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OD & 10mg (AR BDOFHESE) 1 i i i
AR aBR - AL AN A =7 RV (3%1) i 1 it |
MR . ke~ T 7 41— 1 i i i
A B x2) i 1 it ]|
AR i 1 it it
TAHFBR (pH6.8. 50rpm. 15 %y, 80%LL 1) 1 i i i
B (95.0~105.0%] % OD % 3mg 101.8+0.5 | 102.2+0.7 | 102.3+0.7 | 101.8+0.5
(42 29 = C.V ) OD % 5mg 100.6+1.1 | 101.5+0.9 | 101.3+0.6 | 101.5+0.6
OD %% 10mg | 101.0+0.6 | 101.5+0.7 | 101.7+0.8 | 101.1+0.7
NS % (OD £ 5mg. OD £ 10mg)
. 40+1°C. 75+£5%RH
PO i) WiEE | s A% | 8xA% | 6506
PEgE OD §& bmg [([GOFHEEE) | 1 i ]
OD & 10mg (ARt DOFHESE) 1 i i i
AR ERER - SR AN A =7 RV (3%1) i 1 it ]|
MR . ke~ T 7 4 — 1 i i i
A B x2) i 1 it ]|
AR R i 1 it it
TAHFBR (pH6.8. 50rpm. 15 %y, 80%LL 1) 1 i i i
T (95.0~105.0%) *3 OD & 5mg 100.6+1.1 | 101.6+0.4 | 101.7+0.8 | 101.3+0.6
CEHER#H(%)+C.V.) OD % 10mg | 101.0+0.6 | 101.2+0.8 | 101.0+0.7 | 101.6+0.7

X1 : JFR 228~232nm. 269~273nm K O 313~317nm ([ZWUX DMK % 7R~

%2 : OD #& 3mg 'DSEP] . OD #E 5mg DSEP]
%3 : 3Lot D HIHE

QEAENETOREM

HIEME 15%LAN, OD §E 10mg [DSEP]

D HIERE 15.0% LN

RRA~_DVEERES OD §2 3mg [DSEP) | RPN OD §E 5mg [DSEP] MUY KR~ Lty OD
#€ 10mg DSEP] OEEIEDWANZOWNT, KRS FCORAE L, e (HRIR, psRiE, T8, M)

2iT-o7,
eSS — H,ﬂ% *
OD % 3mg DSEP] |OD #& 5mg DSEP] |OD #& 10mg DSEP|
WL |40°C, &, 3 4 A b7z L b7z L b7 L
W |125°C, 75%RH., Bk, 3 » A B PR B PR BB
Y |RePRST R 120 )7 Lux - hr Zbe L ZAbe L ZAbe L

. ARERVBERROREN

MUER e L

. faFl & DEEREE (MEIEFEHEL)

MUER e L




Iv. WANCEE4 5 H

9. FHitE 2
BREEZOEMZHIERSESERRT A FS 4 VITED CGEHHR
(1) KRR )LIEEEE OD £ 3mg TDSEP|
[ IS R DA LR SRR A BT A V5O —IEIC ST CFk 18 4E 11 A 24 A 3ARHERE
551124004 5) | (2O E BB A T LT,
R - BB —BERBE [ HHERBRIE S BAE) 12X 5,
ARG
BRI A © 900mL MRJE : 37+0.5°C
RO R pH1.2 B ARIER HE B 11K
pH3.0  # 7= Mcllvaine D% itk
pH6.8  AAEESE HE R 2 1K
7K H ARSE 5 g K
Bl 5 % : 50rpm (pH1.2, pH3.0, pH6.8, /K) . 100rpm (pH3.0)
HIERELE - A RITA LV OHERMED S b, ROFET 2B > THEEWEAEHIE LT,
[pH1.2, 50rpm] . [pH3.0. 50rpm] . [pH6.8, 50rpm] . [pH3.0,100rpm]
FEYERLAIAY 15 43 INIZ ) 85% L LT 256
FRERELAIAS 15 53 LANIZ ) 85% LA EVEH T2 40, XU 15 /012381 2 s BRELA 0 P27 Hi S A HE LK)
DRI R = 15% OFIHIZH 5,
[7k. 50rpm]
FEAERLF 28 30 73 AT 45 85% LA BEAH L7 W&
HUE S U7 RN 3 TR MBS O SE LA HE DY 50% LA | 85% 1258 L7g & & | AR HERIR 3 HLE S
AVTRRBRREIC 36 1T 2 I ER =R D 1/2 OB 2 7= 37308 Y 72 R i M OELE S L7z sBRIFE I B
TRRBRIUHA 0D A7 H R AN HERLF O S PSR £ 12% OFPHIC & 5 0>, XU £2 B D E»s 46 LA ET
H%5,
ABRAER . TR ToOBEHRBREAEOF T, BBRiK K (BlIEEE 50rpm) 2BV T, R EIKS O LY T/
FISEMERRER A A BT A 2 ) OHIEIEEICEH ST, BB ELL L T D &iX, HETE 20

ST,

BHERICHEITHEMUE (FRADIVIEEIE OD §€ 3mg [DSEP] R UMZERFD FIEHED LLE)

] B PR R (%) . ) L
B GA R | BRSO VHistl | 7V &7 b 7 R FIE [ (KRR :/“wﬁﬁ%‘l 0D #&
(47) |OD % 3mg [DSEPJ| D & 3mg | GifasHfiE) 3mg [DSEP| O&HZA)
pH1.2 | 15 100.9 105.1 4.2 1
pH3.0 | 15 97.5 98.3 0.8 b =85% XIX*E15%
50rpm | pH6.8 | 15 97.3 99.3 2.0 b
K > p4.5 311 23.4 29.7 | R | £12% i f2 A%k =46
360 73.2 52.6 20.6
100rpm | pH3.0 | 15 100.3 103.3 3.0 b =85% XIX*E15%




IV. BFIZRE4 5 IEH

(BHEER)
pH1.2/50rpm pH3.0/50rpm
100 | . — zozzooolg 100 |
R ,o'"/ B
v ; v
50 ¢ 60 ¢
25 I —— R AULVIREODSE3mg [DSEP| 2% e —— N RAULIREODSE3mg [DSEP)
---0--- 7 U £ 7 1 DfiE3mg - —==0--- 7 J &7 FDii3mg
0 L L L 0 L L L
0 5 10 15 0 5 10 15
i (min) R§f] (min)
pH6.8/50rpm 7K/50rpm
100 | 100
. 75 v
i i
& E
50 |- ~
25 | -~ ——— NV ODSESmg [DSEP) 25 —— NV ODSE3mg [DSEP)
“ -=-0--- 7 U&7 D§E3mg ==-0---7 U7 Dfi3mg
0 L L L 0 L L L L
0 5 10 15 0 90 180 270 360

