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931 EEQFEESE (Child-Pugh?E% FFEEDIEEE LLE e iS24
E (C) OFfREERE®) R B OV & ORI Bk
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13.1 #f&. ER

fhod ) 2 PEENSE O MR HE & FRRS . SR SRR
PGz EEOE.L, WM, EbEREE, ik, wik. Bk
SR HEE. . IR, ARIE . B K ONEEEORIEH 2S5
THLUREEDRD Do MFNHOMAEIZ LD, FICEALTREED &
B

13.2 B

SERIIGE T, 7 b rEoita) YEHOEG %2179,

14, BRAEDEE

141 ZEFABSOZTE

1411 RFNZKTIRA T 50 B2 58 LR S -85
GEBEE) o7z, WHORD: F, oy R MEAH S 2
ThHEWIEDH D,

1412 HEI GO ABHAT2HE83RT L2 EDH D720, 7
Yy b OMEROEEHIEARER EICRET A2 &,

14.2 FERIZFBEOEE
PTPEEEDOIHEFIPTPY — b5 L TIRHI$ 2 £ ) &Y
5T &, PTPY — MORREKIZ X ) . TS RS R A~ A
L. BI2IdZEILE B L OB RS0 EE LR AHEL 58T 2
CENH D,

14.3 EFIRARBOIE

1431 ARHFTHO LICOETHERZRESE5 L HIET L0,
K LTIRATRETH S, T2, KTIRHATAHZEHTE S,

1432 AFNIELEFORETIEZ, AR LTRASER W &,

16. EMERE

16.1 MARE

1<6.;.1 BAABERSHEBR

i

TEHE N2 Amg fe O8mghi & HLMIE L1455 (Z2kE) L7z & & ISR LIk
B G BB, LA L %5510~ 1R M Craxl 3 L, 80~9 4R Dt12 TIRTF L
720

RERE A Amg K U8mght & MR 4 5- L 72 & & o Mt RE(LROIEWEIRE/ ST £ —
5 [F¥flE+SD., N=12]

Fi Crnax tmaxtt) AUCe t12 CLr

" (ng/mL) (h) (ng - h/mL) (h) (L/h)
dmg | 230%51 15 (05:30) 205+276 80+33 | 299=155
Smg | 473+83 10 (05-20) 431744 9470 | 323224

) i ()

fREHER A IC4mg, 8mgM UM 12mg# 1 H2[, 7H B I & oMl CRIERI#HG Lz &
| MR LRI RS NO M EIC BT H IS MG4H H £ TIERIRE %
L 720 SEHIRIEIZ BT B tmaxt NS £ 238V 132 <\ Crinssy Cmaxss X OPAUC « ssl3H
WAZIB LTI L 720 %50 (12mg) Otz & B GREO 010K & 2R L %
o724,

TERERR A IZ4mg. 8mgM UM 12mgx 1H2[, 7H M Z & ol d: o OB IES Lz L &
DFEHFEOEFIRE FG5THH) 2B 5 MEEHREROEYETE T 2 -5 [
f£SD. N=8]

. . LAH 208 H 3 H
W
N5 A— 4 11al4mg 11al8mg 118]12mg
1H2E$% 5 1H2E$% 5 1H 2045
tmax™® (h) 13 (05-4.0) 20 (1540) 20 (10-30)
Cuminss (ng/mL) 820+157 164+43 250+47
Cumaxss (ng/mL) 338+90 540+11.1 819+130
AUC: s (ng*h/mL) 197+389 380+63.6 589+ 889
tiz (h) - - 107+72
) i (iR
- SLANEE
(oD#®)

fERE A 128mg OD$E (k7% L THAl) . 8mg OD$i UK THRA) Xix8mght (K TR
F) A& HEIEROES (2HER) L7z & & M REURIEE 33 5% s A
L. #5-02LOKE TCmas\ T E Ly 6.7~6.9K M Dt 2 TILF L7z, OD$EId/Kk 7% L CTHA

