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Coax Hoe v LA i B2
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S.D. standard deviation : fE%E(R 2=
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VEHZRE IS B U B R

O RNV RRESE bmg NP 10

@ R~V VIR BE 10mg TNP) 1V

(TMEREIRLDOEYFZRIFR SRR T A RT7 42 P94 12 A 22 B [EHEH 487 5, %
A 1345 A 31 H—HdE EHAEFEE 786 5 KOV 18 4 11 A 24 H —HitiE FEAFEHK
551124004 %))

RERG 1 - BASRD T —RBRIER HRBRE (SR

B S:
E [EIL =g BRI PR K 1R

pHL. 2 = A AR {7 ¥ HEBRES 1 ik
pH3. 0 = ¥ 7= McIlvaine OFETE K

50rpm - 3
pH6. 8 = H A HEJey Vs HHaRBRER 2 K

X RIVYE K 900mL 374+0.5C

(5mg)
pH3. 0 =¥ 7= McIlvaine DFEEHR

100rpm
(10mg)
pHL. 2 = H AHK 5 J7 ¥ HEGRIREE 1 K

E FEUE - BRI 0 U H SR A AR YERA OSSR & ik 5,
TRTOBEHRBREMF BT, UTOEMETHEET 5 & &, WL
TWbHE4 5,

FEHERUH 73 15 43 ANIT -2 85% LA R 256 -
FRERELAIZY 15 4y LANIZFH 85% L0 BRI 5,

ABRAE R  [FSERBR T A R T A N> T KRR VIR SE Smg NP, [AISE 10mg NP
CHEUERIA] (7 U &7 N EE bmg. [FIBE 10mg) DOWSHIFE & et L7, DR,
B TOFMIZIB W TR B ORI DY E FEHE A 72 L Cnizizd | Al o
TR ZEENERL L T D SR LT,

@O R AV VAR SE Smg NP

BRI pHI. 2 1281 2 A #h#R (mean=£S.D. |, n=12)
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AR pl13. 0 12 351F 5 THIVE I (nean£8.D. | n=12)
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@ R~ VR EE 10mg TNP)
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(X )B4 EE o

120
100
80
60
40

]} J'j

—o— FRARYILIEEIES10mel NP
—O--- 7Yt T 10mg

15 30 45
2B ()




FRERIE pHL. 2 (100rpm) (231 B A H AR (mean=£S.D. . n=12)

120 r
w100 - [f—e_pm=sss=s==as C i SEEEEEEEEE J
=
H 80
* 60 -
0
\/2 40 —0— RRRYIEFEIE S 10mgINP ]
20 -=0--- 71& T E10mg
0 [ . ! |
0 15 30 45
#ZBEFRE (5)

(AHIER R~ DT A)
D R RV R EE 3mg (NP
@ KRRV FEYE HE Smg NP
@ RNV AR EE 10mg TNP)
5k C BARIERS EHRERE O RViE)
BRI : pHE. 8 = A ARFE)R i HHEER SR 2 #7 900mL
[Fl#s%e : 50rpm
BRS¢ 15 2 BANIC 80% LA ¥R L 7=,
R VIR SE 3mg [NPJ, RSO VHTRRIESE Smg NP) ] OY KR AV §E 10mg
NP 1%, BARERHEEBEFITED Hive RR_XOVERESEORMHRIZHEEG L TWD
ZEDHERINTND,

10. &% - 3K
(1) FRELPRELGERE - O, NENEKREES - AZICET H1FER
YL
(2) g%

22. %
(RRARIIVIEFEIESE 3mg TNP )
28 B [14 & (PTP) X 2]
140 &£ [14 82 (PTP) X 10]
(FRRD)VIEEIGSE Smg TNP1)
56 £ [14 $E (PTP) X4]
100 g [, X7 ]
140 &£ [14 £ (PTP) X 10]
(FRRI)VIEEIESE 10mg TNP1)
56 #i& [14 & (PTP) X4]
100 $& [, N7 ]
140 & [14 & (PTP) X 10]




11.

12.

(3) FlREE
MY LR
(4) BROME
PTP a3
PTP: RV 7 t'Ly, 73
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Kew: R xFL v
Fyrv/ RIS L

AR SN D EMEE
BARRNA

Z Dt
%Y L7
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V. JAEICEY 5IER

1. BEEXITHE

4. ZhEE - R
TILY A T —RIBHAER U L E—/IMAREREE 128 11 % FRENEAE K D EITHIH

2. MEXEIHMRICEET HIEE

5. %hee - HRICBEET DFE
(ZhEEHE)

5.1 KRBT /Y A ~ —BIERFNE & OV L B —/IMERIZRHE DI REZ D b D D HEFT Z il
T2 VIR LT,

5.2 T A = —HIEERHE K OV b B — IMARUEREE LLS O BB EE MR T I W TAAI O
BENMEIIHER AL TR0,

5.3 MORBEIEMERE & OERIZIICEE TS &,
(TILY A 7 —BIBBENE I (T B FRAAEAE K D EATHIHD

5.4 KANL, TNV nA ~—HERFE & ZWr ST BFICORERT 52 &,
(L E—/MABIERENGE 12 85 (1 5 SRANAEAE K D ETHIH]D

5.5 ARANL, RAEREICKHEE L, 117, EEREEE OBEONFIZOWTHoICERR L2
FSXZ ORREO T T, L e —/MERIERBIE OESR 2 W eI S & | i) 2 i R 42
RMAFIC LD U e —/ METRIERAYE & W S dv, ARAI O Y) &l S vz B
DHERTHZ &,

5.6 FEHHEIR - ATEIRDE | BAREEARIER KT 2 RFNOAZPEIRER STV 720, [17. 1.3,
17.1. 4, 17.2.1 B8]

3. RERUAE
(1) BERUVHAEDREDR

6. A% - AE
(TILYINA 7 —BIBENGEIZ 8+ 2 FRENAEAE K D AT HIHID
WE . AL ROV RE L LC 1L H 1 3mg MORA L, 1~2 %S
Smg IZHEAE L. RO E5T 5, BEOT VY A ~—TBIZRAEBREIZIE. 5ng T438
L. EffEt ., 10mg I ET 5, 23, ERICE YV EERET 2,
<bE—m%ﬂ%ﬂrrﬁwé%ﬁrrﬁwﬁﬁWM>
WH . AL R RS LR & LC 1 B 1 [\ 3mg 5B L, 1~2 @RI
bmg ([ZHfE L, OKE5 325, bmg T4 HEMU L%, 10mg ICHET H, 7238,
JEMRIZ LY bmg £ TRETE 5,