K5 (min)

pH3.0/100rpm

100 | I —

5t
T
H
50 b
%

P —— R ULMODSESmg [DSEP)

--0--- 7 U&7 D§i3mg

0 5 10 15
5 (min)

(2) FR R )LIEFEEIE OD £ 5mg DSEP|

MRFE A D AW FRIRIFIERR T A BT A %D

1124004 5) | ([ZHEO X, WBR A Ik LT,

ABRDTiE - B R —falBRis EHRERIE S PR |

FFR] (min)
2 B%r <46

— R IEIZOWT CFRE 184E 11 A 24 H IEAFA R

&%,

AR
BRI © 900mL IR - 37+0.5C
A OB pH1.2 ARSI 1K
pH3.0 7= Mcllvaine DFEE %
pH6.8  H AR A R 2 K
7K H ARSE 5 5 K
o] #x %¢ : 50rpm (pH1.2, pH3.0. pH6.8, /K) . 100rpm (pH3.0)

FIERELE : A RTA L OHERMED 5 B IROFLHT LB THEMEZHE LT,

_9_



V. RANCBIT DIHH

[pH1.2, 50rpm] . [pH3.0. 50rpm] . [pH6.8, 50rpm] . [pH3.0. 100rpm]
FEVERLAN 23 15 43 LANIZ ) 85% LA EIRH T 2454
FRBRELAIAS 15 43 LINIZ ) 85% LA BT 200, XU 15 401231 2 s BRELA 0 P27 Hi S A v R K|
DA R+ 15% O#IFAICH 5,
[7k. 50rpm]
FEHERLAN 23 30 43 ANIZ ) 85% LA EIEH L7 WG4
BUE S 72 BRI 30U CHEHERUS O SERI IR HI Y 50% LA F 85%123E L7\ & & | FEHERIAI AN BLE S
AT RBRRFRIC 31T 2 TR R D 1/2 OB R 2~ 9738 Y 70 RE R, M OHUE S il Rz B0
TRRBRIUA D I H 2R AN HERLF D S PSR £ 12% OFPHIC & 5 0>, X £2 B E»s 46 LI ET
H %5,
ARG R « TR ToORHRBRSEFEOH T, 2 FEOMEBRIK KA pH6.8) 1B W T, MEREIMLDOLEY T
HIF SRR A KT A V) OHERMEITEHEGE T, WHEBAELL L T D L HETE eh ol

BHERICEITHEMUE (FRADIVIEEIE OD §€ 5mg [DSEP] R UMRERF D FIEHED LLE)

W PR (%) . ) F e
AR S RFfE] | KR~ UEmetl | 7 U&7 b = gy HIE (1@*«*}»@@2#@ oD #&
(47) |OD $E 5mgDSEPJ| D & 5mg | Gakf i) 5mg [DSEP| OIS
pH1.2| 15 98.7 100.8 2.1 ]
pH3.0| 15 95.1 101.2 6.1 ] =85% XL *=15%
50rpm |pH6.8| 15 83.6 100.9 17.3 EST
K > o35 35.3 18.2 35.5 | i | £12% X f2 RIS =46
360 69.4 59.1 10.3
100rpm |pH3.0| 15 96.6 102.7 6.1 ] =85% XL *=15%
(GAHHR)

pH1.2/50rpm pH3.0/50rpm

100 -
100
75 |
, 75 - i
= i
50t 50
Tl —e— XA ULHRHEODE5mg [DSEP) % | —— RV ODE 5 mg [ DSEP)
--0--- 7 U & 7 Dé5mg ---0--- 7 U & 7 FDfitbmg
0 X X X 0 L L L
0 5 10 15 0 5 10 15
W (min) R§H (min)
pH6.8/50rpm 7K/50rpm
T8 S — 100 |
w0 i "
s 50 L s 50
~ 25 ——— AV ODSESmg [DSEP) . —— UL ODSE5mg [DSEP)
-=-0--- 7 U &7 FDfEbmg ---0--- 7 U &7 FD§Ebmg
0 e ‘
0 10 15 0 90 180 270 360
¢ (min) R5fH (min)

2 B% <46



IV. BFIZRE4 5 IEH

pH3.0/100rpm

100

7% -

* 50

—— XUV ODSESmg [DSEP)

5L Y
--0--- 7 U &7 D§i5mg

K[l (min)
(3) KRR )LIEEE OD £ 10mg DSEP]
BRI DO AR SRR AT A R T A VRO LIEIZ OV T (Fk 184 11 A 24 H RAFER
951124004 5) | 12O & RER A E LT,
RERTE - BR-MERBRE RHRBRIE S RVE] 12X D,
BRI
BRI R © 900mL IR - 37+0.5C
OB WK pH1.2 ARSI 1K
pH3.0 7= Mcllvaine DOFEE R
pH6.8  FAH)E I HEABRSS 2 1K
7K A A/ 7R 3K
o] #x %7 : 50rpm (pH1.2, pH3.0. pH6.8, /K) . 100rpm (pH1.2)
HEREHE « A RTA L OHERMED 5 b IROFET 2T B> THEEPEEHE LT,
[pH1.2, 50rpm] . [pH3.0, 50rpm] . [pH6.8, 50rpm] . [pHI1.2, 100rpm]
BEYERLARI AN 15 53 AN ) 85% LA BB T 2 556
FRERIUAIA 15 43 LANIC ) 85% LA EIEH T2 40, XU 15 S0 31 5 sk BR LA 00 V-7 Hi SR A A v R |
DVAEYR R E15% OHIFAICH 5,
[7k. 50rpm]
FEYERLAI AN 30 43 ANIZ ) 85% LA LW HY L 22 W5
BUE S 7= BRI R W) THEMERLA O IR RS 50% IS LW & & | FEAERIAI 2SR E S 7= kB
REENC 3510 2 PR R D 1/2 ORI R A R 370 Y e R . R OBUE S 7o BRI 123 T 3Bk
BRI O S Y S HME YR O IR R 9% OFFAIC 8 5 7>, T £2 BIR DD 53 L ETH D,
AREERL - TARTOBEHRBRSEIOR T, BBk K (B3 50rpm) (23T, TR FEIE S DLW 71
EHERBR AT A BT A I OREEEISE ST WHEBSEL L 0D EE HIETE o T,

1

BHEHICE T HELME (FRRUILVIEFIE OD § 10mg [DSEP| R URERF D FIFHEDLLE)

VR H P (%) . ) S e
eSS Bl | ROt | 77k % I E (I\“*N\‘/"/viﬁﬁéﬂﬁ OD &
(%7) |OD 4% 10mg/DSEP) | D & 10mg | (i) 10mg [DSEP] D& HIZRA)
pH1.2| 15 98.7 97.2 1.5 i
pH3.0| 15 95.0 98.8 3.8 i >85% XiE+15%
50rpm |pH6.8| 15 91.1 97.8 6.7 i
K > p4.0 23.3 20.7 37.5 | | 9% Ik 2 B% =53
360 63.4 44.0 19.4
100rpm | pH1.2| 15 99.3 98.9 0.4 i >85% XiE+t15%




