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V. ®HIZBEd HIER

1. HElfz
(1) FRzDXH

7 U7 MNE 3mg, $E Smg, $E 10mg : 7T 4 VA3 —T 4 T EE
7 U&7 MR 0.5% : HIRLHA]
7 U&7 D#E3mg. D& 5mg, D& 10mg : 1 FENAREESE
77 MREY —3mg, NIREY —b5mg, WRE Y —10mg : NRE U —Hl
TUVETRRIA ey T 1% : K741y 74l

(2) HIfz DHVER B U IR
MW
R4 i — Mk
# ® M
TVt T4V a— @ @ @ —_—
fE 3mg TAYTE | A () -+ H R (mg) + £ (mm) )
7.1 140 3.5
TVEF R T4V ba— @ = o
fie 5mg TAYTEE | ) - B (mg) - JEE (um)
7.1 140 3.5
TUET NI =0 @ ks
— N Ny DN
5 10mg TALTEE N ik () - B (mg) - LS (mm)
8.6 278 4.8
T7IVES P
AL 0.5% AR A&
TUVES R FfEN — T
D i 3mg i R GE B () - B R (mg) + J2 & (um) )
8.0 168 3.3
TUVES R A fEN o
D & 5mg i g A% () + B (mg) - 5 (um)
8.0 168 3.3
erlo (G20
TS b O A gE  \SeS \&2s8/ — —
D&t 10mg | RRAD) | pgg () - B (mg) « JE S (um)
8.0 168 3.4
(ErsRAK)
TS N
MIRE U —3mg | E YA ‘@
‘M o~ 5
. BV ZRn
1
TIETE ey — T
WH&'{Z U _5mg 70.5 L’l}‘%}ﬁ;’xﬁ’%
(R & 5. 7-) WHRH D,
VR . »
NARE Y —10mg PR ) 5l I '
46 SFHEHAT © mm
7Y€k K54
RFIA4vmy 7 1% w75l et




V. &&|IZBEY 5IEH

(3) #HAlo—F~
7 U&7 MEE 3mg €T VLTSRS
7 U&7 MBE 5mg €7 VESRS5
7 U&7 ME 10mg €T VLT K10
7 U&7 MK 0.5% (7L
7 Ut~ kD #E 3mg : €247
7 U7 kD #E 5mg 1 €248
7 Ut~k D#E 10mg : €250

TV REY — 3mg, 7V FNREY — bmg, 7 UL FHREY — 10mg: 72 L
TIVETNRITAvay T 1% 72 L

(4) HE DY
(7VE7 bESmg, 7V 7 MEBmg, 7 V7 ME 10mg)
fis B 39N UL I
(7 U&7 MK 0.5%)
KA « AFNCo &, AAKR TRFIOREORBRE] 2L VRBREZITH L&, MKAIORE
2S5
= B % 0.35~0.55g, mL
(77 D#HE3mg, 7 V&7 K D& S5mg, 7 U&7k DEE 10mg)
i B . 20N UL I
(T7VEZFIREY — 3mg, 7V MAREY — 5mg, 7V &7 FAREY — 10mg)
fi X 3X10°~2X10'N/m?*WN
(TUVEF R RIZA>m YT 1%)
Bo B 18 7% (850pum) 55WEAAEEE L, 30 5 (500um) 52WIKET L5 0IFaED
10% L FCTh 5,

(5) =it
pH, ZEIEL, K, i, ®EOF K ORER pH %
(TVEZMIREY — 8mg, 7V EZ MIREY — 5mg, 7V &7 FAREY — 10mg)
pH 3.2~4.0 PR A M fi



V. ®HIZBEd HIER

2. BH|IDHERK
(1) AMES (EES) OEERVTHMA

W5E44 7 U&7 ME 3mg 7 U&7 ME bmg 7 U&7 ME1Omg | 7V BT MK 0.5%
1 8EH 1 8EH 1 8EH 1g W
HEhESy RV RV R R A VR R KRRV R
3mg 5mg 10mg 5mg
MO Z ek, B RSEE e - B fatre— 2 Bl | BRERKS A B, L
e —R BbTFX|TFE, ATT V| TH, B bgk KR, B Raxi
VO ATT YU S|\ IR BV | ATT Y v S x|l ae ke —2Z . D-
XYL, AN M EUERAYFT US| TL ALY FPUE|w= =L
Il VERIVT UV, |, WBEKRI, B RiravT Ty Ak
AR, B Raf|laxr o reio | K, £ Faxv o
vl ilieg—|—RA bR An—RA |tk E—A b
A, b Auo—RA, |<wZ7ad—/L 6000 yuAuo—A, v/ u
~ 7 13—, 6000 =— /L 6000
7844 7 U&7 kDS 3mg 7 U7 kD $E bmg 7 U&7 kDS 10mg
sy 1 gEH 1 gEH 1 5EH
R s = R LI Smg R AR 10mg
MEZ B WX —F (B TX—F BEEKT A\ DT =T REEKT A
Al RBAK A, RYE=AT |, RV E=AT7ra—nL, D, =_@ksk, FYVe=1L7
a—p D-vwr=hr— v = k= Ja—). D<= hk—/
Win s Ttk TVt K TS b TS b
7t . . . .
NARE UV —3mg WHRE U —b5mg HWARE Y —10mg FroA42uey 7 1%
118 (10g) 1{& (10g) 1{& (10g) 1gH
BRRS | FRSUAERE | FRSUOMRRE | FRSUMRRE | RSO
3mg 5mg 10mg 10mg
TEANT 7 A AV UL REFBRFT NI UL =T NEILC Y AT | BEE TR e, BB
N LRI, BT X—Fr T UK, J 2 T NI LRI A, A7 T a—
Ul KW, FLEE AV T DoKW, RXT AR U REF/BR= TV, Ta L | A, AEKFIY., & Fo
VI a—)v, RETTEFREKT A, XU T TR, BEFBV ¥ e rEre—
U, mH )= R=Y v A, D-~wr=h—
(2) BREEORE
Y LR
(3) B=E

A RSAN

3. ARfHBBAEDHBREVERSE
AN



V. &&|IZBEY 5IEH

4.

bl
EARNA

BAT AAREED H 5 MY
A ORI & U CHEGWENRAT L RN H 523, TIV.-6. BA|IOXFESA: Tz DL e
DEIRLIZE 29IV T L WEICEELZ B X R WRETH - T,
WA DREEFHETICHITAREN
7 U&7 NE 3mg
R PRAFSAM: PRIFIEHE PRAFHI HEEA e
PR
. - o | DR OBETH bR
EHRAT 25°C/60%RH PTP + A 36 17 H VB L hot
kit
PR
\ S s WO | WPROREER b A
g 40°C/75%RH PTP -+ %4 6 71 A i ot
ol
L 40°C HT A (k) 5411 WITLOHERR bREN
e ThHoT,
g |y . A WTNORIEER BN
AL | YRR 9 % S
MLt | @ | 25°C/75%RH HERE (B 67 A S ot
} 1,0001x+ o 2 A+ R WP OREE A b BN
& s ST B g Thot,

K1 AGEET 7% 2 0 AR (BB 146 77 1x-hr) |
h/m? Ll ) MB&L7=,

7 U&7 NBE 5mg

WAV T T R 41 Wi (RO

4R B = % L F—200W -

R RIS PRAFIEHE FRAF IR HETEH AE R
PR WTNORIEER BN
EmEt | 25C/60%RH o WO | wpmn | oot
5 T (¢} v
o B [ OFROMESA b A
VRS 36 71 H G Thot,
Py PR W ILOBEIETE B & BN
‘ PTP+ 48 6 71 /1 Gt | Thot,
ik 40°C/75%RH ol
Y L g 6 % A W OREEE & KN
=58 ThHoT-,
‘ ] e AR WFROREE H bR
yH 0O
W | 40°CI75%RH () 6% H i ot
. . VA P W ORIEI B KN
A /A7 0k ) P % S
s | R 25°CI75%RH BOE (B 67 H i ot
N 1,0001x+ L 2+ w it WSRO RIETE B b B
e T b (R 41 FEREH Th ol

XK1: AfEET 7% 2 7 AR GRIREE 146 7 Ix-hr) | IT45:54

h/m? Ll k) BREF L7,

10

HNT T 41 R (AT

A % L F—200W -




V. ®HIZBEd HIER

7 Ut~ FBE 10mg

B A7 G EEeSIATE TRAEMIRT | WEEA R
e IERIN WL OREE A b BN
ESIRAG | 30°C/65%RH e OO | woman | chor
7 T o s N N
RY T LR 36 % e WP ORIEE B KA
+ U ah Thot,
- I WP OMIETE B b HES N
‘ PTP+ #5458 6 7 A wostmi: | Thot,
s 40°C/75%RH - o —
Y TF L g 65 A T WFROBREER b LN
1 o Thol,
i 40°C B2 () 37 ] CTROREAR b RN
S ThH-o7T,
\ VA M WP ORIETE B b HE N
/4] i ° %, Ry
aldE | R | 25°C/75%RH sy —1 (BRI 67 A . T
* 57 Ix Sw—L (R0 |eowsmer | | O TTOWERE bR
ThHoTm,

¥l Xk /T 07 % 60K (RERE 120 7 1x-hr, BRI =1L X —200W-h/m? L k) BREF L7,

7 V&7 MKL 0.5%

Y {RAF L R A7 BE RAFEIR | METEE R
AR Easral PRI W OREEH bHKAN
AR 0| wnmme | chor
§ 925°C/60%RH - e TR —
iR 5 KU TF Lo 36 % i Ve e W ORIEE H  HAE
+ S 2 Thotl,
- 6 1 T @fﬂ@mﬁ@a%ﬁ%m
. . wofmE | Thoiz,
P 40°C/75%RH s —
B R BHPE WP ORIEEH b LA
i aE ThHoT-,
sy pagym | 20O WP ORIETE B b HE N
/ . 48 W[ Pk THoT,
BAEH% | ¢ | 1,0001x+ ITEE5% s —
Ry rgLogem | 2PAE | RAMIE | W FROWERH bR
48 FRFREPH M ThH ol
o |REE| . FRE W FRomEEE b B
FWE | g | 40°C/90%RH WO (B R) 6% A o,
e 40°C #T AN (k) 34 CTROWERR LN
ThH-o7T,
N o o WP ORIETE B b HE N
WE | 25C/I75%RH Sy —1 (BRI 37 A S T
M WHE | emstm = < b o i
CE 2. WHMEIE T (60 B
it 27 Ix Tr—1l (&) 60 FRFRETH 2 HIRRAESL) . Z Dfth D EIE
BizkW ik, HENTH
>77,

X1 ARHESET 7% 2 7 AR (REREE 146 )7 1x-hr) | T8RN T > 7 % 48 B (RITERIM S = R L —240W -
h/m?) B L7z,
2 Xk T T % 60 R (B 120 /7 1x-hr, RTINS =% /LF —200W-h/m?) B L7z,
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HF|CET HIEE

