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pH 3.0 15 43 B R R AT £ 15% LA
50rpm pH 6.8 15 45y B R R R X 2 15% LN
AN
ks TSI = 129 BIPY
100rpm pH 3.0 15 %3 B R AT £ 15% LN
(55 FRAADVHEERIEODSEmE (7 X 7 71 13, TRTORBRIKICB W CHE L%

M7= U, EEUERIK] (77 U&7 FD#Ebmg) & BFIFANFALIEE A T 5 2 & DR
=iz,

1:pH 1.2 (50rpm) (Z351F 2 ¥R 2 : pH 3.0 (50rpm) (Z331F D ¥ H B

120 r é TR H|D FPHF HEL15% 120 ¢ @ TEERED FAE hEL 15%

100 F e 100 |
e 80 L Y
i S I A
% 60 % go .
i, 1)
% 40 —— FE~LiERAE e T =T 7 ) Yoan —e— R LAEEMEI e [T D7)

a0 | Qe TR GEAL. Sug) o | Qe TR GEAL Sue

0 L L L O
0 5 10 15 o] 5 10 15
B (min) BFfEICrnin)
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3 : pH 6.8 (50rpm) (23517 DI R 4 : 7k (50rpm) (T % ¥aH HhiR

120 1 O EEEBAD EHFLTL 5% 120 O BENAILFHFLEL12%
100
m B
]
% 60
o,
& 40 —.— LR T S 77 ) -
Qe TS GEHI. Sne) = PRALERREDES 7277
o0 + 20 Qe BT (BEHL. Sng)
o] ! ! 0
o] 5 10 15 0 60 120 180 240 300 360
BRI ming BERAC min)

5:pH 3.0 (100rpm) (23T B ¥ HIEh#R

120 [ O EEERAD PHF kIt 15%
100 | —
...... Qoo
R B
H
% 60
240

—— Bt ULRRAEND RN [T 2 07 )
Qe TESERUE CEERL. Snz)

0 5 10 15
BRI min)

(3) RAXRVNEEEAEODS10mg 7 7 7 |
AR T 3 E I DA FRI R SRR T A R T4 2 CERL1SAELILA 24 H BARA IR
1124004 &) (ZHEv, AERERIER] (7 ) &7 FDEE10mE) & DIRHZEE O il 21T - 7=,

(Fik) HREHRRE SRk
AR © BEEE50rpm, 100rpm
A B WK : 50rpm pH1.2, pH3.0, pH6.8, /X
100rpm pH3.0
) E FLE
[Rl#R % BRI | P R ] ) L
pH 1.2 15 43 B IR R AT 15% LN
pH 3.0 15 43 B IR 2T E15% AN
50rpm pH 6.8 15 %y 15 53 AT ) 85%LL F¥s H
JAN
ke TSR + 9% LAY
100rpm | pH 3.0 15 4y 15 Z3LANIZ %) 85%LL B
(&8 FRANUNAVERBEODEEIOmE [/ 7 7 | 1%, TR TORBIRIZI W CHE %

Wiz L, FEMERLA] (77U &~ NDEE1Omg) & WAIFRNEEEE A T D 2 L3R
hiz,
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1:pH 1.2 (50rpm) (Z351F DI H iR 2 : pH 3.0 (50rpm) (Z331F 2 ¥ H Hh#R

120 © O pmmeu TR+ 155 120 ¢ O EEMAOPITRHEL15%.
oo r 100 |

e 80 1 w8 F

B & -

i e i o

= 60 L) F .

= & 60 _,O

% 4p | % 40 | s

- T R LR 0 fng [TE7 7 ~ —— £ T UL OO tong (727 7
2 | == CPT €. Dol il O BEEE (@A 10w

0 5 10 15 0 5 10 15
EFfd(min) Bl (min)

3 : pH 6.8 (50rpm) (Z331F % ¥aH! Hh#r 4 : 7k (BOrpm) ZH1F 21 H R

O WESR DTIFHEFL 0%

120
100 ¢ 100 = |5 LR 0D S g [T 7 7]
.................................... Xl 80 O ERERA (R 100e)
80 | B
i H
= 060
= % 40
% 40 O Fooc VIBREE 0D 5E 1ne 17 3 77
- e Qe (BHERIE) EFL 10 m2) 20
20
0 N L . L ) .
0 L . 0 60 120 180 240 300 360
0 5 10 15
. FFRfl(min)
EifHl (min)

5:pH 3.0 (100rpm) ZF1) D iaH! ik

100 | - o—————=w -
.......... / —"I -
o 80 | p_.-
’
g | v
B ’
- ’
% 40 | i = oo U)LARENE 0D 62 g T 2370
/d Qe FEERE] GERL 1002
4
20 4
i’
0
0 5 10 15

I (min)

(2) ARG ~DOEE
Y LR

10. R - 2%
(1) FESLELGES - K. SNENRRGES - AKCET SFR
A% L7

(2) ‘%
R3OV OD $E 3mg (77X 7 7 288¢ [14 88 (PTP : #2EHIAD) X 2]
RRAVHEEAE OD $E 5mg 727 71 @ 140 8 [14 88 (PTP : #2/@HA YD) X10]
RAR~)VHERRE OD 88 10mg [ X7 7| : 56 88 [14 88 (PTP : #gAIAYD ) X4]
140 #¢ [14 88 (PTP : #20AIAV) X 10]

12



11.

12.

)

(4)

FliRE=E
BARSAA
BROME
RRANUEIRE OD §E 83mg (77X 7 7] AUHEIE=/1, TLI=ULE
REANOUERE OD $Ebmg (777 RUEIE=/L, TAI=UL{HE
RRARDVHEERE OD $E 10mg (72 7 7] RV k=1, T I=0 L

AlER#t S h S EMER
A% L0

Z D

13



3.