V. B4 5 HA

—— RV ODSE10mg [DSEP )

---0--- 7 U&7 FDEE10mg

1‘0 1‘5
K5 (min)

—— RN ODSE10mg [DSEP)
---0--- 7 U &7 FD#E10mg

90 270 360

(B EEER)
pH1.2/50rpm pH3.0/50rpm
100 |- 8 _____ —e 100 |
st e 75 |
i ~ i
i i
o0t 50 -
25 - —— XAV EHODSE10mg [DSEP) 25 -
---0--- 7 U&7 D§E10mg
0 : : : 0
0 5 10 15 0
FEM (min)
pH6.8/50rpm 7K/50rpm
100 |- . 100
Opmmmm T 3
s w Bt
50 |- _
67 0()
. —e— RS UAKREHHODS#10mg [DSEP) %
---0--- 7 U &7 FD§E10mg
0 1 1 1 0.
0 5 10 15 0

[Ff#  (min)

pH1.2/100rpm

100 | — -0
F
75 |
i
;Jﬁ 50 L
%

2 | —e— XU LHfiEHODSE10mg [DSEP)

===0=-=-7 V7 FD§E10mg

1
[FEf# (min)

10.5%% - %

(EEVNDELGRES - . SMENRRCESR - SFICHT HFE®

MR L
Q8

R~ VIERRYE OD #E 3mg [DSEP)
R~ VIERRYE OD $E 5mg [DSEP)

RRA~TVIERE OD $E 10mg [DSEP] -

(PTP : #ZJ&FIAY)
(PTP : #ZJ&HIAY)

(7" F7AF9 I8 by 2 AT BEEREIAND)

(PTP : #J&FIAY)

(7" FAF9 I8 v 2 AT BEEREIAND)

180
[FEf# (min)

2 9% <53

2848 (14 5EX2)
56 B (14 §E X4)
140 5 (14 §& X 10)
100 #&

56 #& (14 §E X 4)
140 82 (14 £ X 10)
100 #&



IV. BFIZRE4 5 IEH

Q) FHREE
Y LR
(A)BHROHME
PTP @ 4% :
P T P :ARVFarbtLy TAI=ULHE
B — TAIEETAVLE (R F Ly, TAI=UAE, RYTFLUTLT7HL— )
Vo MR AT A
8 %& F K
N T
A kL ARV ZF L
¥¥ v KU xZFLr (OD§ES5mg DSEP) ) . AU 7Ly (OD 4§ 10mg [DSEP] )
W A U AT

2 56 AR

MARERB SN IEMER
AR

12. 2 Dfth



V. 1BRICEd 5 IEH

V. AEICEY HIER

1. EEXIEHR

4 NBEX LB R
TIVIINA T —RIBBENE R U L E—/IMKBIERENE (2 85 1T B ERANAEAE K D A 4T HI I

2. MEEXIHRICEAET HFE

5 MEEXFMRICEET HEE
<®heeHE>

B/HoHN TV,

[AYASAN
5.3 MORAEMERE L OERIZWIICEET S Z L,
<TILY A I —EBEVE (26 1T 5 SRENAEAE K D £ T3] >
54 AKENX, TV A ~—RERHIE & B SN BEICOREHT 52 L,
<L E—/MARERENAE 235 11 5 FRENGEAE K D AT HIHI >

HUE L2 S AL, AFIOM M ANEY) & S I BEICOMERT 5 2 L,
5.6 AFMUEIR « ATEIREE | EARERARIER (T D AF DA IEIIHERE S T,
Z ]

5.1 ARFNBT 1 A < —BERHE M O b —/ IMARERENE DB Z O b O OHEAT 23025 & v 9 plifiix

5.2 T A = —RIERFIE e O L & —/IMATERE LA AEMEIR IS B W TAFI O A LIRS ST

55 AFNL, BBEMEIGHRICHE L, 117, BRG] OEHORNFIZOW T BifR L7 BRI E OFFE
DF T, L E—/MRBREERIEDBRRZMI A EIC RS & | @UERBIECRAESIC LY L B —/MRRIER

[17.1.3, 17.1.4, 17.2.1




V. 1BRICEAY 5 IEH

=

fRER

51 AT EF L2 22T 7—BHEAITHY . 2V AFEMEMRROIIEIZ LY 7Ly g ~—H
RAVE K L B —/ MAZRHE DIER 2 K ETH 2 L2 HINE LTEY ., HFIEZ O L OOEIT 2+
ZIAITIEZR W,

5.2 EKFNDOT WA~ —BERFE K OV ©—/MERIERFNE L 63 2 A 2P IS ER R I L 0 R S v T
Do LU, hOFEAENESR B TORIBERE, SMRERIERIZ X9 5 i385 5 L TWh7Ruy,

5.3 M DTEFRIL CTIRIE FIRE 2R R AE MR BB ~ OB A BT 5 7= OITE LTz,
<TILYINA T —EBEVE (26 1T 5 FRENAEAE K D £ T HNH] >

5.4 ARAIDOEFRRER TILXT VY A~ —BERAIERE 20 RICEM S, DIRVBBEOONTZHDOTHY, 7
A~ —BERAIE L 2 SN BEICOBMENT 52 &,
< L E—/MABRIZBEE (265 11 5 SR ANAEAE IR D AT I >

55 L b —/MERGREEDOZWAEICE S MUNCZB SN BHICOREN T 5 2 &, &KEHIBERIZHED
THMEFTM 21TV, AR RO b BFEOHEEE kT 52 &

5.6 BRARER, ROEIRGER BARERICIW T, L B —/ MEREREE O FSHIEIR - TEIES . ik
BRARIEIR I 2 A ZIPEITR STV,

3. HiERUHAE

(MAERUVHAE

6. iERUHAE

(T ILY A 7 —BIZBHEIZ $ 1T B SREVEAE R D E 1T HIH]D

WE . AT RSOV & LC 1 B 18 3mg ORI L, 1~2 HF%IC 5mg (2R L, ok
H4%, BEOT VYA ~—TIZAERA T, bmeg T4 @MU ERGE%. 10mg ICHE®RT 5, 2B, JE
WIZ XV EERHET 2,

