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V. fANZBI3 5HE

PTP Gl%&
e 40=1°C, 75=5%RH
PIRILR () B I 1w A% | 3»A®% | 6»H®%
OD #E 3mg (EfanFbE) ] 1 i i
PR OD #E bmg (AGDFELE) i it 1t 1t
OD #E 10mg [EFR D FEE) i it 1t 1t
TRkl A TR A7 RV [3%1) i it i i
FPERBR . K u~ YT T 4 — ] i i i
B B x2) ] i i i
AR ER 1 i i i
A HEBR (pH6.8. 50rpm. 1574y, 80%2L ) it it i i
, OD #% 3mg 101.8+0.5 | 102.2+0.7 | 102.3+0.7 | 101.8+0.5
e (95.0~105.0%) 7 OD §& 5mg | 100.6+1.1 | 101.5+0.9 | 101.3=0.6 | 101.5+0.6
CF¥IEA (%)= C.V.) —— = = =
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
PR D) B A 1x A% | 3wA% | 6»A%
ek OD & bmg (A HbE) ] 1 i i
OD #& 10mg (WiRtam Fbi) ] 1 i i
ek A TR A =7 RV [3%1) ] i i i
WS ke~ N5 T 4 — 1t i i i
B —PEBR x2) ] 1 i i
AR aBR | 1 i i
WHABR (bH6.8. 50rpm. 15 %), 80%2L 1) it it it it
EH (95.0~105.0%) *3 OD % 5mg 100.6+1.1 | 101.6+0.4 | 101.7+0.8 | 101.3+0.6
CEHERHF(%)£C.V.) OD #& 10mg | 101.0£0.6 | 101.2+0.8 | 101.0£0.7 | 101.6+0.7

X1 : PR 228~232nm. 269~273nm K O 313~317nm (2RI ORK % 7R~

%2 : 0D #E 3mg DSEP] .
33 : 3Lot D I

OD & 5mg DSEP]

QELERNETOREN

D HIEME 15%LA, OD $E 10mg [DSEP]

CHIEME 15.0% LN

R~ LHEREEE OD 4 3mg [DSEP) . RSV OD 5 5mg [DSEP] KON K3~ L OD
#¢ 10mg [DSEP) OMEALEDRANCHOWT, FREIE T THRFEL., etk (R, R, &8, ME)

w17,
R — ﬁﬂ% * —
OD #& 3mg DSEP| |OD #& 5mg DSEP] |OD # 10mg DSEP]
L |40C, &, 3 4 A b7z L b7z L 27 L
W |125°C, 75%RH, Bk, 3 » A Bl ORI Bl R st OO T
Y |[#ePRSTE 120 )7 Lux - hr X (/9 X (/9 ikl L

. AEER VBEREROREN

LR L

CfeFlEDEREELE (MIEBEFEMEL)

AR L




V. RANCBIT DIHH

9. AHM?

BREXROEMFHREERBRATS FS 4 VITED GRHAR

(1) R R JLIEFEIE OD # 3mg DSEP|

M558 =IO AR T A BT A 5O EICHOWT CERE 18 42 11 H 24 H HEARAIR
1124004 5) | (ZHESO X, B A FEM L7,

RBRTiE - HR—alBRiE TEHRBRIE S vk 1285,

AR
BRI B © 900mL
il BROR - pH1.2

REE . 37£0.5C

HASE R 7 v AR 1K

pH3.0 7= Mcllvaine OFEEE

pH6.8
7K

HASE 5 T v AR 2 1K
H AR 7 R K

Bl #i5 % : 50rpm (pH1.2, pH3.0, pH6.8, /K) . 100rpm (pH3.0)
HEFEHE . A R4 OHERERED H L, ROFEUT LB W > THEEMEZ HE L,

[pH1.2. 50rpm] .

[pH3.0, 50rpm] .

FRYERLAI S 15 43 LANIC 35 85% LI LIS 3 2 56

SRR Y 15 4y LINIZ Y 85% LA BRI 50, XU 15 3BT 5
DI H R+ 15% OFIPHICH 5,

[7k. 50rpm]

FRYERLAN 73 30 43 AT V) 85% LA EIRH L 722G &

[pH6.8. 50rpm] .

[pH3.0.100rpm]

AR LA O P2 P H =R AR HE RG]

BUE & 7z RIS 0 TR VERUA O S HI RS 50% LA E 85%IZ1E L7 u & & | IEVERGRI S BLE &
MIZRRBRIF RN 361 2 SPHITR RO 1/2 O R 2 73738 4 7 Rl S OBUE S U7 BRIFRN I 5 0
CRRBR LA D) ER HH SR SR RLA O SR PR N FE £12% OFPHIZ 8 2 0>, XU £2 B3I OfED 46 LLET

D,

BRI 1 TANTORERBREMEO T T, BB K (B 50rpm) (23T, MEIEE S O ALY
MR A BT A ) OFEREECHEEE T, IWHEEAEE L Th D &id, HETE 2

>77,

BHEHICE T HEEME (FRATDILIEFEIE OD § 3mg IDSEP| R UMRERFID FIYEFHEDHLE)

] T A (%) . il FEUE
e Rl | RROVERRIE | 7V &7 K 7 g HIE (( F‘*&ﬁzvg’%ﬁﬁ}ﬁ OD #&
(47) |OD & 3mg [DSEPJ| D & 3mg | GifasfiE) 3mg [DSEP| O HSAF)
pH1.2 | 15 100.9 105.1 4.2 it
pH3.0| 15 97.5 98.3 0.8 1 =85% X1E*£15%
50rpm | pH6.8| 15 97.3 99.3 2.0 ]
K > o4.5 311 234 29.7 | RiH | £12% i f2 Bk =46
360 73.2 52.6 20.6
100rpm | pH3.0 | 15 100.3 103.3 3.0 ] =85% XX *£15%




V. 8HNZBA4 2IHE

(BHEER)
pH1.2/50rpm pH3.0/50rpm
100 | . ———@mmma===22ioos =3 100 |
5 ,o—"" B
s / i
50 - 50 ¢
25 - —— XU RHEODSE3mg [DSEP) 25 - —— K3V ODSE3mg [DSEP)
---0--- 7 J &7 I Dfit3mg - --0--- 7 U&7 D3mg
O L L L 0 L L L
0 5 10 15 0 5 10 15
i (min) Rf] (min)
pH6.8/50rpm 7K/50rpm
100 | 100
Bt o
i i
o0 | ~
25 | - ——— NIV ODSESmg [DSEP) 25 ——— N XU ODSESMmg [DSEP)
- --0--- 7 U&7 }Dfi3mg -=0-=- 7 U &7 }Dfit3mg
0 : : : 0 : : : :
0 5 10 15 0 90 180 270 360