BeHBAG 12 W £ T2 BRI, BAKEERA, BFLOFEK - M#E b AR
HEIR DREIRSF IS L D AR 21T\ GRABRAE, KAk - ATEIREE, B ETE
PEE 2R ERICEHME L TR 7 0 v R Y A7 % Bl D & T RWIGEIE,
FehaR 1T 5 2 &, BEBMA 12 BRI £ TOARMERFM O RIS & B Gk
2RI L2 e Tho T, EMMICAIMERHME 21TV Feh-fkie oo vl 2 4
52 &,

(2) MERUAEOREREE - RN
AR L

4. REZERUVAEICEEY IR

1. A%

- AEICEEY 535

1.1 3mg/ HEGIIAAETIT < MR REEROREAMZ 52 B0 T, AL
LCI~2 2B CTHEALRN &,

1.2 10mg,/ HIZHEET 28615, MERREWERICER LR OEETHZ L,

1.3 ERNEE, FELREOEHOL L TRETHI L,

5. BEERREE

(1) BBERT—R2/\vor—o
AR L

(2) ERRRZFEERER
MR L

(3) AERGERAR
MERR L

(4) HREERIERER
1) BAXNTERIERER

(BERUPEEDTILYINA T —RBEE)

17.1.1 EAREMAERER

R K O D T L A ~ —TUERHVE R 268 i & PRI KRR~ Vg
YEgE 5mg (3mg,/ H % 1 H[EE 5%, dmg/ H#% 23 WREHKG) X7 78R % 24
G52 ZHE MR A FE i L7,

A NG AR Z B T bmg BEIL 7 7 B ARBEL IR L THEIZERL TV
7o o) LA EOBIGIE bng B 17%., 77 B REE 13%., [EETEl) LT
AL omg BE17%., 772 REE43% TH -7,




e BB R A AR A

B | 1 19 | 40 36 15 4 0 1

Smg| % | (1) [ (16) | (34) | 31) | (13) | (3) | (0) (1) 116
X453 % (17) (34) | (31) (17)

LI 13 10 40 21 21 5 1

iz % | (1) | (12) | ) | (36) | (19) | (19) | (4) (1) 112
X53% (13) 9) | (36) (43)

PR RE A FEM T 5 ADAS-Jcog DRI A LA RIS (FfMipTxi5e : 205
Bl) . BEHBLER E O REOEETIE, &5 12 1% XV dng X7 7 AR
LI L THEREENRD i, RO bng BE & 77 B RO 5-RI4
DIEALBDFET 2. 44 . TH - T,

ADAS-Jcog DAL,

A - 0375 DL L EH PAE OB H ik
IR FHE+S. B (n) gy
5mg —3.03%+0.47 (106) —
12 34 -
75 R —0.84+0.50 (101) 2.19
5mg —3.07+0.50 (96) —
24 1A -
7T R —0.11%+0.56 (86) 2.96
5mg —2.70+0. 48 (107) —
g ot
AN —0.26+0.52 (98) 2. 44

(v A FAETSEE =T,
EE FERTAR RUBE T D CDR ORERFAAL 2 RIS (URMMFHT 5 : 228 i),
HBhERE & O REOFETIE, &5 12 l% K0 dng B 77 B ARREL i L
THERYGEDRRD vz 129,




CDR & & M ORI AL

A - 0 D DAL B PR B DO RER b
IREY] SEHME£S.E. (n) L e
5mg —0.12+0.08 (113) —
12 -
7R 0.23+0.10 (109) 0.35
5mg —0.14+0. 13 (104) —
24 -
75 ¥R 0.72+0.17 (95) 0. 86
5mg —0.10+0. 12 (116) —
E‘i%@%s
75 R 0.75+0. 15 (112) 0. 85
(A FAEITSEERT,)

X1 [AFHErR o] — [0 ofE]

¥2: [T BARBED 0@ D OE{LEOFHHE] — [Smg BED 0N HDE(L
O]

X3 BOERFITREAIE UC 24 B ORI & L7z, Hik - B FIc 2T,
12 L EDORFED & D556 DRk T — Z ZffrOxtg L Uiz,

(BEOTILYINA I —ERIEBANE)

17.1.2 ENE I ERER
EED T VY A~ —TUEBHYE R 302 5l & k51T R R VI BRI BE 10mg
(3mg,/” H % 2 H[MH B H1%, bmg,/ H % 4 BMHE, T 10mg, H % 18 J
5.). bmg (3mg/H % 2 WM& G4, dmg,/ H% 22 WH&ZEYG) X7 78R %
24 A E-3 5 " HE MR BEABR & FEhi L7z,
CIBIC plus (EMMIEEARIERFEAM) (23T 10mg BEIEZ T 7 B AREE L ek L C A
BIEN TV (B fitiret % - 287 i),

Eef&lED CIBIC plus

HIE| FHH 2958 L2358 | e .