(L E—IMARIZRAVE 12 8 1 5 SRENEE R DT HIFID
WE . AL RR_OVERRE S LT 1 H 118 3mg M ORMA L, 1~2 H%IC Smg (TR L, #&10#
59 %, 5mg T4 EMLL ERE%E, 10mg IZHEET 5, 2P, ERICEY 5mg FTRETE 5,
Pe5-BhA 12 M £ Tx BRI, BAEREMRA., B8 KOFE - M#E 2D B OBREIC L 5H
VR 24TV, FRAIERAE, AERRAERR - TTEIREE . AW ARBESELZRAMICHHMEL T2 7 4 v R Y
27 % A% LB CE ARWEAIE, B AT S 2 b, B 5BtA 12 % £ TOAMERN O SIC
RSB GMk 2 1l L7/ A TH o T, EMIMICEDIMEM 21TV, Bk 0 al S 2 145 2 &

QUFERUVHAENRERE - R

BAEN-T0/a8

4. RERUVHAEICEET IR

7. BERUVHAEICEHET 5 FE

7.1 3mg/ AHEGIAMMETII RS, MEEREEM ORI LM 2 ARZ20 T, JFAlE LT 1~2 @ %
A TR LN &,

7.2 10mg/HICHET 25013, HL&REEMICER Lanokb59 5 2 &,

7.3 EREFEE. FRREOEHROL L TRETHZ L,

figEn -
71 HXRE R ONHEEE DT VY oA ~ —TIERHAERE Zxtge & L7z e R % MG R 6 T AR I BV T,




V. BRICEd 5

5mg (n=64) . 3mg (n=64) XiZ7'7tHR (n=59) %1 H 1 [ 12 HEREOELT 207K _HES
RRHBGABR A2 1T 272, ZOREE. bmg BEITRE K O EE DT VY A~ —BRIERFEIZ 31T 2 BAVELEIR

DHEITIHNCAE R TH 525, bmg #E TH L IIZRPED T LEHER 2 5 < HI T, 50N &>

T HZEMEELWNEEZ BN Y,

72 TEET VYA~ —FEREE] ORREBNNRFZ S L 725638 OFRKABR Tk, 10mg & GH#IZER

5 b

DR

WHALZREWERICEE T 2R BENE <. £72, 10mg HEEZ O LERE O FE M CELER REITEA 235 B L
TWo, ZD7d, @ET VYA ~—REHEO BT L TAFZ 10mg IZHET 2551213, Hb

FROIERICEE T2 ZENRELEZZ BN,

(23T DI LEREITEH O FE SR HIBIR

(2] [EET VYA ~—RERHUE] OBEEINIZ AT T M L7z e s i O R ARRER (ER 231 #5R)

54 0 i 2 6 8 163 24
7Tt < AN >
PEGRE 5mg if = 3mg =—pie 5mg >
10mg f 3G i 5 MG —pig 10mg >
EHH
e yug | 2HLE i&gﬁ% SLE  163ULE
6 T A 8 JH A 16 A 24 T A
77w 2ni11§; 2n(=11(?£)') n=(1)02 ° 11(25919) n=088
5mg Bt 3 (3.0) 2 (2.0) 1 (1.0) 3 (3.2) P
n=101 n=98 n=96 n=94 n=92
10mg B 9 (9.4%) 5 (5.3) 11 (12.5%) 4 (4.6) 3 (3.9
n=96 n=94 n=88 n=87 n=77
BTG, () 3%, n o RIS EI1E
* 7T RRBEE B L CHEEEDD (2R : p=0.028, 6 #LLE 8 HARIH : p<0.001 ; Fisher DOEEEMRLE)
7.3 AFFGOBKITIE, ERUEFE, ZRREOEFROL L TRETHZ L,
5. BRERAHE
(MEERT—2 1y r—
MR L
(2) B PRZEIHEAER
MR L
Q) HERIGIERAER
RMEE R L
(4)1REERIEAER
1) AMERREEAR
BRI L
2) ReMHR
ZEERR L
(5)BFE - ImAEAIGRER
<BERUVFEZEEDTILYINA T —RIEBEGE >
1711 BN E MR
R R O D T )V A~ —TUERHGE B 268 5l & 3t RIC R R VIERRIESE 5mg (3mg/H % 1 J[H]




V. 1BRICEAY 5 IEH

Feht%. bmg/H % 23 & G) X377 R % 24 WG9 2 "~ HEMLEGR 2 % L 7=,

B BRI IER AR IV T bmg BT T B R L I L CTHEICER TV,

s5mg HE 17%. 77 BAREE 13%.
s A g A AR A

o | e | % | g | FE | | we | g0 | TR | ew
{aIE 1 19 40 36 15 4 1
5mg % (1) (16) (34) (31) (13) (3) (1) 116
X5 (%) 17) (34) (31) 17)
(1P~ 1 13 10 40 21 21 1
10mg % (1) (12) ) (36) (19) (19) (1) 112
X753 (%) (13) ) (36) (43)

PO RE 2 AP35 ADAS-Jcog 15 R DR A L 2RI (BT x4 « 205 #) , G-BRAAEF & D

FERZEOVE TR, &5 12 8% LV bmg BN 77 B ARRE L ik U TR E R dEENR

bmg Bf & 7T B AREEORGRI#OELEDFEIL 2.44 M TH-T-,

ADAS-Jcog DfRIFZE AL,

R BTz, FofkiRE D

- . 0B DOE(LEX Al O FER] g
HEES 5 .
AR Baw THELSE () FHE
. 5mg -3.03+0.47 (106) —
B S8
128 A ~0.84+0.50 (101) 2.19
. 5mg -3.07+0.50 (96)
B :
24 1 Z5 R ~0.11+0.56 (86) 2.96
e bmg -2.70+0.48 (107) ~
) 7R -0.26+0.52 (98) 2.44

T, #5120 % LV bmg BEN T T B AREE L i L CA B Rt EN

CDR &Rt DML

(A FAEITSEE RS, )
HAEERHI L Td 5 CDR ORI Z BRI (RIS - 228 B1l) . HGBRMAEE & DIFRZED

D BT 45,

B i g 0N B D L EH ’Eﬂziwﬁilﬁt@i
FEE+S.E. (n) SR FEe
- 5mg -0.12+£0.08 (113) -
7I R 0.23+0.10 (109) 0.35
o4 5mg -0.14+0.13 (104) -
7I R 0.72+0.17 (95) 0.86
s 5mg -0.10+0.12 (116)
7I R 0.75+0.15 (112) 0.85

#1) o [ARHERSH O] — [0 H O]

(A FAEITSEE RS, )

#2) o [T EREEO OENSOEEOTEE] — [5mg BED 05 DL RO FHHE]
#3) ¢ BORERIFRAIE LT 24 BEEFORHME & L7223, Hik - BEGIZ OV TIE, 12 B EORENR S 256 Ok