7 U+t ~7 kD $ 3mg

R PRAFSA: PRAFIEHE PRAFHAE HEEH TS
LN
et | ascmoons | FTP OV Ay b7 | efﬁﬁi WP ORIEE E b U
PIRAE ° FEARE+ T A ’;Eﬁ; WTh -1,
o
PTP (UV A > F7 4L 1) 6% [N W ORIEEE b H#E
+ BRI+ T L I WOt E | N CThoT,
s 40°C/75%RH PR . e
PE=N V‘]VC‘\&)’)f:o
[= =N
N o o . MR W ORIEEE b ##E
1@ | 25°C/60%RH | PTP (UV > F7 4 /L A) 12 7 A ot | Wb ot
FEESET: VS HIPE o
% | 251 | PTP (UVAy kT onn) |ermspper | omiE | T ROWERR LR
/EIL\% Pl‘]wfg?)oflo
. . R WP ORIEE A b B
TR EE 40°C H T A () 3 WA “/57;%?%5 NCi o7
H'S]j @ B Nt SHI| == E‘
R dE | R | 25°C/75%RH Tr—1 (B 3 A i it y Tfh@{%”’v”‘ﬁ bR
ﬁﬁg WT&)O?‘_O
" o wo | A | WTROREEE b
b/ 27 Ix sy —L (B 60 HEfH = G o7

X1: %t/ T 7% 61 K
X¥ )T 7% 60 K

X2

7 U+t ~7 b D 4§ 5mg

(,%EET“ 121 7 Ix-hr, Aaﬁ

SO = kL ¥ —200W-h/m?) FR&T L7,
O = % L F—200W - h/m?) FRE L7,

i BRAF 4l AP HE WRAZINR | BIET P
Pk
st | ascoums | PP OVAoE | @fﬁﬁi DR OEE R b HLH
PIRAE ° T ANL) + AR ‘%ﬁ ot
&8
PTP (UV & v bk Pk WTNORNEE R b BN
T 4NVL) R wommE | chote,
s 40°C/75%RH 6 71 11 B . .
e e | WTRORETEH LA
TV P
PEI=N /C“%Of:o
[= =N
e o PTP (UV # v k ik WP OBEE A b AN
1 25°C/60%RH S ) 12 7 H DA | T,
B4 Vi H M
5 PTP (UV # > k ; - WFROBEE A b SR
¥ 2 5 Ix ) 61 M * 1 fé .
[=ip==A
i e 40°C o AN (k) 37 WIROREAR bRBN
o] ThoT-,
. S o VEHE | DT OBIEE R b N
mpyy | BE | 26C/T6%RH | =L (A AR e | <ot
W ppac B, oMoRE
Xt 275 Ix vy —1L (B 60 FHFRET 2 EES HHIZBWTIZHKEATH
ST,

Hl:Xv /T 7% 61 R (BRI

2 Xv T T h 60 R (R

YE 121 5 Ix-hr, o
YEE 120 7 Ix-hr, #urH

12

SO = kL ¥ —200W-h/m?) FRST L7,
SO = kL ¥ —200W-h/m?) FR&T L7,




V. ®HF|ICEISHEE

7 U7 b D §E 10mg

Y TRAESRAF RAETEE PRAEIIH] HEHEH G S
7N
oo PTP(UV # >~ b WofEmaE | WIThoREERB b
RWIRAF 25°C/60%RH ST S 4 36 1 A A Ay
R
PTP (UV % > k PEIR WTRLORIEEH b HUE
T 4vh) +T IS QN S NAGT ey B < 7.
IS s0CrsuRE | AR TR | RORIR | NCE T
LTS BIPE PR oREER b8
S Gl WTh-oT,
- o R WP ORIEE E b L
B | 40°C/75%RH 77 AR () 371 H «VQ%E; a7
oy ) = N S T
W | W | 25°C/T5%RE | v —1 (BRD 3% f e | T IVORTERE b AL
ﬁﬁ}_g V\]VCE)O?‘;O
. ) W ORIEE B b LS
N N - X =]
it 2 )7 Ix vr—L (BAR0 60 IRFf ™! s Gl 7.
N oo o I WFROREHEE b A
e wE | 25C/75%RH Yy—L (B 34 A i | MChot,
wee | . a | EREBEE | WP RoBEEE b B
t 2 77 Ix vy —L (B 60 FF[H]* ! g Moo T

X1: Xk I 7% 60 IR (RIRE 120 /5 Ix-hr, BTSN = %L F—200W-h/ m?) RS L7,

7 Ve FRE Y —3mg

R RIS PRIFIEHE PRAFI HEHEE g
EEE7N
H .
S By FRBRA B ol | DT ROBIEER b K
EHARAT 25°C/60%RH LS 36 4 A wﬁmwg Moo T
et
ik
E2IN
pH W OBIEEH b B
yIIBES 40°C/75%RH B TR+ DR A 6 7 H KR ) B V\jf“&;of: -
+ 7L WS R e
i
R ——
W | 25°C/75%RH T TR 67 A WENOUERAR SRR
. WT&JO 7’;0
P bk
FAFERE 120 77 1x- pH
(EESE? mg;ﬁ% oy iR R N S
g | TSR : ) —Prienn _ VA HIPE WThOREERH b H
x TRV — 7 TE a8 NTH-oT,
200W -« hr/m?
PLE#

X1:¥kv TSR

13




HFIIET HIEE

7V E7 FARE Y —bmg

R A4k AP RE (RAFHARD | WEIE R
RS
H . .
S B TR+ BERHA v DT ROBIEEE b BN
R 25°C/60%RH LS A 36 4 H mﬁmwi -
T M
ki
RIS
H . .
‘ S B TR+ WA v DT OBIEIE H b P
s 40°C/75%RH LS A S 6 11 A wﬁmwi h o
T
Gt
RES—
e | 25°C/75%RH Wy TR 6 1A NTNDORERR b REN
THoT,
RIS
R 120 7 1x- pH
(EESE?: hr ’?Lﬁﬁz% oy iRy .
. S AR R B Vi M W OREEHEE & B
x TRILF— By 7aw S Thol,
200W - hr/m?
LI E
X1: ¥k /57 xRy
7 U7 FARE Y —10mg
R A SR1E (RAFTE1E (AR | BEIE it
Pk
H . .
o B TR+ B WP OREEE b HH
RHIRA 25°C/60%RH LS A R 36 4 H Wﬁmwi S
T
Gt
ERTN
pH e g
ik JOCITB%RH | v BB+ IEEA | 610 | BoimR ;gff RERA bRAKN
+ 7L AR+ Vi H -
i
W | 25°C/75%RH B T 6 7 A CTRORIESH ORI
Th-o7T,
ERTS
TR 120 7 1x- pH
GEEaR hr Lk . oy B .
v | TSRS ) oA _ Vs HAME WFHOREEE b A
% TR — P TH o8 Thol,
200W - hr/m?
Ll B

X1:¥kv TSR
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V. ®HIZBEd HIER

TUVETNRIA vy T 1%

PR PRAESM: PRAFIEHE PRATIYI] HEEE TS
< nm Pk WP OBET R b HL
F A7 C/60%RH e o s | WTHoR
WHRAE | 25C/60% K ZF LR | WHPE [ PR oREEA b L
+ WA ) NTH o7z,
YY) 6% 1 ‘ PER b\@“\‘hdﬂﬁﬂfﬁ@ﬁ b B
. o fHE NThH-o7e,
s 40°C/75%RH - o . -
KY=FLoms | o BHITE | WP oREEE b
+ BLARA ) NTH o7,
i ; o WP h O BIEE R b Lk
IR 60°C H T A () 3HH Nl -
o BEOT 0y X7 Z0
M | 25°C/75%RH vy —L (B 6711 ST L > JE T B2 T
HEELE s HMENTH -7,
A
&5 g rEMm (60 FHrfE%
. BUARESN) . 2 OfoRE
N N - X1
ok 275 Ix x—b (B 60 IRF[H] T 12 450 C 1R i
ThoT=,

¥1:X%kB /U507 % 60 HR (AR

1. SABER NARBOREM
TUVET N RTAva vy 1%0O5HR%E

AFNZL, ARAERTICK TR LECNICIRIT 228, M ROEEKE EBIRATLZ L6 TE S,

(IVII-11. #EH EoEEOHE ] 2HR)

TIUET N RIA 1y 7 1% E R

B 120 5 Ix-hr, #UTSESMEE = 3L —200W-h/ m?) BRH L7,

TUVET N RITA vy 1%ORABNFEEZ LT 5720, #BEE LR E 5152 VT8 — 72 R
LB ETORRZRIE LT,

(1) #H#HE
20mL O E—XH—{Z/KiEK 10mL # AL, 7V N RIA4 v m v 7 1% 0.5g HHWNE 1g 20
R\ EHITH T AR THER 2 BEEOHEE TR 5, A2 KITIZ T2 REED 6 Y — 72 B8R &
72 % F TORFMZHIE LTz,

TUEBT R RITAmy 7 1%GEFR] (HEHRE)

" ¥)— 120K & 72 % £ TORER] (B))
1mE | 2EE | 3EHF | 4|8 | 5[EE | 6l6H 15
0.5g/10mL 18 19 20 19 24 19 20
1g/10mL 21 17 24 20 23 22 21
KR 20°C

(= —HA FENEED

15



V. &&|IZBEY 5IEH

(2) & HE
25mL O Ipeft B ERE ITKEK 10mL Z AL, 7V ET R RI7A4 vy 7 1% 0.5g HHWE
1g Mz, EHIZ 1{EER 2 B OB CTHREBVE 2 180 FisfEl (RE 9) T2, RanzKIiZmx
ToRE R B Y — 72 BRI & 72 5 £ TOREM 2 JIE Lz,

TUET N NTA Ty 7 1%8EIFR (RE 515)

o~ ) — 7R RRIEHE & 70 D E TORFH ()
18I | 2/IH | 3WHE | 40E | 5[EH | 6[H |
0.5g/10mL | 16 15 14 15 18 12 15
1g/10mL 20 20 17 20 18 19 19

7K 20°C
(=— A1 HNEED

TUVEF N RTAm w7 1%0BEIERELS O EN
TUVETRRIAv Y7 1% 1g (2K 10mL %0 2 B8 2 i3l U7-%., BBz BT 7 AR
IZAAL, 25°C - 1,000lx OEREET 24 K] £ THRAF L, BEMZFHMEL7c, ZOREE, pH - & & - B
BYE AT D e o T,

B U S
pH 5.1 5.2
G BEAFED) 100.0 100.6
SR e i

8. ¥l DEEEL (MELEMEL)
T U MRL 0.56%. 7 U BT FARIRE Y —bmg KT VBT F I my 7 1%L OHF AT
ENDHHNIREA L OFEAELDOFEMIT, Fx, BROJIE [7 V)7 MRL 0.5% FLARBRAGRE &,
(7 V%7 FNIRE Y —bmg BEARBAME % KO [TV T NI va 7 1% BEARBRAE —
B TR LT,