5 (min)

pH3.0/100rpm

100 | @

5 ¢
i
H
50 -
%

25 | —e— [ F AU ODS3mg [DSEP)

---0--- 7V &7 FD§E3mg

0 5 10 15
FEM (min)

(2) KRR )LIEEEE OD & 5mg DSEP

FF[# (min)
2 p% <46

% J8 = S gL D A AR FIERBR T A R A O —HUIEIZSWT CERR 18 4 11 A 24 B HAFAJ

% 1124004 &) | (ZHEoOx, REBRAEER LT,

ARBRTTIE - B R —falBRiE A HRBRIE S FAVIE) |

B SA
BRI R © 900mL JEE : 37+0.5C
OBk MR pH1.2  AARIER IR 1K
pH3.0  {#7= Mcllvaine DFRE K
pH6.8  FAH R 7 v a2 Wk
K H A3 R 7 F K

v #ix 4% : 50rpm (pH1.2. pH3.0. pH6.8. /K) .

&%,

100rpm (pH3.0)

HIERLYE - A RT A OWEREAED 5 B IROFESE T 2HE A > THEMEZHE LT,

igi



V. RANCBIT DIHH

[pH1.2, 50rpm] . [pH3.0. 50rpm] . [pH6.8, 50rpm] . [pH3.0. 100rpm]
FEHERLAN 23 15 43 LANIZ ) 85% LA RIR T 2854
FRERELAIAS 15 43 LINIZ ) 85% LA EIEHT 27, XU 15 431281 2 sBR LA o Y- 27 H 2 3 A v Al 351
DR R 15% O#IPHIZH 5,
[7k. 50rpm]
FEVERLAN 23 30 43 LANIZ ) 85% LA RIEH L2254
BUE S V72 3R 300 CHEMERLA O SERIIR I3 50% A | 85%(Z5E L7p v & & | A VERLSI 3 HLE &
AVTRRBRIREIC 361 2 I ER =R D 1/2 ORI 2 7= 3738 Y 72 R M OEE S L7z BRIEE 12 B0
TRRBR A O PR SR DS R AERIR O LR R £ 12% OFFIC H D H>. XU £2 B ofED 46 LI ET
b5,
ARG R« TR TCOBRHRBRSEMEO R T, 2 EORBRIK OkK O pH6.8) IZBWT, MHBREEEL DALY F:
MRSV A KT A ) OHEIEMECHEGE T, IWHHEEHNEL L TV L HETE o,

BHEICH T AHEMUE (FRARIIVIEEEE OD §£ 5mg TDSEP] R UZH#ERHF| D EHBHEDLLE)

AN LIV (%) . HE S e
ARBR S P | RO nfigt | 7V &~ b 7 R HIE (F‘Z\&\‘/“/l/iﬁﬁ?ﬁ oD §&
(47) |OD $E5mgDSEP]| D §E 5mg | G i) 5mg [DSEP] OIS
pH1.2| 15 98.7 100.8 2.1 it
pH3.0| 15 95.1 101.2 6.1 1 =85% X1Ex*+15%
50rpm |pH6.8| 15 83.6 100.9 17.3 A
VS > o35 35.3 18.2 35.5 | i | £12% 3% f2 Bk =46
360 69.4 59.1 10.3
100rpm |pH3.0| 15 96.6 102.7 6.1 1 =85% X1Ex*+15%
(AHHER)

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

100 f
100 -
75
o5 | 50
Tl —— NXAULHEHODSES Mg [DSEP) 25 - —— AU HIRRIEODSESmg [DSEP)
---0--- 7 U&7 I Déibmg ---0--- 7 U&7 +DéEbmg
0 ‘ ‘ ‘ 0 ‘ ‘ ‘
0 5 10 15 0 5 10 15
] (min) ¢ (min)
pH6.8/50rpm 7K/50rpm
wl o mmmcemmm——ee 100
75 t % 57
7w H
= 50 | . 50
= ” —— FRAUUIEHIODSE5mg [DSEP) 2 —— XU ODSE5mg [DSEP )
-=-0--- 7 U &7 FDfEbmg ==-0-=- 7 U&7 FD§Ebmg
0 0‘ L L L
0 10 15 0 90 180 270 360
K¢ (min) I (min)

2 B% < 46



V. fANZBI3 5HE

pH3.0/100rpm

100

75 -

50

—— AU VIR ODSESmg [DSEP)

2% I
---0--- 7 U & 7 FDéibmg

H (min)
() FR R JLIEERIE OD % 10mg DSEP]
M3 1 KL O AW F IR SEMERBR T A R T A VO EIC >N T CFRL 184 11 A 24 H HMAFRA R
%5 1124004 &) | (EES &, WA LT,
FRERAGIE - H R ERERE TS HHRREBRIE S RViE) 12X 5,
ARBR A
ARERIE R 0 900mL IR : 37+0.5C
AR OK  pH1.2 BRI G HEEREE 1K
pH3.0 7= Mcllvaine DFEE R
pH6.8  HAE R HERBREE 2 i)’
K H AR 5 R K
[l #5 %% : 50rpm (pH1.2, pH3.0, pH6.8., /K) . 100rpm (pH1.2)
HIERE A RT7A COHERED S B RO%Y T 2B ITHE > THEEIMEZHE Lz,
[pH1.2., 50rpm] . [pH3.0, 50rpm] . [pH6.8. 50rpm] . [pH1.2, 100rpm]
FEVERLH 28 15 5y LANIZ 15 85% UL Bis I+ 2 56
FRERBLAIAS 15 73 ANIC -85 85% LA VAT 2205, X 15 4312331 2 skBRILA 0 SF- 257 H 38 S vE L )
DB R+ 15% OFPHICH 5,
[7k. 50rpm]
FEAERUF 28 30 73 AT 45 85% LA B¥AH L7 W&
HUE S 7 BRBRIE IS o W\ CHEHERLAI O TR HH DY 50% T3 L7 & & | FEHERLAI S ELE S - ikBh
RFRC 31T 2 S R 0D 1/2 OGS 2 2 /- 3700 2 72 R, R OBUE S 7o s IZ 5 T, iR
U O S R DAEHE R O I R 9% OFEHIC & 5 7>, XU £2 B DEN 53 LU ETH D,
RBER © TR TOBEHRBRSFOR T, Bk K (B3 50rpm) 2BV T, [ FEEIK S DLW F 1
LB A N7 A4 I OHELREICEGE T, BHEHPELU L T D &Iid fIETE o T,

BHEHICH T HELME (FRRIUILIEFEIE OD § 10mg [DSEP| B URERF DT FHEDLEE)

