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fyERILT| hyERa YT | hUER LT
VT TSN T T\ T, TS
VTV a— |7 a— | 7 a— g
FTRITAL A|FRITUL A\ FTRITAL R
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A, BEMKT | A, BEMEAKS | A BE KT
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o4 YRR ODEE R ERHEODSE YR ERHEODSE
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5.1 KREINT W oA ~ —BUEBAE & N U B —/ MATIZRSIIE O 9%
REZ Db ODOHEITZIHIT D &0 ) i IEE S TR,
5.2 T oA~ —BIERAYE K O L B —/MARIERIE LA O F8 40

JEMEER BRI B WD TARAIO A IR S TRy,

5.3 fLOFBHIEMERE & OENZKICEE T2 L,

(T ILYinA I—BIBREIZH 1T 5 RAAEAE R O LETHH)

5.4 RENLX, 7Yoo < —BIEBHE & W S IV B IO il
H¥zz Lk,

(L E—/IMABIEBENSE (2 & 1T 2 BRANAESE K D ETTHIHI

* 5.5 ARANX, FRAVERRICHE®L, [17. BREE] OBEONE
WZOWTHPICER LB I Z OfEDO T T, L E—/ME
FUSRAEYE OGRS W R I C S & | U R E R B 2t A%
X0 v —/MERIEEAVE & W S du, ARFI O A wEE) &
SNTBFICOMEATEZ L,

* 5.6 FERELR - fTENRESE . SMERAERIC T D ARF O F B
EREINTWAY, [17.1.3, 17.1.4, 17.2. 1]
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L,

1.2 10mg,/ FHICHIRES 25 A0 i, ILARRAIMERICIER Lens
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QTIE R, =M (Torsade de pointesZ &de) ., = HMIHE),
WARRIEGRE, WE L, SERIK, Lyry 7 (WE7wy
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11.1.3 HIEtEES (B - +2E/RES) (0. 1%k . +Z15k
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AAlO 2 ) EIETERC X 5 BBy OVH L& E B D2 (2
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MLEHIA S bbb Z EndH D,
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11.1.7 EBHEREE (Syndrome malin) (0. 1%A5)
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F CORRRER KL O AR, MEDT LY A ~—RIR
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13. BEHRE
13.1 fER

2 Y = RA7 7 —EBHEAOBEE G IIEERIER, W\t 3
W, ORI, RIR, R, PERENE, R, R R OV % 0
al CREWERZBI &R T AREENRD D, B OFREMEDS
HO . FEFHOMEICLVECICELZ LDV IED,
13.2 g

T ha ORI L D 3T I R ) URIRAR
KoOBERSOMFERNE LTHEHTE S, 7 ho v Uik
T O1. 0~2. OmgZ AR G & U TEHEL ., BREEISICES
WTEDBROHBEZRD D, o=V AEEEE T4k T
= LARE AU UHIE B LA, IE R OV R L E
WD ZEnHEsnTns,

14 BRLDFEE

14,1 FFIZZFBFOEE

14.1.1 PTPEIEE D IANIPTPY — R BB H L CTIRAT 5 &L 9
BT 52 L, PTPY— FORREKIZ XV | B84 A3 Bl
JE~HIA L, BICIEZELE R Z L CTHERIRZ SO EE 2 A HHE
EORTDZEND D,

14. 7 FFIRFAOEE

14.2.1 RANXEO LIZOETHERZRE IS5 ERET 5720,
KL TCIRAMETHS, £/, KTRATHZELTE 5,

14.2.2 RANZE-EEORETIE, K LTRASERNZ L,

15. ZDDEE

15.1 BRERGEARICE D <1&§R

SMENZ BN T, NINDS-ATRENGS WrJEHE .2 & 8L U 7o B ifn 45 PERR 20
JE (REISIZENRAGE) BB SN-REENS (TAYn
A~ —RIERAE L W S N BE RSN e AT T &
R REES —HE ARSI Sz, RPORBRD
T HIE N R A VIR SmefEL. 0% (2/198%1]), KR~_Uv
WA 10mgRE2. 4% (5/20661]) KOV T EARHES. 5% (7/199
#) THoiz,