9. BHM
AARSER S EHRERE) S RUWEIZZ 0 RBRETT O,
(7V%E7 bgE3mg, 7 VL7 hEbmg, 7 V7 ~E 10mg, 7 V-t~ MHKE 0.5%)
& Pk mlEEE 4y 50 [ElER
AR W HPBREE 2 WK
Bk 1547 80%LL E

(7VE7FDEESmg, 7Vt KD bSmg, 7 V&7 kD& 10mg)
% M BlEsE 54y 50 [HIER

BRI 0.1mol/L ¥ FaealiE
#1577 80% UL

16



V. ®HIICEY HIER
(T7VEZ7 FIREY —8mg, 7V FREY —bmg., 7 V&7 FARE Y —10mg)
& M s 84y 50 [l
FHERIE  0.1mol/L ¥ lsilik
O 150 75%LL E

(TIVEZTRNRIA vy 7 1%)
& R ElERE 4y 50 [ElER

AR W HRERES 2 WK
HO#& 154 85%LLE

10. &3 - 2%
(1) EEMNREGERS - MENFRCERICET S ER
A% L0

(2) a%
HASKR S R3SV R b
7 U&7 ME 3mg
14 88 [14 82 (PTP) X 1], 28 #& [14 & (PTP) x2]. 140 & [14 & (PTP) x10]
7 V-t~ MEE 5mg
56 #it [14 & (PTP) X4], 100 & [A hb, /NT ], 140 &£ [14 2 (PTP) X10]

7Vt~ ME 10mg
56 $& [14 8 (PTP) X4]., 10088 [ hv, 2XF ], 140 82 [14 88 (PTP) X10]

BN 5 o N SN 3R
7 U&7 MR 0.5%
16.8g [0.6g (43H) X2X14), 56g [1.0g (438) X2X28), 100g [A kL, 7]
7 Ut7 kD #E 3mg
14 58 [14 88 (PTP : wziFIA D) X1], 28 8¢ [14 & (PTP : Al A YD) X2], 100 §E [V
VIAE NT ] 140 88 [14 88 (PTP @ #28AIA D) X10]
7Yt ~7 K D& bmg
56 & [14 $& (PTP : #@AIAY) x4, 100 $8 [T/ 348, ~F], 140 & [14 8 (PTP :
HLEEFIA D) X 10]
7V E7 kD §E 10mg
56 & [14 & (PTP) X4], 100 & [7/L348, ~F], 140§ [14 & (PTP) X 10]
77 FARE Y —3mg
1418 (7 v AR IR RIS )
7Vt FARE Y —5mg
148 (7 v SRR A E )
7 Ut FARE Y —10mg
148 (7 /v JAENIT iR SR A E )
TIUETNRIAvr YT 1%
8.4g [0.3g (/r1l) X2X14], 28g [0.5g (/1) X2X28], 70g [0.5g (43l) X2X70],
56g [1g (431l) X2x28], 100g [FoEAlE Y R ¥ 7 « K b, NF]

17



V. &&|IZBEY 5IEH

Q) FHEE
M LR

(4) BBROME
1) 7 U+~ ME 3mg
PTP: RV 7L, T

2) 7 V&7 g bmg, 7 Ut7 ME 10mg
PTP cl2&
PTP: AU ZmvLr, T3
N T
R R x=F L
Xyv S Ry FL

3) 7 U&7 MK 0.5%
53 et
HORV o7y
VAR T
R R zF L
Frvo S R F L

4) 7V D& 3mg., 7 UL h D8 S5mg., 7 U7k DEE 10mg
PTP %547
PTP: RV 7uvLy (UVHy 740 L), T3
W:TNITF7IFx—F
E) 7 U7 kD& 3mg X 5mg @ PTP @Iz AI AL,
AV AL T
W:TNITIFx—h
5 7UVEZ FAREY —3mg, 7V FREY —5mg, 7Vt~ FMIREY —10mg
Ty T R T Ly (K., T ()

W:TNIT7IFx—F

6) TV NI A4v vy 7 1%

GARNT
TNITIF—}
N T

R Ry =F L
Xyv 7 RV FLr RSty by v )

1. Bl S 2EME
Y LR
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V. ®HIZBEd HIER

12. Z0hith
(T7VEZ MREY —3mg, 7V FREY —b5mg., 7V E7 FAKEY —10mg)
c HILT 3 EROMAMIRZRIET 5720, =—Y L A® (fiERHFAl) 27 /v v a —WNECHifH &
ALTW3,
c1ESDOFEEIT 10g DBV —RNFEESN TS (] 6keal),
s HEREHOIZ AR H S OB TRFHE KD O L0 ) =Mz 57DICT 8 ALVT 7 500 U L%
WTEBY, IZLHOLEVRETH D,

19



V. BRICEATHIEB
1. EEXRIFZER

TILYINA T —RIBEE R U L E—/IMABIFRRME 12 & (F 5 FRANEAE IR D HEFTHIH
2. REXIFIHRICEHET HFE

5. MBEXIIHRICEET HEE

(FheE$E)

5.1 KFIDBT /YA~ —FBIEERHE K OV U B —/IMETERENE DR HEZE D b O OHEFT Z M3 25 &
I AR IES DAL TR,

5.2 TV oA <~ —RIERHE & OV U B —/IMARLEREVE DA O 58 EE MR FBIZ B W CTARAI O A 2h M 1X
R STV,

5.3 MLOFEEME B & OERIZMICEET S 2 L,

(TILYINA 7 —BIBEVEIZ 8 1 5 FRENAEAE K D A 1T HIH)D

5.4 RANX, TV ~—RIZRHE L B SN BEICOREHT D Z &,

(L E—/IMABIERENE (2 6 T 2 SREVERE K D AEFTINFI)

5.5 AFNL, WREEIRFICHE L, 117, BIRAT OHEOWEIZ DWW T B R L ERSUTZE D
FREO T T, L E—/MERERHE ORI SIS & | MU ERBIERCRAESICIY L E—
IIMATIERAE & 22 S v, ARFN O EY) Ll S - BEICORERT 5 2 L,

5.6 KR - ATEIREE . SRRERRIER I T 2 AFI O A NIRRTV 7Rwy, [17.1.8, 17.1.4,
17.2.1 & ]

(fi#Eson.)

5.1 KANXTEF L2 o227 7 —BREATHY . 2V AEEEMRROBIEIZ LY 7>
A~ —REHYE K OV B/ MARIERAE DFER 2 SGET 2 2 L 2 HE LTERY | WEZD L
D DHEAT Z P32 FEHI Tl AR,

5.2 KFNDT W A <= —BIFRFE K OV L B —/ IMERIFRFENE |2 %59 2 A 20 L AR AR 1 L 0 file
BINTWD, UL, thoOFBHGEMNER CORMBRE, SMERERIC K 2 g i3S 5T
AYAQAN

5.3 MLOTERE TIRIE AT R 72 R FENE IR BB ~ OB IEL BT D12 DITRE LT,

(T IV 7 —BIZBENGEIZ 85 11 B ERANAE AE K D A AT HI D

5.4 RAIOERRRER TILT VY A ~—RIEBHE B 2 RS0 FE i S, IRPBEO LN H D
ThHU, TV, ~—BIERFE & 2R SN BEICORMERT 52 &,

(L E—/IMARIBAE 2 & T 5 ERANESE K D E A THNHI)

5.5 L B —/NMERIGREE O W R EIZ S M@ M SN BFICOREHTH 2 &, BHH
BRSO THMEFHE 21TV, AN E O N DBE DAL G kT 22 &,

5.6 EfIRAER, SLEMIEHEBIRHERIZIW T, b B —/MEARIGRAE O RSAER - 1TEIRE ., 2k
BRARESR 6 2 A MEITR S TR0y,
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V. JBEICEAT HIEH

3. RERUVHAE

(1) BERUHBEDHER
(7V 7 E3mg, 7V 7 EBmg, 7V ME10mg) (7 Vv~ MK 0.5%)
(7UVE7 b D8ESmg, 7VE7FDEEbSmg, 7 Vt7 D& 10mg)
(77 MREY —3mg, 7Vt FKREY —bmg, 7 Ut~ FHRE Y —10mg)

(TILYINA T —BIZBENE 2 8 1 5 SRENGEAE K D HEFTHIH]D
HE NI RIS LT 1 H 1F 3mg 2254 L, 1~2 HE%ZIC Smg IZH&E L,
ROBGT 5, MEOT VY A ~—RERHERF 2L, 5mg T 4 @MU ER#E#%, 10mg ([ZH &
T 5, B, JERICE Y EEEET S,
(L E—/MABIZBEVEIZ & 1T 2 FBANAE SE K D AT HIH )
WH, AN R3S UERRE S LT 1 H 1R 3mg 22HRAGA L., 1~2 #F%IC 5 mg (ZHEE L, #%
A#% 53 %, bmg T4 B EEE, 10mg ([CHET 5, 72d6, SERICL Y bmg FTHETE %,
B HBRAG 12 % E T HLIC, BEEREMRE, BELOEE - iSO B MRIER OIS K
LAEINERAL 24TV FEEIEEEE, REEEIR - ATENES ., A EAEIEE AR ARSI L T2 7 1
"RV A7 % kA% EHErCE 2WEEIE, B5E2TIET 52 b, 5B 12 Bk £ COBMERE
DG RN IS T B Gk 2 1T L7238 Th - Th . EHRCHERMER 21TV, 5k o il & &
52 &,

(%) 7 U&7 MK 0.5%
(TILYINA T —REBEYEIZ (T 5 SR ENAEAE 4K D E AT HIH]D
HRL : @ BRI 1 B 18] 0.6g 22 HBHLA L, 1~2 BM#ZIC 1.0g lIZHE L ROE5T 5,
BEDT VYA <~ —REREIERA 1L, 1.0g T 4 B@MUL ERE% . 2.0g ICHET 5,
2E. ERICE D EEEET S,
(L E—/IMABIEBANSE (2 6 1T 2 ERAVESE R D AEFTHNFI)
AR GEE. BRI 1 B 1E0.6g MHBEA L, 1~2B%ZIC 1.0gHEEL, BOET 5,
1.0g T4 B iz, 2.0g IZHET 5, kB, ERIZEY 1.0g FTRETE D,

(TIVEFNRFIA4vm vy 71 %)

(TILYINA T —BIZBENE 2 85 1T 5 RENGEAE IR D HEFTHIH)D

HHE L, AL RO R S LT 1 H 1[5 3mg (KA 0.3g) 225815 L, 1~2 %2 5mg
(A# 0.5g) ICHEL, ROKET 5, BEDOT VYA ~—FERMIEREIZIX, bmg (K# 0.5g)
T4 ML ERRE%E, 10mg (KA 1.0g) IZHWET 5, ek, IERICK VEERET 5,
(L E—/IMKABIZBANSE (2 & 1T 5 SREVESE R D HEFTHIHI)