& A b2 &%

T s | O e | 2 me | me | ope | T
ik 0 7 35 20 19 9 0 0

10mg 90
% (0) (®) | (39 | (22) | (21) | (10) | (0) (0)
ey 0 4 27 26 30 9 0 0

5mg 96
% (0) (4) | (28) | 271) | (31) | (9) (0) (0)

75 | Bl 0 6 18 | 30 | 34 11 1 1 o

R 1
EARTL % | (0 | ) | (18) | (30) | (34) | (11) | (D) (1)




REIEREZ B9~ 2 SIB 15 M DB DA b A FRITR T (Befitrxt 4 : 290
Bl) o BLBRAAIE & DIFRZED P TIE, dmg #E, 10mg FEEN LA, 6.7 4K, 9.0
RTHY, 77 AR L TAERUENRRD bW 19,

I fEEFRL @ SIB

\ 0 W) B DAL E*? PR B DR [ L g
k58 :
SEXE£S.E. (n) MR SR
10mg 4. 7+1.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
IR —4.2+1.0 (102) —

(77 AMEIFEE R~ T,)
M1 RERRITRANE UC 24 R ORI & L7223y, Fik - BBz > T,
AT — & B fRTOx 5 L LT,
X2 [k ofE] — [0@EDfE]
X3 [BEEGHED 0 6 OZEEDOYEE] — [T BRHED 0 WD DE
L&D )]

(L E—/MAZLERENSE )

17.1.3 ERNSE IERER
LB/ IMATIZRINE B (MMSE #5305 1 10 sLA b 26 JSLLF) 140 il & %f 521 R
FARUNVHEEAYESE 10mg (3mg, H % 2 BRE#& 5%, 5mg,/ H% 4 BREEZES. &k
T 10mg,/ H % 6 5 ), dmg (3mg/ H % 2 HE 5%, dSmg H % 10 #H[H
#E) . 3mg X7 7R % 12 HEHERE3 5 “HERRGEER 2 En L7z,
MG RIE IR & RFH9 5 CIBIC plus (28T, 3mg #F, 5Smg #E, 10mg BEIZVT
b7 7 eREEE R L THEICEN TV,

& CIBIC plus

HIE| FH L2958 R el )

& R G2 &

5 g | 5 |y | T e | B g | T
1% 1 3 13 8 1 0 0

10mg 26
% (4) (12) | (50) | (31) (4) (0) (0)
ik 5 5 10 4 2 2 0

5mg 28
% (18) | (18) | (36) | (14) (7) (7) (0)
% 1 5 14 6 1 0 1

3mg 28
% 4) (18) | (50) | (21) (4) (0) (4)
% 0 1 8 5 10 3 0

7 TR 27
% (0) (4) (30) | (19) | 37) | (11) (0)




SRS RE

9% MMSE 1558 O KRFO L&D 7T B AREEE OZEIX. 3mg

Bt bmg BE. 10mg BEZNFN L85, 4.1 5, 2.8 5 THY, 2 TORETS I
REEL L L CARBRUWENED b,

e fE IR D MMSE

‘ 0 ) B DAL E*? PR B O FE R bt
B 5 :
SEHE S D, (n) SR 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
A N —0.6+2.7 (28) —

FEARAEIR « ATEIEE O 5 HXIR .,

(77 2MEi3dEz=9,)

AR REZL B 22 A9~ % NPI-2 #5R D g g

DOENED T EREEE D=L, 3mg B, Smg B, 10mg BEFNFN —2.4 4,
—3.65, —5. 25 THY . dmgFE, 10mg BECTT T AR L il L CTHE R GE

EB BT,

B fEIRERL D NPT-2

\ 0 W6 DAL B P O RER Hr g
B 5 :
SESE+S. D, (n) SR 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
A N 0.2+4.0 (28) —

(A F AEIFSEZ =)

AABRIIRRARBR TH Y | FHEEHMIE BRI, S A g - &R0

RE DL EMEGHIME L Ty 1910, [5.6 2]

17.1.4 EREMARER

L B —/MATIZEAE B (MMSE #5345 -

10 JSLLE 26 JRLAF) 142 il a3t R

IRV ERYESE 10mg (3mg, H % 2 BRI 5%, dmg/ H % 4 BRI S5, &
T 10mg,/ H % 6 H$EH) . dmg (3mg,/ H % 2 B HEEH-#. bmg,/ H % 10 ¥ [
BE) X377 R % 12 @ERG425 _EE MR 2 35 L7,

SR RE
BE. 10mg BEZNZ 4 0.
BlrteENRO Tz,

8){_?"

SEh % MMSE B S O RKEOE/LED F T AREEL DL, Smg
L L6STHY, ImgBECT IR I L CH




(5)

(6)

2)

SR D MMSE

\ 0 B DL L E* PRV B DO REM Fh il
B 5 )
SEYME£S.E. (n) L
10mg 2.2+0.4 (49) 1.6
5mg 1.44+0.5 (43) 0.8
75w R 0.6+0.5 (44) —

FERREIR « ATEIEE O 5 HXIR,

(77 2MEl3dEzR=d,)

FONRERE A B 2 R T 5 NPI-2 15 D B (& IRF

DAL ETIE, bmg BE. 10mg BEE BIC T T ARE L ORICABZITRD O

Mmool

SRR D NPT-2

\ 0 A B DAL FH ZEA b i D RE R L
B 5 »
SEHE S E. (n) SRR SRS
10mg —2.8+0.5 (49) —0.7
5mg —1.84+0.6 (45) 0.4
75 R —2.1+0.6 (44) —

(A T AEFSEERT,)
X1 FRIRFITRRNE U C 12 RO RN & Licay, Fik « B FIc >V T,
HAET — Z Z T DRI G & LT,
X2 [RAEDfE] — [0 HDE]
X3 [BEEHED 0D OB EOLE] — [FTBREED 0l D DOE
LB D fiE]

ARBRTIE, RAERERRE T . ASeEIR - ATENEE ORI 9% R~
HAFRRSE DATNED 7T B AT L TN TV D & 9 BRGEERGR I IRRRE S 41
T ™, [6.6 2]

REIEHER
LR L

BE - FENHB
DR L
SRR
ERRMHE (—REARERE. BEEAREEE. EARELREE) . BER

1)

TRT —IN—RAE. HERTRERABRORE

AR L




2) ARBEHELTERTENAERIIEMR L-AE - HBROME

17.2.1 LE—/IMAERBZBAEEREZXR E L-EREERFTRGRGER
L E—/MEREREE RS (MMSE 555 1 10 0L E 26 JSLLTF) x4z
DVIEREYEBE 1omg (3mg, H % 2 W H-% . bmg/ H % 4 B 5,

Ya6E 10mg (JBHEH KR~ VIR BRAYERETIX 10mg,” B XU &ERF 5mg, H |
W77 A RETIE 3mg, HZ 2 B G%., bmg/ H%AZ 4 MRS, %