AEICET 45IEH

MEERITHR
TILIINA I —ERIBEER U L E—/IMARIBRE 12 & (1 5 FRANEAE IR D LT HIH

DRER (FPRICEET 5

5 MNEERXIEHRICBEET 5538

(GheeE)

5.1 KK T Y oA~ —RIZRHE & OV L B —/MEREREE OJFHEZE D & O OHELT % #1fH
T5 &V AFEITES TR,

5.2 TV oA = —RIEREE K OV U B —/ MEBIERFENE LA O B HE MR U BV TARFID
IR ST e,

5.3 MOFBAIEMEIRER L DERZEICHEET D Z &,

(T ILYINA I—BIERAEIZ & 1T 5 SR ENESE R DT HI )

5.4 KFNX, Ty ~—BIERAE L2 SN BEICOAEHRT 5 Z &,

(L E—/IMABIZBANSE (2 6 1T 5 SRAVESE IR D EFTHIHI)

5.5 ARHNL, FBHEVEGRICHE L, 7EKREE] OHOAFIZOWTHoIC B E L&
ML DFRED FC, L E—/MARIEEBHE O RFR W R YE I IS & | bl AR E]
ELOMAE ST LV L B/ MARIZRAE & 2 S, ARFI O AN EY) &Il S s R
FIZORERATHZ L,

5. 6 FEMEIR ATENEE | MR ERARIER 392 KA O AR ST Zen, [17.1.8,
17.1.4. 17.2.1 /]

RiERUVRAE
(1) FAZERUHAEDOES

(T ILYINA 7 —BIEBEVEIZ 6 1+ 5 FRENAEAE K D AT HI D
BE. RACIE RARUUERE S LT1 H 10 3mg 226 L, 1~2 %I 5mg
IR L, BROKE5T 5, BEOT VYA ~—RERHERFIZI1X, 5mg T4 H#ML L
%, 10mg I &ET 5, 2, JERICE Y EERET 5,

(L E—/IMABIERANSE (2 6 1T 2 SREVERE K D LEFTHNFI)
BE. RACIE RARUVERE S LCT1 H 1\ 3mg 226G L, 1~2BM%ZIC 5mg
IR L, RO&E57 5, 5mg T4 ML ERE%E, 10mg IZHET 5, 2B, SERIC
XV bmg F CWETX S,
5546 12 BRE% £ CE BRIC, WAk, B KOFEE - M#EHE O BiRIE
KR OGEREEC L 2 ANERHI 21TV, 5REEERE. FEMELR - ATEIEE . A W ATRENE%E
ERATNCRHME L TR 7 4w bR Y 27 % LA D T CE aWnigAid, &5 2% 1k
THZ L, LB 12 W% E TORMEFALOR R D X & Gfikii 2 Hllr L 7=45
HTHoTH, EMOITHIMETMEZITV, GO RIS A2 Il 2 &,

() FERUMEOREEMS - BRI
AR L

RERVHECEEYT 2FE

7. AERUVREICEET 5FE

1.1 3mg/ HEGIIHEDHETIT L, HLHRREWEAORELZMZ 5 BT, A
ELTI~2lMEZBLTHEHALRWT &,

1.2 10mg/ BIZHET 2551, HLSREWERICERE LN ORI &,

7.3 ERNEEE, FRREOEHROG L THRETSHZ &,

14



5.

17 90%
1) ERRT—2/1\yr—o
L7

() EEREERR
DR L

Q) HAERCIERRER

(BEDQTILYINA T —FIEREE)

@ ERNE IHEHER
BEDT )WY A~ —BEBFE RS 302 §l & %5 R 3 UG SE 10mg (3mg/ H
Z 2 M G#%, dmg/ H % 4 AL, T 10mg/ H % 18 H[H#5) . smg (3mg
J B% 2 & 5%, smg/ B % 22 WE#EE) L7 7R %E 24 G325 _EHEM
Pl ERER & FEHE L 72,
CIBIC plus (&fEOEGEHFIERFEAL) (2B W T 10mg BEE 7 7 v REE L ik L CTHEICEN
TWe (Rt st 4« 287 Hil),

&R CIBIC plus

HIE el R R W | HE .

wp | g | S0 e | 0 | me | T me | e | OO

10mg Bl 0 7 35 20 19 9 0 0 90
% (0) (8) (39) (22) (21) | (10) (0) (0)

5mg % 0 4 27 26 30 9 0 0 96
% (0) (4) (28) (27) (31) 9) (0) (0)

77 | Bl 0 6 18 30 34 11 1 1 101
'R | % (0) (6) (18) (30) (34) (11) (1 (1

FRENFSRE Z 532 SIB M ORI OBAL B A RITRT GRAMNTE © 290 B1),
HBRMARE & O SRZEOFEETIE, bmg . 10mg HEZ L, 6.75, 9.0 5 THY, 77
BEARREE I L CHERUENBD LN 07,

BRI o SIB

o g 0 7 B DAL EH? 2k B DO FER Hig
FEfEES.E. (n) DS P
10mg 47+1.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
7R —4.2+1.0 (102) —
(77 AMEIXEE T ,)

X1 B IRp AR E LT 24 BRFOFHE & L7223, Hik - REFIZ OV T, Rk T — 4
wEHTDOMRE LTz,

X2 [RfEOfE] — [0 BOfA]

X3 (BT 06 OZALEDTIME] — [7 7 VAR 085 DL LED T
fi]

(L E—/IMABIERANSE )

@ ENEE IR
L e —/MERIERAE BE (MMSE 1558 : 10 JRLL E 26 fiLLT) 140 fil % %5 R ~<_U v
e SE 10mg (3mg/ H % 2 W& 5%, bmg/ HZ%Z 4 @E#HE., R\WT 10mg/ H%
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6 Hf#&5). bmg (3mg/ H% 2 HE&K 5%, 5mg/ H% 10 ML), 3mg XII7'7
A% 12 BRI G5 “EE R 2 F i LT,

ERERASER 2 592 CIBIC plus (CFV T, 3mg B, 5mg #f. 10mg BTVt 7
7B AR LR L TARICER TV,

5 i CIBIC plus

HIE = (3544 R e -
mope | s | 00 | | | ome | P me | BT

J0mg B~ 1 3 13 8 1 0 0 06
% (4) (12) (50) (31) (4) (0) (0)

bmg i3 5 5 10 4 2 2 0 08
% (18) (18) (36) (14) (7) (7) (0)

3mg (ks 1 5 14 6 1 0 1 08
% (4) (18) (50) (21) (4) (0) (4)

77| Bl 0 1 8 5 10 3 0 o7
TR % (0) (4) (30) (19) (37) (11) (0)

RSN EE & -9 5 MMSE &8 ORKEEO L ED T TR L OFL, 3Smg #f. Smg
B, 10mg FEZNZTIL 1.8 A, 418, 28 K THY, ETCOHTT TR LKL TH
BRRUGENRO LT,

B o MMSE

i g 0 3B & DAL B+ A B O RER bl
FEME+S.D. (n) ) RS
10mg 2.3+3.2 (30) 2.8
5mg 3.5+3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
77 R —0.6+2.7 (28) —
(77 AMETEE =T ,)

FEHER - ATEIREE O 5 HLIR, FRAREREZE) 233 5 NPI-2 158 D &R D 28 b & D
TR EEE DX, 3mg BE. Smg #E. 10mg HEENEN—2.4 51, —3.6 48, —5.2 mT
HV ., bmg i, 10mg HETT 7 EREEE G L THEREUENED b,