2% H OB DI RIT R RV U R Smg#El. 9% (4/208
Bl) . FRASD VIR 10mgREL. 4% (3/21541) KONT TR
FE0.5% (1/193f1) T o7z, 3%FHOMBRDIELHIE P
UNVHEEEESmeREL. 7% (11/648%1) KOV T RE0% (0/326
Bl) TH Y WEERICRHFENRAEEENA LN, 2B, 3R
B A SDOE T RIL PR EEE (bngk M10mg) £
1.7%. 7T RHEL 1% Th o720, Mt B AEEITR
Mol

15. 2 FERGERERERICE D < B4R

B ER ((X) T, ¥Z I« R ML E X — LR
N RN E X — VR TIC ROV BE A R LT
B FERIE S Db CIZE ST L ORERH D,

16. BN E

16. 1 mARE

16. 1.1 EEES5

TR A D T 20210, SRR THERO#E Lz & &0k
EMEPIREE  (Coaw) OV RS — EEIHEAR T RS (AUC) 1
B BOMIMEF L TR 72 o7z, bmgXIT10mg B o] # 5-Kp 2
Bl D BENEE T A —F BFITRLIZD,

F16-1 (EEERRA B 1 13omg T 10mg B[R] O 5. L 7= R o0 3K
WEhRE N T A — % (BEA)
BEE Crax tmax AUC ti/2 CL/F
T (g/ml) | (hr) | (ngehr/ml) | (hr) | (L/hr/ke)
- 9.97 3.00 591. 72 89.3 0. 141

s +2.08 | %1.10 +155. 87 +36.0| +0.040
Lo 28. 09 2.42 1098. 40 75.7 0.153

1 +9.81 |12 +304. 63 +17.3| +0.043
CL/F: %27 V7T A (Mean=*S.D., n=6)
16.1.2 REH®E

e B F A 1T, $ER5mg X 1X8mg™ &1 H 1[8]14 H B 18
WO#E Lz, RERGHOMEPRE IR G%E0EM CER
RABICE L, FMES 2 WIMEANBIEICE LTV E 2 b
722,



16. 1.3 RS ERER
(KRR REYEODSESmg T2 4K ))

KR AVIE R ODEESmg T 4k) & 7 U&7 MDEEdSmg% 7 11 A
T N—RICE Y ENENLEE (RRAOVIEESE & L Comg) i
FERR AR B S OK TR AR OVKZ2 L TIRAE) L
TMSEFREACABREZIE L, 5O EYBENST A —F
(AUC,  Crax) (2D TIO%AEHE X HIE I THEEHENT 21T o T 5.
log (0. 80) ~1og (1. 25) DEPHNTH V. WAl D EYZAME ZEEDN
MRS,

—5mghE, K THRA—

#16-2 HYERE T A —X

( RRA)UH A ODEE 1 Omg T4V 4K )

KR VIR ODEE 10mg [H54K) &7 U&7 KDEELOmg% 7 1
AF—NR—JBIC IV ZhEThisE (RRAXUVEREE LT
10mg) fEREAA B ICHERHERE N85 OKCIRA A OVKZR LT
RA) L CiisgErh R bAREZHIE L, &5 3kyme o
A —2% (AUC, Cnax) IZ2VNTI0%IEHEX VA THEFHENT 21T - 72
FER. 1og(0.80) ~1log(1.25) DFEFANTH U | WiHlD A7
SEMEDTERR S LY,

—10mgHE, K CTHRHA—

#16-4 HEMBNRE T A —X

HERT A —H BEIRT A—H
AUCo-168 Crax Tmax ti/2
(ng+hr/mL) | (ng/mL) (hr) (hr)
NSRS A3 297.5 8.87 2.3 74.6
OD#ESmg [ 454K +50.2 +1.14 +0.9 +24.3
TUET 327.5 8.76 2.9 57.0
D#E5mg +75.7 +1.96 +1.0 +21.8
(Mean=®S.D.,n=15)
(ng/mL)
12

—@— FRRILIEFEIEODEE5mel K]
—-O-—- 7t T +DEE5me

Mean=S.D., n=15

PR R =1
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0 I L L L L J
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24 48 72 96 120 144 168
5 %OERBHn
K16-1 MR R VPRE