TE L R AIRHT OA E/KHEIZ I 0. 046)

B EEAIIE D CIBIC plus

e

RUNT

10mg,/” FA SUIIRERF bmg / H & 6 WH#5) U377 Rz 12 BEKEST 516
WY (CEERT 7 BRI & BRI 2T LB R~ ViR

TR
DI

10mg,/ B SRR 5mg,/ H) % 48 W[ G-7 Hikfes 581 (FEE I )
DD 70 2% B IR 5E 4 BRI AR 4 S50 L 7=, TR CIE 160 Bl KRR~ LR
WUT 77 v Rnkh S, FEFMEE Th 21BN T D R &R O
ERREEAIEIR (CIBIC plus MATHE) ONMIZBWT, 7T vREEE RV
NEERERE & OMICHBEZITRD biv/eo72 (p=0. 408, 2 FEA Wilcoxon R

HIE | FHHH L2358 L2958 eS| .

i 3 G2 B

1 s | L | ™ e | B mg | T
R | Bl 1 10 [ 22 | 17 | 19 5 0

74
il eh % | (1) | (14) | (30) | (23) | (26) | (D) | (0)
Bl | o 6 18 32 14 5 1

7R 76
% (0) @®) | (24) | (42) | (18) | (D (1)

K (CIBIC plus #&GaHl) ORI TO LB ThoTo,

& EEAMED CIBIC plus (4IfR DA MER]))

72¥. BGBRAAET O LI O A HER T OGN IS T D k&AM IR 0 2 fi B PR E

)| B g g (595 | B
o3 A T aF
e st | 58 e | TF | mge | B g | O
I R I S 0 | 14| 9 | 11 3 0
YoV 48
gy et % | (2) | (1) | (29) | (19) | (23) | (6) | (0)
HY "
T 3 | 14| 19 ] 10| 4 1 )
TR o o6 | en|en|len © | @
R i | o 0 8 8 8 2 0
N
B L %6

“llgge | % | @ | @ | GO |[6D|6D] ® | 0




(7)

HrE| F LS LS =W .

E% VA % [ =)
e s | 5 | we | N g | B g | B
|| s | PIE] 0 3 4 13 | 4 1 0 .

UL ER L o o) [an | ae) | 62 | as) | @ | o

143 BIDNVEIEAZ5E T L, D9 5 139 FIA ke 5- 51T L. 105 FlH3 ke
BeHW 25T Lz, BIWREHEIEE CH 5 & iR (AR & Ok 5-141)
WZBIT D MSE DRX—R2F A4 b OBLEDHRIITROEEBY THhoTz,

o
4 o—e JIUAEE (MR SIIINARYIERIERS)
& 31 —— RV
2
]
#0 5 2
g| P
n -
=
w1
: {,_—-
4]
+H 0 oF <L B
o
B
2 3
8 14
I
® 038 63 1238 2438 363 48 3 60 3

s
77 R ARRET 12 WD RS VIERRESE 3mg, H ., 14 75 bmg,/ H, 1818
2D 10mg,/ B 5% BtG (5mg/ H ~OJKER), HHEE, B, BGRE L B
DRHAERAZRKT-L L, MMSE DX—R2 T A AMERNA YV —=> 7O E1b
B8 E L U7/ MRM (Mixed Model for Repeated Measures), F4yfckiitix
MRS L LT,

AR (JRHEEH N ORe % 5-3) 12381) % MUSE DR_R— 2 F A b DAL,
BEOHR

ARRBRTIR, BRERRIERIT ST 5 BRI OGN 7T AR
B L TENLTWVD &0 ) BGEERHLUIMEE S LTV 2R, [6.6 ]

Z DAt

LR L




VI. EHHEBE(ZREHT HIER
1. EEZPMICEEHSILEYMRITILEYE

UNRZAF I HT o7 v RBAWKERRE

EE  EEOHILEMOREE - 2HREIL, BRFORMNITELSHRT L L&,
2. FEBEEHR

(1) ER&ML - ERHF

(2)

18.1 {EFRF
T I NA = —RIEREIE K OV L B —/ IMATRIEEENSE Tl N = U AEB R R
BEREENRDO LN TND, AKX, 7F /=Y v (ACh) 2RI HEEHETH
L27kFal) X7 T —F (AChE) Z r[WiIZHE T2 Z L I12 L 0 I¥AN ACh &
NS, M= U AEEMEAR R A IRTE T 2 19722,

B &R T D HERAE

18.2 AChE FHEEF R U* AChE IZxt 3 %:& 4R

In vitro TO AChE BLEIEFA® 1C,, fEIX 6. Tnmol /L THY ., 7FVLal T AT
Z —PREEH O 10, 1% 7, 400nmol /L Td - 7=, AChE (2% UiEIRA 22 BHLE/EH
LT,
18.3 fixi9 AChE FEE £ FA &R U ACh & n1E A

BAEEICEY . Ty MM AChE ZFHE L. E 72l ACh Z S H7z 20 20,
18.4 FEEEHREIER

TN = ) AEBY AR RRAR B 7L (PRI RREF ORI 1 0 PR B RE A R E S
N=7 v b)) IZBWT, RAKEICL ) FEEEREERZ R L 2,

(3) 1ERARIMEFRT - FrithFiE

PN
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EWEREICEY HIEE

B

R EDHR

(1) AEEAHLNPRE
DR L

(2) HFEBRTRR S Nr-MpRE

X

16. 1 MARE

16.1.1 B[RS
PR B T2 X 81U, SER A & TR NG Lc & & ok @ EhiRiE (C,)
Ko OV 5% v B — ] i R RS (AUC) 13 R G B OBIMITEAF L TE< oo T,
5mg 31T 10mg HEF GHFIC R 2 HMBNRE T A — X 2 RITR LTIZ 2,

BEERR A 71 bmg XU 10mg HE[AHE A 45 L 72RO KW I RE ST A — 2 ($EH)