IR TR L72HEowTIG, 8 OKCIRA) & EWHRICESCTh - 729,

HEHER A 128mg OD$E (k7 L CHH) . 8mg OD$E OKTHRA) ix8mght UK THLA)
& WO (Z2IER) L7 & S omEmREEOEYEIE T 2 — 5 [FiHE+

SD, N=21]
= ., Cmax tmax'®) AUCw tiz
Jigk - I (ng/mlL) (h) (ng - h/mL) (h)
8mg ODSE 478+838 10 (0520) 309+823 68+12
(k7 LCHRH) o i o c
?ﬂi?ﬁg’ﬁ 506=893 10 (0520) 396917 69+12
?jig(ﬁm =) 480+998 10 (0530) 303807 | 67+12

) i (BEEH)

16.1.2 EMFHIEFEHER
7% I y0D$E8mg [HET ] & L I =—)OD$E8mgx . 7 0 A4+ — "=k
ZNENIGE (HF 28 3 E L T8mg) A AYIEIZKS ) R OKZ L CHAT H
WREC% S L ClEh o7 > 8 3 ViRERHE L. 55N CEWBE T X -5
(AUC, Cumax) (22290 % 5K M 52 THERTIEAT & 17 o 7245 R, log (0.80) ~log
(125) OFEFANTD Y\ WA ORI AR S 720,

SEMBEE T A =5 Ok ) #5)

HIEINT A — 4 BEINTG A=
AUCo-18nr Crnax Trmax T2
(ng - hr/mL) (ng/mL) (hr) (hr)
W4 3 OD§E .
Smg [HET ] 375.2+59.9 46.1+76 10+04 77+09
L 3 =—)VOD$8mg 369.0+48.1 477+95 0904 78+09

(1$E#%45-, Mean=SD, n=23)

(ng/mL)
60 -
—I— 775 320D§E8mg HEE T,
O LIZ—)LODE8mg
il 50 + 158k 5, Mean=S.D, n=23
7'7[%
LN :
# 40
E4
I -
7 304
P
B ol
i3
10
0; 1 [ 1 1
02 5 8 12 24 48
] (hr)
MEER 777 > 8 3 ViR Oka ) #5)
WL ST A =5 Ok% LIkS)
HEINT A —F BHEINT A =4
AUCo-4snr Crnax Tmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)
#T 4 3 OD§E . . y
$mg [HIET 391.3+86.8 473%72 12+05 72%12
L 3 =—)VOD$E8mg 3757779 449+92 12+05 72%+11

(1% 5., Mean+SD., n=22)

(ng/mL)
60 -
—I— #5245 30D$E8mg HEE T |
=0 LIZ—LOD$E8mg
i 50 - + 1385, Mean+SD. n=22
4
j; 40
Z
v
¥ 30
P
% 20
10
(0 =
02 5 8 12 24 48
i (hr)

[
M7 > & 3 ViR Ok7Zz L#S)

M PEREE IZAUC, Coax®0/85 A — #13, WERE ORI, RO L - B
D BRERGAN L > THERZ B RENA D 5.
16.2 BRAR
1621 BEILLIRE
TEHES A AmgE & 22N UL BRI BRI RS Lo b &, 2R L i L T &
PG Tl tmasl SO T DR IEND AR S NT2AH, Coax L CAUCIZENTFRD H N Hr o 727,
16.3 27
16.3.1 MFEAFEEE
b MR ESE AT 08 2 2178%
16.4 1R
Ll (7 b 20— AP450) D% Fff : CYP2D6 K 'CYP3A49)- 100
16.5 HEttt
BERERL A dmg B O8mghe & LA % G- L 72 & & $5-1524W5 0] & TR A I HRE S
N KRR G DR13~15%Th > 720 b, EHERAISH-7T > ¥ 3 vdmgk
WAL L CHRIEREOHRS Lz &, 5%7H £ TG BIFIED93.4% 25 R,
3.89% AV 2Pk S A7z 1D (BHEIAF— %),