—>bmghE, K72 L CARA—
#16-3 FEPYEHE T A —H

HIERT A—H BENRT A —H
AUCo-168 Chax tmax ti/2
(ng+hr/mL) | (ng/mL) (hr) (hr)
R R~V RS 668. 8 22. 34 2.4 64. 1
OD#E10mg [A5#k) +212.1 +5.32 +0.7 +14.6
Tk 7 b 623.9 19. 74 2.9 64.3
DEE10mg +173.3 +4.62 +1.0 +25.4
(Mean=S.D.,n=16)
(ng/mL)
30

—@— RARLIEEIEODSE10mel 254k
95 | -0~ 77Dt 10mg

Mean£S.D., n=16

20 %

0& . . . .
0 24 48 72 96 120 144 168

5% O (hr)

X16-3 Mf4EH R VREE
—10mghE, /K72 L CRA—
#16-5 FPERE T A —H

HIE/NT A—H BEINT A—H

AUCo-168 Crax Tmax ti/2

(ng-hr/mL) | (ng/mL) (hr) (hr)

R~V RRE 327.8 9.12 3.1 57.2
OD$Ebmg A HK ) +71.1 +1.87 +1.0 +21.8

TSk 342. 8 9. 57 2.9 62.0
D&ESmg +82.9 +1.90 +1.1 +21.5

(Mean=®S.D.,n=16)
(ng/mL)

12

H —@— FARYLIEEAIEOD S 5mel 24K |
—-O-—- 7t T +DEE5me

Mean+SD., n=16

WENRT A—H BBENRTA—H
AUCo-168 Chax tmax ti/2
(ng+hr/mL) | (ng/mL) (hr) (hr)
R ROV 612.7 21. 87 2.6 58. 6
OD#E10mg [#5#k] +104.0 +5.63 +1.3 +13.0
TUET R 649. 2 22.53 3.1 62.5
D$E10mg +146. 1 +4.80 +0.8 +16.1
(Mean=S.D.,n=15)
(ng/mL)
30
—@— FARRLIEFIEODSE10mal 7K
25 ’:‘1 —-O-— 7t +DEE10mg

Mean£S.D., n=15

Pr R R =1
[=>]

0 24 48 72 96 120 144 168
%5 % D85 (hr)

B16-2 e FRASOVRE

0 L L L L L L J
24 48 72 96 120 144 168
&5 %O (hr)
B16-4 MLHEH RRASD VIR



MAERRREEN ONZAUC, CoadBED /8T A —H 1%, WEBRE OB, K
TROERIEEE - RS ORBRGHEIC L > TRA DAY & 5,
16. 2 BRUR
16.2.1 BEOXE

TEHERR A B F 2 RIS R T R HO BB A fE2ng™ TH
L7, BARRL O MR E T AR & ZIT R 72 HE
BERL, BFICLZEBIRO LN TY,
16.3 &%

In vitro R BRIZEB W T, b MIUREEAMEARIESS. 9% TH Y |
in vivo TOMIEEARAFIL2.6% TH -7 9,
16. 4 438

FARHRREE IIN-L T VX MEEETH Y | Z AR TO-fit A
FILRIG E FNICkE v 7 o VBARIGTH D EEZD
iz,

N-fiL 7 L 2 AL BOSIZ1EE & L CCOYP3A4AS, E 720-ii 2 F/11k
BORIZIEEE LTCYP2DE G LT 5 Z ENRB I,

[10. ]
16. 5 HEitit

fERER BT & 6 g bEomg™ ZHEROKZEG L- L &, &5
#%7TH B E CIRHICHEE S - RN TR 5 809. 4% TH
D, R EEDDE29.6% ThHoT-, £z, 10mgDHEFE O
Fehith, 110 B E Tl Sh e REMKIZR T T10.6%, 3
HFTCLT% Tholo, REMKKOIHY A EFE LR R
FIX35.9% CTH U, FHPPEIFRIE8. 4% TH o7,
16.6 BEDEREZHTHEE
16.6. 1 BiSeEEESRE

A RERE R 2 K G BEbmg A L EIRE N G LTz & & DI
BB/ NT A — L, BERAOZNEAEZIRD LN
note? GMEAT—4),
16. 6.2 FFiREEERE

T3 — VPR S BB A R S BEBmg A IR A 5 L7z &
X DOIMBIRE VT A — L IFREFERA & g U TR EEREF O
Coax L MEE S BREDRD DN, HORT A —XIZHE
FEITRD LN N2 HEANTF—5),
16.6.3 B&vE