HH L RANTIE RR_UVEREE S LT 1 H 1B 3mg (A4 0.3g) 22646 L, 1~2 HE%IZ 5mg
(K# 0.5g) IZHIRE L, RAKET 5, 5mg (KA 0.5g) T4 L. EfRE%E, 10mg (A4 1.0g)
IR S, B, ERICE Y 5mg (K#K 0.5g) £ THETE 5,

B G-Bish 12 A% £ CTE2 BRLIC, RBERRA, BEKOFEE - Ti#EE 6 B RAER ORI E
(R DA RMERHMAATVY, FRAEERE. KRR - ATEIRESE . B R AEIREMES 2 G RIZEHE L T
X7 4w MRY R % EED LR TERWGAIR, EEPIkT52 &, &5 12 % E
TORIEFOFE RIS EH G2 A LI-5E Th o TH, EHMICA T 21T,
B Gk O FI S AT 5 2 L

(2) RZERUVAEDHRERRE - RN
(V. 5. (3) MERISHRFERER OHEZROZ L
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V. JafICE9 HIER

4. BERUAEICEET HFE

(7Y %7 M E3mg, 7 V7 MESmg, 7 V7 ME 10mg, 7 Ut~ MK 0.5%)
(77 ~D&ESmg, 7 V&7 kD& S5mg, 7 U&7 kD EE 10mg)

(TVEZ FIRE Y —3mg., 7 U7 FIRE Y —bmg, 7 V7 FARE Y —10mg)
(TVETRRTZAva 7 1%)

1. BERUAZICEEYT 5FE

7.1 8mg/ HEHGITADHETIT R, Wk REWEHORBE A2 5 B0 T, JFAlE LT 1~2
HRZBZ THEA LN &,

1.2 10mg/ HIZHET 25813, HLERREVEMICERE LN bR ET 52 &,

7.3 EREWEE, FEREOEHOL L THRETHZ L,

(fiE)

T ABREE R OHEEFED T )V oA~ —RERAE RS & kb8 & U= R G PR 58 TARRBRIC B W T, bmg
(n=64), 3mg (n=64) XiX7'7&AR (n=59) % 1 H 1[5 12 FHEK D EET DI/ THEM &
ERRHEGBR AT o7, £ ORER, bmg FHIRE R NP EE DT /LY A ~ —BIEERANEIZ BT 5
FREMESER OHETTNIHNC AR TH D03, bmg BETH LN 2PEOTMLEERZ 5 < BT, #h5
VIENEAEN ST 2 Z ENEE LN EEZE 2O GEliE TV, 5—0)—1) JIEA(LIAT
RERGHER OEBMR) v,

1.2 TEET N A ~—BIERHE | OFREIBNINRFIZ I L 72 BRARRER CIL, 10mg & 5HEICEBIT 5
LB REERICET 2 BRNE <, £72, 10mg #E% O EAE ORI T kiR EITER
DIBLL TS, ZD7®, @mET VY A ~—BERFE D BF I3 L TAAZ 10mg [T &S
LA, HEESROIERICEET 2 2 EBMNELEX LN GElX TV, 5—@W—2%4
MRBRQEE T VY A ~—RERHYE | OEZM),

.............................................................................................................................................

[(Z2E] T&ET VYA <~ —RERHE] OZIREIBNT A TN L 72 F KRR (EI 231 #5R) 12

BT D bas R EIVEH OFE BRI BRI (FENEED
e 51 ] 03 23 63 83# 16 # 24 ¥
TR < § § 7S5 B R >
B 5mg & <+“—3mg—>¢ ; 5mg >
10mg #¥f <4—3mg—P4¢—5mg—P < 10mg »
_ FEELRFHA
MY I:”D/T\b:vl
e S 2 LI 6 LI gLl 16JELLL
= 6 A AT 8 M Al 16 ¥ A 24 A A
e 2 (1.9) 2 (1.9) 0 5 (5.1) 0
77 e AR 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
meg n=101 n=98 n=96 n=94 n=92
— 9 (9.4 5 (5.3) 11 (12.5%) 4 (4.6) 3 (3.9
me n=96 n=94 n=88 n=87 n=77

B pisk, () 3%, n : BT S615K
k TIRRBEELEBRLTHEEDD (2FARM : p=0.028, 6 #LLE 8 FAKI : p<0.001 ; Fisher O EHHERE)

1.3RAB G- OBICIE, ERIESEE ., ZRREOFHOL & TRET L2 L,
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V. JBEICEAT HIEH

5. ERPRRLIE
(1) BBERT—2/1\vsr—o
1) BREE N ONFREERET L g ~—RERSNE  ([EN)

HER X 5y ARER ORI POE" i 51 2 P& 5
%) wE HE BEHER A T- g0 | O:3me lmg, 2mg, ]
I 5mg, 8mg, 10mg
| BEBR |(VrAxt—— TR A B T 12 2mg Hi[E]
A RE B fr Rk A B 7 9 75 %R, 2mg 21 A
B wme | wem HEREH A T 19 | 75, smg smg | 14 A
A I EE | A—T I 6 2mg Hi[A]
- EERI
FSHERER |/ mAd—s— HEHER A T 16 el (1,3,5me) B[]
Hkz (5mg)
RN Jope CIN A W = y 8 ﬁ ﬁzﬁ"\-/
T 5 I H =T | BRPE - REET VY A~ —BIRAE | 64 1mg, 2mg .
12 FfH
S . e . . 8 [~
AT 25 T4 A—=T R - REET VYN, = —RIFRMAE | 9 3mg .
12 R
5 AR THEEHR |BE - PEET LY N, ~—RERAE | 69 0.1mg, 2mg 8 3 M
GBI | ey MR - T LY o~ — TR | 46 omg 24 @~
48 HfH
Y o — = Jehe N = ) o — N 24 @Fﬁﬁw
%5 AR THEER |BRE - PEET VYN, ~—TRME | 39 7R, 2mg .
48 EfH]
B A WitEsE R - PR T LY N = —RERAE | 20 3mg, 4mg, 5mg 12 38
#3158 AR THEMR | - PEET VY oA~ —BIEREE | 190 7% R, 3mg, bmg 12 38 [
265 I AH R TEER | - PERET LY N~ —RIZRAE | 268 7R, bmg 24 A TH]
W& G5 A= R PEET VY N = —RIZREE | 265 5mg 52 M

TV ® T MEETHEN L AR

2) BEROPEET VYA ~—BERHE (FhE)

BRIy FRBR OFEEE PSS JiE 4K kG & A ]
WA HE | CEER BEHE R 7- 48 Q?%O&%”wmg i
mg, 4mg, 6mg
B - E “HEM fREEERE A B 1 27 1mg, 3mg, bmg 21 HH
il R S PR “HEM FERE AR 14 5mg, 10mg 28 H ]
“C-E2020 B[\ | A—F [F3E5 N 8 5mg HA[A]
WGy ERe | —HEMm FERE AR 16 5mg, 10mg 28 HI#
PR F =7 JFREBRE, BERERA 20 5mg HA[A]
PR R =T JFBRBRE, B 35 5mg 24 A
X B T =7 BXREGE R, R 22 5mg Hi[H]
B EE R =7 BhEERE, /R 36 5mg 23 HH
R s S 5mg
VAFUv |\ yaRt— e N B+ 19 (3 AF > : 800mg) 7 HH
| v o e e 5mg
¥ R e I IERAAS T 12 (woaxsr02mg | T
G . o . 5mg
5 THT 4 VNI a A RN S T 13 (547 4 U+ : 200mg,300m) 10 HFH
1E 5mg, 10
N — N = > HH g7 mg
| 9VT7 7 U aAt— TR 51 13 (TL75 V> : 5mg) 19 A fH
PSRV PRP S TN 18 bmg 7 A
(/r b=y —L . 200mg)
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V. JafICE9 HIER

RERX Sy ER O PIE S SEBiI%E e b EiteR ]
S N e T 5mg
o FAY XN arF—N fERERRC A 12 (FHU ¥ 2 : 50mg) 15 H i
M, o1 Tes e WA RAE B 5mg
i B BEHERE A 24y 2ty fr1,2,34mg)| M
Bl LgR e/ ‘ SR AR 754K, 5bmg
B e o |02 BERRER e R/ HLE /% ~800mg) 15 H
o I FHEER THEER |BE - PEET VYN v —BEEHE| 161 | 77 &R, lmg, 3mg, 5mg | 12 #E[H
5 AR I =T |HRE - PEET VY oA~ —RIERAE | 133 | 3mg, 5mg, Tmg, 10mg | 192 ¥ [H]
EANRERY THER | - PEET VYN, ~—RIERAE | 468 77+t R, bmg, 10mg 12 3 [H
AR “HEMR |BE - PEET VYA~ —BERAYE | 473 | 77 &R, bmg, 10mg | 24 AH
o5 AR F—T |MREE - EEET LY N < —TIERAE | 763 5mg, 10mg 144 F[H
26 I AH R THEEHR |[EBE - PEET VYN, ~—RIERE | 818 7Z %R, bmg, 10mg | 24 #H
7 VU&7 METHEM L EERR
3) BET VYA = —TIEEHIE (ENK X O9E)
R X Sy EIY i PIE+ SiE BiI%L B b e 541
F IR CHEER BT LY A~ — TR 302 | 77K, bmg, 10mg | 24 @
(=)
Hﬁ;fﬁﬁ F—T FEET VY A~ — BB E 189 10mg 52 i [
%fgigﬁ CHEEM BT VY A~ —TIERAE 343 777K, 10mg 24 JH[H]
IR | W | @AY~ MEAE| 290 | 7T l0mg | 24380
(B F 25
%E%%Eﬂ% “HEEWH BT VY A~ — BB E 248 75+, 10mg 180 HI#
(AT =2—FT )
7 V7 METHEM L7 AR ER
4) L E—/MEEEEAEYE (EWN)
BRIy By P JiE Bil%k 1AL e 549
EIREEN 7 F AR xR IEE & (b Probable 139 %1¢ | 77 &R, 3mg, 12 3@
U E AT R PR DLB® 5mg. 10mg
AR FEXH I B MR Probable 108 %1 ¢ | 5bmg (3mg ~JH&EA]) 52 I
DLB* 52 W5E T
81
EAIIRERETS 77 2 A% RS A L Probable 142 41° | 0~123# 52 ¥
T BRI TRER R DLB* 75 %R, 5mg. 10mg
52 W5E T | 12~24 8
100 % 77K (16 HLE
5 b2#M | bmg). 5mg. 10mg
FIK 66 B | 24~52
10mg (5mg ~JHE )

DLB = dementia with Lewy bodies
a: CDLB A K7 A VERZWZEHEIZS BT 5 probable DLB 2%
b @ Wi BRI T, MR RO B ETH
C 1 WARMEMHT R G5
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V. JBEICEAT HIEH