BALIFE O NPI-2

1 0 DB DEEA B* AL B O RERM b
FHEESD. (n) ) RS
10mg —5.1+4.6 (31) —5.2
5mg —3.4%3.9 (30) —3.6
3mg —2.2+6.1 (30) —2.4
7R 0.2+4.0 (28) —
(A T AETSEERT,)

AR IEZORBRTH Y | FEMEE PRI, JHMAER G - HEFEOREDLE
PEHEIE LTV 99, [5.6 SR

4) MREEMEER
1) BEMHERIRE
(BERUVDREEDTILYINA T —RIZRHE)
OE MR E MA8KER
BRPE N NP EE DT VY oA ~—RERANERE 268 filZ& X5 KRV VIEREESE Smg
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(Bmg/ H Z 1 @G5, bmg HZ 23 #A#EG) X377 A% 24 WG90 ~HE
B I PR & 920 L7,
A RERRAER I35\ C 5mg BHE T 7RI L Mol L CHRICER T e, T
L EDEIEIE 5mg B 17%. 77 B ARBE 13%. [EEE() BLFOBIAIE 5mg BE 17%. 7

T REE43% TH o T,
o A A B AR IR A
HE e R (2955 EH | HE .
(& A " aF
wone | e | 5 | wm | F | me | B me | ore | O
%K 1 19 40 36 15 4 0 1
5mg % (1) (16) (34) (31) (13) (3) (0) (1) 116
X5 % (17) (34) (31) (17)
. il %k 1 13 10 40 21 21 5 1
sz_ % (1) (12) (9) (36) (19) (19) (4) (1) 112
X553 % (13) (9) (36) (43)
FOFNREHE 2 BT % ADAS-Jcog 15 M ORRRFEAL 2 RN~ T (B AEFEAT XIS - 205 ), &5

BRAAIE & O RZEDOTETIE, 5 12 BE LY smg BN T 7 B RREL bl L CHER K
ENRO BT, KEEED bmg B & 77 B RFEOR GRI#HOLBLED AT 2.44 HTH-

7=
ADAS-Jcog DAL
) X 0 M 5 DAL B oAV B D RERS Eh ik
ST A R == -
TFHfE+S.E. (n) 7
. 5mg —3.03+0.47 (106) —
12 A —
77 &R —0.84%0.50 (101) 2.19
. 5mg —3.07+0.50 (96) —
24 =
7I R —0.11+0.56 (86) 2.96
g 5mg —2.70£0.48 (107) —
7R —0.260.52 (98) 2.44
(A F AMEITSEERT,)

HIEERATRE Td 5 CDR ORI 2 RITRT (RASHRHTRIS: « 228 ), % 5-BHARKF &
DFRAEOFETIE, #5 12 BH%R XY bmg #2177 AR & Ll L THERUEDNTRD

D7z 10 1)

CDR &l s O#ERZAL,

FA oy~ 0 M5 DI R ZAb B DO RER g
15301 FHEES.E. (n) R R
. 5mg —0.12%+0.08 (113) —
12 8 ——
77 kR 0.23+0.10 (109) 0.35
. 5mg —0.14%+0.13 (104) —
24 1 = -
77K 0.72+0.17 (95) 0.86
g 5mg —0.10%0.12 (116) —
7T R 0.75%+0.15 (112) 0.85
(A FAEFSEE RT,)
#1 : [AHERE oE] — [0 HOfE]
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(5)

2)

%2 0 [T HREED 0 A S OE(LROFHME] — [5mg BED 0 A5 OE{LRED LY
%3 REIRHTRRA & LT 24 BIFOFEAMG & U723, Hik « BEFIZ WX, 12 880 Eo
IRIEN B DIGEDOTNT — B ZfRITOXI 5 & LTz,

(L E—/MAREEREE)
QEMNE MR

L e —/MAREREE B E (MMSE 1555 0 10 AL 26 fEUTF) 142 Bl 25 RIS B R~ PV
FEYESE 10mg (3mg/ H % 2 W& 5%, bmg/ H% 4 @REBE, KT 10mg/ H% 6
W4 5) . bmg (3mg/ H% 2 HWE# 5%, bmg/ HZ% 10 BE#EE) XI77 R R% 12 #
53 2 " HE RIS 2 5 L7,

PRAEIBERE & FHI 9 5 MMSE 138 OO & D 7 7 1 A RE & OFIL, Smg FE. 10mg A
ZNEN 0.8 &, 1.6 S THY, 10mg HETT 7 BREEE il L THERUENRD ST,

AR O MMSE

- 0 & DZEAL F*? EA B OBER bl
FEME+S.E. (n) ) RS
10mg 2.2+0.4 (49) 1.6
5mg 1.4+0.5 (43) 0.8
77 R 0.6+0.5 (44) —
(77 AMEITdEER~T,)

FEAIER - ATEIRRE D 5 B4R, BEASREL BN 4 3F 95 NPI-2 3R Of&REOE (L& T
%, bmg fE. 10mg & HIZT T B AR L OFICHEBEZEITRO bnolz,

A& D NPT-2

oy~ 0 7 B DAL EH? 2t B D FER g
FEIEES.E. (n) W R
10mg —2.84+0.5 (49) —0.7
5mg —1.8+0.6 (45) 0.4
77 R —2.1+0.6 (44) —
(A FAETLEEZRT,)

M1 AHEERIFERIE UC 12 REORMEI & L=y, ik - BEFIC Wik, T — 4 &
fERT OxI G & Lz,

%2 [#EofE] — [0EDfE]

#3 : [BFEGHED 0 @O OZEEOYE] — [T 'ARFED 0 @6 OZELEDNL

]

AGBR T, RRABRRERE T | RSARER - ATE R

DIIEIRITHRS D RRANDVHRRIE DA XD

PER 77 BRI L TEL TV D &0 O BREEREBLUIREE STV 7R 12, [5.6 2]

REPEHER
PR L

BE - REMHR
PR L
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(6)

1)

2)