ElE A XTI SE2ng™ A HER O L & & OB
T A — HITHERERR A & LRl U T TR 3 L. SR IS AE
F LD, Crax tnaxd X CAUCIZA B AR ZEITRED B o 721D,
16.8 = fth

(R RV RRYEODEESmg [ 4K 1)

KR VRS ODEE3mg TR 1%, [EEMP R 2880 E
BH DL FHREERBT A R T4 ) ITKESE, RRAY
NV EEEODSESmg AR ZAEvERIAIE Uiz & & IHZEEHRN
HLUL . MR AS L  S e,

E) ABRABEROCHEIL., TA YN, ~—RIZmETIE (@
WL ORI R VIR & U CLH 1EBmg0y HRRAE L, 1
~2MH % ICimgIZ R L, ROELHT D, MEOT LY A
~ —RUGRAVE B 1T, Smg CAMMILL LR A, 10mglo &g
B, B, ERICE D EERET 5, ). L E—/MEAGRAE T
W TIEE ., AL FRASD VIR & U C1H 1E]3mgh & B
L. 1~2M%ICmglc B L, OS54 5, Sng T4
Sl BRI, 10mglZ &5, ol JERIC K Y bmgE THIE
T&5%.,] Thb,

17. ERERRIAR

17.1 BERUREHICET 58
(BERUDEZEEDOTILY NS I—RBME)

17.1.1 EREMHERER

BRE R OHREED T VY A~ —TIEEHVE B 26861 & 3 12
KRR VIR SE5mg (3mg,/ H % 1AK% 5%, 5mg,/ H %23
HR&EE) 37 7R 224 M &% 535 ~EE Rz
FEhi L7,

S AR R AE IR B I 38V ComgFEIX 7 7 B ARFE & bl L C
AEICENRL T, [5E P EOBEImg#17%, 77 &R
FE13%., MREE(L] DL TFOHIA1X5mgHEL7%, 77 B ARHE43%
Thol=,

KI1T-1 B ERIRAEREEAT
Bk | 1 | 1940 36| 15| 4 | 0|1
5mg % | (1) [(16) | (34) | (31) | (13) | (3) | (0) | (1) | 116
X5% | (17) (34) | (31) (17)
Bl | 1 | 131040 |21 |21 |5 |1
TIER| % [ (1) (12| 9) | B6)| (19 | (19 | 4 | (1) |112

X5% | (13) (9) | (36) (43)

AR RE & TN 9 2 ADAS-Jeog DR AL 2 R IR T (I
HIRAT RIS« 20501) , B h-BIAANE & D EFED T T, #5
120 %% LV omgBEN 7 7 B AR E I L CTHEREENRD D
N7, BiIEDbmglE & 75 B RBEO B R4 O D71
2. 445 Th -1,

F17-2  ADAS-Jcog DFRIFZEL

A - 03 7> & DAL FEHL 25 b B D FE R Bl
5 SEEIEES.E. (n) 2
. 5mg —3.03+0.47 (106) —

12 ———
7&K | —0.84+0.50 (101) 2.19
. 5mg —3.07£0.50 (96) -
24— _———
Z7I%R| —0.11+0.56 (86) 2.96
— —+ —
- 5mg 2.70+0.48 (107)
FIEAR| —0.26+0.52 (98) 2. 44

(A FAETSHEERT,)
T REAM R B T & A CDROIRIFEAL &2 RITR T e MidT <t
g1 0 22805) . B H-BRAARE & OBFREOTY TR, B 12% &
DomgEN T T AP EHB L TCHBERUELZRD LN

7»:12)‘ 13)o
#17-3  CDREEF RO L
=T - 03 7> B DZEA{LEH 5 b B D FER b
53 EHE LS. B (n) RSP
. Smg | —0.12%+0.08 (113) -
121 ————
7R 0.23%0.10 (109) 0.35
. 5mg —0.1420.13 (104) —
208
7R 0.7240.17  (95) 0. 86
— -+ —
- 5mg 0.10+0.12 (116)
7R 0.75+0.15 (112) 0. 85