VA P (%) . 7
ARG WEfH | RRSOAHEEE | TV RS R % g HlE (F‘*KV»L;’%@‘%EOD%
(3) |OD#£10mg/DSEP] | D §& 10mg | (i) 10mg [DSEPJ O HiZAF)
pH1.2| 15 98.7 97.2 1.5 ST,
pH3.0| 15 95.0 98.8 3.8 iz} =85% X1X*+15%
50rpm |pH6.8| 15 91.1 97.8 6.7 ]
K > b4.0 23.3 20.7 37.5| N | £9% X% f2 BA%k=53
360 63.4 44.0 19.4
100rpm | pH1.2| 15 99.3 98.9 0.4 iz} =85% X1X*+15%




V. RANCBIT DIHH

(BHEER)
pH1.2/50rpm pH3.0/50rpm
100 _ 100 |
s e 75
i & "
i i
o0t 60t
25 —— 1YV ODSE10mg [DSEP) 25 | ‘ —— XU ODSE10mg [DSEP)
---0--- 7 U&7 FDE10mg § ---0--- 7 U&7 FD§E10mg
0 : : : 0 : :
0 5 10 15 0 10 15
5] (min) R§f] (min)
pH6.8/50rpm 7K/50rpm
100 100 -
o -3
75 e T8
# g0 _
25 | —— RV ODSE10mg [DSEP) 25 —e— R AULHEHODEE10mg [DSEP)
---0--- 7 U &7 FD#E10mg ~==0--- 7 V&~ ~D#E10mg
0 ‘ ‘ ‘ 0@ ‘ ‘ ‘ ‘
0 5 10 15 0 90 180 270 360
R§f] (min) i (min)
2 BA% <53
pH1.2/100rpm
100 F _____ — —
75
i
50
%
25 | —— XU ODEE10mg [DSEP)
--=0--- 7 U&7 FD§E10mg
O L
0 1 15
B (min)
10.5%% - A%
QEENRLELRSE - A, B’ EFRLEES - AEICET H1FR
s EER e L
a %
KRR~ VR OD & 3mg [DSEP) : (PTP : #FIAD) 28 i (14 $E X 2)
K2~V OD $€ 5mg [DSEP) : (PTP : #Z@FIAY) 56 it (14 HiE X 4)
140 §2 (14 $E X 10)
(7" FAF9 IR by 2 N7 HEEEFIND ) 100 S
R 3R ~2)LHE G OD §E 10mg [DSEP) : (PTP : §o/@HIA D) 56 it (14 HEXx4)
140 g (14 §2 X10)
(7" FAF9 IR by 2 N7 HEEEFIND ) 100 $E



V. 8HNZBA4 2IHE

R)FHEE
M L7
ABHEDOHME
PTP @ 2% :
P T P :RUFuvrlLy, 7TALI=ULHE
B R = i TAIBETANLE (R =FLy, TAI=0 A RYZFLrTL72L—1)
LA WIS X oM N

i 2 55 A%
N T gl s

A bV R =FL

¥xv7 ARJx=F LY (OD§Es5mg [DSEP] ) . AU 7rE L (OD#E 10mg DSEP) )
< A vy a2

il 2 A AR

1LAR RSN S EME
LR

12. Z Dt



V. IBRICEET S IEHA

V. JBEICEEY 5IEH

1. BEERIHE

ANRERIEZNR
TIVYINA T —RIBBENE R U L E—/IMKBIERENE (2 85 1T B ERANAESE K D AT HI I

2. RERIIHRICEES HER

5. REXTHNRICEET HEE

<FhHgFtiE>

5.1 ARHFNWT /Y /A~ —FERANE OV L B —/IMARIERENE DO EZ O b DO OHEIT 2 Il 2 & v 5 pliflE
B/HRTHZRY,

5.2 T nA = —HERRIE o OV b B —/IMRRERINIE LN R EEME IR BIZ B W TARRI O A ZPE TR S T
[AYAAN

5.3 OFRFGEMEE SR & OERIZKICEET S Z &,

ST ILYINA < —BRIFBENE (2 85 1 5 FRENAE fiE 1K O AT HNHI >

54 FANX, TV onA ~—HERAYE & 2 SN BEIZORMER T2 Z L,

<L E—/MARIEBENEIZ & 1T 5 FRANAEAE K D AT HIH] >

5.5 AHNL, FBEEIRRICHE L, (17 BRIKRHRE OBHONEITOW T IZH R L7z EM X3% 0fFE
DFT, b E—/MARIGRHE D BRI NI LS X | MU ERBIEORAESEIC L L e —/ MR
HUE & W S Av, AR O RHEE &l S e BEICOAMERTH 2 &,

5.6 FEAELR - ATEIEE , 2 ERRIERICH T DA OGIEITMER I LTV Y, [17.1.3, 17.1.4, 17.2.1
%]




V. BICEEd 5 HHE

=

fiRER -

51 AFNETEF L2 2R T T7—EBHEBEAITHY . =V AEBIMEMREROIFIZL Y Ty g ~—T
FHVE R L B —/ MERZRAE DFER A WET D5 2 L 2B E LTH Y, HEEZ DL OOET 2 IH I3
ZIRAITIEZR Y,

5.2 KHNOT WY A~ —BERHTE K O L B —/ IMRRIERHE 2563 2 AMEIIER AR L 0 g S v T
Do LinL., hORBAENESR B TORBIBERE. M RIER I 5 I3/ 5 T 2uy,

5.3 fOVEFRIE TIAHE T RE 2R B FE MER BB ~ ORI Z BT 5 7o IR E LTz,

<TILYINA I —EIBHE (26 1T 5 FRENAEAE K O AT HIH >

5.4 RAIDEFRRER TIXT VY A ~—HERFNERE 2 RICEM S, DIRDBDBOONTZHDTHY, 7
IV NA = —RUERHE L W ST BEICOAMERT 5 Z &,

< U E—/IMABRIRENE (2 6 11 5 SRANAEAE K D HEFT 3N >

55 L E—/MERGRENEDOZWAEICE ST MUNCZEB SN BHICOREN T 5 2 &, FEHREIZSD
THMIMEFM ATV, AREREO b2 BE OB G 2k T2 2 &,

5.6 MEAKRER, RUEBGERERRBRICB VT, L —/MERIZRAE O FSHEIR « TS 2%

BRAER T 2 A MPEITR STy,

3. HERUHAE

LORERUVHE

6. RIERUVHAE

(T IL YA < —BIZBENE (2 85 1 5 FRENAE SiE K D EATHIHID

WEH . AT ROV S LT 1 H 118 3mg 22 5BA4A L. 1~2 &I Smg (TR L, KOk
B2, WEDOT VYA ~—RERAERE I, bmg T4 BMLL ERGEE, 10mg ICHET 5, 2B, JE
Wk v EERET S,