SAEREfE A

EARERE (—REANAEE, HEEARERE. ERARALRRE) . RERE®T
— 8 A—RHE. WERFRBERARONE
AR L

ARRBEHELTERFEOARRIEIERL-AE - RBROME

U e —/MABIZRENE BE xR & LT ENRE R 5% BRRABR

L —/MABIEEAEE £ (MMSE #5458 @ 10 siLLE 26 SLLF) ZX5I1C, ROV
HHE 10mg (3mg/H % 2 WMH 5%, dmg/HA % 4 HREHEE, KW T 10mg/ A IR
5mg/H % 6 M E) T 7 7Rz 12 BEHGT 26BN (CEHER T 7 B RAH) &
TR 25T LIBRE IC RSO VIERIEEE 10mg (JRIRHI KR XU VIR RE 1T
10mg/ H U IRER; 5me/H . 168 7 7 ¥ REE Tl 3mg/H % 2 A 5#%. bmg/H % 4 ¥
M5, ZO%IT 10mg/ B XX ER 5mg/H) % 48 B 579 Hilkkif 54 eIk
XTHR) 705 7 2 LS IR 50 1% BR R AR & 520 L 7=, TR CIE 160 Bl K~ LV HEERE X
X7 7R EE I, EEFMEE Th 2 I5EHNT I D Bl G RE O 2% i AR R
(CIBIC plus #&FHM) OHAMAIZIBNT, T T vARREE RRAVVIERBER L OMICHE
ZEITIRD B o 72 (p=0.408. 2 A Wilcoxon E | fici&MdT DA B K HET ] 0.046),

A& CIBIC plus

i =] B B = )
e & G2 &3
B g el B O IO [ L f
R~ VERE | B3 1 10 292 17 19 5 0 74

s % | W | o | Gy | @ | @ | @ | o

. 1% 0 6 18 32 14 5 1

TR

77 % 7o T @ e [ [ @ o] ™

¥, FHBHARET O LI O R T OVERBNZ I 1T D Skl a iRy O S ERAER  (CIBIC
plus BEFHM) DORAMIFLLTDO LB THoTo,

B A&FHRF D CIBIC plus (X180 A 1)

HIE e 8 3953 g & .
R v | OF | | FE | gy | B | g | O

% Rty | filk 1 10 14 9 11 3 0 48
]| VR % (2) (21) | (29) | (19 | (23) (6) (0)
;D) S aIE~ 0 3 14 19 10 4 1 51
Y % (0) (6) @en | @37 | (20 (8) (2)
% R | il 0 0 8 8 8 2 0 0
/| N EERE % (0) (0) (31) | (81) | (81 (8) (0)
72 ce .| B 0 3 4 13 4 1 0
Ll 77 T T Taw [ae [ 62 [ ae | @ | | B
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Q)

143 BIRNRIEIZ5E T L, 20 5 5 139 Fil35kee & 58247 L. 105 23k fe 51 % 52
T L7z, BIWREHMIE H Cob 2 5 HmRE] GREH & Okee& 5-81) (238175 MMSE O-~X—
ATA DO EOHERII T DO LB ThoT-,

i O—=n oMl (EERESERE F -0 LRSS
3 - e A2 LR

1

B BT + RS 1S Mean Change+5E)

VF .| ¥ | 128 FLE .| 1LY | a8 8 608

Hmm RS m
Lk}

IR AREL 12 WD RRRUVIERRESE 3mg/H . 14 25 5mg/H., 18 #7)>5 10mg/
Aib 24 (5mg/ B ~OWER), TG/, R, BREHERROZEEREZRF L L,
MMSE D=2 F A AMEKRRRA 7 Y —=v T HIHOZ{ &4 A& & L7z MMRM (Mixed
Model for Repeated Measures), 453 Bl XA E & LT,

AR RE ] (BRI e OikRe & 5-H1) 12315 5 MMSE O _X— 2 F A b DL EOHER

ARER TlE, ERERRIERIC T D RS VR O FRMEN 77 BRI i L CTHER T
WD EW ) BEHMRIUTIRBIES LTV RV, [5.6 ]

Z Dt
EER R L
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)

2

EHEIEICEH I HIEH

EEPY(CEESH HILEYMRITILEYEE
IV, UNRNRFT I, BT 0% BAKERmE

EE : BED H LM OREE « DIRFIRFOBEFIRLEZEZRIT D &

KIEMER
YERRRAL - 1E MR

T IV NA = —RUERENGE e N L —/IMATREREE TIEL IMN = U  ARE AR SR oD BE 25 7 e
DRDOHLNTNWD, AT, 7EFLalYy (ACh) 20T sETCHLTETF L) T
277 —E (AChE) Z Wil E TS Z LICK VM ACh &2 s, M= AAE

PP R 2 MRS 972 12717,

EN =Rl 1T SHERAIE

< FRRDIBEBREDS Y MIBFEH527EFILIY DIRTS—EREEASLUVE

BREFHEER>D

RR_ROVERRESE [ 2 7 71 X in vitro T BuChE (2 lE~NERAY0>258 712 AChE ZTH
EL, exvivolZBWTEH T v MM AChE 123 L CTHEKRFEI D >AE R HEER 273 L
770 Fio. T v FORIMILETICA AT VEEEZFEAT D Z LIV IER LI FEEETT L
WZxf LC, REBRANIA B g EEUEER 2R L,

il T - RRBRILA ;R R VIERRIESE Smg [/ X

77 ]

FRHERA . R RA_OVHERRE A bmg AT 5 A

ARBR T ik - RBR AR SR Fo Jn OV T B i i 345 SR 2 etk |

a) =277 —E

EMEHOERTIL, BRKIZIEE L7-0b 3500rpm T 10 43[5EE L oyEE L 72 |
BEERHW., FEBEREERAOERTIIATF LELT—ZAD 0.5%KIETKIZIEE
LT L7, 8 ~DEEERICH W TIL, bml/kg ODAETROKE LT,

1) a2y =255 —PEEM
MDin vitro 5k

1Cs0 (nmol/L) I1Cs0 Dt
: Jig
HRIH AChE BuChE (BuChE/AChE)
R ER LA 56.0 35,925 642
2 Y LA 57.7 37,239 645
(n=1)
®@ex vivo 5
J v NN AChE FHZE/EH Z v hiES BuChE BEZEEH
e Ns o .
NS
NS
12,0001 v NS » 600 i
% 8,000 i il ] ‘ i 4004
- 4,000 H = 2001 |l’ Il‘ |l‘
@ 5 10 0 5 10 20 (me/ke. p.o) "W s 10 2 5 10 2 (mg/kg, p.o.)

