmaxX PCmaxiZEWFBO NN T2 GHEAT—%).19 [9.2
2]
TR B AR B B OV & DFREE O BHHERER 4B ¥ 12 8mg i 2 B 1 5. L e L &2 D

IMSEFRZ RO N BRE/ S5 A—5 LS. D.]

BB ETED Crnax tmaxt 2 AUCo ti2 CLg
HRHE (ng/mL) (h) (ng-h/mL) (h) (mL/%})
E# 38.748.1 | 2.001.0-4.0) | 419£94 | 7.741.7 |7L.8+2L5
e 781 | 200104 + 717 | 71821

— .
WSS w0485 | 150520 | 574212 | 10,5441 307518089
HEREEH

(Neg) | | 43.0%11.6 | 2.1(0.5-5.0) | 69824759 |11.9%2. 65919, 9:£5. 50

FD L7 F2r V750 AEEHEOIER & U IEW B HRENSHE (70mL/ 5/
1. 73m2PL k], WMiKITHEERE [30~60mL/4>/1. 73m?] KO EE [5~29mL/453/
1. 73m?] AR E B

112) ol (FEPH)

113 EREREWER S EHEEDH D (p<0.01)

14 EREHERENSRE A EED D (p<0.001)

16.7 EYEEIER
1@))%5!2)&%%%%& U 7=y BEER ORFHER 2 RT. GHEAT—
4

16.7.1 HS5 29 I OEMBEECHT SthFIDRE
(M NaFeF o HAROMFRE
NoFtF M C0mg/HKEMRDRE) IT&D, H5>F3 >
16mg/ H & U24mg/ HI 5RO MIEF TS > % 2 > D Cmax sl ETNTHN
SR O3TRHENN, AUC ¢, sl EZ N 445% S 8% L 72, D
16.8 FDfth
(HS V& = 0Dfgamg [b—T1, HS> & X 0Dfg12mg [—71)
K524 3> 0D§Edmg Th—7] KOHF > % 3 > ODEEI2mg h—
T3, A543 20D8E8mg [h—"7 ) ZEEHERRELZEE, R
HIEEN DS SIS 4L AT RSE & A Te Sz, 1910

17, ERPRAGE
17.1 BHERVRLMECET 255
NINCDS-ADRDA#D @i £ 12 & D probable AD &2 & .
MMSE®2 2 37 7310~225. ADAS-] Coggs)éﬁx a7 185 LAk
OBEROHEEDT VY NA X —RRMEREZ ML E LZERN
“EEMIEHEB (PN-3iE (398#1) K UJPN-5:% (580%i))
ZHBNWT, HF5>%3216mg/H (Bmg/HZE4EM—16mg/H %18
X1F205HH) . 24mg/H (8mg/H &4l —16mg/ H & 48 [#—24mg/
HZ14XZ16EM) 37 I1h (2303 24M) ZR/BICHEG L
Joo EEFMIAE L. FRAHEREZ TGS 2ADAS-] cogk UMK
¥ €& % CIBIC plus-J#Y & L7z,
7£1) National Institute of Neurological and Communicative Disorders and
Stroke-Alzheimer’ s Disease and Related Disorders Association
7£2) Mini-Mental State Examination
713) Alzheimer’s Disease Assessment Scale Japan-cognitive subscale
74) Clinician”s Interview-Based Impression of Change-plus caregiver input
Japan
BREROFEEDT Y NA I —RIGRAEBRE 2 RICEEL 7=,
EN Tt R 5 E i B 0 GAL-JPN-37t B,  GAL-JPN-5itBa J OF
GAL-JPN-3ik B D& 2 5 & L B SR o R et 2t L
72 GAL-JPN -4 Br 1T B 1F % 72 2 1 30 ok S iE 411 744451 R 4311
G799 ICEIEA (RRBREREE2E5D) PED SN, ERDOD
3. EL, EE, BRIR. MR, AR, B TH o k1919
17.1.1 EIRE MEERARER
ADAS-J coglZHB W T, 16mg/HEEE T T REE & OMICH R AL
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A& EEAIRF DADAS-] cog

p=0.1193

" 0l S DAE(LE /N RTIE D E .
BSW | s D. ) [95H = ED< ) G
F5tk | 0.90+5.89(191) - -
16mg/H | -0.58:5.87(191) L2, 6 341 p=0.0113
2,59
24mg/H | -1 665.37(192) S p<0. 0001

A F RIS EERT, ) T
CIBIC plus-JiZBW T, 16mg/HEE K 24mg/HEE & HIZT T4
HEOMICEEEIIRD 5NN 218
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