(in vitro *F##&#T#:100ng/mL) ¥



16.6 HENEEEHTHEHE

16.6.1 EP%’(@WE
fii)%mﬁ (Zdmghit & BRI (ZlE) L7z & & SR RAA LRI (395 -4
LI B L, G BLOEEM TCmaxlZE L. 8THEM DU 2 TET L72e %8B, Conax
<344+78ng/mL> B U'AUCw (296 =505ng - h/mL) &, fEEERA & ik L CEfET
Hol12,

16.6.2 FFEEREEIC L 2 2E
AR O PR R R B | AmghE & B LI S L7 & Tmﬂﬂ*l%ﬁ%%&@ﬁ%‘&()ﬁ
FERFHR RE R 4 B & Il L CCL/FOIKT (#923%) &Un 2DIER (£930%)
Si7ze B, BHERIEEYBIREAT O &5 5. ﬁ+l<$%®z$>5Hﬂ%r@mgpﬁan@Zﬁi#
RSN W (NEAT—4) . [72, 93 1]

TRV E B O« ORLORFRAERE WIS IS dmghi & HERE LSS L2 L &0
Jnlm’-H@WH’li@ g/ ST A—% [FH+SD]

s A Crmax trmax 2 AUCe tuz CL/F
BFREER | (g/mL) ) mg-bmb) | W) | i)
P

) 23468 | 10 (05200 | 208+47 | 81=15 | 33466

% R i

e 19050 | 17 (0530) | 205+40 | 8210 | 336%63
&%gf FE | 228476 | 14 (05400 | 277+74% 1054159 | 25865
TR

D) 209 10 358 120 186
1) Child-Pugh/ 4% b DIREE L L72#EE (A), hEFHE (B) RUEEE (C) OIFH

HERE EHEERE

1E2) ki (#ER)
1E3) I IR AE S & I L7 & & oopfii © AUC=: p=0.051,
tz© p=0.003. CL/F : p=0.061

16.6.3 EREEEEICLIRE
VPRI T OB OO T BRI S e B 1 2 8mg B & HEIRIRE 9% G- L 72 & &, BRI T IS
PR IERERRENER T & LB L TAUC-ORIN, t120MER, CLrROMT K OR ki
HKOWBPH RO HNTz0 BB tmax L P Cmax (SFEEFRD SN2 7o 7219 (FREIAT —
7>n [92 ZH]

TEH S B REE B [ OVHE & OFERE OB BEPE S ERE | 8mehit & B G- L7z L & 0
m*ﬁqﬂ: UKD BN NS A — % [P +SD]

WD Crmax tmax'E2) AUC tiz CLr
(ng/mL) (h) (ng * h/mL) (h) (mL/%5)

1EH 20
(N=8) 387+81 (104.0) 419+94 77+17 718*215
i [ 15 i5:3)
(N=8) 42085 052.1) 577+212 10541 |39.7+18.0"
R 21 1£3) 153) )
(N=9) 430+116 (0550) 698 + 247 11.9+26° 19.9 £ 554
1) 7 V?‘f‘-/7 ‘)7’7 v A% BEHEREORE L L2 IER B RENERE [70mL/ 5/

1.73m2PL 1], SR [30~60mL/45/1.73m2] R O EEE [5~29mL/45r/

1.73m?] @%ﬁﬁ%%%%&‘gﬁ%
1E2) HkfE (#ER)
1E3) IEHWERREHRE L A EES Y (p<001)
E4) IEWERIEHEE L HEED D (p<0.001)