A LRELH bR HEELA

B i

)

T RS (n=5)
*p<0.05, * *p<0.01vs BLIARKIHEEE (Dunnett BRE)
NS : FE#7: L (Student @ t ¥E)
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2) FEEEWEEM
EBR L
FERAEE L, AR IR R ATRE /B e T 7 ULV BIO T T » bR —A (BEE K
12cm, & F930cm) & 7T v bAR—ANKICENS X 9 I12K32emDE & £ TK
(KIR17.0C) ZiE-sTo Rl b =— A 8O M7 —L (E£ : $148cm, &K
44cm) ZHEA Lz, £72. 77— EZ4ODORRICHE L, 2D 5 HOHMER Tk
(F— AR LV HISTem) 17T v hA—A%HRE L, 7L OEEICIZZETN
M & U CEERAERE L,
Z v N OFEKATEI ORI KE EICRBE LTI ATICL sl 5 1%
ITENRITEE 2 VT, T L2 — (T U L7 g L7=,

OEHEFIT
BERITIX, A RT UBREAKION H~130 BIC1A2ME GF8ED) 1T-72, B, &
FATIZ2I I E DR Z 221 TiT o 7o, &7, OO EA~ED A 1HA )
57 v NOFHEME T —/VORBEZAT TEAL, 77 v hA—LA EICEETHETO
WEfE] (2 — LBIEREE  B) Z2JE GUERFMITHRK0FM]) L=, 90RLINIZT 2
v NR—AIZ72EVEEX, 7T v bR—Au RIZ30OWMBIMIE LI=5AX. 77 v hdk—
LONEZZETHR L TS LT LT,

OBARAIT
B OZERIRME L OGHrEE OB EOREZ MR T -0, BERTO%, 77
v FAR—LZHOA LT, TOFEICENT T EEEONEHBIE LT,
BERITIIA AT VEEEA%K14H BIC1EE/K L7z, CHIANS T v NOBRZ 7 —
JLOBEZ AT T A0 OBILRIFINIC T » MAENARR (B THIC T T v b
R LADPFRE S TWRIR) ISHE L2 (7T v b — DAEAESEIR 0O Bk i
MR ZHE Lz,

Akl R
OHFEET
AIIM SRR 7~ b DF — U ZKKEEFRE OB HEFATIZER T 5 2 — LB RFH
—o— (AT —0— P ER
O RBRBA] 0.25 mg /kg --0-- WABRBIAI 0.5 mg/kg  —o— IBRELA] 1 mg/kg
=== (EUERIA] 0.25 mg /kg  --A-- {EHERUA) 0.5 mg /kg —d— FEHERIA | mg/ke
(F)
100
80
E g
oy
4
T 40-
by
201
0 T T T T T T T 1
IEIH 2@H 3\BH 4EBH sSEH 6@8H 7EIH 8EH
A1TEIE

EEE AR 2 (n=10)
*p<0.05, * *p<0.0lvs A FHifE (Student ® t FE)
#p<0.05, # H#p<0.01vs BiAxIFREE (Steel RE)
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O¥RARIT

BT ERAEEE T » h OF— U A KRB OEEAITICHB T 57T v hh— AEHE
BRI OO EK I R S5 % AT
) . NS ]
NS
I 1
NS
40 - [ 1
- % #% T s . T
E | T =
= %
i 20-% T
Lk
,,({,{'1 >\\Q> 0.25 0.5 | 0.25 0.5 1 (mg/kg, p.o.)
g% A T
W A ) [ A

PEIE RS (n=10)

*p<0.05vs (AFHiAE (Student @ t 17E)
#p<0.05, # #p<0.01vs ZEAFRRE (Dunnett HiE)
NS : AE#7: L (Student ® t I E)

<AChE FEE{EA K U AChE IZxt9 B EIRME>
In vitro T® AChE FHEERA D ICso i 6.7nmol /L. THY, 7F IV ral) v o AT 5
—PRHEEM D ICs 1% 7,400nmol /L T >7-, AChE (ZxF Ui#EIR 72 fLEMEH 20

L7z 14,

<[P AChE FEE A KR U ACh 1Eh01E AR >
FAEGIZED, 7y MED AChE Z[HE L. 72 ACh Z Il &7z 1916),

<FEEFTREER>

TP = U ARER PR R R T 7L (P R B ORI L 0 2B RE N R E S e
7w b)) IZBWT, RAKREICK Y FEEEREEMZ R LI 17,

() ERRIERRRE - Rk

AR L
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VI EWMENREICRAT S IEH

1.

R R DHES
(1) AMLEAMEMPRE
LB L

(2) ERERFERTHRESIhmPRE
1) BRERS5
BERERRA T F 2 1T, BER Z M THER O REG Lz & & 0@ IEPIRE (Chad) KT
iR — REE AR TR (AUC) 13 G- EOHIICEKF L TE 2o 72, bmg Xid
10mg B G-I 2 HMBNRE N T A — X 2 RKITR L2 19),

R A B 112 bmg % 10mg HEFR O &5 L-BE Oy EhE T 2 —%  (F&4])

5 Crax tmax AUC tue CL/F
(ng/mL) (hr) (ng * hr/mL) (hr) (L/hr/kg)

5mg 9.97 3.00 591.72 89.3 0.141
+2.08 +1.10 +155.87 +36.0 +0.040

10mg 28.09 2.42 1098.40 75.7 0.153
+9.81 +1.24 +304.63 +17.3 +0.043

CL/F:#7V7 7 A (Mean®=S.D.,n=6)
2) RIE®RE

TR A B &% 5202, §24] bmg XX 8mg ™ &2 1 H 110 14 HRIXERO®RS L=, K&
PG5 % O MR R IR 5% 2 BECTEFIREBICEL, THEED 2 WITENEREICE L
IT7enEF X BT 19,

) ERAEROHEIL, 7Y oA ~—BEBHECTIE BlE . AT R3S VR
ELT1HI1ME 3mg oA L, 1~2 BEEZIC bmg &L, ROEET 5, @E
DT WY A~ —RIERAE B 11T, bmg T 4 @MU ERRiE%, 10mg (ZHEET 5, 72
B ERICE VD EEREERT D, ). L E—/MRRGREE Tl D@, AT R~
WA S LC1 H 1R 3mg 2SR L, 1~2 @RI bmg &L, RO#& 5T 5,
5mg T 4 FAMLL EfE%E, 10mg IZHIET 5, 7ok, FERICK Y bmg FTHETEZ 5, |
Th D,

3) Y EE R ER

(RRRO)LIEREE D 8 3mg T2 T 7))
RRRUNVEBE OD 8 3mg [ X7 7] &7 V&7 KN DEESmg &, 7 R A4 —/"—1k
kv EnRER 18 (FRSULVERERE L LT 3mg) @HERA B FICHia a0 &5
(K72 L CHRA (n=24) R OVKTHRA (n=22) L CliEhREB{LABEZHEL, G5h
7 dpEhe /X5 A —% (AUC. Cmax) (22T 90%E X MVEIC THREMINT 24T - 75
H. log (0.80) ~log (1.25) DOHEPFANTH V| WHI DAY FHIRISENES MRS S iz 20,

(K7 L THRA)
HENT A—H BBEINT A—H
AUCo-144 Crnax tmax tise
(ng * hr/mL) (ng/mL) (hr) (hr)