T — 2 T ORISR & LT,
<BEDOTILYINA T—BIZEME>
17.1.2ERE I 1855k

BEDT VY A ~ =TGR 302 B 2 X BIT R R~ VR E 10mg (3mg/ H % 2 W i #% 5-4%

) DL EDOEIEI
M ) LFOBIEIE bmg #E 17%. 77 EHREE43% CThH -7,



V. BRICEd 5

5mg/H % 4 HF#ES-., R\ T 10mg/H % 18 W% 5) . Smg (Bmg/H % 2 MM 5%, dmg/H % 22
L) U377 v R % 24 WG 5 ZH MG 2 320 L7,

CIBIC plus (ZfHIEGERIERFEAMN) (23T 10mg BEHX 7 7 B AR L ik L CTHEICEL TV (R
FEATRI S - 287 f)

ey CIBIC plus

) E B 1 - 1 FHA ) E e

e 5 g | | we | T me | B me | ope | O
Lk 0 7 35 20 19 9 0 0

10mg 90
% (0) (8 (39) (22) (21) (10) ) 0)
Bk 0 4 27 26 30 9 0 0

5mg 96
% 0) (1) (28) @7 (31) (9 0) 0)
o i 0 6 18 30 34 11 1 1

77 R 101
% (0) (6) (18 (30) (34) (11) @) 6))

FOKIBERE 2 RN 5 SIB 1SR DRMRF DAL B2 R (RASIENT XIS 290 #1) & 5-BAMGE & D5
RAEDWETIE, bmg #F. 10mg #FELN L, 6.7 &, 9.0 ATH Y, 77 vARR &L L THERUE
RSO BTz 67,

A& o STB

- 0 5 DAL E*2 At B ORER Lh g
FHfE+S.E. (n) FE 7S

10mg 4.7+1.1 (92) 9.0

5mg 2.5+1.0 (96) 6.7

77 R -4.2+1.0 (102) —

(77 2AMEFTdE LR~ )

M1 BHMEEFRIE UC 24 MR OFEI & L=y, bk - BEHIC SV CIE, BT — & i oxtg & Lz,
%2 [Ri&ofE] - [0 EoOf)
%3 [HEEHD 0 BN OECEOTEME] - [T BARRED 0 6 OZE(LEO -]
<L E—/MARERENIE >
17.1.3ENE O HEHR
LB —/ MR AVE B (MMSE 1545 : 10 AL L 26 AL T) 140 6 2 %51 K3~ VR EE 10mg

(3mg/A % 2 5%, 5mg/H % 4 WG, KT 10mg/H % 6 A 5) | 5mg (3mg/H % 2 i
M 5%, bmg/H % 10 BE#5) . 83mg XL 7' 7R % 12 HE#& 53 5 _E St ae % L 7=,
SRR 2 FHI 3 5 CIBIC plus (28T, 3mg #f, 5mg #. 10mg FEIW\T b 77 B ARRE & g
LTHEIEL TV,




V. 1BRICEAY 5 IEH

I #&H o> CIBIC plus

DF1L., 3mg #E,. Smg FE, 10mg BFEZNE-2.4 A,

'{Zj_%i k H:i)( Lfﬁﬁ.fieﬁiﬁ‘mu 5} 6*[/710

AL 1 O NPI-2

-3.6 A,

) E A e L3553 s 953 e A s
3 s | U | wm | TE | wmp | B omy | A
B 1 3 13 8 1 0 0
10mg 26
% @ (12) (50) (31) (4) (0) 0
5%k 5 5 10 4 2 2 0
5mg 28
% (18) (18) (36) (14 (7 (7 )
%k 1 5 14 6 1 0 1
3mg 28
% (1) (18) (50) (21) @) 0) (1)
o % 0 1 8 5 10 3 0
77 R 27
% 0) (o)) (30) (19) 37 (11 )
FRENKERE 2 395 MMSE 155 O RO ZE(BED 7T v REEL DX, 3mg #. 5bmg B, 10mg # %
NEN18 M, 415, 28 HTHY, R TCOHTT I vRELELRL THEREENHD NI,
Bk o MMSE
- W B DL R %15%@%%%1:@&
SEEE+S.D. (n) PRy FERS
10mg 2.3+3.2 (30) 2.8
5mg 3.5+3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
7I R -0.61+2.7 (28) -
(77 AETSEERT, )
LR « fTEIEED 5 L LR, RAERELE) 2 5T+ % NPI-2 158 OO L BED 7 T Rt L

—5.25THY., 5mght, 10mgHETF T

i WS DA 2 %15%@%@%@
THEIE+S.D. (n) B FEHS
10mg -5.1+4.6 (31) -5.2
5mg -3.4%+3.9 (30) -3.6
3mg -2.2+6.1 (30) -2.4
7T R 0.2+4.0 (28) -
(v A FAEIXSEERT, )
ARBRIITRBAHBR CTH v | FEFHHE B 1R, FH0EE 5 - HEEOREOLEME G HIE L T

R0 89

[5.6 2]
17.1.4 R M AHEKER

L B —/MEREEEE B #F (MMSE 551

(3mg/H % 21

M#51% . bmg/H % 10 ##

L%, bmg/A % 4 BMESE
AR L) 375 8R%E 123

10 REAE 26 .RELT) 142 il 2 6 RIZ R D)L §E 10mg
WKUNT 10mg/ H % 6 B EEE) |
T 5-9 5 " HE MR & i L7,

5mg (3mg/H % 2 ¥

REMERE 2 395 MMSE 5O KOV ED 75 v REE L DF%1L, bmg #E. 10mg #HEFNFH 0.8

M. 16 ETHY,

10mg BT 7 BAREE L il L CTHERUENRO HilT,




V. BRICEd 5

B& P 0 MMSE

\ 0 JH 5 DAL EEH2 ZEAY B D BER L
BeHRt .
EHE+S.E. (n) Ry RS
10mg 2.2+0.4 (49) 1.6
5mg 1.4+0.5 (43) 0.8
7SR 0.6+0.5 (44) —

FEHIEIR - fTEIEEO 5 HLIR,
10mg #E L HICT TR L ORICHEEITRD b o T,

BAKIE L O NPI-2

(7T AMET S EERT, )

A RE L B 2 FFA 9~ 5 NPI-2 1§D F AR DAL B TId, 5mg #E,

‘ 0 56 DAL E*2 2l DR ik
B FEEES.E. (n) RS
10mg -2.840.5 (49) -0.7
5mg -1.840.6 (45) 0.4