= Cmax tmax AUC tl/z CL/F
Beh &
(ng/mL) (hr) (ng * hr/mL) (hr) (L/hr/kg)
5 9.97 3. 00 591. 72 89. 3 0.141
m
& +2.08 *1.10 +155. 87 +36.0 +0. 040
10 28.09 2.42 1098. 40 75.7 0. 153
mg
+9.81 +1.24 +304. 63 +17.3 +0.043
CL/F: %7 VT F A (Mean=*S.D., n=6)

16.1.2 REH®SE

fEERR AN B2 61, BEA bmg X 8mg™ Z 1 B 18] 14 HMRER AL L=,
[AR B 5-1% O S B 13 B 54K 2 B CEFIRBBICE L, BRMED 2 VX AN
RBICE T RN EE X B 2,

W) ARAE - BRI, 7AYo, = —BERAE T D@, A RRor
WEsta e LT 1 H 1P 3mg 6B L. 1~2 FMZIC bng [IZHEE L., RO&KES
T 5, MEOT VYA ~—RERAER 1T, Smg T 4 EMLL B, 10mg
ICHEET S, B, JERICEVEERET 5.). L E—/MEBRERIECIX (8
B ORACIE FRASDUERRIE S LT 1 B 18 3mg 22 5B L, 1~2 #E#IC
Smg [ZHAE L, OG5+ 5, 5mg T4EMMU EREE, 1omg ICHET D, 72
B, AERICED Smg FTHETE S, Thd,

EYFEHIE F AR

PR RBRT A R T4 v

O RARDNVHERYESE 3mg NP] 9
(TG 'ED R 5% 0 BERRA O LY FHIR EMRER T A R7 A4 2 ER 18 42 11 A 24
A SERFEARE 1124004 5 )




KRRV HE 3mg NP 1%, RRSIVIEFSIESE bmg NP ZiEyERIE] L L
el &, WHEBRFRS LR S, EMFRICEE L AR ENT,
V. 9. I HitE] OEZH,
© R R~V VGRS GE Smg TNP) 10
(MEFEIR DL PR FIERBRAT A BT A2 a9 12 A 22 B [EISEE 487
. R 13 4E 5 A 31 H—¥#dOE [EIEEHE 786 5 LUV 18 42 11 H 24 H —#Bck
IE EHFEAFE 1124004 5 1)
R~ VAERRYESE Smg NP &7 V7 Mg bmg ODZNF18E (FRRXUNLE
MR L LChmg) %, 2A12 D7 v A4 — R—IEI2 L0 fEFERR A S 71 H A
M # 5 L C LC/MS/MS YEIZ Tl R RO VEBIEREZE Lz, BSohi
HMENHE N T A —F  (AUC,_ sgs Con) (2T 90% 5 M X BVEI THEGHIRAT 21T
STcfER, log (0.80) ~log (1.25) DOHFIPHNTHD V. WiHID AW FHIIE D e

mani,

(ng/mL)

161

14

121

—o— RRARD)VIGEEESESme NP

107 -te- 7Y £ 7 MiE5me

8- Mean+S.D.,n=18

RO AT RS ES <\ 2N T B

)
OE T T T T T T 1
0 24 48 72 96 120 144 168
A5 (hr)
HE/NT A—H BEINT A—H
AUCO" 168hr Cmax Tmax t 1/2
(ng+hr/mL) (ng/mL) (hr) (hr)
T
444.5+79.7 | 9.772+1.747 | 3.11%£0.68 | 66.56=+18.67
5mg NP
7 U&7 ~EE Smg 452.3+82.3 | 9.512+1.352 | 3.67*£0.77 | 69.44+17.67

(Mean=+S.D., n=18)
MSEF B HEETNT AUC, C,,, 5 0/8 T A — 4 5, R ORIR, (KR O RIEL - i
1% DB PHIC > C RAR B TTREMAS B 5.



(3)

@ KRR _RU Nl EE 10mg NP 1V
(ML FE SR DM FFIZEERBR T A KT A4 > PR 9 4F 12 H 22 B [R3RGRE 487
. PRk 13 4R 5 A 31 H—HISE BEREFEHE 786 5 KUV 18 4F 11 H 24 H—iick
IE FERFATE 1124004 )
R 2R VIR SE 10mg NP &7 U&7 MEE 10mg DZENZEN 18 (RR~LPL
e X LT 10mg) %, 2 K2 Ml 7 v 24— N—E2 L0 R R B TS
[El#% 045 LT LC/MS/MS £ THLAEF RO NVHRIIEREZAE L7z, Fbh
ToRENRE X T A — 4 (AUC,_ 169 Con) (22T 90% 15 HE X [BVE I CHREGHIRNT 2
1To725EF. log (0.80) ~log (1.25) OHFFANTH V. WAIDAEMFHEIZEMEN
B S iz,

(ng/mL)
50

40

—o— RRARD)IEEEEEEI0mg NP
30 -A- 7 Ut MME1Omg
Mean+S.D., n=19

R A RSB <\ N T B XRE

0 T T T T T T 1
0 24 48 72 96 120 144 168

RFE (hr)
HIENT A—H BHEINT A—H
AUCO*>168hr Cmax Tmax t 1/2
(ng-hr/mL) (ng/mL) (hr) (hr)

Rk LR b

10mg NP

956.974229.3 | 22.726%5.429 | 2.89%1.05| 60.36=%13.93

7 U&7 MEE 10mg 951.6%232.2 | 21.874%4.815 | 3.05*0.62 | 60.55%E11. 95

(Mean=S. D., n=19)
MAE PR EEN TN AUC, C,, FFD/NT A —F X, #RE OB R OFEUEH - Iy
M DORBRRMIC K > TR D AHEMEN D 5,
hEE
A E RS L



(4)

BE - ffRAROFE

16.2 DRYR

16.2.1 BEDFE
TERRRR A - 2 R BT BT B F OB & §E 2mg ™ THRES L 7RG R, HERE
B G- O MAE PR AR & I XITRELRHER 2R L, BFICL DRI bk
Mol ¥,