(= A F A EIT L EERT,)
¥1: [ o] — [oEOfE]
%2 [T RREORN D OELEDOFLME] — [Snghtd0

H > B DAL O T E ]

X3 REEEITERA & LT 24O FEAM & LA, Pk - Y
BHZOWTIX, 128 EORENRH 25/ O T —
ERNTOXRE Lz,



(BEDOTIVYINA T —BIRHE)
17. 1.2 EA%E I 18518
FEDT IV oA ~ —FIEBHE BE 30261 & 6 1 K2~ r
WG EE1Omg (3mg,/ B 22514, 5me,/ B & 48 R#%5,
W T1lomg,/ A Z 18 & 5) . 5mg (3mg,/” A % 23 M 5% .
Smg,/ HZ22WM#HE) XT7 I v R4 248MHFET 5 _HE
bR & =t L 7=,
CIBIC plus (EfERIERRAEIRGEM) (CHB W TlomghtiZ 7 7 &R
REL W L CTHBICEN T (REATRI S : 28761),
F17-4  F&BEOCIBIC plus
HE Z (23553 L2354 EW | CHE | L
e e P PP

% | o 713 20| 19| 9 0 0
10mg 90
% | (0) | (8) | (39) | (22)| (21 | (10) | (0) | (0)

% | o 4 | 2726 |30 | 9 0 0
5mg 96
% | (0) | (4) | @8)|@nD]|@BD]| | )]0

Bk o |6 | 18|30 |34 |11 ] 1|1
PR 101
% | (0) | (6) | (18) [ (30) | (34) | (11) | (1) | (D)
FENBERE & FTA 9~ 5 SIBA R O f i F OB L B %2 RITFT Uk
FARHT R G 29081) . $%5-BRARIE & DFFHFEDFHITIL, bmg
B, LomgBET RN, 6. 748, 9.0.8TH Y, 7T uAREEL ik
L CHEREHERBD 0 19,

F17-5  FHEEPHIOSIB

o 038 7 & DI AL B ORI Lk
B S +S.E. (n) L3
10mg 4.7+1.1 (92) 9.0

5mg 2.5+£1.0 (96) 6.7
77K —4.2£1.0 (102) -

(77 AMETSEETRT,)
M1 TR S U T4 B0 FM & LAY, ik - v
BRZHDOWTIX, T —# T o5 L L=,
¥2 . ko] — [0EOMmE]
#3 . [BEEHOGENS OELEOEHE] — [77 v it
DAY B DEALE D F-HH]
(L E—/IMEREBHGE)
17.1.3 ERE I H:ER
L B —/MEFUZRAE R E (MMSERF A5 ¢ 105500 E26 LA F) 140
B % % G21T R R~ VIR YR BE10mg (3mg,/ B % 208 4% 5-1% .
5mg,/ H Z 4B E#HE. &\ Tlomg,/ H 26 M 5) . 5mg (3mg
/A &2 5%, 5mg,/ B Z100E#5) . 3mgXix 77 R
Z 1203 5 B RER A i L7,
R ERRIE R &2 39 A CIBIC plusiZds\W\N T, 3mghE, Smehf.
10mgAE T WT NS 7 7 B AR L i L CHEIZER TV,
F#17-6  FLf&IRFOCIBIC plus

FI1T-T B LOMMSE
) 03l 7> & DAL T2 A B DOREF i
FeGHE -
EHEES. D (n) S
10mg 2.3£3.2 (30) 2.8
bmg 3.5+3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
77wk —0.6£2.7 (28) —
(77 AMEISEE =T,)

MR - ATEIREE O 5 BLR, RAEREAE) 2 L3 ANP1-

2B S DEAEE DL ED T T REEL OFEIL. 3mgh. Smghf.