7T R -2.1£0.6 (44) —

(A F AT SEL T, )
M1 RAEERIFAIE UC 12 BIFOFMM & Ly, Hik « BRI OV TR, kT —Z 2 oxtge L Lz,
%2 [k ofE] - [0 ofE]
X3 [BEEHD 0 NS OELEOVHME] — [T B RFED 0 )b DLV EOFEE]
AGRBRCIL, FRENBERERREE R - TR EOMAER T 5 R RO VR OGN T T 'R
I L TR TV D &0 ) BRERFUIMREAES TR 10, [5.6 B
17.2 RERFTRAETSF
1721 LE—/IMAZIZBHE BB Z /R & L -ERNEERFTERERKRRR
L e/ MR EE R (MMSE 155 : 10 J52LE 26 sS0LF) 5500, RSV VR SE 10mg (3mg/
A% 2 @ 5%. dmg/H % 4 BEESL, KT 10mg/ B 3R 5me/A % 6 H#& L) i7" 7 &
RN 12 HEEG3T5168Y (CZEHERY 7 AR &0 WREIZ 72T LIBREIZ B R~ O VR
BE 10mg (VAW K R~ VIR RE Tl 10mg/ B SUXBERE bmg/H | 16#H 77 © RBE Tl 83mg/H %
2 WEH G4, bmg/H % 4 A& E. T O#%IE 10mg/ H XX ER 5mg/H) % 48 WG 2 ki &
L3 GEERIERIR) 7236 73 2 RGN 5642 B AR & 520 L 7=, TR T 160 BiliC RSO U HE R
X7 7 B ARREE S, EEFHHEE Th 2 IaRHNT 31T D B TR O 2 AERIARSE R (CIBIC plus #4
BRI OGHIZBNT, 7 TR & KRR VHHEERE & OMICHBEETRD b h > 72 (p=0.408,
2 fEA Wilcoxon #iE ., S MM O A7 /K MMM 0.046)

HE | EHW ¥R . L7318 EE o
PR wr | 5F | we | TE | ome | B mp | A

R | Bk 1 10 22 17 19 5 0

Wit o 74
i A it % 6)) (14) (30) (23) (26) @) 0)
] 0 6 18 32 14 5 1

7 IR 76
% 0) (® (24) (42) (18) @) 6))

723, B BRAARTO LR O AT EER T OIIRINC 1 % SR O AR (CIBIC plus #43F(M)
DI T O LBY ThoT,



V. 1BRICEAY 5 IEH

&Aoo CIBIC plus (418004 HEHI)

e | EW | e | EE| e N
3 s | 5T | wer | TE | ompe | B mg | O
RFxo| Bl 1 10 14 9 11 3 0
H b o 48
YI i %o (2) (21) (29) (19) (23) 6 (0)
&Y R L 0 3 14 19 10 4 1
75 R 51
% (0) ®) @ (37 (20 (8 (2
RERAD| K 0 0 8 8 8 2 0
y MRt % (0) ) 1) | B | 3 (8 ) 20
ZIMR °
A 0 3 4 13 4 1 0
77 'R 25
% 0) (12 (16) (52) (16) @ 0)

143 BISERM 25T L, 20 9 B 139 Bl kR 5- 81T L. 105 Blsfikke iz G- 258 T Lz, BIR
FHMIE H CThd oA iR (R & Ok 5-81) 123617 5 MMSE O _— 2 7 A L inb OZELEDOHE
BIITHDEBY TH-oT,

BRG] GRIFI OMkRe B 5-3) 128815 %5 MMSE O_X— 2 7 4 b OELEOHER

@
! O—e /S U AREE (MG RI AR IIERER5)
% 37 == BRI R
g
O
=}
)
=
10
s
&
+
.1_;‘:\’
B
< w
# o
v &
(OFi: 63 1238 2438 363 48 38 60
YR Phige 1z 54
#im

7T ARET 12 S RRAOVIERRIESE 3mg/ B, 14 #2>5 5mg/H., 18 ##25 10mg/ B #% 5-%Bits (5mg/H ~

DFER) , BEEE, K, REBLHROZRAEFEMNZETL L, MMSE D=7 A4 AMER A J—= 7 H]
Bl ExLEE L L7 MMRM (Mixed Model for Repeated Measures) , 2y #oiid 3 Eakd & L=,

AR TIE, BREERIERICT D RRXO VRO A NN 77 B RICHEKE L TERTWD LW ) kR

FAERRRIIRRGE S LTV, [5.6 ]

(6)aEAIEA

1) FERAMERE (—REAKERE. BEFERAAERE. FARBELRAR) | HERTERT -2 X—Xf

. WERCREEREROAS

ZEER e L
2) EBEHLELTERTFENDARXIERE L ZAE - HBROME
ZEER e L
(7)Z Dt
RN EE R L



VI LRI B9 5

VI. ExhEFEEIZEY 5I1EH

1. EEPMICEESHSILEYMRITILEYEE
A2 FUNERRE, T2 I U RAKERE, VAR F I v

FEE OO (LB OREE - DREL, T ORMNIEEZSZRT DL L,

2. EE/EMR

(MVERERL - 1ER%F

18.1 fEFARF

T oA~ —BUERENE K OV L B —/IMATRIERE Tl BN = U AFE AR R R DB R EE N O 5T
Wb, ARIIZ, TEFaVr (ACh) 40T AR THLTEF L) AT T —E (AChE) % Al
FINCEHET S Z LT X 0 MAN ACh E& BN S, M= U S VEB R 2 TG 2 1019,
(2)FEShFE T+ D HRERRE

18.2AChE FAE/ER R U AChE (239 %R

In vitro T® AChE BHEEH D ICs0fElL 6.7nmol/L TH VY, 7F Vol v 27 7 —VBHESERH O ICs0 fH
1% 7,400nmol/L T&h - 7~

AChE (2%} U RA 22 HEE- &R L7z 10,

18.3[x M AChE FHEERA KR U ACh H#E/EMA

FOFEIZEY, 7y Mo AChE #[HE L., F7MN ACh ZHN S 7z 1218,

1842 EENEER

PN = U AR BRI T T L (PP RREF ORI L 0 AR BRE R EE ST v B) ITBW T,
O LY FEEEYCEER 2R Lz 19,
(3)EFAHKIRRSR - AR

MBI L



VIL_ EYEhfelc B9 5 HH

| EYEEICEAYT HEE

1. MPREDHTR

(1RELEMGILSRE
ZEERR L

(QFERFHEBRTHRE SN -IPRE
16.1.1 B[E#E 5 15
TR A B 25500, BRI AR FHREROZES Lz & X O mEhRE (Cmax) KON AR EE- R
AR i (AUC) 13 EEDOMIICEKZEL TE< e o7, bmg T 10mg HIEE G-RFIZ 31T 5 KW Ehhe
RTA—=RERITR LT,
FERERR A B 712 5mg 3% 10mg HA[E#E 05 L7203y @hie <X Z 2 — & (5241

5B Cmax Tmax AUC tise CL/F
(ng/mL) (hr) (ng*hr/mL) (hr) (L/hr/kg)
5mg 9.971£2.08 3.00=1.10 591.72+155.87 89.3136.0 0.141£0.040
10mg 28.09+£9.81 2.42+1.24 1098.40+304.63 75.7+17.3 0.153%+0.043
CLF: #7077 A (mean=*SD,n=6)