W) ARAE - AL, 7Ty g ~—BEEIE Cix NEHE, BRAIZIE Rron
MR E LC 1 H 1\ 3mg 2> HBAAA L, 1~2 HFEIC dmg (CHER L, OS5
T 5o MEDT VYA < —RERANEREIZIX, bmg T 4 HHLL LfK#EE, 10mg
CHET D, B, ERICEVEERET 5.1, L E—/MRRERAYE CIE T@
RN RSO UERRIE L LC 1 H 1 [H 3mg 2B RHAA L, 1~2 HH%ZIC
Smg (R L., OG5, bmg T4 FEELLEREE, 10mg [T ET S, 72
B JERICEY bmg ETHETE S, ] THD,

2. EYEERIINSA—4F

(1)

(2)

(3)

(4)

(5)

(6)

R 77iE
EER L

IR U 328 FEE 5 30
EEE R L
HERRETER

TR RS HLIRTRE 1 e -

BhH & 5mg 10mg
(bmg X 1 $Z. n=18) (10mg X 1 £, n=19)

kel (/hr) 0.011369=%0. 003900 0.011960=%0. 002269

(Mean=S.D.)
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3. BEE GKEal—>3) i
(1) B
LR L
(2) K5 A—SEHER
LR L

4. R
LR L

(1) Mm% — KPS EE S
MR L

(2) Mmik—RaREEEPEEMY
BRI L

(3) Et~DBITH
HMERR L
(%)
VI 6. B E D B2 AT 5 BEICHET 5 1R 6) Filii) DOESBM,

(4) BEER~ADBITHE
M ER R L

(5) ZOhDMEBE~DBITHE
MR L

(6) MFEBHKEAE

16.3 9%
In vitrodBRIZEHBWT, & MIEEAMEERIL88.9% TH V., in vivo COMIFE
FAE A3 92. 6% T 7= 2. 2D

6. i
(1) RBEERLL R VAR BHRER

16. 4 135

FARFREBIIN-LT VX AUEISETH Y | EFUTIRN T 0l A FIALRIES & Z i
fe ZN o m CUEBIRAEROGTH D B X B,

N-JiL 7 /L F AL IZIE = & LT CYP3A4 23, F72 -l A F /LIS ICIZEE LT
CYP2D6 MBI H- L TWD Z RS, [10. 2]

(2) KHIEAET 58K (CYPHE) OXFiE. F5X
[VIL 6. 13T (1) ALK OIS | DIESM,



(3) VEEAHNRDEERUVZDEE
EUERR L

(4) REVMOFHEOEERVEMEL., FELE
MM EEe L

7. B

8.

10.

16.5 Heii

BREERC N & X HE 2mg ™ ZHER ARG Lz L &, 5% 7 HH £ TIRPICHE
M ENTEREMBITREGEED 9.4%THY, R#MEEZDDHL 29.6% ThoTz, £,
10mg O HEIRE AF 5%, 11 B B £ TIoHel S e REMRIZIR P T 10.6%, #HT
L.7% CToholz, REMEKORED % A LI R PSR 35.9% TH Y | FEp Pk
L8 4% Th-o7= ¥,

) AGEHE - HEZ, 7Ty oS <= —BEAE CId TBE ., BANITIE ROV
HELT1H 1E 3mg 5B L, 1~2 HMHEIC sng ICHEL, ROKET D, &
FEDT N A~ —REEBAVEBATIX, Smg T 4B ERGBE, 10mg ITHET 5,
B, ERICEVEERET S, ), L E—/MEREEEYE TIx TEE, BN Fx
NRUNMEREELE LT H 1B 3mg 2B L, 1~2 HREZIC Smg IZHE®E L, FOH
53 %, bmg T4 HAMLL L%, 10mg ITHET 5, Zeds. JERICE Y Smg £ TR
BTE2,] Tho,

RS YR R—5—I=ET 1R
AR L

. ENFICEDBRER

R L

RENDEREHISEE

16.6 HEDEREZHIT HEE

16.6. 1 BieElEERSE

R I IR A KGRI BE Bmg A BRI A 4% G- L7z & & OIEMBIRE T A — XTI, fiE
R ANDZN EBEZITRD LR GMEANT—F),

16.6.2 FFHgEEPEE RS

TV 3 — )UPETREZR B8 2 RE I BE bmg & BRI ARG Lo & & OFEYEE AT X —5F
IR & Ebl U TR BB E D C, 2N L A fEE < ABENRD LN, o5
—HIABAETRD N Nno 72 EAT—4),




11.

16.6.3 S&iE
N A X BT HE 2mg P A HREIRE NG LTz & X OFEYBIE T 2 — 5i@%ﬁk&%
LT, VIR L5 A RBITIER L72AY, Cup tu K OVAUC ICA B 7 ZITR 0
AR o Te 3,

W) AL - AR, 7AYo A v —BEREE T @, BRAICIE ROV
L LT1H1[FE3mg MOBMGL, 1~2 %I mg IZHEEL, BOK5T5, &
FEDT N A~ —TUERHGE R A 11T, bmg T 4 MR LA ERGE% ., 10mg ([CH R 5,
¥, ERICEVEERET D). L E—/MEABREREE Tk TEE ., BRAIZIE xR
NRUNMGEEEE LC1 H 1A 3mg 2250 L. 1~2 %I g 12 &L, B
4%, bmg T4 ML LR, 1omg ICHET 5, 2236, JERICE Y bng F T
BTE5,] Thd,

ZFDith
PA- L 2




. ReM (ERLDOFES) (CBYHIEB

ERNBEFNDER
E I TV

Mo g

. ERAB L TDER

2. B (ROBHEICIFHERELGENI L)
AAND RGN ERY 2 BRI LISBOE OBEERR O & % &

- DERERIIHRICEET HERE L ZTDEH
(V. 2. ZWRESUIRRICBE T SRR 22552 &,

. RERUVAEICEHEYT 5EB L ZDEH
(V.4 FEROHEICEET 1R 22452 L,

. BEERGERMIE L EDER

8. EELGLEARNIE

8.1 LB —/MERIERFNE CIX, HEAEEIIENHIRESND, &5 WITEMIGREET L
JEDOHEBRINKIEE LT T 56, AAOERGIZEY | #EINEEFEELORBEN & E
DMMBHHNTND Z &b, EERERIIBITLARVWE SBIEZ 512470, JER
0 U Ol 3 1k 7 EE IR E 2175 2 &, [11.1.6 B