(L E—/IMARIEBENE (2 85 1+ 5 FRANAEAE K D AEATHIHD
WH . A RRRUAHERRE S LT 1 H 1[0 3mg BB L, 1~2 BEMHEIC bmg ([ZHIE L, A&
H4%, bmg T4 MU L%, 10mg IZHEET 5, B, MERICKY bmg £ THETE %,
Beh-BHa 12 % £ T B2, RBASRERA, BEKOFEE - &6 BMEROBIREICLSH
SRR 24T\, FRAERE . ASTRRER - TTEIREE . A E/AEEBIES 2R AMICEHMEL T 7 4 v F23Y
27 % ElE D EHECE WAL, BE5E2IET 5 2 &, B EBtA 12 BR% £ COADEREM ORI
Kok 2 W L= BA Th o Th, EMICAEMEREM 21TV, Bk ORI R 2 W32 2 &

QFERUVHAEDHRTERE - BRI

MG L

4. AERUVHAZICEET HEE

7. BERUVHAZICEET 5FE

7.1 3mg/HHEGIIAMAETIT R, HLSERAWEHORB 22 2 AT, FHlE LT 1~2 @4
A THERLRNWZ &,

7.2 10mg/ HIZHET 25613, Wb REEIICEE LR 6H&KET D2 L,

7.3 ERIEEER, FEREOEHOL L TRETDHZ L,

SR -

7.1 BRI R OV EEFE O T )V A~ —RIERAE B & Xt & U 72 Je %8 dh O 14 W BRI 58 TLAHERBR IS 3\




V. BRICEd 5

5mg (n=64)

BHEGBR 21T 72, TORIR, bmg ##IX

DEATIHIZA L TDH 5 25,

BT DI ENLEELWVEZZ BN,

7.2

FROIERICEET D ENMELEZZ b,

. 8mg (n=64) IFFtR (n=59) 2#1 H 1 [12;
HREE N NP ESEE D T VY A~ —BIEREIE 1T
5mg FECA LN MO LEER Z B BT, &GS HE S B

BET VYA < —BIEZE | OZIEEIBANRIZ Bl L 7= S5 3 5 D FE R
L REIERICBE T 2 BN &L, £,
TW3B, DD, EETAY AN < —RERHEDREIC

BT DE

AER T, 10mg HEHEC

XL TAAIZ 10mg 12

WS OG- 5 WWATRER] “HE
AFSITENEEIN

wmgﬁ%&@%@%%wﬁﬁf%k%ﬁ@#ﬁ#%ﬁb
BT 55A1T1, HE

(%] TEET VY NA ~—FEREGE] ORREBIMIA T CTElE L7=2e3 MoK RE (EAN 231 75R)
2RI LR EIER O R BUREHBIR I
e 51 0 2 18 6 i bl 24
TSR < 78R >
BeGRE S5mg Bt G 3mg =i 5mg >
10mg Bf = SMG =i 5mg =it 10mg >
FEELRFHA
7‘ l:l
ﬁ%ﬁ%ﬂfm s ZESE GMRLE SHELLL 16U
= 6 A 8 A 16 ¥ A5 24 JAA
N 2 (1.9) 2 (1.9) 0 5 (5.1) 0
77 n=105 n=105 n=102 n=99 n=88
Sme B 3 (3.0) 2 (2.0) 1 (1.0) 3 (3.2) 0
g n=101 n=98 n=96 n=94 n=92
10me FE 9 (9.4%) 5 (5.3) 11 (12.5%) 4 (4.6) 3 (3.9
g n=96 n=94 n=88 n=87 n=77
B g, () 13%. n o SRNTRSE1E
k7T R L CHEBZED Y (2 ARG - p=0.028, 6 FHLLE 8 A : p<0.001 ; Fisher O EBEHERIE)
7.3 AFBEEGOBRICIL., ERIEEE., FER2EOEBOL ETRETDHZ &,
5. BRERRLIE
(VBT —5 /8y r— o
R L
()RR PREEIE A ER
B L
RV AERICERALR
MR L
(4)REE R BR
1) AxhERIEER
AR L
2) TEMHER
R L
(5)EE - FRRERIGER
<BERUPZEDTILYINA T —BIZBEE >
17.1.1 ERE M A ER
BRI K ONFEEE D T )L A~ —RIERHE BB 268 Bl & k5 R R~V VIR SE 5mg (3mg/H % 1 @[



V. BICEEd 5 HHE

¥eh14% . bmg/H % 23 18

& A B A R AT ATG

H ) X7 7 ER% 243
B BRI IER A IC W T bmg BEIEX T T B AREE L L THEL

5mg i 17%. 77 EHREE13%., [BEEL) LIToEE

WM G-3 2 " EE R iR 2 5 hE L7,
THEN TV,
1% 5mg B 17%. 7T B REE43% Th -7,

et LLEOEIEIT

g | | % | o | °F | e | B | g | g | 00
B~ 1 19 40 36 15 4 0 1
5mg % (1) (16) (34) (31) (13) (3) (0) (1) 116
X5 (%) 17) (34) (31) 17)
{IE~ 1 13 10 40 21 21 5 1
10mg % (1 (12) 9) (36) (19) (19) (4) (D 112
X5 (%) (13) 9) (36) (43)
FRAERE A FH 9~ 5 ADAS-Jcog 15 /A DRI 2 RIS (R MMENTxIG: © 205 ) . & 5-BHEAREE O

BEEOEETIL, %5 12 8% XV bmg BN 7 7 B ARRE L ik L CTHERWENRD bz, EiEo
Smg AL 7T RO HRI# DL EDFEIL 2.44 R THH 1=,

ADAS-Jcog DFRHZEAL,

- . 0 HH 5 D LEH AV B O RER L
=\ H‘ I _
Bl 5 il THELSE (@) )
. 5mg -3.03+0.47 (106) —
12 # —2—
= 75 ER ~0.84+0.50 (101) 2.19
. 5mg -3.07+0.50 (96) —
24 2
= FS5 R ~0.11+0.56 (86) 2.96
e 5mg -2.70+£0.48 (107) —
75 'R -0.26+0.52 (98) 2.44

(A FAEFSEERT, )
FEE R RE T D CDR OfERFAE L 2 RITRT (R AEMREHT 5« 228 #1))