16.1.2 RE®E 10
BERERLA B % BT -ﬁwmg2i8mg Z 1 H 118 14 ARRER L Lz, KIESSG% O iR
FEIT BG4 2 I CEFIRIBICE L, FEED 2 WITEANBIRBICE(IZRWE B2 b,
) ARGRAEROREIL., 7Yoo A = —BERAE T DERE ., AL RO UVERIEE LT1 H 1 E 83mg 76
Bt L. 1~2 AHHZIC Smg IZHE L, BOHEEGT 5, GEDOT VY A ~—FIEHEREICIL, 5mg T 4 BEHL -f&E
%, 10mg IZHET D, 2B, ERICEVEEHET D, | . VE—/MREEREECIE NBE, A RSOV
HELT1H1E3mg »HEAL, 1~2 BM%ZIC bmg [ZHEL, OS5 T 5, bmg T4 @M ERE%, 10mg i
HET A, 2B, ERICED Smg FTHETE S, | Tho,
16.1.3 £YFEHEFEHER 10
R RV EYE OD $E 3mg [DSEP] . RSV VMR OD $& 5mg DSEP| . R~V LHREEE OD
#E 10mg 'DSEP) ¢ 7 V7 D& 3mg, 7V 7 D& Smg, 7VtE7 h D& 10mg %, 7 2 24—
—EIZED ENTN LEE (FR_XUAEEREE L L TZENEH 3mg, 5mg, 10mg) R A B 11T H i iE ]
oL OKCRAKOKZ LCHRA) L TiiEd RO WREAZHE Lz, 557Ky
RE/NT A —% (AUC. Cmax) (22T 90% 15 XA THEGHIENT 24T - 726 2R, log (0.80) ~log (1.25)
DFPATH Y . WA O LD FHRIFEVED TR S iz,
1) FRARI)VIEREIE OD §g 3mg [DSEP]
i) KTHRALEES

EYEBREINT A =4

AUCo-2s8 Cmax Tmax tise

(ng-hr/mL) (ng/mL) (hr) (hr)
R~ VIEREH OD $E 3mg [DSEP| 339+66 6.23+1.42 2.8+0.8 91.9+ 7.2
7 U7 kD 3mg 347£65 6.05+1.08 3.4+1.0 92.6+12.8

(Mean+S8.D.,n=18)



VIL_HEAdhielZ B4 2 H

—0— N AU VIEIEYE OD#E3mg  DSEP |

-O=-7 U7 ’DEE3Smg

(Mean+S.D., n=18)

(ng/mL)
8
6
il
e,
H
3
J&
2
0 1 1 1 1 1

1 1

A —

0 24 48 72 96 120

168 192 216 240 264 288

Fe %5 (hr)

Mg FRROIVREH
Mg PR NS AUC, Cmax %0D/87 A —2 3, HBRE ORIR, Ml OPRIREEL - RS ORBRIRIFIC L - TR

RHWREMDR B D,

i) K LTRALESBE
EMEIRE/INS A —4

AUCo-288 Cmax Tmax tie

(ng-hr/mL) (ng/mL) (hr) (hr)
KRR~V OD $€ 3mg [DSEP) 394+83 6.57+0.83 3.4+0.9 102.4+22.6
7 U&7 kD& 3mg 413+97 6.64=*=1.00 3.3*=1.0 97.8+23.3

(ng/mL)
8

—— N AUV ODSE3mg [ DSEP

-O=-7 V7 ’DEHE3Smg

(Mean+S.D., n=17)

EREREE

(Mean=*S.D.,n=17)

1 1

1 1

0 24 48 72 96 120
et FfH] (hr)

168 192 216 240 264 288

miErh FRRS)VBEHT
MBEFIREELONT AUC, Cmax 5500/85 A — 4 13, R ORI, MIEORBUEE - RS ORBREMC L TR

RHWREMDR B D,




VIL_ EYEhfelc B9 5 HH

2) FRARI)VIEEIE OD & 5mg DSEP
i) KTIRA LGS
EMEBENS A -4

AUCo-28s Cmax Tmax tise

(ng*hr/mL) (ng/mL) (hr) (hr)
KRR UVIEERE OD € 5mg TDSEP | 660188 14.54+3.74 2.3%£0.8 85.3£10.5
7 U7 kD& bmg 6641179 13.43+3.07 2.3+0.6 88.2+11.3

(ng/mL)
16

12

WREREE

0 ' 1 1 1

-O=-7 V7 ’DEESmg

(Mean+S.D., n=16)

1 1

(Mean+S8.D.,n=16)

—— N AUV A ODSE5mg [ DSEP

1 1

l —9

0 24 48 72

RHWREMDR B D,

i) K LTHRALRGE
EFEE /NS A — 4

96 120 144

168 192 216 240 264 288
Fe btz irE  (hr)

Mg FRROIVREHTS
fi BEFR N ONS AUC, Cmax 0 NT A —2 i3, HRE OBIR, MR OTRIEEL - RS ORBREAFIC L > TR

AUCo-288 Cmax Tmax tise

(ng*hr/mL) (ng/mL) (hr) (hr)
R~ L OD & 5mg [DSEP) | 701+180 | 13.17+2.28 | 27+1.1 83.7+ 9.8
7 U7 kD& bmg 707214 13.39£3.25 3.0t1.0 88.3+15.3

(Mean+S.D.,n=18)




. Y EhREIC B 2T H

(ng/mL)
16
—o— [~ L ODSE5mg [DSEP)
. -O=-7 U7 ’DEE Mg
(Mean+S.D., n=18)
ik
g
i
=
iy
4
0 1 1 1 1 1 1 1 1 1 1 1

0 24 48 72 96 120 144 168 192 216 240 264 288

Fe %5 (hr)

Mg FRROIVREHS
e PR NS AUC, Cmax %0D/87 A —2 3, HBRE ORIR, Ml OPRIREEL - RS ORBRIRIFIC L - TR
RDAREMED B D

3) K&~ TLEEEE OD $2 10mg [DSEP)
i) KTHRRALKEE
HMEEE/NT A — 4

AUCo-2ss Cmax Tmax tise
(ng*hr/mL) (ng/mL) (hr) (hr)
R AV OD $E 10mgDSEP) | 1201+£218 | 32.20%7.03 2.4+1.2 78.8+13.1
7 U+ kD 10mg 1218+218 30.09£5.51 2.31£0.8 776+t11.2
(Mean+S8.D.,n=18)
(ng/mL)
40
36 —0— N AUV IR ODSE10mg [ DSEP |
32 -O-- 7V 7RDEE10mg
28
(Mean+S.D., n=18)
1 24
Hh
10
12
8
4
0 1 1 1 1 1 1 1 1 1 1 IH
0 24 48 72 96 120 144 168 192 216 240 264 288