8.2 EMMICRIMEEERE 21T 5 S BE OREZ MR L, ARAIEE THRENRD Siian
Gt BAREBE LN &,

8.3 thortFnal) =27 7 —VHEEMEZAT LRHE (72 I0%) L0
LNz &,

8.4 T A = —TUEREE K OV B/ MERIERAE T, B B E OGRS O R ERE
NBMETT 2 AREMERH L, Fio, RFNCE Y, BE#FEE, DFV, RKERH D bh
LT ENHDHOT, HEEOEREMR A O R OBIEICEF L L 5 BEEIC+
TTRAT S 2 &,




6. HENEREATHEBICHTHER

(1)

(2)

(3)

(4)

(5)

(6)

BHHE - BMEEZFOHLESE

9.1 EHHE - MEEZEDOHLEE
9.1.1 ERE (DFIHEE, FIRE. DIHEF) ZH595E8E. EREER (BEhUY
LMEE) OHHEE
QT ZEE., O=EHH (Torsade de pointes Z 5 de) ., (LEFE), A SAEMRERE, RS
B, MERIK, L7ry7 (AE7veyr, BEITav 7)) ERbobd 2 LN
bHo, [11.1.1 28]
9.1.2 AT LEEE. DERARVEERESHCEEEFOLEEOHDIEE
HAEMRRNEERIC L VIRIRSD D WITREIRE E Z 3 retEnr d 5,
9.1.3 SHILMHEBDBERDHLHEE
HEE b DEE L OV LB EB ORI L 0 bR 2 B S B 5 FTetEDR & 5,
9.1.4 [REXWMEXIIFAREEMEBDORETEDHSHEE
KU SOV OUURE M OVRUE SRRy b D TLHELZ X 0 RSB LT 2 AIHEMED & 5,
9.1.5 S#AENBEET IN—F2 VIR, N\—F DV UEERHRE) OHLEE
MERO ) AR ETUET 2 Z LI L0 | IEREFHE UIHET DA RH 5,

BEaelEEERE

FE TR
FHeElEEEE

BE S AT
HIEREE R T B FE
BRE S AT
1 4%

9.5 1147
PRI SATIENR LW B ATREME D & 5 e MEICiE, 1RIR COA RN G L 5 &
Il SN DB OREEETH L,
Wiy (7 v MR 10mg/kg) THIARDOWA | FEREFBE O & 4% (K H
DM B A TN D,

RELIE

9.6 7w
B EOF MR ORARFEOARMEZZIE L, RALOMBUT T IEZ G5 2 &,
7w M M- RNV 2/ A b Lz & Hith~BIT4 5 2 L2338
Eﬂ(b \%)o




(7) MNRZF

9.7 MNRF

INREE 3t & U= IRERER 1T 206 L CuhZeuy,

(8) EiE
REIN TR

7. HHE/EHA

10. BMEEHR
AENL, E& U THEYIHIEESE CYP3A4 L OV—&F CYP2D6 TR S5, [16.4 &)

(1) HEZZELEZFDER
REIN TR
(2) HEZEELZFDER

10.2 ftRERE (BRICEET S L)

A4 A BEERAEAR - HEE 1k FEFF - fabRIk 1
AFH A b= DAL AKF) | R VR 2 BE5R 5 5 RTRE | OF FH EE o o AR
PERSD 5, SkEVER & B 5R 4% 0]
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i) I u s VS TERIZ X %,

Taxs ) IF A RE
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A4 %

BRPRIEAR - HE1E 51

BRFE - FEIRE T

¥ = U U iR KT

AANORH 2 HEF L. 1EH
RS D RN D D,

PERER N OFT N7 a—
2\ P450 (CYP2D6) [HZE
ERIZ X A,
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TXIAZY
TJrx= AV

T /)N )LEH—)L

DRy SV R Ve 3

KA OG- ete L, 1EH
P58 S RN D D,

PEREEROF v 7 a—
2 P450 (CYP3A4) D
Hizk s,

ARt = Y Al
KU AT T ==V
== RN BV =1 .7:3:08
~YPF a— L ERE K Fnd)
(SRS ANS Y3
T hu Rk Y A
TFNAART I B
=R = 730w LY

AFN L= U AFNTE WIS
THL, ThEThORhR%
58 S D ATREMEN D D,

KA EHI= Y A O
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HEAT v A PPE R B Al

THALPETE IS 2ok 2 9 vl RE
W5,
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8. ElEMA

1. 8MER
ROBWERDB LoD Z N HDT, BlELEHoIliTV., BENPRD LNEAIC
3G &2 IR 57 PR E AT 2 &,

(1) EXGEMER & HER

1.1 EXGZEIMER

11.1.1 QTR (0. 1~1%A70#) . 1DZ=ESEHR (Torsade de pointes ZEL) . DEMB.
RARLERE. AELE. BERIR (FHEEAP) . DTAvY GRETBvVI. BE
Jovy). KM (4 0. 1~1%AK)
EFIRICEL ZERH D, [9.1.1 B




(2)

11.1.2 IDEHEE, DARE (% 0. 1%A)
11.1.3 HLHERE (B - +Z1EBEES) (0. 1% AW . +ZHEBEBZEAL WEALR
B) . SHIEEHM (0. 1% A7)

AN =) ARRIEVENC & 2 B ER R OV E BB ORI L > TH RS (5 -
+ THREEE) . T REBEEFL. WEENLR S DN I ENH D,
1114 FF EEARP) . FHEEREE (0. 1~1%AK05) . &E (BERP)
11.1.5 BMERE (TADA. FTBEE) (0. 1~1%A0) . KN, KMEEE (% 0.1%
S
11.1.6 $ARNBEES (7Y A ~—THERHIE : 0. 1~1%A0, L —/METEE
JiE : 9.5%)

FE, EBEH, CAXRUT, VR N=T, KRR, RBEEGES), TR, K5
B SEEESEOMEAKEENOLDND ZENRH D, [8.1 5]
11.1.7 EMEIEE (Syndrome malin) (0. 1% A7)