FG-BRAGIE & DG RED

S TIR, W5 12% L0 bmg BEAN T T B AREE L ol L T EARIEN D bz 49,
CDR &t o221
) 0 6 DEE{rE* IEAY B D RERR] L
ST R ~ .
EHE+S.E. (n) Ry FER2
. 5mg -0.12+0.08 (113) —
12 4 -
75 R 0.23+0.10 (109) 0.35
X 5mg -0.14%+0.13 (104) —
24 11 -
7I R 0.72+0.17 (95) 0.86
— -+ —
s 5mg 0.10+0.12 (116)
WA N 0.75+0.15 (112) 0.85
(A FAMEIT L EE T, )
1) (KR ofE] — [0l ofE]
%2) [ZZ7EREED 0 E»OOELEDOE] — [bmg FED 0 26 OE{LEDFHE]
%3) BRI & LT 24 WEEOFAM & L=A3, Hik « BEHIc oW T, 12 ML EDORIEN H 556 Dk
KT — X BfRITOX G E LT,
<BEDTILYINA T —EIZREE >
17.1.2EWNEE I R

EEDT VoA < —FIZR

HUE B 302 ] &2 XF T R R~ )VHERRHESE 10mg (3mg/ H & 2 i W4 5-4%



V. BRICEd 5

5mg/El7i’ 4]

T 4% G-
HEEE) X778 R% 24 H

KT 10mg/H % 18 3

WEHT)

5mg (3mg/H % 2 i

BTG4 2 G R & 9 L7,

W 5%, 5mg/H % 22

CIBIC plus (&fXHIEEFEIERFEM) (2T 10mg BT 7 R L il L THEICER TV (&K
M5 - 287 )
B> CIBIC plus
HE e e (35 - (235 - ] HE s
B g | | wer | TF | me | B | mp | g | O
%K 0 7 35 20 19 9 0 0
10mg 90
% 0) (® (39) (22) (21) (10) (0) 0
%5 0 4 27 26 30 9 0 0
5mg 96
% 0) 4) (28) 27 (31) (9 0) 0)
| B 0 6 18 30 34 11 1 1
77 R 101
% 0) 6 (18) (30) (34) (11) (1) 6))
FRAHERE A ST 5 SIB 5 M O OB B A RIRT (BRI R4 290 B1l) . BeE-BRLAN & D15

RO TIE, bmg B, 10mg #EZLZH,

MR BTz 67,
B 1o SIB

6.7 S, 9.0 HThV., FITEAREEL B L THEERLE

- WA B DI 2 %45%@%%&@&
FEE+S.E. (n) s

10mg 47+1.1 (92) 9.0

5mg 2.5+1.0 (96) 6.7

77K -4.2+1.0 (102) -

(77 AMEIFkEE RS, )
M1 BeiRRUREHIE LT 24 DONTIE, BT —F BRI ORR & Lz,
%2 [Ekofi] - [0EDfE]
X3 [AEEHD 0 BENSOE{LEOYLE] - [77 RO 0 H
<L E—/MARERENSE >
17.1.3 @R DI HEHER
LB —/MARIEBAE R (MMSE 1545 : 10 fLLE 26 ALLT) 140 il 2 6512 KRS VR 5E 10mg
(3mg/H % 2 A& 5%, dmg/H % 4 WML, R\ T 10mg/H % 6 AR 5) . 5mg (3mg/H % 2 ¥
W#5-1% . bmg/H %z 10 BE#5) . 3mg I 77 v R % 128K G+ % EHE M HiaBR 4 9206 L 7=,
ERREEASER 2 M35 CIBIC plus (28T, 3mg #%, 5mg #f, 10mg FHIW TN b 7 T B ARRE L bl

LTHARICERL TV,

KPR & L7223, ik - B silic

17> & DZAL B D]



V. BICEEd 5 HHE

He&iED CIBIC plus

) E N . (23 . 235 - FHA =
157 s | S | ww | ME | omy | B omy | B
%5 1 3 13 8 1 0 0
10mg 26
% @) (12) (50) (31) @) 0 0
%K 5 5 10 4 2 2 0
5mg 28
% 18 18) (36) (14) ) ) 0
f5il%k 1 5 14 6 1 0 1
3mg 28
% (4) (18) (50) (21) (4) 0) @)
U 0 1 8 5 10 3 0
77 R 27
% ) (4) (30) (19) (37 (11) 0
FREHERE 2 395 MMSE SO KKEBEOZLED 77 v REEL DT, 3mg B, 5mg #. 10mg BEZ
NFEIL8E, 4148, 28 THY, ETCOMTT I BAREELLE L TAERUENRD LIV,
Fi&IfF*1 0 MMSE
- 037 5 DZAL 2 f?ﬁft%mﬁ'ﬁj}ti&
SEHE+S.D. (n) e
10mg 2.3£3.2 (30) 2.8
5mg 3.5+3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
75 R -0.6+2.7 (28) —

FEAREIR « ATBIRE T O 5 LR,

(7T AMET S FEERT, )

PR RE A B & FIAT 4 5 NPI-2 15 R0 fcfé R D2 L B D 7T & AR &

DZ1X, 3mg ., bmg BE, 10mg FHEZFNFN-2.4 8, -3.6 5, 5.2 8 THY, bmgHf, 10mgHE TS 7
TARREL B L CHERUGENRD biv,

BAKIE L 0O NPI-2

s (BERNYOY YA BAL B OBEM Lk
FHE+S.D. (n) S

10mg -5.1+t4.6 (31) -5.2

5mg -3.4+3.9 (30) -3.6

3mg -2.2+6.1 (30) 2.4

77 &R 0.2+4.0 (28) —

ABRIIRRARBR TH v | EEFHHE B 3R RE T

e, [5.6 2]

17.1.4 ENE MAEHER

BROEIER

(A F AMEITEEEZ R, )

HEBOREDZEM Sl LT

L B —/METRERE RS (MMSE #5305 0 10 A5 LLE 26 fLAT) 142 il 2 %5212 K2 LR §E 10mg
(3mg/H % 2 W 5%, bmg/H % 4 BE&KE., R\ T 10mg/H % 6 HE&KE) . 5mg (3mg/H % 238
B 5%, bmg/H % 10 @M E) I 7 7R % 12 HE#E G5 EEREERER % 5256 L7,
PRANFERE 2 AT 95 MMSE £SO R O ZA D 7 7 B R L O, 5mg B, 10mg BEZNZH 0.8
L 16 ATHY, 1I0mgHETT 7B REEL LR L THERUENRD bz,




V. BRICEd 5

A& 0 MMSE

X 0 D5 DEALE*2 P O RER Hig
57 5
EEELS.E. (n) SRS
10mg 2.2+0.4 (49) 1.6
5mg 1.4+0.5 (43) 0.8
77k 0.6+0.5 (44) —

FEER - 1TEIRE

FED D HLE, BARE

g7 w9 5 NPI-2 15 R D&

10mg L HICT TR L ORICHEZITRD bR T,

B A& IEFE1 O NPI-2

(77 AMEixekEER~T, )
B2 v B ClE. bmg #f.