R ARV VHGREYE OD §i
3mg [ 377

7Vt kD #E 3mg 242.3531£47.248 | 5.232*+1.011 | 3.0£1.0 | 68.6=16.4

233.231+46.947 | 5.039+1.007 | 3.00.9 | 69.3+14.1

(Mean=8.D., n=24)
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(ne/mL)
(Mean®5.D., n=24)

—e— FRAYARBHEODEEIMEM T =7 7
-—o--- PUETDEE3IME

m
b
=+
13
I\'g T
1 e
T
o 1
"0 24 48 72 96 120 144 (hr)
B
(K THRFD
HIE/RNT A—H BENT A —H
AUCO-144 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

R R~V VIR OD i

TUE7 KD 3mg 244.817+48.486 5.0568+0.714 3.0+0.8 63.71+18.1
(Mean=*S.D., n=22)

237.181*=43.314 | 5.285+0.741 | 3.0=1.6 |63.0£14.5

(ng/mL)
¢ (Mean=+5.0., n=22)
Jr

& —e— FRAVERIEODIEIME =T 7 |

| ——o-- PUET FDEEIME

RRAESF o REbA e

0 24 48 72 96 120 144 (hr)

(RHRRT)LIEFRLIE D SE5mg T2 7 7))
RANIEBE OD §Ebmg (77X 77 &7V NDEEbmg &, 7 10 A4 — 13—k
IZE D ENZEN 1 8E (RRSU VRIS & L C bmg) BEEERR A ISR R 0 & 5 Ok
72 LTI (n=23) MOVKTHIRA (n=22) L CIHEFRE(LREEZRIE L, 5 5n7-3K
WEhfE/ T A —% (AUC. Cmax) (22T 90%(E #8 X RIS THEFHBIT 24T - 7255 5.
log (0.80) ~log (1.25) DOHEPFHANTH V., WHI DLW 7RI RN HEE S 172 20,

(K7 L THRA)
HIENT A—5 BEINT A—H
AUCO-144 ‘ Cmax tmax ‘ tie
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(ng * hr/mL) (ng/mL) (hr) (hr)
SR VIR OD $E
Fx ‘@k OD 6 395.016+86.560 | 9.887%=2.397 | 2.7+1.0 65.3t14.1
5mg (777
7 U7 kD 5mg 402.844+72.237 | 9.430*+1.873 | 2.9*1.1 63.09.4

(Mean=*S.D., n=23)

(Mean=S.D., n=23)

—e— RRAIEEIRODIESME 277
-—o— PUETFDESME
m
1
2]
=
i
4 .
g \TK\\\N%‘% T
T
—
0 . . . . . .
0 24 48 72 96 120 144 (hr)
|
(K THRA)
HENT A—H BENRT A—H
AUCO-144 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
KRR RUVIERRIE OD &
- 456.0601t94.628 | 12.313%+2.919 | 2.1+£0.6 | 63.9£12.8
5mg r77)
7 U7 kD 5mg 448.347+93.395 | 11.912*£2.300 | 2.4+0.6 | 63.7£10.7
(Mean=8.D., n=22)
(ng/mL)
16 (Mean%S.D., n=22)
—e— FRAYJUEEHEODIEESMEl =77
14+ -—o-—- PULT~DEESME
12
i
£ 10
-k
LT
‘ 4 L + %"h“\:.;_
i ih’""‘nil___‘h
| b
Ne L . L . )
0 24 48 /2 96 120 144 (hn)
5t

(FRRU)IEFREIE D §E 10mg T 277 1)
RAVERREE OD 88 10mg (77X 77 &7 V7 K DEE 10mg &, 7 =R A4 —/3—
HBIZLENEN 18 (FRSOVIERRE X LT 10mg) fEFER A B I B AR 0%
B K72 UCIRA (n=27) KOVKTARA (n=28)) L T REB{bREELZAE L, 5
LT HEYENEE T A —% (AUC. Cmax) (22T 90%IE#H X VA TREEHI#T 217 -
7o fkE R, log (0.80) ~log (1.25) OFFHNTH 0 | MiAID LY F AR % D fERR STz 20),
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(K% L THRA)

HE/RT A—H BENRT A—4
AUCO-144 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

R~ LiEREdE OD &8

N 917.535+£220.421 | 27.147%+6.377 | 2.3*£0.7 | 59.1E£9.7
10mg (777

7 Ut7 b D# 10mg | 896.404177.762 | 27.108£5.703 | 2.50.8 | 57.9410.8

(Mean=*=S.D., n=27)
(ng/mL)
(Mean=S.D., n=27)

—e— MY UEEEODIE 10mE 4 27 7 ]
--o--- UL SRDER10ME

35

Y ramayi =)
— o
(9] o

z
= wof ! \*‘IL
50 7 %ak;“‘“*\;ﬁ
N I S
0 24 48 72 % 120 144 ()
515
(KTHRA)
HIENT A —H BEINT A —H
AUCo-144 Crax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

R~ LHiRRHE OD 6

- 978.878+223.078 | 31.065£6.757 | 2.1£0.5 | 56.7£9.8
10mg (77 7]

7 Ut7 D& 10mg | 929.151£206.013 | 29.119+:4.909 | 2.4+0.6 | 55.1£8.7

(Mean=8.D., n=28)

(ng/mL)

ac | (Mean=xS.D., n=28)
354

—e— FNRAIIGEHIBODIEI0ME 7= 77

30 --o--- FULEZFDET10mE
|
1 25 ﬁ
Jﬁ
220 ﬁi
ﬁ '&
c
% 15 ] L‘ x\_\\l
= *Jl_ Ty -
= 10§ i .
5l i B
i . e
. B 8
0 ‘ ‘ ‘ , | ‘
0 24 48 72 96 120 144 (n)
5

IMAEF PR NZ AUC, Cmax FO/NT A —ZE, PBRAE OBER, (RIEOTREUE S - %
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2.