EEENREL, FRE ORI, WA, SR, MEOEH), BITESFEIL, Thi
FlEMERBEDN L OND5GE61T, 2P L, (KmEl, K - EREEHEDO S
B L & HITEERAEZITH 2 &, AERIERITIT, BIMmEKOEINCIE CK @ k-
ANBOEND ZENEL ., o, SAZ 0V REME)BHEDKRTAALNS Z
LD D,
11.1. 8 t&RARAARAE (S AHH)

PR, B, CK B, MR ORF I A7 ey ERESERG L bRIZEEIC
X, #BHEFIEL, EWYRAEEZITY 2L, Fo. BIBUHRARIEIC X D ArkEEE
DIIEICEETHZ &,
11.1.9 FRIREZE (0. 1%A)
11.1.10 2R (0. 1%A)
11,111 BHEESE (0. 1%AK0)
11.1.12 REAFBADRERIE (0. 1%AH)
11113 /i (0. 1% Adii)

Z DD EI1ERA

11.2 ZDhoE1EH

1~3%ATi | 0. 1~1%Ai 0. 1% A 158 A<

I EUE BN SE
HILA BRI, R | MR . R WENEEE . (E
o WEME, TR | JEHE REE




1~3% Al

0. 1~ 1% A

0. 1% A

Rt e R

/\EE 7[_‘4::;" \
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U F—JriE
B IR RE

g#\
FHEL

K

AR - SR AH A
R

DEAm, Pk, BE
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JFT Mk

7-GTP, Al-P ®
=

LDH, AST, ALT,

=
b
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S PRSI
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I

. MmER T,

A

BUN » k&, JR
REE, BR

PR FPA
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m—/L hU T
VeEI7A4 R T
R T—B,RT
27—t onk
. B, T
< x, BRfBI, Al
. IRERD

PRI B
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AL, FEEN, A

FEHRE T, BEROPFELZDT LY A~ —

A5 FH Rl o
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HUERFNAE A GBI &£ C
BEDT VY A~ —FUEBEE K O L B —/MATIER
RO EZHDOETRE L,

O g R AR e OY
HUEKRBIF £ T




9. BRRBRERRICRIEFIZE
RE S TR0

10. BEHKRE

13. BE®RE

13.1 ER

Al 277 —BHEROBER G ITEERES, WL, P, BT, IR, RfE,
FEWRAME], M, R N O 0 =2 Y SREWE 25l S Z 3 a5, i)
OFFEE L H Y . ORI LV ETCICELZ L H VIS,

13.2 W&

7 b B URRERE KR D X 5 72 3#RT S U RBTa U RIS O B G O iR &
LTHATE S, 7 o UBRE AR D 1.0~2. Omg Z WG58 L U THEL, i
REOSIZIEDSNTZEDOHRORBEZRD D, o= ) AEBETIL 4T VE=0U LR
a Y CEIEGR LIS E, MEXOODHENANLEICIR D Z ERREIN TN D,

. BERELDEE

14, ERLEDIE

141 FERRFEFOEE

PTP BIHEDIEANL PTP o — DB L CIRAT 2 L 5 f7E5 52 &, PTP v — hORE
BRIC XY . EOSAHAEERBICRA L, FICIEEEAE B 2 L THRRIARS O EE A
EOHEE IR T D2 LB H 5,

12. Z0thoFE
(1) BRERERICED < ER

15, ZOMDFE
15.1 BREREAICE D < 1HIR

SMENZFSUN T, NINDS-AIREN 2 W B HE A8 U 7o i 8 MERRENE. ORI IS X E A
KR LRSI BE AR (T A ~—RIEREE & 2 S - B 1R
(26 I AMOT T AR IR B EMHEER 3 BRI FE Sz, RYORBRD
FET I KRV VIERRYE dmg BE 1.0% (2/198 i) . R~ VIEFEHE 10mg B
2.4% (5/206 f5i) O ZEHREES. 5% (7/199 f5l) Th o7z,

2 % H ORBROIE T HFIL R R VIR 5mg #£ 1. 9% (4/208 i), FR~~T L
Btk 10mg B 1. 4% (3/215 %) ROT 7B REE0.5% (1/193 %)) TH-o7-, 3&H
DFRBRDIET T F R VG ERH dmg BF 1. 7% (11/648 ) KOV T AR RE
0% (0/326 f5l) Td v WBERICKE G FHRABEENA DN, 7B, 3HBEEAD




(2)

BT RIL R VIEREE (bmg KON 10mg) BE 1. 7%, 77 B AREE 1. 1% ThH -
7203, MEHFHR G B EIT 2o T,

JEERFREAER (& D < 1BIR

15. Z0HDEE

15.2 JEERPRERERICE D < fE4R

BWER (1 X) T, F¥ v« X2 PASVEY = VRRUIAS boULE Y — L
PRI T IS R R ONVERRE & 5 5 LT a . WG B B bRE T ICE - 72 & 0
WERD D,




X. JFERPREAERICEIY S1RHE

1. EEHER
(1) EHEERR
[VI. EZIEPPHT 5HE ] OHESM
(2) REMEERER
MBI L
(3) ZOihDZFEAER
MG R L

2. EMAR
(1) BEEHRSEHRER
HMER L
(2) REHRSSHHAER
EER R L
(3) EinEHERER
M ERR L
(4) PARMRER
MERR L
(5) HhEFAESMHRER
M ERR L
(&)
[VIL 6. F5E O 2 AT 2 BFICET R 6G) 1w OESHE,
(6) BFTRIEMEER
MG RR L
(7) ZOOH%SMH
AZHER R L



. BEMERICET SIEE

. HREIX 5
w0 H L RRASUVIERRIESE Smg NP PR AL [ S )
R ARV R SE Smg NP 1B S U AVSE- S
R AR VHGREEHE 10mg TP 1D N UYE r=E ST

ARGy - RARIERTT RO VHERE 3
) EE-EEOMGEIZLVERTL L

. A
34

. BERETORE
FERRAF

. IRV EDEE
PN

. BERITEM

BEMERLTAR B

<THoLEY B
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