10mgBEFNFN—2. 45, —3.6/, —5.2 HATHY . Smehf,

10mgt T 7 AR L i L THERGENSRO bk,
F17-8  FHEIPHLONPI-2

g 03 7> B DAL B2 LA B ORERM Lk
FHIEES.D. (n) S
10mg —5.1+4.6 (31) —5.2
5mg —3.4%+3.9 (30) —3.6
3mg —2.2%+6.1 (30) —2.4
77wk 0.2+4.0 (28) —
(A FAEEXEEERT,)

AR RBRBR CH O . FEFMIE B &R T, G
Hfg - HEBOMREDLEMESLFHIHE L TWRNW. 1D [5 6%
i<y
17.1. 4 EREMEHRER

LB —/MARIZEAE B (MMSEAS AL : 104284 E26,5 00 F) 142
i % %P BRI RN REFE10mg (3mg,/ A % 208 &K 5%
5mg,/ H Z4BRE#E . &\ Tlomg,/ H 268 E#%5) . 5mg (3mg
/B &2 B, bmg,/ HZLOEMFE) L7 7 RE12
G4 5 ZE SRR A EE L7,
SRENFERE 2 S 9~ 2 MMSER S D IR K IF DAL BD 7T B R R &
DT, SmghE, 10mgREZNZFN0.848, 1.6 TH Y, 10mght
TT 7R L KL CTHEREENTRD b,

F17-9  FfERPHIOMISE

HE F e | B _— W EFH| .
whnt ean| ST | aes | T8 me| T e T
Bk 1 3 13 8 1 0 0
10mg 26
% | (4| (12) | (60) |[GD| @ | © |
Bil¥ | 5 5 10 4 2 2 0
5mg 28
% | (18) | (18) | (36) | (14| (M) | (1) | (0)

Bk 1 5 14 6 1 0 1
3mg 28
% | (4 | (18) | (50) || @ | O | @
|| o 1 8 5 10 3 0
VAL 27
% | (0) | @ 30) | (19| 3| a1 | (0

FRAFERE 2 FTA 3 2 MMSEFF S D I ik s O 2L B D 7' T e Rk &
DZFEIX, 3mght, Smghf, 10mghEZALEILL. 88, 4. 1K, 2. 88
ThY, ETOTT 7R L THERIENRD S
ni,

FERRAEAR « ATEIREE O 5 BLAT,

o 038 7 & DR LA B OFEM Lk
i SEHE+S.E. (n) RIRS R
10mg 2.240.4 (49) 1.6
5mg 1.4%0.5 (43) 0.8
TIER 0.6+0.5 (44) -
(77 ATtk #EE 7~ T,)

ARSNHEREZE T & BTl S NPT-

2 DEEE O L LB CIE, SmghE. 10mghEd I T B REE
L ORICEBAIIRD bR -7z,

F17-10 PRI ONPI-2
- 05@7»60)2‘21!:&*’2 %ﬂ:%@ﬁf‘aﬁtﬂi
SEHIE+S.E. (n) S
10mg —2.8+0.5 (49) —0.7
5mg —1.8+0.6 (45) 0.4
TR —2.1%0.6 (44) —
(A F A EFSFEE RT)

M1 BRI RRRIE UCL2RE O & L=y, Pk - B
BNZHOWTIE, BT — X BT OS5 L Lz,

X2 [R#oE] — [0HOfE]

X3 [BRGHEOEN D DELEDOEME] — [T vREE
DO b DEAL D]

AR TR, BRI REREE

REFAEAR » AT O RIAEIR I 5%)

T FRA_RUIERIEOFIMNENR 7 Z 2RIl L TERL TV
5O BEEHRERITRGE S TV RN [5. 62 ]




x11.1 BERFTHRAES

1.2.1 LE—IMARBAEREZNRE L-ERESERTRE
FREAER
LB —/MERIZBAE B E (MMSE 155 : 1040 L2600 TF) %
SRIZ, FR_XUVHERERE1Ong (3mg,/ H Z2@M & 5-1%.
5mg,/ H Z 4B # G, R\ T1l0mg,/ H XX B &ERbmg, H % 63
M&5) I7 7R E128ME 5T 6% Y (CEEWRT T
TARIR) & BEETE T LIEBRE S BRSO VIR RS b
10mg (R R R~ U REIERE Tl 10mg,/ B XXk B FESmg
S B, RIEH T T 2 ARRETIESng, H 2 2B 5%, 5mg,/ H
ZAEMBEE. FDO% T 10mg,/ B X EMSmg, H) % 48 M
BhT ik 5 GEEMIERIR) 572 5 BIENEZ IR
B A EHE LT, VAW TIZ160M411C R3S L IstE XX~
TR RN X, EEFMEE TH D IREMIC R A&
filiRF D EARERIRIESR  (CIBIC plus #GFEAL) Doz T,
TITRARFEE RRARUNERBERE OMICEREZIRD bk
o7 (p=0.408, 2fEAWilcoxon ME. BT DA B K UE
VXl 0. 046)