16.7 EMHEE/ER
HEHER N & ) R & L 7z 3 EVE R O R 2 R . BHEIAT— %)

1671 HI> 43I OEYHEICHT DA DHE

1) NaxtF o HARONFRE
SuFtF UHEH (20mg/ H EREOHS) 12Xk, #7924 3 16mg/H K U24mg/
APEGHEDIMSER AT T~ 5 3 ¥ DCrmaxssld Z NEN31% K O37%15 . AUC « ssld 212
459 I U489 L 721

16.8 ZDfty

16.8.1 #5243 >0D#e4mg [HET]
#F % I0D$Edmg [HIET] (&, #7943 vOD$E8mg [ HIEE T % EHesis &
L7zk &, (EHEE)N R S5 L H5E S, B ICIRSE & Re SNz,

16.8.2 #5243 0DéE12mg [HETL]
AT %3 0D 2mg THET] &, 59043 /OD§m8mg [HET] #
L L7z b & HHZEEIARSE LHE S, EWFEIICHSE & AR S0,

. BRPRECIE
171 BHHRUCREMICET 28R
NINCDS-ADRDA®D o [i4k#12 X 1) probable AD & M & 4L, MMSE®2 2 a7 7%
10~2241, ADAS-] cog® &t A a7 A8 ML DR Oh &) 7 )L N A < —
RIGRHVEBE 2 bR & L2z BN R E MBS (JPN-33 (398%1) & U JPN-5:Ek
(58061)) l2B\WT, #7432 v16mg/H (8mg/H % 45M —16mg/ H % 183122058
). 24mg/H (8mg/H % 4B —~16mg/ H % 4HM —~24mg/H £ 14 U3 1681H) ik
TR (220324 M) % EHBIIEG L. EEFFMEE . RS Z T %
ADAS] coglt UM FRE-MIC & 4 CIBIC plus-J#4 & L7z,

1) National Institute of Neurological and Communicative Disorders and Stroke-
Alzheimer's Disease and Related Disorders Association

##2) Mini-Mental State Examination

##3) Alzheimer's Disease Assessment Scale Japan-cognitive subscale

##4) Clinician's Interview-Based Impression of Change-plus caregiver input Japan

BRIE RO EREE D 7 )V N A~ — BIBIE B % bR
BABR OGAL-JPN-33k8% . GAL-JPN-5:8: )% 'GAL-JPN-
W% 5 D2 43V % M) L 72 GAL-JPN-AGBRIZ 331F B 22 &k ST Aok S (5174451 h 431451
(57.9%) WEIER (BRMAMER 2 &) 2N bNnsz, Tabold, Bl T,
BRHAIR, TR, AREGR, B TH 57219 19,

17.1.1 EIRE I AHERRHER
ADAS-] cogl2 BT, 16mg/HEEZ 7 7 £ KB L OMICE BRI S NAho 7298,
24mg/HHHE 7 7 AR TEL W L THEICER Tz,

L7z, EINT T AR
ROWERZ 2 MR E LR

TSR D ADAS-] cog

e 03H 7 & DEALE: /NI O .
- FAMSD. (n) [95% 12 #HX 111 PR
75 e R 146572 (118) - -
16mg/H 037+525 (107) (2 4'513% 34] p=0.1388
24mg/H -049+4.80 (88) (3 3élf?0 41 p=00123

<A FAEFYEER R T 1) WA

CIBIC plus-JIZBWT, 16mg/H#IE 7 7 REEE LB L THEICENL TV,
24mg/HERIZ 7 7 L R B L OMICHEEEIRD LN o 7219,

IRAEHR: O CIBIC plus-J

o] NI | WEEO] BT | ko | BT |WREO] K% 1] o] oo
| T | e | e |#fal| BME | mAL | mfp |w|f7| PE
| 1 5 2 % 13 18 6 |l -
* 00%) | 43%) | a719%) | 205%) | (368%) | (15.4%) | B1%)
0 12 % b7 3 2 0 )
ST o) | (110%) | (220%) | (24.8%) | 31.2%) | (11.0%) | (0% | 0|19 P=00076
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