\ 0 B> & DI E*2 AU E O R g
B FHIfEES.E. (n) RS
10mg -2.8+0.5 (49) -0.7
5mg -1.8+0.6 (45) 0.4
77 &R -2.1£0.6 (44) -

K1 FRERIIRRIE LT 1238

%2 [EHoOE] - [0EOfE]
X3 [FHEEGHFO 0 WO DOLLEDFIIE] - [777 BARED 0 #l)6 OLALED FHfE]
HOREARIELR -

AGRBR TIL, SR ArKEE

17.2 SERGHRAETSE

1721 LE—/MARBAEREZXR E LE-ERRE
LB/ MARIERAE B (MMSE 543 : 10 sL2LE 26 sRLLT) 25651
WNT 10mg/ H S E PR 5mg/ H % 6 14
IR A2 52 T LT IC RS0 VIR
B 77 £ AREECIE Smg/H %

H% 28
N 128

A 5-1% . bmg/H % 4 1
HF G 2 (2

& G5%, bmg/H% 41

WP DRIAf & L7223,

EIEES SN
BT BRRR) &
i 10mg (GBI R R VIR RE Tl 10mg/ H X3 &R 5mg/H |
L £ D%IL 10mg/ B X ER 5mg/H) % 48]
HH GEERIERTIR) 76 72 2 BEIRTE & R R RER 2 320 U 7=, VM1 TIE 160 fill
E7 7R EE S, FEFIEE TH DRI

1TENfE
|2 b Lfﬁ%zhfb\é &V D MRAERGEIIARFE S AL TV R Y 10)

(A FAEITSHEE RS, )

Hhk - BRI

FEOMIER

(5.6 &[]

BR5EZEG R ER

BRHED) DO MIZBNT 7T BARREE R VHRRRIERE & OFICA BER

BIT5H Hi?f‘knq:ﬁﬁH#@ ﬂiﬁXEﬂn

ONWTIE, T —F T ORSRL Lz,

XD RNV O IEN T T 2R

. RRRU G RRYESE 10mg (3mg/

AFxG) X377t

TR 53 D ke i
T R RV RRIE X
JEMR (CIBIC plus #&
0 BB T (p=0.408.

2 FEA Wilcoxon fRTE, R RHT O A K EX MM 0.046)
HE | EH 0% i e 23553 e =
1 15 1 g | W | e | M| omp | B my | B
rxcon| Bl 1 10 22 17 19 5 0 )
e % (1) (14) (30) (23) (26) (7 0)
R Lk ¢ 0 6 18 32 14 5 1
77N 76
% 0) (8) (24) (42) (18) @) (1)

¥, BGBRARRTO LI DA MR T OB 36T D A& R At 0 A IR
AT TO LB ThHhoT,

JEIR (CIBIC plus ¥aA5EAH)




V. BICEEd 5 HHE

B A&FHIRE D CIBIC plus (X0 A HEHI)

HE EH . L35S s 95 e A s
1 gt | Y | we | Y me | Y| m | B
RFgpeon| Bl 1 10 14 9 11 3 0
. st o 48
% A PO i %o (2) (21) (29) (19 (23) (6) (0)
»Y | 0 3 14 19 10 4 1
7I R 51
% 0) () @7 (37 (20) ® 2
KRR~ Bk 0 0 8 8 8 2 0
s | o 26
Y % (0) (0) (31) (31) (31) €)] (0)
N 0 3 4 13 4 1 0
WA N 25
% ) (12) (16) (52) (16) (4) (0)

143 BISERMZ5E T L, 20 5 5 139 Bl ke G-I BAT L, 105 B3k 51252 7 L7z, Bk
P H Td 5 A FHMRE GRRE L OMkRe it 5-81) 123817 %5 MMSE ORX—2 7 4 )b O L EOHE
BIXTRO LY THholz,

KRG EER] (AR M Oke i 5-11) 12817 5 MMSE O_—2 7 A )b OBEL BEOHER

=
L o— SIS UARE (TS HIARAVIIERIERS)

& 3 ——— BRI
E
&)

[=) n

Bl £°

™ =t
[7p]
2
w1
S
5
Kl
+H 0+
3?
B+

o B

i 4

v 3
038 6 i 1238 2438 36 48 8 60 8
eyt HEFHT S 1
i

7T R AL 12 H D RRAUVHEIRESE 3mg/H ., 14 5 5mg/H. 18 )5 10mg/ B #e 5.2 B4k (5mg/H ~

DOER) , WEEE, KA, REFLHROZRAFENZEF L L, MMSE ON—ZX 5 A4 AMER PR J—= 71
Mo EL L E L L7~ MMRM (Mixed Model for Repeated Measures) . /oyt idsEmiE s L=,

AR TIE, RREERIERICE T D RAXONVERBIEOANEN T 7 B RICHE L TERLTWD & W) R

FERGRRIIRRGE S LTV Ry, [5.6 &[]

(6);AEHEA

1) FEARERE (—RERKERE. BEERARERE. FABBLERE) . AERTRT -2 X—XH

. HERTRERABRONE

M EE R L
2) RBEHELTERFEOANRRITERELRE - ABROBE
MR L
(7)Z Dt
MG R R L



VI S HPRIC B9 5 IHH

VI. E3HEEICEHY 5I1EH

1. FEFMICEHESH SLEMRITLEHME
AT UM, DT H IV RAOKFERRIE, U AATF T I

EE B0 H (LB OREE - WREFL, RIORNLELZSZRT L &,

2. EBEER
(VERERLL - 1EFRHRE
18.1 EFAF
T A = —RERAYE K OV B —/MEBRERAE TIX, N = ) BRI RRR OB R EENBD b T
W5, AKX, TEFLraYr (ACh) 25T HEFETCHLHTEF L) X7 5 —€ (AChE) % Al
FNZFE T2 Z L2 L VM ACh B2 IS, N = U B R R 2 IR 52 1019
QEMEEN 1T DRI
18.2AChE FAE/ERA R U AChE [Zx19 % &R
In vitro T® AChE [HLEVEA @ ICs0 fE1E 6.7Tnmol/L TH VY, 7F U vzl o A7 7 —BHEEMHD ICs A
1% 7,400nmol/L TH o 7=,
AChE (2% U IR 72 HFEA 27k L7 10,
18.3fXM AChE FAE/ERA R U ACh #&n{EFA
BOEGIZEY, v Mo AChE ZBHE L, 72N ACh # 1 S 72 1219,
184 EREEREER
BN = U AEENPEAR SRR IR T BT 0 (P S B ORGEE IC L 0 SREREE S - T v b)) 2BV T,
ARG L FEEFSCEERN 2R LT 19,
(A)EAFIREFR - HFiGhFH
ZMERR L