F17-11  FHEHIFOCIBIC plus
W Em ]  [ee] e w0,
whnt | eon | Y | wow | TF | g | B g | O
Rl 1| 10 |22 | 17| 19| 5 | o
U e
fare | % | (1) Q4| B0)| (23)| (@6)| (7)| (0)
B o 6 18 | 32 | 14 5 1
77k 76
% | (0)]| (8)] (24)] (42)| (18)| (7)| (1)

k. BGFARRTO L O A MR T ORI B 1T D Bk Al
IR DR BRIRAEIR (CIBIC plus #&FHA) OOAMIZLL T D &

BYThHoT,

F17-12 SR OCIBIC plus (ZIHOA MR)
HIE BT e | EEED) BT | ED |
wop | |50 | wee | ™ e me | T

Falgg| 1 | 10| 14 ] 9 |11 ] 3|0
2% 48

OB e | % | (2) | QD] o)) (19)] @3)| (6)| (0)

n |kl o | 3 | 14| 19| 10| 4 | 1
778 51

% | (0)| (6)| @N| @GD| (0)] B)| (2)

Fa<lmg| o | o | 8 | 8 | 8 [ 2| o0
I 26

D8 semask | % | (0] (0) | GD| B1)| G| (8)] (0)

kL Co o | 3 | 4 |13 4 |1 0
A4 25

% | (0)] (12)| (16) | (52) | (16) | (4) | (0)

143G VB A 52T L. F 0 9 51394 28 fikfes % 5- 1 12 B AT
L. 1056125 kw58 258 T L7z, BIRGHEEE Th 54557
fFREED AP R OkRe i 5-81) 12381 DMUSEDR—R F 1
NHOEBEOHRBIZTHO LB Thol,

3 O—O ISR B (IR S MR AR VIBEHERS)
O RRADLIERIE R

14 +HEHER 2= (LS Mean Change =+ SE

Eit
=<

248 3638

faa sl
Hir

7T BRI RO VIR SE3ng, B, 14BN D
5mg,/ H. 18@)>510mg,/ H 45 % Bith (5mg,/” H ~DJER),
Be e, BEsl, B EESORAEEAEZRT & L, MMSED
R—ZT A MERRR Y ) —= v TR OE B A2 ILER L L
7-MMRM (Mixed Model for Repeated Measures), F:4yiiiid
MmREE L L,

BI17-1 A RN (Rl e Ok fe s 5- 1) 12351 Z2MMSED
NR=AT A N DELEDOHER

4838 6058

>

I
°
5]

&
A
\

ARBRTIX, BAREERAERIZ KT 5 R RO VIR O A 5%
BT T 2RI L TENLTVD &V ) BREEGRITIREE S 71T
W, [5. 6]

18. FExhERE

18. 1 i8R
T N = —FUERAEE R O B —/ METIZRENE Tk, M =
U AEEMEMIRR OBEREENRD LN TS, KIEIX, 7
tFalr (ACh) 2nfRTIEETHLITETF L2 v
255 —F¥ (AChE) % w[#fifIcPlES 5 2 LIT XV IMPACh R
ZHIIN S, M T Y AEEIPEAR R 2 RRIG9 5 1922

18. 2 AChEREE AR UAChEI= 3t 2 BiRHE
In vitro TOAChERLEVE DICsf#I%6. Tnmol /L THY . 7F
Uyval) A7 T —EHREEHDICHEIL?, 400nmol /LT
H o7, AChEIZKT LIBIRI 2 EEM 2R L1219,