Fe %5 (hr)
Mgt KRR )LEEH



VIL_ EYEhfelc B9 5 HH

ML ONS AUC, Cmax S50D/37 A — 213, PRE OBIR, Mk OREUEHL « BFH % OB & - TR

RHVREMDR B D,

i) Kz LTHRALRGE
EFEE /NS A — 4

AUCo-28s Cmax Tmax tie

(ng*hr/mL) (ng/mL) (hr) (hr)
KRR NG OD $E 10mgDSEP | 1219£229 31.92%+5.31 2.5%£0.8 75.5+t 9.3
7 U&7 D §E 10mg 1232221 31.71%+6.83 2.3+£0.7 75.7+10.9

(ng/mL)
40

36
32
28
24
20
16

WmEETES

12

—— N AUV ODSE10mg [ DSEP )

=O=-7 V7 D#E10mg

(Mean+S.D., n=16)

1 1 1

1 1 1

1 1

—e

0 24 48 72 96

MAEPEEI N AUC, Cmax 0 /3T A —2 1%, #BREOFHR, MK OIREE « FEE% o

IR PREMED B D,
(3) 5 &t
M R L
@RE-HRAROES
L7 ABEAER) OEBHE

. ERER/INT A=
(WA E
MR L
(2) W% IR IR E 7€ 3K
R L
QR)HKREEH 17
BEMABFERES (15)

120

144 168

Be G- (hr)
MmiEt KRR OIVBE#S

192 216 240 264 288

(Mean+S.D.,n=16)

RS Lo TR

OD %& 3mg DSEP|

OD %& 5mg DSEP]

OD # 10mg DSEP

Kel(hr?)

VNS IN

0.0076+0.0006 (n=18)

0.0082+0.0010 (n=16)

0.0090+0.0013 (n=18)

K L&

0.0072+0.0019 (n=17)

0.0084+0.0011 (n=18)

0.0093+0.0011 (n=16)

(Mean+S.D.)



VIL_EYyihieIc B4 5 I H

MH2I753R
TR L

(5)3 B
KR L

(6)% Dt
KR L

3. B&H (REaL—av) @i

(1) BB#7 75 3%
AR L
(285 A— 5 EHER
BB L
4. B IR

16.21REDEE 1®
TEEERR N F & R SRS RIFTRFOREL BE 2mg ™Y THET L72fE R, EARKR G oM e TG r
CIZEFRR R AR L, BRREICK D BITERO b ho Tz,
) ARAEROHEL, 7AYo~ —BERAE T N8, BRACIE ROV ERE S LT 1 H 18 3mg 75 B4
L. 1~2 BR%IZ bmg [ZHER L, OB T 5, @EDOT VY oA ~—RERAGEERE 21T, bmg T 4 BV ERE%, 10mg
RS 5, 2k, FERICEVEEMET 2, | . VE—/MABRERAAE T B, AT RO EBIEE LT 1A
1[5 3mg N HEHEA L, 1~2 BHEIC 5mg ICHE L, BRAKET 5, bmg T4 @MU LB, 10mg ICHET 2, ok,
JERIZE Y bmg FTHETE S, | ThD,

5.9 %
(1) 5% — iz BE P9 @ a8 14
RZMEE R L
(2)Mn% — Ra BREA P AaE 1%
RZUEE R L
<BE>
[VIL.6.(5).5E8% ) DIHEZH
B)FEA~DFBITHE
CNEE R L
<&5E>
[VI.6.(6).3% 24 DOHS M
Q) BEBRA~DFEITHE
CNEE R L
(5)Z DD~ DFEITHE
RZUEE R L
(6)MIFEAFEE I 1920
In vitrod BRIZE N T, b MIEE AR AZH1X 88.9% TH Y . in vivo TOMIEFEAMAFIL92.6% ThHh-o7-,



VIL_ EYEhfelc B9 5 HH

6. X
()RR B U RS
16.4 #ei 20
LB L N T VXL T D L ZAUTKNT O A F LRI & Z Ui 712 o B AR
BThDLELLNE,

N-Jii 7V AL BOSICIETE & LT CYP3A4 28, 72 O-fii A F/UBUGICIZE S LT CYP2D6 A3BE45 L T
D EnmRgEn, [10. 2]
QRBIPEE5ITIERCYPH)DNTFE. HFE5E
[VIL6.(1)XHER L R UK BHRER ) OIHAE S
GWREEBNRDEERUVZNE S
HMERR L
@GRBEYVOEEOERERVEMNL., FHELE
HMERR L

7.8 it
(1) Bkt BRAL R MR B
16.5 ittt 22
TERERR N B 1% 6 BRI HE 2mg P A BRI O G L7z & & #5157 B B £ ORISR S i R BRI
WEED 94%THY ., R#@WEEDDH L 29.6% TH 72, £7-. 10mg OHEREO#HF L%, 11 B H £ TICHE
SN ARZERITR T T 10.6%, FEFTLT% TH -T2, REMKKLONHY 2 A5 L7 R P HEIEER 1T
35.9% ThH v, FEHHMRIL8.4% Th > 7z,

H) ARBER AL, TS~ —TEERE T B, AT RO VEEBEE LT 1 A 1E 3mg 725
P L. 1~2 BRARIC smg (ICHE L, BAKEST 5, MEOT VYA <~ —HERRYERHFITIE, 5mg T 4 B LL Lk
%, 10mg (R 5, Ak, ERICEVIEERES 5, | o LE—/MAREREETIE N@E, BRAISIE B R~V
HELT1IHILIE3Mg 226 L., 1~2 BE%IC 5meg IR L., ROEE4 5, bmg T4 BELL EREH. 10mg I
WET 5, 2B, JERICEY bmg T THRETE S, | THD,

(2)HEt 3=

VIL7.(1) BRI R UNEER ) DA S
(3)HEM R

[VIL7.(1)BEMER AL B HERR ] DIHZ 2R

8. FZTVARAR—E—IZEAT B1EHR
BRI L

9. ENEICLIRER
LB L

10HFENERERIHEE
16.6. 1 BEHEEEEESE CEAT—X)
R REIR E B A RICHE bmg Z HEIR ARG L & & OEMERE T A — 21203, EERADZTH L HEE
RO Lotz



VIL_ Y Ehielc B4 5 IH H

16.6.2 FHEEREZEE HEANT—X) 29

TV — WVETEEZE B & BT 8E bmg B O G LTz & & OEYBIHE /ST A — & [ TFAMA & i LT
HEEREZEDO Cmax 2 14 EELSAEBEDPRDO LN, ORI XA X ICHERBEEFRO N7,
16.6.3 &k 25

R A XU EE 2mg P A HERR NG LIz & OSRYENRE ST A — 2 TR &l LT, TE R S
1.5 A EIZER L7278, Cmax., Tmax K NAUC ICHERZTRO b ho T,
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