(2) ERPREEIEER
BERERR AN 55 1 & XU HEIE 53R (0.3~10mg ™), BFERER (2mg P, HE) KO 21 A
KEEGHE 2mg™ H) %% Lz, 10mg HEHEGRHIZT7 2T a2 ) VHBIC X 2 & Bbhn
LA R S B EE CRRO DL, Smg VU TFTOHETRO ONTEAEFRIIWETH Y | 48
MEIZIXRIE R D o 72, BER LR & 72 A BRI AR FE 28GR b o7,
AR O BRI GREOVE I K 80 Rl TH D Z L B [ET 5 & | AFIKE B G RO R AL M5k
HR Y 10mg R[] $ 50 fie s U R AR A LA FE 2 2 70 & Pl S D KCE % 5-00 F B ld 2mg ™
SRS, 2mg P HERGRBROMER, et ERBE L 2 5T RIEGERD Do Tz,
2mg P HEE5C X 5 BEDERBRICB VT LRI RBEIIRD bh Ao T, 65 #LL L 85 fk
O ElE % X RICAHK] 2mg ™ & HiAE 5 U728, AREICHEIR o7,
D%, %MK ILFE OB T ORBRKE RN 6 | MQM/E®%£Ti7w/A47—Mﬂﬁ
JEBE OFRAREEZUGETE T, 3mg/ HU L THERICBERZMRETTT 22BN ELEE X BN,
Z D7 AR A A& W GUCAK] 5mg, H XX 8mg ™ H & 14 HEKER ST 5B 2800 L
2o bmg,/ HTIE64H 2AICEIERNRB DO ONTZE D00, WTFNbLBRETC—@mEThy, /o, i
RAIRA K OV DM ORAENZ B W TR ERE & 7 2B RBO bR o722 &b | bmg KIEER G-
f@fé¢’WH1&w&%x%mto%gm/afi@W%@%ﬁ#%< R 7 O TR FE ORFIE
MR 64 H 54RO LIV, Llb, KERGEREBROERENS 5mg,/” HNHF L &l S,
) AGRAELROHEIL, TV A ~—BERHAECIX TEHE., RACIE RR_RULERE S LT 1
H 1\ 3mg 226BB L, 1~2 HE#IC bmg IZHE L, RAOKRET D, BEDOT LY N, ~v—
RIZRHVERFITIE, bmg T4 BRI ERI@E%Z, 10mg [ZHEET 5, 2B, ERICK Y EEEET
Dol L E—/MEARIEBAYETIE BEE ., MRAICIE RRXUUEREE S LT 1 B 118 3mg 2> 5B
L, 1~2 %I bmg ([ZH®E L, &&OKGT 5, 5mg T4 B LR@E%, 10mg ([T &
5, B, JERICEY 5bmg F TRETE %, ] ThHD,

(3) AERIGIERAR
O7 Y A~ —HIERHE
10mg HEEGIZB W THERERDEHE CTH O, KE#HGRR LM & RICHE T DK
A&iF 2mg P HTHD LHM SN, £Z T, 2mg P HEZFLE LI HAETHEA ORERE £l
L. &5 -WIH I &R E I BE A R EE ADAS Jeog DFEMIZ L > THMEZ BRI L L 5 LA T-,
ZOFER, 2mg ™ H T O R B INETRRD B oo, — 05, KRENCRT 2 ERK S T AR
DOFESF. 5mg,/ H TH i&@ﬁér@xmh&)%mto PLED G IR T AHRER O - D F &k
TEbrit, bmg  HECTHET L Z L L LT
B K ONREEFE D T VY oA~ —FUEERAE 64 B 2 %502, AK| Img P % 2mg P& 1 H 18], 8~
12 ARG T4 —7 R Bz % L, TOREE, BRI S maosgeeitim 27— (LT,
HDS)., MMSE TIEIdE T A R0 o203, BRIEIRO 5 BASIEOUGER R Sz (TR
) LI EOEIS  1mg PRE42% (13,731). 2mg P HE43% (12,728)), EIWEM K OERE B AE D
FHEEBCEER LOIIRD LN hoT2 7,
T NA = —RERAE L EMERICHEIT T 2B THY . T F Al 2T T —BREAIOAR
PEZFEAT 25581l 2 B 5 2 et 2 BB RS o 72, Fio, RREBRPIAYKE, T YA~
—RIERAVEZ K95 K[E FDA A KT A U RENAR S, BEEREORHM 775 & LT ADAS-cog 73
HELE SN, HATHZOHARGEMR (ADAS-Jeog) ER SNz, LarL. HATIX ADAS-Jcog Offi
FRRBR S0 Cldie o 7o, ERERBR A Ehi 4 2 riic, BTG 51k & LTo ADAS-Jcog
RO BT 2 0EN D -T2, Lei-> T, WK %ﬁﬁ&&@&ﬁ%ﬁ@#é%%@ﬁ?é
ZLEEHAMELT, D)~ii) 0 3REBRA R Lz, #5EIT 2mg ™ AL L, ®IZ, 3mg/ HELE
DARMEEHERT D20, B L 24— 7 a3 LT,
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V. JafICE9 HIER

i)

ii )

iii )

iv)

%)

R K OV E D T )V oA~ —BIEBHE 69 B2 %512, AK 0.1mg P XX 2mg "% 1 H 1
[, 8 WM&ELHT 5 “EHEMRLERBREENL7-, A2MEFTMCIIRmEERELE LT
ADAS-Jcog, HDS, MMSE, EFAIERFEN & L T Mental Function Impairment Scale (LA T,
MENFIS) M OVH EATREMEAFMT 5 N (FF) X ADL # iz, ZO#EE, MENFIS &
RO L G RIOZEOEET 2mg PEE, 0.1mg PREENEN—2.5, —0.4 TH Y, 2mg
BREL 0.1mg PREE ORICHEEENRBD b (p=0.046, U &, MENFIS 05K Fidik
#4R7T), Lo L, HDS, MMSE } T8 ADAS-Jcog Dk #iT 2mg PHETHERD b7,
ADAS OFHlFEEE & L TO LM EHFTT 5 2 L IIARBRA MO —>Th > 7228, BRI VT
REH VISR R+ ThH om0, SBASREO B EZHEIcE 5252 LN TE D
DENEIFET 2 2 LTk D572 8,

WEFE N O\ E D T LY oA~ —TUEBAVE 46 5] % X R ICAHK] 2mg P4 1 B 1 [\, 24~48 M
B L, FIZReMEmE Lz, Z2ORR, PEEORIERN 1 RO bzD AT, BARRA
HORFEEMC G EERLDIIH bR hoT-, LER- T, BEEOBEHIE 2mg ™/ H
IR G- TRE 2 & &l L7z, SScEE O [HE) DL EoEIAIX 24, 48 TENEN
6% (2/35). 9% (2/22) THV ., +HRdEERIIFGLNRD ST,

R K OV E D T VY A ~ —HBIERHE 89 Bl &2 %t RIC, 77 AR UIAA] 2mg P E 1 H 1
[, 24~48 H M #5725 —H G Ml 2 Lt U 7=, A 2PERHG2 13 HDS, MMSE, MENFIS
KOYN & ADL # e, ARBOER, Rk SREEED 1868 UL EOBIGIET 7 2R R
20% (3,715), 2mg MEE 13% (2715) TH Y, AMENHER TE o7, BWER K OWEEK
BEEORFGEMIEERLDITRD bR oT-, EHHEEICBWNTY 2mg P/ HOFRE
DHERTE ool b, HETHZ ENRE LWL 9,

3mg,/ HLU EOZEMEERGT 2720, BELOHTEEDT VY A ~—BIERHIE 20 §] % x5
2, 4 Z &2 3mg/ H, 4mg H. 5mg/ H LRI 24— 7 Bz Ll L=, =
OFER. BIERIL 20 FlF 4 FllcAH Dy, BEEAR S OF72R < BRRAE O w288 8T
Thol- 10,

T IV A = —TUZREE OAGRVE R O &L TEE ., A RO LEmEE LT 1 B 1
[B] Smg M HEAME L, 1~2 HHZIC bmg IZHE L, ROKET D, SEOT VYA ~—RIE8H
JEREIZIL, 5bmg T4 HMLL EfE%,. 10mg IZHET 5, 2B, ERICEVEERET S, T
HD,

@ L B —/MERIZEE
[V.-3.-(5) MFEHIRER] DIESM,

1) \EALMITRHERIGHER

OFEA DA T & ik
R K OV E D T VY oA ~ —HUEBHE 190 &2 %512, 77K, A4 3mg, 5mg % 1 H 1
Al 12 ARG 2 " EHEMERBREZ G L-, TORE, &R UEEE ., ADAS-Jcog &
DONTIICENTH B GREBICAEENTZD LN o T, SHAEAN LN BEFOYEL2T/E LT

&

= AR ER ST B G E TV B T LI Uiz, 2 T, BRI ISR AR E K

IZHEVER] (8577 ADAS-Jcog 7% 15 miAR) & RN JERIRNT 2 18N U 7o fE 5, ek it
o TtkE L EOEIAIX, 77 2R 16% (7743), 3mg #f 14% (6,742), bmg & 37% (14
/88) ThHv, HERISHENARE L2V, 3mg #fL dmg FEORMITISDEALE DN b D T & DR
N7 (p=0.007, max t RE), F/=. 7T vREEE bmg BEOX LN A E L 720 . bmg BN
T RBEZLETE -7 (p=0.044, Dunnet B EIEL), HIZ, #5751 ADAS-Jcog 73 15 sk
i OIER 2 RN =581, B AT & A fk B & Ll L 72 & & 0 ADAS-Jcog ZALE 1L, 77 & REE,
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V. JBEICEAT HIEH

3mg . bmg FEFENZEN—1.63 58, —1.75 s, —3.89 8 &Mooz, ZORER, Bt CIIM&E
BOSHERAE £ 720, 3mg # & bmg FEOMICKIEDEEN DD Z LW RE I (p=0.032,
max t fRE), 2B, ZORFO T TR AR GIEOXIITAE R &R b Rho T,
BITER ORBIFEITT 7 AR, 3mg BE. bmg BEZNEN 7% (459), 6% (464), 19% (12
/64) Thol=, 5mg FETIL 12 FIORWEFAFBHIO 5> HIHBEERIZE S LB 2 LN IIER - &
H-2E D LAR R OFIER N 7 BNZED Hiviz, T 6 O BEERIZT X CEG-BLAH% 1 BN
B, FERITIREE )N D PR T, Fe ke h L <ITIbic X0 ARSIk L, £70, BR
BREMOBRFELHPHAINLN, FEALITBETRERLOTHY, BERNICHBEE 2SR
ITFRD bR o T,
HL#% EIEGCIEAEBMSERZH LT D Z LITTE Ao 7203, BERAICIBIN L 7R
\wﬂ%bﬂﬁ%»ﬁwfﬁ%%whﬁﬁmAmemgw15 L ORRE i OV E D T
/V//\/f ~ = RIERHE 2 PRI LTI 81, HERISHERAE L 72D . 3mg #F & Smg FEOMIC
ﬁﬁ®§%ﬁ#%é:kﬁm%éﬂk%

@HIRL O — % i R 5B
i%&&@ﬁﬁ%§®7ﬂcw»ﬂ?—ﬂﬁ%W‘i#¢é$ﬁ05%ﬂﬁg$@24 %5 (3mg,/ H% 1
TR 5% &m/a%23LW&5) B LAEIE, et A —7 BRI TR L, &