VIL_ SEWEhie I c B4 5 H

| EYBEICET SEE

1. MAREDH

L)AERLEENGLTRE
AR L

(QFERRHBRCHRE SN -IPRE
16.1.1 HE|#H 5 15
BERERR B 7255, SEAI 2l TR N &L Lz & & R T IRE (Cmax) K OMMSE PR E-#F
%ﬁﬁ?ﬁ%(mm)@%5%@%mmwﬁbfﬁ<&otoMgﬂi1%g$@&5ﬁ:‘fé%%@%
INTA—=BERITR LTz,
FERERR A B 712 Bmg XIT 10mg HEEE Q45 L 72RO 3KmEhfe T A —%  (§E#l)

5B Cmax Tmax AUC tise CL/F
(ng/mL) (hr) (ng*hr/mL) (hr) (L/hr/kg)
S5mg 9.97£2.08 3.00£1.10 591.72+155.87 89.3+36.0 0.141+0.040
10mg 28.09£9.81 2.42+1.24 1098.40+=304.63 75.7+17.3 0.1563%0.043
CL/F: #7077 A (mean+=SD,n=6)

16.1.2 RiEHK S5 10
TR B -2 %P8, 525 bmg XL 8mg ™ % 1 H 118l 14 HFIER D5 LT, RKIEE 5% o g
FEITHRG%K 2 M CEFRRBIZE L, FREMED 2 WITRNEIRRIZZ TR E B b,
) AGEREROHER, TV, = —BIRRAE T EE., AL R3O UEREE S LT 1 H 1[E 3mg 205
BAtG L. 1~2BR%IC bmg iZ¥E L, BOET 2, BEOT VY A ~—HBERAERE 2L, 5mg T 4 BEMLLERE
. 10mg [THEET D, 2k, FERICKVEERET D, | . VE—/MRREREIE T DEF, A R~ U
HELTL1H 1M 3mg 226BaL. 1~2 AHEIC bmg ICHEL, RAKET 5, dmg T4 @MLL LR#EE, 10mg (2
WET 5, 72, JERICLY bmg FTHETX 2, | Thd.
16.1.3 £¥YFIRFHHE 17

R~ ViR OD #& 3mg [DSEP) . KRR~ LHEEetE OD & 5mg [DSEP)] . R~ LiEREeHE OD
#& 10mg 'DSEPJ &7 V7N DEE3mg, 7Vt N DEES5mg, 7V FNDEE 10mg &, 7 o A4 —N
—EIZEDENTILEE (RRXUMERE L L TZENZ4 3mg, 5mg, 10mg) @R A B 112 H e i H A
P A#EE OR TR A OKZ LTI L TiEd RAROMVREZHE LTz, #5573 mE)
RE/XT X —% (AUC. Cmax) (22T 90% 15 X HIEIC THEEHIENT 217 - 72 /5 2R, log (0.80) ~log (1.25)
DOHEPHITH Y | WH O LY FRIRFEHED MR S,
1) RRARIILIEFEEIE OD &€ 3mg DSEP]

i) KTHRALEES

EYEREINFT A =4

AUCo-288 Cmax Tmax tie

(ng-hr/mL) (ng/mL) (hr) (hr)
K3~ LA OD 6 3mg (DSEP| | 339+66 | 6.23£142 | 2.8+08 | 91.9+ 7.2
7 U7 kD §#E 3mg 347+65 6.05+1.08 3.4%1.0 92.612.8

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



VIL_HEy@hielZ B4 55 H

(ng/mL)
8
—— N AUV A ODSE3mg [ DSEP
6 -O=-7 U7 D#E3mg
(Mean+S.D., n=18)

ik
o,
i\
3
BE

2

0 1 1 1 1 1 1 1 1 1 1 1 i’

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

ROV H D,

i) kG LTRALEESS
EMBEBINTA—4

F G (hr)

Mg FRROIVREHRS
g N AUC, Cmax % D/87 A —2 i, HRE ORI OBRREEL - FEHEOBBRSRFIC L - TR

AUCo-288 Cmax Tmax tise

(ng-hr/mL) (ng/mL) (hr) (hr)
R~ VIERAE OD # 3mg [DSEP] 394+83 6.57+0.83 3.4%+0.9 102.4+22.6
7 U7 kD 3mg 413+£97 6.64+1.00 3.31.0 97.81+23.3

(ng/mL)
8 r

HREREE

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

—0— N AU VIEREEOD#E3mg  DSEP |

-O=-7 U7 DEHE3Smg

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

1

1 1 1

1 1 1

MAEF RN N AUC, Cmax FED /3T A—2 %, #ERE ORI, Ml OLRIEL - K% o0

ROWREMED B D,

72

96 120

144

168

e G-t& s (hr)
Mmigh KRR OIVREH#R

192 216 240 264 288

RBREMIZ L - TR




VIL_EYEhielc B9 5 HH

2) FRRI)VIEEELE OD & 5mg DSEP]
i) KTIRALRSZE
EMENEE/NT A — 4

AUCo-28s Cmax Tmax tise

(ng-hr/mL) (ng/mL) (hr) (hr)
R %~ LHERRH OD 4 5mg [DSEP) | 660+188 | 1454374 | 2.3+08 | 85.3+10.5
7 U7 kD 5mg 664+179 13.43+3.07 2.3+0.6 88.2+11.3

(Mean+8.D.,n=16)

(ng/mL)
16
—— N AUV ODSESmg [ DSEP
1 -O=-7 U7 ’DEESmg
(Mean+S.D., n=16)

ik
L
i
b3
B

4

0 ‘ 1 1 1 1 1 1 1 1 1 1 l‘.