®)

(4)

(1

2

)

(4)

(5)

(6)

(M

(2)

DG K> TR D /RN S 5,

ch 35l
DR L
A% - HAEORE

FERRRRA B 7 & R GUCRIUE FAT T RFORE L SE 2mg ™ CHRE L7ofER, BAERR SO
MHE PR TAE RN LIFITRR R HERB 2R L, BFIC L D8R0 b h o7z 20,

) ARAELOHAEIT, 7Y oA ~—BERAIE TIx NHEH . BRACIE R0 VR &
LT1HI1FE3mg 6L, 1~2 HEZIZ bmg IZHEL, BO&ET 5, GEOT
I NA = — BB EE B 121X, Smg T 4 BELL ERG#EE, 10mg (ZH&T 5, 728, iE
RICEVEEEET D, ). L E—/MRRIZREE CIE [@E ., AT R RS0 VTR &
LT1H1[F3mg oA L, 1~2 BEKZIC Smg (ITHEL, &O#& 595, 5mg T4
HELLERGE %, 10mg [ZHET 5, 23, ERICELY bmg FTHETE %, THD,

EYRERA/ ST X — 4
BT Ak
LR L

AR
AR L

HEEETEE (MeantS.D.) 20

KRRV ODEESmg (7 X771 (Kk&HY) : 0.0116+0.0027(1/hr)
R R RU VRS ODSE3mg [ 2 7 71 (k72 L) : 0.0104%+0.0024(1/hr)
KRRV ODSESmg (7 X771 (Kk&HY) :0.0113+0.0023(1/hr)
RV EEEODSESmE [ 2 7 71 (k72 L) : 0.0110£0.0020(1/hr)
KRRV BEODEEIOME (7 X7 7] (KHY) : 0.0126£0.0022(1/hr)
KRRV FEEODSE10mg 77 7 (K72 L) : 0.0121£0.0021(1/hr)

9UT7S5 A
AR L

SIEHR
MR L

Z D
BRI L

B£F REaL—I3ay) @
R Ak
Bt A

N5 A — 5 EHER
KPR L
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1.

AR
LR L

5345
(1) ME-RERAPSEB
LB L

(2 miE-HEmEFEBYE
YRR L

Q) Er~0BTH
Ty MZ MC- RRRUNEREZR OB E L2 & AITT~BITT 5 2 L@ 56T
2o

) BEEAOBITH
MR L

(5) ZOMDEHADBITHE
AR L

(6) MIFEAIEEE
Invitro RBRICH VT, b MILEEAMKERIL88.9% TH Y . invivo TOIMEEAKEAFIZ
92.6% T - 7~ 2223,

35t
(1)  RBEELL R ORBHREE
FRERREE T N- LT L ALETH Y . EAUTIRN T O-ih A F /LG & Z i< 7
NI aUBEERIGTHD LB LT,
N-BL 7 NV F AL ICiEEE LT CYP3A4 3, F72 O-Mi A F LRSI EE LT
CYP2D6 3B 5L TW\W5 Z VRIS iz 29, [10. B

(2) RHBICEST 2EER P F) OHFE. HFE5EX
T & LTRSS CYP3A4 O—#F CYP2D6 TRE@ &L, [16.4 &

(3) MEBEHROERRUEOHE
MR L

) RIDOFEOERRGFLIL, FELE
AR L

Heitt

TR A B 1%t RICEE 2mg P A HERROKE G L- & &, B5% 7 BE £ CICRPICHEES
NTEREMRIIEGED 9.4% TH Y, (REMEED 5 & 29.6% Th-o7-, 72, 10mg D H[A|
O E%, 11 B B £ CIodei S REERIZIR T T 10.6%, FFHT1.7% TH o7, KRE
R R O 2 G5t LI R FHEIEERIT 35.9% TH 0 | FHHRIEIX 8.4% ThH -7 29,

) AGRHELOHEIZ. 7Ty A ~—BEERE Clx DRE . I RO VR meE &

LT1H1[ME3mg2bRtAL, 1~2lM%IC bmg IZHREL, ROELET 5, BEOT LV
VoA = —RIEAERF I, Smg T 4 ML EtEt, 10mg ([THEET 5, Rk, JER
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WX VBEERET S, ). LE—/MAREREETIE TBE. AL RO VR & L
T1HI1[F3mg 6L, 1~2 BHMEIC bmg IZHEL, &OKET 5, 5mg T4
L ERGmE% ., 10mg IS &ET 5, 728, ERICEY bmg FTWETEZ %, Thb,

8. b5URK—E—ICET B
BB L

9.  BIFICLIBREE
DR L

10. BEDERZHAIHEE
1 EREEEEE
B RERE B 2 X RICEE bmg A HRIR O BE LT & 2 OFYENRE N T A — 2 121%, e
RADZENEFEZTRD LN o720 SMEANT—H),
2) FrigrefEEEE
TV 3 — )UPEIFREZE R A KPS EE Bmg A BRI ARG LT & & OEYEhE T A — X (X
AR & Ll U CHRBEBE O Cmax 28 1.4 @< AEEDRO LN, tho/RT A —
ZIZABATBO N2 -T2 20 UNEAT—H),
3) A
R E 2 RICEE 2mg P AHERROK G Lz L X ORYEIRE T A — 2 IR &
PRl LT, TSN 1.5 (A EICHER L7223, Cmaxs tmax X NAUC ICH B R ZEITRD D
otz 28,
0 ARAEROHEIL, TV AL ~—REZEE I TRE. AT R3O LR
ELT1HI1E3mg 6L, 1~2 BEZIC smg IZHE L, BRAKET 5, ®mED
T oA = —TRERAE B ICIX, bmg T 4 BRELLERGE%, 10mg (ZH&ET 5, 728,
FERIC XV AR ET D, |, L B/ MEBRERAE Tl TBH ., BRAICIE ROV
WL T1H1E 3mg ML, 1~2 HE&ZIC bmg IZHE L, &OKEGT 5, bmg
T 4 ML ERGEE, 10mg ITHET 5, 2B, ERICEY 5mg £ TRHETE 5, T
»b,

1. Zoft
MR L
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£ (ERLEDZEESF) ICEI HIER

AR EZTNDEH
LY A QAYAIA

=B

%
& OF

H

2. HEEZRBLEDEH

N

O BE (CROBHEICIFHRELENIE)
ARANDRGT XIFE Y 2 FHERI G LISBUEOREERE D & 5 B

3. MRENITHRICEET HEE L ETDER
(V. 2. ZhRESUINRICBIET SR OHESM

4. FERUAZEICEET ZEIELZFTOERH
(V. 4. HiELOHEICEETEE] OESK

5. EELGEXRMIELZTDEH

8. EELEXRMIE

8.1 L b —/MARIEREYE CIX, HEAEREENGIRIND, &5 WITEYIREEZ T 55
JEDHERINEEE 2 AT D50, AROKRGICLY, RN EEEECORIRNE
FLMHEABHENTND Z ENnD, BEEERICBIT LW E B2 012470,
JERIZIE U O T k7 E U2 & 2175 2 &, [11.1.6 B

8.2 EHIMICRIEEEME AT 5 HERFT OIREL MR L, RAEEG THOHRIBD L0
B, BREBEL LD L,

8.3 T tFral =77 —BHEEREZATARMIE (F702 %) L0
L7ANT &,

8.4 T IV nA = —BUERAE e OV L B —/MABIEEHE Tk, H BB O EIRSE O BRI ERR
HPME T T HAEEERH D, o, AAFNCEL Y, ElEE, oFv, RKENHLD
NHZENHDHOT, HENBEOEREGREZ L) B OBRIEICHER L X 5> BES%
WA 5 2 &,