FEHIE H T b 5 ek R AR IE Jmﬂﬂﬁf %. PC (Protocol Compatible) f#HTDxf5 L7272 41
il SIANEN @@@kUﬂﬁﬂ:i%%(M/M)f@b@“f&%kjuT@n#%)i2m6
(8,/41) L7z, b9 — ong%mﬁaf%éE%Amwﬂmg%ﬁ%mmxwf\&5@%
NoDOEMNMEIT—2.09 R TEREANCHAGERGAORA (WE) 27T PRI
(p=0.012, Wilcoxon 51+ NEMKRE) . F72. ARG H CTdh 5 MENFIS K OF % 34T
R OZIZE W T, HHERIN G OELEIZZNEI—8.78 A, —2.46 R CHEEHEANILFE

ICIE LTV D Z & DR Sz (MENFIS ; p=0.002, i i ri#a D% ; p=0.021, Wilcoxon
PrE At ENERRRE) . 728, CDRICEW TG EAT & XA BERZITRD b h o7,
RITER ORBEIT 22% (1254) TEERAR, IRMHEOHLEERNER DO TH o7, 1ZEA
EORWERMPNEEMN S FEETh o722, 1 FIOBREEDREENRD bz, AREFORFRIER I
B THME L, £, BEREEICBWUIRREZLE LT 5 X9 R REAEIIRD bk
Doty LEXD . KA 0.5%MRANTEE K ONHFEEDO T LY A~ —BERAE I LT e
HEITHDZ PRI W,

(4) HREERIERER

1) BRI - BRERE

O ER LR DT LY A ~—FIERAE
W K N E D T )V A~ —TUERANE BRE 268 B & k5 IZAK] 5bmg (3mg,/ H % 1 #HE& 5
#%. bmg/ H% 23 ML) X7 7R %E 24 BG4 2 " EEMEEGRRE 50 L 7=,
B ARG AIEIR G C BV T bmg BEIX 7 7 B AREE & i L CTHEIZEN TV (p=0.000, Uk
i), T8 UL EDOEIGIE bmg B 17%. 77 B AREE 13%., [HEEEEE Y LU FOEIE1E bmg B 17%.
7R 43% Th o1,

B4 2 RES R A R ST
HE] %0 | | o1 | e |
e g | O g | N me | B m | e | B
P 1| 19 | 40 | 36 | 15 | 4 | 0 | 1
5mg | % | (1) | (16) | B4 | BD | (13) | 3) | (0 | 1) | 116
X453 % amn (34) | (81) amn
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piZ] 1|18 | 10 | 40 21 | 21 | 5 ] 1
77ER % | W | 42 | ©) |36 | 19 | 19 | @) | @) | 112
X55% (13) (9) | (36) (43)

PC (Protocol Compatible) it %#17-> T\,

KR BE

3% Alzheimer’s Disease Assessment Scale—cognitive subscale (ADAS-cog) @
HAGER T®H 5 ADAS-Jcog 58 DHERS 2 F 1R T (& NT x5 - 205 #1)) , & 5-BAIRIRE & D5
FEDOFH T G 128% L0 bmg BN 7 7 B ARREE il L THERUWENZD 57 (p<0.05,

URE), mERFO bmg it 77 B ARBHEORERIH O ED AL 244 S TH -T2,

ADAS-JcogM#ZEZE b

ST Al e 0F 7> & PP EH! I8 (b B D RER b
I M+ S.E. (n) g e
. 5mg —3.03+0.47(106) —
1214 T N
7T R —0.84+0.50(101) 2.19
. 5mg —3.07+0.50 (96) —
2431 =~
7T R —0.11+0.56 (86) 2.96
oo 5mg —2.70+0.48(107) —
7T R —0.26+0.52 (98) 2.44
PCHENTZ 4T > T 5, (A F AMEIF L EERT,)

FIE LRI R T 5 Clinical Dementia Rating (CDR) & &t s OfRIFZA L & RN T (B A& FRMT
G 228 f5) . FEGH-BRLAIRE & O RAEDOYYTIX, &5 12 BE XY bmg BN T 7 BAREEE g L

TAHEBEREENED Lz (p<0.05. UKRE),

CDRET RDRERZEL
SEAT g O 7> B DAL EH! LB DRER i
il T+ S.E. (n) Tt
. 5mg —0.12+0.08(113) —
1238 =
7R 0.23+0.10(109) 0.35
. 5mg —0.14+0.13(104) —
2434 —
7R 0.72+0.17 (95) 0.86
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CDRET RDERZEL
AT e O 7> B DL B AL B DR ot
(3% FHIE+S.E. (n) R
oo 5mg —0.10+0.12(116) —
IR 0.75+0.15(112) 0.85
PCRENT 24T > T 5, (A FAEZLEEE T, )

¥1 o (SRR M) — [0 E o)

¥2: [T BARBED 0 WA 5O EDFEIE] — [bmg FED 0 A5 DZE{L & O ) E]

3 AIRIFITRAI S UC 24 BIFOFHM & L7z, Hik « fEplic oW TiE, 12 8L B
DIRIEN B DIFE DIAET — X BT ORI G & LT,

o8, BIWEH ORI 5mg # 10% (14.7136), 77 B4R 8% (10,7131) TH Y, MEEMIC
AEETRD b hoTz, bmg BEICHIT D EREWERITELEER TH Y . TRILKDIER A 3 1
(2%) . fERL 21 (1%). BEHA. Wart, RARIENK OIS 14 (1%) ThoTo, LB DIE
WEE DT R CORERIZB W CHEE OREARBRFICABEZITRD bhknol 2,

g EADAS-Jcog

D RRAEREATMET A 200 FETH Y . THEERA, DESFERES. SEOMKEM, BRECE T 5 HFER
. HEMDICE D . FHEB LOWRMERR, BidTa, SUSEE), Rk, HiEmER. 7 X MrROm4ERT )

. OIER X VMY 5, HAOHPHIL 0~70 & (EFH—EE) Tho,

| ECDR

D RRAVE O FEE AT S 720 D ETH Y TROIE - R - RIS & RREARI - ARG FHEIRDL R OR
bR« AMFERDL) I2OWT, BEOBESLHABO AL D O T %, #HE (CDR0), FAEDEEL (CDR
0.5), HERAYE (CDR 1), FLEERAE (CDR2). HERAE (CDR3) OWFNMIFEET 5,

QEEDT VYA ~ —FIZHIE
BEDT N A~ —BEREE BT 302 B % XU AH] 10mg (3mg,/ H % 2 AR 5#%. 5mg/
A% 4 %5, )T 10mg/ H % 18 HM#H45) . 5mg (3mg/ H % 2 HM#% 51%. bmg/ H%
22 W E) X377 AR % 24 B G9 5 "EHE MG 4 S L7z,
CIBIC plus (&% B EEAAEREE) 123\ T 10mg BEIZ 7 7 B ARREE el L THEICEN TV (K
HFRMT XIS © 287 #41))

=I&EFD CIBIC plus

we | m | L (e | T | [ Em e ] L
SR ac | 9 | | T | e | B g | e | B
¥ | 0 7 35 20 19 9 0 0
L Nl P e e Bl Bl IESeall e 90

e e e s e e B B B B 101
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FRFNFEHE & A% The Severe Impairment Battery (SIB) #55 DFcEIFO 2L B2 IR T (5
FEFRAT XIS - 288 f51]) , ¥ HG-BRALARE & DS ZEDOEYTliL, dmg #f. 10mg FEZLZE4, 6.7 £, 9.0
BThHY, TR L CTHEEREENRD bV,

REE @ SIB

) 0 8B DL A B ORER L
PR £ ;
FEHE+S.E. (n) Ria P
10mg 4.7+1.1 (92) 9.0
5mg 2.5+1.0 (95) 6.7
7R —4.2+1.0(101) —

(7T ATk EE~T.)
X1 A EIRRITRAN & LT 24 WRFDRHE & L7223, Hik - BRI VT,
BT — B B RITOXR E Lz,
%2 UkofE] — [0 HofE]
3 [BHEEGRED 0@ 5 OB EDOHE]
— [ 7T ®AREHED 0\ S OB ED T E]

B, REMORBRIL, 77 B4R, bmg B, 10mg FETENLEN 21.0% (22,7105), 28.7%
(29,7101).46.9% (45,796) TH Y, 10mg BEE 7T B AREE & OMICAEZENTRD b7z (p<0.001;
Fisher DEHEMERIE), FEHAEITIH T 2 ERANEMITIEAEER TH Y . 3 FILLEIEE L7 H ke
JEIRE LT, @AY 14 1] (5mg £ : 2 F1, 10mg #f : 12 61)) . BELA 76 (5mg B : 4 ], 10mg
BE 30, BEKRIEN 6 6] (5mg & : 0 5], 10mg B : 6 B1) . BAIEEEN 5 6] (5mg & : 1 1,
10mg Bf : 4 B) . FHIA 5 6] (5mg B : 1. 10mg & : 4 ) . (FFEA 3 6] (bmg &f : 14, 10mg
B2 B) RO, EHORIEHRRBERIL, 10mg Bt 77 B R L ORICHEEZENED S
7= (p=0.035 ; Fisher OEBEMERE) 3,

! MCIBIC plus

' BEOBKRIERE 458 CREOH L FE L, BEERE, 178, BFAEEER)) 1200 THET 5 51ETH
%, TNENOEBIZOWTHEE ENMH#ERICHBE L, BEOERICOWTE AT & R L, 20702 E TR
IE7ptsE, HREOWE., A TowE, R, HToE b, PREOEMA, KRBl o 7 BEREOFHE & 4
EARRECEMIIT %, CIBIC plus OFHiiix, FEMOMR Y 28T 5 7o OIZBHF O Y E L1387 5 E & 5 &
LTEY, BERTTRINERICLEEELT D,

. msiB
FEICREE SN R Z T2 O T, BEORIERE 2 SIHICB WO TER SN TWD, SIB 13EE
BIZxh3 2 BEEREMR A & LC, BEEOE WA TH S, SIB 1%, BT, L8, AN, =&
B, 3T, HZEMEES). 5. AL ART~0OEMO 9HE (40 OEMIEA) »ofER I, BE & OmElc
X > TAFHEA 100 S CREHlT 5,

@ L & —/IMRBIEREE

(1) b e —/MABRIEEAE B (MMSE*#35: 10 LA E 26 L) 140 2 %4412 7 U &~ M E 10mg
(8Bmg, H % 2 WF# 5%, 5mg/ H % 4 HHH 5, kT 10mg,/ H % 6 @R 5) . 5mg (3mg
/A% 2 W& EG%, bmg/ A% 10 BH#&E) . 3mg L7 7 ¥R % 12 @KL+ 2 _EHEM
PR & 2k L7,
BEERIRE R 2 53 %5 CIBIC plus (28T, 3mg #, 5mg #, 10mg T\ s 77 &R
FEE i L THEICERL TV,