18. 3 FMPIAChERRE1E A R UAChIEIN{EA
BROFEICEY, Ty MNEOACKEZFLZE L, F7-IMPACh% Y
MERT-20. 20

18. 4 ZEREEREERA
M = U S VEBE AR REIR T T (AR BB EF Ok EEIC X
DZEERRENEEINTZT v M) IZBWT, RO&EGilcky s
HEELEFEAEZ R LD,

19. BRRSIZEY 2 EIEFMME

W4 . RV VRN (Donepezil Hydrochloride)

b4« (2RS) -2- [(1-Benzylpiperidin—4-y1) methyl] -
5, 6-dimethoxy—2, 3—-dihydro—1/ —inden—1-one
monohydrochloride
57 F 2 ¢ CoaHogNO3 + HCL
5y 1H 1 415.95
PR BAOREEEOMEKRTH S,
KIZRRET T <, =& 7 —/b (99.5) IZEIFIZ<
AN
KR (1-100) 1 ThENMEZ R E 20,
FEMS RO B,
(b= 0
[0} N
esJeael
HSC\O

RURIG R

20. ML LDEE
P TR R A TIRIFT 5 2 &,

22. A%

(FRRI)LIEESIE0DEEIMg TR
1488 [1488 (PTP) X1, FEIREAIAD ]
288% [1482 (PTP) X2, HJRFIAY ]
14088 [1482 (PTP) X 10, HZEEHIAD ]
(FRRO)VIEERIE0DEE Smg T
565E (1488 (PTP) X4, WZMEHIAY ]
14088 [148% (PTP) X 10, FZMEAIAD ]
(FRRD)LIEEIE0DEE 10mg &)
568 [148F (PTP) X4, WJRFIAY ]

23. B
1) BEFERANICEB T 23 ERE (REIR N E5HE) (7Y 27
MEE : 19994510 H 8 H AR, HIFEEEMIZ~. 3. (1))

2) AR T DY EE (KEROEGRR) (TVES
MEE : 1999410 A8 H KR, HFEERMEEE~. 3. (1))
3) Fa—VU U AT o AENSHALNE R -
KRR VIR EEODEE3mg [#54K) + Smg [#4K] + 10mg
[H5M DAY F RIS MERRER B3 2 &
4) BEOEE (7 V7 ME 1999410 A8 H /KR, HFHEEER
HEZEA~. 3. (2))

5) MIFHRAE L DA (T V&7 ME : 1999410 A8 H &R,
HEEERMIEEE A~ 2. (2))

6) HEEERAICRT AEDERE (BEAKEGR) (T V&7 ME:
19994E10 H 8 HA&AGR, HIFEERMEZE~. 3. (1))

7) RFHEES ¢ HpEIEE, 2000515 (2) :101-111



8)

9)
10)
11)
12)
13)
14)

15)

16)

17)
18)

19)
20)
21)
22)

R NI D3 EiRE (R R ORI (7 U&7 K
BE : 1999410 H 8 HI/KGR, HFEERMEEZE~. 3. (1))

Tiseo, P. et al. : Br. J. Clin.Pharmacol., 1998;46.
(S.1) :56-60

Tiseo, P. et al. : Br. J. Clin.Pharmacol., 1998;46.
(S.1) :51-55

FRE SR D3y ERe (7 U &7 ME : 19994510 8 H K
. HPEEEEMEE . 3. (3)

Homma, A. et al. : Dement. Geriatr.Cogn. Disord., 2000;
11 (6) :299-313

EER S AHFRER (77U &7 NEE : 19994510 A 8 H&GR, WIFH
EEMEE k. 2. (5))

Homma, A. et al. : Dement. Geriatr.Cogn. Disord., 2008;
25 (5) :399-407

FET VY A~ —TUERE & % 8 & U 7= BRPR 2R 11 AR iR
(7 V&7 FEE/DEE/ MR : 2007458 H 23 H/KFR., HA WML
£)

LB —/MARIZRAE &2 % G & LTRSS TARER (7Y &7
~&E,/ ML DEE, NIRE Y —/ RIA4 > m >y 7 2014479 A
19H7KR, HFEERHME2E2.7.6.1)

Mori, E. et al. : Ann. Neurol., 2012;72 (1) :41-52
Tkeda, M. et al. : Alzheimers Res. Ther., 2015;7 (4) :1-
10

PG SR 5« SRHE L VAR, 1998526 (S) :S1277-S1282

PG 5EHE B ¢ 38 L JRIR, 1998526 (S) :S1283-S1294
AN S SRER L YRR, 1998326 (S) :S1303-S1311
INETERED - SKEE L VAR, 1998:26 (S) :S1313-S1320
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26. 1 SLERRSET
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