6. HENERZATLIEEICHTIIE
(1) E#HE - BEEZFOHLEE

9. BENERZHITLHEBICEATHIE
9.1 A6t - BEEZFOHLEE
9.1.1 (vERE (LAHEE, RIRE. DAHES) 28T L85, EREEE (EHVUHLME
%) OHHEE
QT #E &, =4 (Torsade de pointes A& Te), (LEEMEY, FASIEMERE, TR
1k, BERIK, L7vy 27 (WE7ry 7, BE7avr) ERbLbNDLZ LR
%, [11.1.1 ]
9.1.2 AT LEEH. DERRUVEEERSHCEREEEOLMEEDHLESE
EMBRRLERIC X W IRIRS D WII Rk Z I Z 3 nfRetEn 5 5,
9.1.3 HItHEBDBREEDHLHEE
H R 53 W ODARIE K OV LB BB OEHEIZ L 0 M bR 2 B L S B A et N s 5,
9.1.4 [EXMEXIIFAEMMEEDBRERDHLEE
SUE SO IBRD DO UG M OVRAE SRR W D THELZ X 0 SEAR SN B LT B AT REME DN & B,
9.1.5 $ANIBIEET IN—F VIR, N—F OV UEERE) OHLEE
WRERIRD ) R 2 T 5 Z LV EREZB R SUIEET L fieER H 5
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2)

®)

(4)

(5)

(6)

Q)

(8)

Q)

(2)

EREEERE
BRE STV

FrigefE =8 E
RESH TN

HIEREEH T 5F
RESH TN

x5

9.5 1Fi%
0 SATAER LT D REVED 3 5 PRI, 1RIE T ORI G 2 LA % & f)
WrENnAEEICoRBEETHZ L,
3R (7 v MED 10mg/kg) THAEROWD | FEREVLSEE ORI &K AR IRE O
HMPH 238E S Tn B,

=2

9.6 RFLIF
B EOARMER OCRFREOARMEZ BB L, ZILOM I Ik 2 HErd 5 2
é:o
7 v M UC- RNV 2R O REG Lz L & AR ~BIT T2 2 L0805
NTN5,

INR

9.7 INRZF
NS RS & U T BRIRERER 13550 L T 7Ry,

S E
BRE S TN
HEEH
10. #8E/%EA
AKENL, E& L THEDIHEESE CYP3A4 KOV CYP2D6 Tiians, [16.4 &
iy
HRZEEZFDHERA
BRESN TV
HREEE EZFDHERA
102 BHAFE (BFRICSEET S &)
R 4 5 BEARIER « HEE 515 FEFY - fERIK 1
AEY A =T LAY | kR 2 B aR 4 A AT | OF SR A o B A5 R A otk R
KT BEMEDRN D 5, A& B5R9 2 ATREMEDRN & 5,
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A

BRARIEIR - HEE 1A

P - fepRIA T

=Y RIS
TeFNa ) Y
T a = N
NRH R a— VA
T R=U LT NY
> VERTE

al A7 T —EHE

#il
TR ) =y N
VAF T I B
vY KRF 7 BAb
¥

FHAF T I

W E R RTRAE 72 & =
U IR A R S
DR B D,

AF L Eblzay AAEEED
ERMA =X LZFLTND,

CYP3A [HEH
A NT7ary—n
T RAu~vA %

JaEer U SF AL
360
AANTT T4

X = UK Fni 2

AR ORFH 2 HE L, MEH
7 B OR S D ATRETE DY &
60

PEREFOF ~ 7 17— 2 P450
(CYP3A4) FHEERIZ L 5,

PEREFOF ~ 7 17— 2 P450
(CYP2D6) FHEEMIZL D,

NI il i
TFTXYRAL
TJx= AV

T /)N )LEH—)L
R NV L 3

AANONE 2 et L, 1EH
s S L ATRENEDS &
2

PEREEFIOF k7 o— 2 P450
(CYP3A4) OFEIZ L5,

T2 U Al
FUANFT T =D
Y FRYE
v a7 F G
<P F o — LR K
FiiL7]

v T R

7 b Rkira ) A
TFNLRAaRT IR
=7
V=R 3
W

AAFNEH =2 ) CHNTAE N
T L, ZnEnoghE
I S A RN N H
}:)o

AFIEH 2 Y SHIOVERN, 8
HITHTT 5,

AT v A FHEHRER
Al

THAL PRI 2 2 9 Al RE
ERH 5,

2 U U ROMIEIZ LY By
WIMEE SN S,
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BI{EA

1. BEA
ROBWERBRHSDOND Z ENH LD T, BEETHIATV, RENBO bR GEIC3&
Hatib4 %7 EWY R AEE(TO 2 L,

(1)

EXGEIER & HIER

1.1 EX%GEMER
1M1 1QATER (0.1~1%KTw) . 1ESEIA (Torsade de pointes &) . IDEME. AFAEIE
1= RELE. SERK (SHEEAR) LDIAYIGREIT vy BEITOYY) ., LM (%
0.1~1% A
DMEILICEDL Z ERD D, [9.1.1 BH]
11.1.2 DAEE, DFE (% 0.1%A)
11.1.3 HieEE (B - +Z1EEER) (0.1%A0) . +ZEBEESEE GEHERH), HE
LB (0.1% A7)
AHN D=2 Y RRIEERIC X 2 B85 % OTE LB E B OfRHEIZ X > THHIBYETR S
(H « +BEE) . + BBEEZL, HEEHLAH b ZEnb 5,
11.1.4 B (BEAR) . FrEEERESE (0.1~1%AK0) . #EE (BEARH)
11.1.5 BHERE (TADA. EEE) (0.1~1%A0) . KB, ROEEE (£ 0.1% A7)
11.1.6 $ARSNBRIES (7 /1 A~ —BIERHIE : 0.1~ 1% A5, L & —/IMARIZREIIE : 9.5%)
EE), EEVGHH, AR U7, VA =7, Rk, REEESR), SMTRE, B8
By SHEEEFOMKRAREENH O Z ERH D, [8.1 B
11.1.7 EMEEE (Syndrome malin) (0.1 % Aifi)
HEEDER, FREC ORI, W FIAEE, SR, MEOZEE), BITENFHBLL, 21l
SIEFERENAOND LA, &5 2 PIE L, RGHEL K- EfEEHEDL2Y
BHE L HICHYRAEZIT O Z &, ARERIERFICIE, BIMEROEINCME CK O
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