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

G (hr)

Mg KA AL R S
MR EN N AUC, Cmax 50055 A — 4 13, SEREOEIR, MEOTIIEL - NS ORBELC X -C R
TR D EREMEDN B D,

i) KZLTRALEGE
HEFNEE/INS A — &

AUCo-2s8 Cmax Tmax tise

(ng-hr/mL) (ng/mL) (hr) (hr)
Rk~ A HiRsHE OD % 5Smg [DSEP) | 701+180 | 13.17+2.28 | 27+1.1 837+ 9.8
7 U&7 kD&% 5mg 707214 13.39+3.25 3.0x1.0 88.3+15.3

(Mean=8.D.,n=18)




. Y EREIC B S

(ng/mL)
16

—— N AUV OD#E5mg [ DSEP
2 -O=-7 Ut 7 DEESMgE

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

il
g
ax
=
B

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

F G (hr)

Mg FRROIVREHRS
(i BEH RN ONE AUC, Cmax 0 37 A —2 0%, A OB, Mg OLRIEEL - FERAE ORI L > TR
IRDFREMED B D

3) KRR JLIEEEIE OD £ 10mg DSEP|
i) KTHRALESZE
EWENEE/NT A —4

AUCo-288 Cmax Tmax tie

(ng-hr/mL) (ng/mL) (hr) (hr)
R~V EEH OD #2 10mg'DSEP] | 1201+218 | 32.20+7.03 2.4+1.2 78.8+13.1
7 U7 KD & 10mg 1218+218 30.09£5.51 2.310.8 77.6+t11.2

(ng/mL)
40

36
32
28
24
20
16

R REE R E

12

—— N R U NIRRT ODEE10mg ' DSEP |

- 0--7 V7 D 10mg

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

1 1 1

1 1 1

1 1 1

0 1 1

0 24 48 72 96

120

144

168 192

5% FH  (hr)
MmiEd KR ROIVEEHT

216

240 264 288

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




VIL_EYEhielc B9 5 HH

M3 FEEEEONS AUC, Cmax 55 0D/37 A — 2 (3, YA O=IR, il OEREUEEL - BEH % OB &L - THR

ROWRENRDH D,

i) KigLTHRALRGE
EYFNEE/NS A — A

AUCo-288 Cmax Tmax tise

(nghr/mL) (ng/mL) (hr) (hr)
R %~ LHeHE OD 6 10mg DSEP) | 1219+£229 | 81.92+5.31 | 25+08 | 755+ 9.3
7 U7 kD # 10mg 1232+221 31.71£6.83 2.3£0.7 75.7£10.9

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

(ng/mL)
40
36 —— N AUV ODSE10mg [ DSEP )
32 -O=-7 U7 DEE10mg
28
(Mean+S.D., n=16)
. 24
BE 90
Hh
e 16
1
8
4
O 1 1 1 1 1 1 1 1 1 1 1 ﬂ
0 24 48 72 96 120 144 168 192 216 240 264 288
5% K (hr)
migch FRRO)VEEHTE
AR ONZ AUC, Cmax /87 A—2 %, #ERE OFR, iR ORI « R EORBRSEM I Lo TR
TRARIREMERH B,
() HhEE
MR L

HEE -HRAROEE

L7 EER 0ESMHK

2. RYRFERE)/NT A =4

(L)BBHT
G RH L

(2) R FE S 2
ARk L

()BT 1
RERASFEERS (1§

OD #& 3mg DSEP]

OD #& 5mg [DSEP]

OD #& 10mg DSEP]

KO EET] 0.0076+0.0006 (n=18)

0.0082+0.0010 (n=16)

0.0090+0.0013 (n=18)

Kel(hr)

A7 LEHET] 0.0072+0.0019 (n=17)

0.0084+0.0011 (n=18)

0.0093+0.0011 (n=16)

(Mean=+S.D.)




VIL_EYyihieIZ B4 5 T H

@o2IVT73UA
R L

(5) 3BT
R L

(6)% Mt
R L

3. B&EM (REaL—>3v) @i
(LR AE
U ERR L
QQNF A= EBER
U ERR L

4. I 4
16.2.1BEDFE 1®
TEEERR N F & RS KIE T REORE L BE 2mg ™Y THET L2 fE R, EARR G oM e T Ear
LR AR L, BEICL AT b ho Tz,
) ARAELROHER, 7AYo~ —BIRREE T @, AL ROV & LT 1 B 1 [ 3mg 726 B4k
L. 1~2@R#%IC bmg ICHE L, BOBET 5, @EDOT LY A <~ —HERAERE L, bmg T 4 @M L E##E%. 10mg
WHRT 5, 7ok, ERICEVEERRET 2, | . VE—/MARIERAE T TlE, AT RO vEimEe LT 1 H
118 3mg 2> HBEA L, 1~2 HEEZIC bmg (&L, BN&FE 5T 5, bmg T4 BEMLL EFEE, 10mg (THEET S, 728,
JERIZE Y bmg ETHETZ 5, | Thod,

5 9% #
(1) M % — R B P @@ i
NERE R L
(2% — e B EA P A 1%
RNERER L
<£E>
[VII.6.(5).5F4% ) DHES M
QR ET~DBITHE
Y ERR L
<sE>
[VI.6.(6).#%%LMw] DHZSM
A FER~DBITHE
MM ERR L
(5)Z DDA~ DT
NG E R L
(6)MIFEAFEEE 1920

In vitroBBRICEB W T, b MIREAKEAERILI88.9% TH YV . in vivo TOIMEEBAEARIL92.6% ThH o7,



VIL_ SEWEhie I c B4 5 H

6. £

(DA HERLL R U R R

16.4 X35t 20

TR T N-L 7 X LIS TH Y 2SR N T O A F ALK & ZUcHi< 7 v 7 v VBRI A X
IThHDHEZEZ LI,

N-fiL 7 v AL ZIZE E LT CYP3A4 23, F72 O-l A F/ULIGIZ T3 E LT CYP2D6 235 LT
HZ eI, [10. ]

QRBIBISTIERCYPH)DNTFE. H5E
[VIL6.(1) R BE M R U R EBIRER ) DA S

QRWEEBNROFERUVZDEE

NG E L

HRBEYOEEDOERRVEMNL., FHELLE

NG E L

7. 0B
(1) Bt BR AL R AR BR
16.5 HEtt 22
TR N 5 72 6 BRI HE 2mg TP A HERE O G Lz & & #5147 B B £ ClaRPIcHE Sz R BRI
WEED94%ThHy, R#@tWEEDH5H L 29.6% Th o7, £7-. 10mg OHERKRO#HEG%, 11 BB £ TIcHE
M ST RECRITIR T 10.6%, EF T 1LT% ThH o7z, REMEL ORI E2 AF Lz RPHEI=R T
35.9% CTh v, FEHPMFRIL8.4% ThH o7,
F) c KRBAEL AR, TV A = —RIEAE T TR, RACIE R RO U S LC 1 B 1 3mg 205
BAZA L. 1~28M%IC smg ICHBE L, OG5 T5, MEDOT LY A ~—BEANEREICIL, 5mg T 4 BB RS
%, 10mg IZHET 5, b, SERICEVEEREET S, | . VE—/MREERAE TIX DA, AL RSV VIERE
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