*k Mini—-Mental State Examination
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=I&EFD CIBIC plus
we | |, (e | e [Ew] .
o o | OF |y | T2 | me | B | e | B
Flg | 1 3 13 8 1 0 0
10mg |~ o 26

T E et RSl Rt S et ISR I B 28

3mg |ttt TIT[TTTTTTTr Tttt ooptoooes 28

FAEIERE 2 BT 9~ 2 MMSE 15 RO i F DAL D 7T £ AR L D7, 3mg Hf. Smg #f, 10mg

BEZNFN 1.8, 4.1 5. 285 ThHY . R TOHETT T EAREEL I L THBERUWENTED S
iz,

BB @ MMSE

- 06 DL L ER LB D FER i
FEMEES.D. (n) RIA A=
10mg 2.3+3.2 (30) 2.8
5mg 3.5+3.2 (30) 4.1
3mg 1.2+£3.8 (30) 1.8
7R —0.6+2.7 (28 —

(77 ZEI3dEZ R T,)

FEARIEIR - ATEIEE O 5 BLR, RBEAMEREEE) 4 3l 7~ 5 NPI*-2 5RO R EREOELED 7 Z
TARBEE OFEIL, 3mg B, bmg BE, 10mg FEENZEN—2.4 5, —36 /., —52RTHV, bmg
FE. 10mg FETT 7 B ANHE L Bl L THERUGED RO b,

*k Neuropsychiatric Inventory

BARE D NPI-2

- 0 EH 5 DZEA(LER 2ol O FE R LA
FHfE+ES.D. (n) RS
10mg —b5.1+4.6 (31) —5.2
5mg —3.4%39 (30) —3.6
3mg —2.2+6.1 (30) —2.4
77N 0.2+4.0 (28 —
(A FAETSEETT,)

AR ITERORBRE CH Y . EEFMOE B IR IRE T, FHMOEE fF - HEEOREDZEMEHH
BL TR 5
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! MMMSE

D AR R S IR T, TROMMk. eE. MERL. AN TR - EMEENE. THL BE. B FHE L b
SRl 5, MHLICH A ORAREN ZFETE . & HICEIEMREN LM T X %, A DRI 30~0 A (F

. WoEE) Tho,

EINM

DN X DRI 2 RIS D e 0 5k, B, LR, BB 9o, R, B, MRGE. BUmEl, S
Wi, BEITHO 10 HHICSE, TNEFNOMHER 1~4 O 4 BT, BEEL 1~3 O 3 B T+ 5,
REBPREVZEHE, BEENRENWZ AR LTWAD, FHE O 2 7 (3HE X \EE TR I (1~12 £).
10 IHE CTEFF1~120 s L 72 5,

(2) U b —/MRBIEREE B (MMSE 1545: 10 /LA E 26 siLLF) 142 il 2 %5127 U =7 b E 10mg
(Bmg,/ H % 2 MM 5%, bmg/ H% 4 B G, R\ T 10mg,/ H % 6 HHH$5) . 5mg (3mg
/B % 2 lH#E %, bmg/ H% 10 BE#EE) X7 78R % 12 B3 5 “HEMREGEK
B % S0 L7,

A RE & RH 95 MMSE 8 O EREOZLED T T v AL OFEIL, bmg B, 10mg FEZ
NEIN0.8 M, 1.6 i THV ., 10mg B TT 7 BARRE L I L THEREENRD bz,

RIEEF O MMSE

- 0 D> B DI EH A B ORER] L
FEEES.E. (n) SH R

10mg 2.2+0.4 (49) 1.6

5mg 1.4+0.5 (43) 0.8

77 'R 0.6+0.5 (44) —

(77 AMERFSEEEZTRT,)

FEAREAR « ITENEE O ) BLIR., RAKRELE 2 5325 NPI-2 S ORKEFOZ{LETIL,
5mg ., 10mg Bt L LI T 7B REEE OMICHEEITRO HivZenoiz,

BARE M NPI-2

- 05 DE[LE™ ZE A B O BER] Hig
FEEES.E. (n) RIS i

10mg —2.8£0.5 (49) —0.7

5mg —1.8+0.6 (45) 0.4

7T R —2.1+0.6 (44) —

(A FAEFSFEERT,)
W1 BHRHITEANE LT 12 MO E LA, Pk - BLIEEIC oW T
. BT — 2 BT OxIG L L,
%2 [EAEOfE] — [0EDfE]
3 [KEEHED 0B D OB RO E]
— [T vREED 0D 5 DL LEDFHIE]

ARERERTIX, REREREREE | FEAEIR « ITEIEE ORI T 2 AFN OF N 77 RIZ
B L CHEN TV D & W) BEERGRIZREE S TR 6
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2) REMHER

DL}y ONERFE T )1 oA~ — TSR HE
W Ny ONHERJE D T LY A~ —TRUERAE IS 6 L CAK %2 52 &% 5 (3mg,/ H % 1 ## 54 .
bmg,/ H#% 51 HMEE) L, BMIEGIC LD ARH DR &G EIC OV TRRET L7z, 25ER] 265
B v 22 AVERRMT R G2 05 B BRI SV EBNT 5 Bl TH 0 . 260 Bl & % BRI L EMEDMRNT 21T > 72,
R, TZEMEICRER L) 28 72.7% (189,7260), MZAMEICRCMEDH 0 | 23 18.5% (48
/260) ., "Z2MEICRTED Y | 23 4.6% (12,7260), [ZatEicn 7z S 0 ) 23 4.2% (11,7260)
Thol-, AEFROFIRIL45.0% (117,/260) THY . Z 05 HLEIWEMIL 27.3% (71,7260)
Thol-,
FAREWERIZ, ARIOIBERIZIE S B DN MEEER TH -7, BIEA ORRE X EIC8R
ENLHEETHY  BEORWEMAN 246 (41 TRD LN, AREZ I XIREST 2 Z &
2RV FERITTE R ST U, BIVER ORBAREIRI Tk, #& 5 24 W% D5 52 itk £ CTORENEH
FEHRIIF GO & el U< BWEREC X0 BIVER R BUEEE S BN 2 AR DT,
BT ICREL LIt T R Z RIERIZR D bz o 7z,
INETCOENOBKRBCTHEOONTWARWEEREWEH L LT, YA =7 (HRIERHE).
SRIELVERMRPERSAE . JHEJR AN DAL TV DY, ABRIC CTHEMIBIREA1TO 2 LICX Wk Lz, K
Fo =z U RRIEVERNIC S i E-CTE L E RS RE TLEMERIC Ko CRELLIZREME D H Y | EEE
I DH LBz LI, BRMRAE R AERBEIL, 48.6% (126,7259) THV ., £ H HIKIFE
RREE TERVEELEIRIET 26.6% (69,7259) ThoT-, REBBENEE TERVEFE
N BOLNTZHAX, NV Ty P-T7IT7—8, 7I7—BTh-olz, ZIDDOIEREED
AL 0 ik U72JERID 1 HIRED B3, Z L UAOIEF CIrafedEidikie S v, BRIER S
72 R A BT AR T e o7z, BLEX D AFNTEEEST 2 Z L1k 0| 24 BLIRRIHEM
T HRRET & BIWERA K AR ERE S AR b, ZeticfBETRnEE 2 bhi,
BIERRIT G245 (PC FRHT 1 52451) 178 BT 35\ Tl & ARG R IR O k3R (BB LA ) 13 14.0%
(25,7178) . #fbEE (REEE(LLIT) X 46.6% (83,7178) Toh -7z, CDR &itH5s. MMSE,
MENFIS OfRRFZEICBN T, 8 % L 12 BEZICHR b AW BGEL R L, £ O®% BB IZHER
L. 24 #t & 36 B OB CHRG-A1 & g U CEALICER U, A SUINHER OFIGUT 24 H%IZ
BRI Uz, 2D OFEE ) D AANT B G-51 & ik LT 72 < & 659 24 TBRBE IR OHETT 2 #1iH] L
boltEZLND 12,

QEET IV A ~ — TR HE
EET VYA v —TURAERE A kIS L Lz EHEMRILEGRER (775 AR, Smg #F. 10mg #f.
24 B G, LIF 231 k) O THlZzxSE L, #iEEEZ VT 10mg HOEWES (52
M) k2@ Emit Lz, 7B, BEOIERICE > TE, bmg/ BIZHEAREE L, TDHO
SEROFE S 10mg,/ HICHUME T 522 & L,
BRNERRRT R GAE ] 189 BllC 51T 2 RIER OFB=RIL, 51.83% (97,/189) Th o7, FAREIEM
%, B0 9.5% (18,7189) . AL OV THINA 6.3% (12,7189) . RAKIHEE 5.8% (11,7189)
AHRAE K Q@23 4.2% (8,7189), HHAE XD/ X 3.7% (7,/189) DIAIZE < . {HILAHIER D
E2/NY
AHNOFEIERNCES LB 2 LN D HEAER ORIWEHFBLEIL 27.0% (51,7189) Th -7z,
IREH B D TH AL ZRE R D EIE AR BLSE 2 fat L 75 . 6~8 DR BLEN 16.8% (31,7184) Th b
m< . WNT 8~16 lDIEHRN 6.1% (11,/181), 2~6 HDIEHERN 4.8% (9,7188) TEd -
2o LT=o T, AFIOEIF G X 0 ERMEOMALEER OBIEA R TEH Lo < 72 5 ATHEMEIE
IhEWEEB 2 bz, Fio. HLEEROEWEMIX 10mg,/ H A~ & LZEZ IR BEE LTV
EEZEZLITED, mEOHEEERORIERIX e o Tz,
BT RTS8 186 1T, FREIEEREICEY L T SIB THiE L7-, AIBBR (52 #R]) (2T
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HEATE B LT, A< L oG 24 1 F TRRARKRE DSGEN B S iz, £z, 231 #BRD 5mg
RN 10mg B CTAANZ 24 WRES L2 OKRIE (19 2~8 ) 1 X0 2URIZFBABERE D B LS
5 ENHERR S LT,
@V & —/MABIEREE
VE—/ MERERSE (DLB) B & /G & LIcikeR gl 54— 7 il
H ) Bl PR 45 IR — S MLt (431 3U8) %58 7 L7 DLBAHICHIT 5 N R Vg

i smg/ H BB G Ok OF M2 /RE3 5, £72. dmg/ B # 5 TOIRBRkEEA
B2 BT D 3mg/ B #% 5 D722 M O 2 2 BRBIICHETT 5.

TRERT A v gk ILF, A —7 2 TV, ki 5B
PIES DLB &##
BRIk FATT 5 431 BEBEROK T2 0 8 % E TIT, BEIT RV 3mg/H D 2 BB RS %

BRtE L. D% R~/ bmg/H % 50 @5 Lz,

DLB & Zxt4: L L7 7 B ARxO “HEEMR IR (431 Bk, 3mg., 5mg X/E 10mg/H D
12 B#E) 2587 L2 108 il %5 L L, bmg OREHHFG (K 52 #E) 12k 5L O0E
AT Lo, BRI O FERFRICKRE2m0 1372 <. BEHRGICE 2 BB EOFHESF
LINFEBT DRI/ NSV EEZ DT,

WHNZB W TR BZ RO ONTEAEFEFRIL, MH 7 LT FUARART T —EHEMEOWHE (% 12
B, 11.1%) THotz, RWT, SBIRGAZ, ME EH L OWRE (% 11 61, 10.2%). FHF (10 4,
9.3%) . /N—F Y = AL R OMERL (4% 8 151], 7.4%) IR HR i BoE K QYR o B [ (45 7 511, 6.5%)
BAREGE, RHE R EBETT (% 6 fl, 5.6%) NEL ALz, BIERIZOWTIE, /A—F
V= XD ROMEFRL (45 6 1], 5.6%) ., #i5f8] (5 6], 4.6%) . T, B MK OLE E5H (% 4 61, 3.7%) .
BAEGE, FEHER, MRS ORI IE (% 3 6. 2.8%) B3EhoTz,

F7o. ARPEIC OV T 431 FRBR O FHRE TR SN A IMERHEIA H OB RS 52 il 512
BWTHMRF SN TEBY, BHHRGICEIVETE T LRI S WEB 2 bivlc, BEMEICONT
X, AEFZORIUCLY 3mg/ B IZHEE LIEGNE 3 fl & 7e < dmg/HDOEmWERFMEN RS
7o 728, 34 2 Biix 3mg/H ORI Ak L= ICAIEER 25 T LTRY ., 3mg/HICEET S
ZEICEVIREAEE Ch o T,

DLB BE &5 & Ul 7 7 B I 8 G i el sl 2 Oike & 1% 54— 77 alliR
H FEHA : DLB B % %xt%1c. MMSE % B 7= 38ake. ROYNPI-2 (X%, Fatne
BH) & RAOIEAER - ATEIREZ FEFMEEA & LT, R3O VR
(5mg/H X' 10mg/H., 12 BEE) OF T wRITKT 2EBNEAE REET 2.
BB : RV (5mg/H LY 10mg/H, 12 #REHRE) OAZMER %4
MWE 7 7R EREBRTFT 5, SHIZ, FRRUVERE 5mg/H & O 10mg/
B B G 022 L OEEZ2 e 5,

RRT VA SZhakdkRl, 77 BRI, EIEAL, WA THER FLEGRER K OV huUcHE < fikfeik 53R
PO DLB %
By 1% AGRBRIT, BIEH 1~3 W R OVEHEY] 52 WRIC X » TR STz, & 5HIC, 1BRIL,

TR RRRO T EERICEL DMBFEH 12 B & RFEEOT — X 2 EE I DO O
MlE L CoBITH 4 B, Zisie < ke 514 36 M5k,

TR I, BB T bmg B, 10mg #f, X7 7 AREEOWTAMNI1:1: 1 OElE
THAEAIZEID AT BTz, BRI, SPBRE ORFEY 12 8 CoOT—ZBEE I
BRECIT o7,
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mEL AR = L
FM/EIN  EER il 1280 ®’T
. TooEE
B BEE AN LB RS
= "
X C_ JoukE |
75tR i75tM3mgl  5mg
75eR | ( 5 mgiz 10mg
1~3 mé "5 mg 15 mg' 5mg [ 5MgA DR E ]
el H
( 10 mgaf
3mg: 5mg 10mg & 10mg 10 mg
1 1 ; 1 1 1 1 1 1 1
g~ (OB 2E4EcH 88 128 168158208 24268288 348 408 46H 528
ISR

W (bmg #£ O 10mg #f (RIEHEEE OBRE IR T 2 Rt (G0 : 52 1)) |
BWT, EIEREAFH CREENE D o - B A HFRGIL, %W@*(w7%[wm@>/m—#/
V=R (12.5% [12/96]) Th oz, FEIHEEGEIT 5%LL EOHERE IZF O b RIER T/ —
¥ V=X (10.4% [10/96]) OHTH Y, WNT, BHRBHEL ORHE (% 4.2% [4/96]) O
BN P-oTz, 7B, IO ORIWERIIZ, BEEHICZIE W T bmg #ED 1 FIZER D b L7z RIRSE
EERE, WIFNLBREUIFHEEOFRR TH -T2,
Fio. NEAER . [8=F% 0y ek DREFAER ). TRIER) @B T 2 B EFLREE
# (bmg Hf, 10mg B, EHEFEGED FUTO LBV ThH D,
OMNEU TN
THALEHER OB EHGUL, %ﬁﬁéﬁ(&wﬁﬁqm@ﬁ)131%6@m%)@&%%_M
b, F7o, FEIBEEGE T 5% LOBBRE ISR b basE Rk oFHEHRE (PT) |
F, BEEGE (% 6.3% [6/96]). f#HEA, i (% 5.2% [5/96]) ThHhot=, . %ﬁﬁ?@
O LT EEHER OB EFRIL, 1REH 24 BHLEIC 5mg #EO 1 FIZERO S IHEAZE (1
Wi b8 10mg, 1RBRIE S ORERRZR L) #BRE, WTINbBREITEEOFERTH T,

@/3=F Y AR
R=F 2V AEIROEEELT, EERBEAF (bmg BE+10mg #F) T 12.5% (12/96) O#ERA
IR B, D PT BIOIHRIL, /S—F 0 V= A5 12.5% (12/96) . (REHTIEIE 1.0% (1/96)
Tholc, £, TNHLDORFFLIL, WINOBEXIITEEOFELZTH T,

OFEHE R
FEHER DA EFGIL, BEHESF (bmg BE+10mg BE) T 18.8% (18/96) DOHERE IR &
iz, F£7z, EIEBEAF T 5%LL EOBERE IO b ILIEMIEROFESES (PT) IARIRED
HTHo72 (6.83% [6/96]), 7ok, EIEETRD LI R EORAER DA EFGIL 5 #] 10 4
THY, 205 b, JFES 24 BLKBKICRO HZ b O 2 61 3 {1 (X8 [ 58 10mg],
SV M OV AE [EBLRFEE 58 Smgl, WU BRI L OREBRITZR L) Thotz,

OZN:T
FRIENRICEE 2 A EFERIT, FEIEAH (5mg BE+10mg BE) T 9.4% (9/96) DOHERE (ZFE
bivle, £z, FEIEHEFTO PT JIONEIRICET 2 A FEELHEBEIT. WITHOFELEE 5%k
Chole, ¥, FEIHHTRDOONTAEIRICET 2 HFFRIT. 1BRH 24 HLEIZ 10mg
BEO 1HNCRO BBl A SRR GE bmg, IR OREBRIZAR L) 2kE, W
NHLBE X IPEEOFEHE TH o7,

BHIMEIZOWT, MMSE TIIMFERNIZERD SN -t EN 52 I B W CH#MEFF S 472, bmg BE Tl
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10mg H4 R RN DA 23580 B, R 24 KR TOELED 3 RN O TIX
TREH 24 HIZHE L CTHERBMNR S v,

NPI-2 CT%. 5bmg B CIZIBE 12 5 52 WIZ2F T, 10mg BE TIXIGES 4 W5 52 827>
FTR=R T A AT L THBARBD AT b,

(5) B - HHERIHER
BL TR L

(6) ARHIER
1) ERARERE (—REARERE. BREERARERE. ERARELRAER) . HERTRT 42X
—RARE. HERFTREBRABROAR

OEFERRERE
R N O FE DT )V oA ~ —TUZRAE B E 2 60 5 & U7 A R A 2 deog gk 5 iz L v
Ehe L7,

[ElPN 526 Jitiak £ 0 INEE L7z 3474 B> 5 5| 3240 Bl &2 MEEF I EIER] & LT, BITEHRILIRIX
10.7% (346,73240) Th V. #AGRFFE COMKRE (CEHEEMRABR, FAE2MmERBR, —REERR
BR) (2R D EIWERREBIE 10.56% (48,7457) LIAIFEE CTH -7z, EREBERIRSFERIFEIEHDH
B & ZOWNFRIE, BkEE 3.8% (12273240, WER : .l 55 {4, TH#I 26 {4, WEH: 20 4, L
F 7 13 155 FEEEE 1.9% (63,3240, R : SBLENE 15 ., ZfIEM: 15 £, RIRAE 10
PREE) o AR R OIS 1.8% (59,3240, WAl @ AR 38 i, RAKBUR 18 F5) TH 1|
TR E CORRKRBR CHBL LIZRAEH O L RES B D Z &idhehol,

LRV ELY KFTHFIER & LT, kRRkGE, IFEEEEORE, JFHERMOFE, &5
WFICE 0 BWERRBBRICEBRZNE O bivle, ARG &R (RIVERRBUER CIXBBR O
H&8) ORIWERZELEIT 8mg, H A 40.0% (2,75) . 3mg,” H 34.0% (119,7350) , 5mg,” H 7.7%
(223,72882) K (X 5mg,/ H#E 66.7% (23) THY., 3mg/ HOEEZETENP-T=, ZiuL, &5
OHNCEWER RSB WEE CRI L, fRE LT 3mg/ B ARMMEOVHHRSETHD 3mg/ HDHE
FORWERARBRENEGL RolobD B b, FEREREOFERNIZ OV T, M) 0B
DEWERFEHEN 10.4% (330,73161), [H] OHBETIX 20.3% (16,79 Th o7, FFHERER
EOFBHNCEWERRBRELZREF Lz, —EOMMIEEED bt BITEARBLROBE W RS
HERIIEE TX oo 7=, PERIEF OG RN ST, T O BF OFRIERRBEN 8.1% (71
/876), TH| OEFETIX 11.6% (275,72364) Th o7z, DFHIESBIORIERRIEEZ R LIz
D, BIERZ LD LB & T ORI E CE Rd o7z, BEHIMBIORIERRIRIL, 14
HLLF 49.8% (123,7247), 15 HLLE 28 HLAF 40.9% (81,7198), 29 HLAE 56 HEATF 22.3%
(58,7260), 57 HLA 84 HLLF 7.6% (30,7395), 85 HLL |- 112 HLLF 2.83% (33,71428), 113
HLL L 140 UL 2.8% (9,326), 141 HLL L 168 HLLF 3.5% (4,7115) K169 HLLE 3.0%
(8,/7270) TH YV, Z< DIEFNZIBNT, HHEHWNCEWERNFEBLL T\ e, 72, 5% 14 HLL
PIZHBL L 72 2B ERNZED 25 1, BRCRIR 17 1. TR 15 % Th o7,

LARMEEFTRIGUER] 3240 B0 5 B 2846 il 4 A NG RIGUER & UTc, BAXERARIEREEmIL,
FLIE - FLYFREE O MIIRERE. BAK - BUE S OMIMSRELSN OREEERE .t TEY, FENTOE
EEEZRAE LT, &5 12 H%E CUITIERE) (C&GERTE g U, EEdGE, &, B dGE,
A, RERAL, B, FPE L, HIERRE) CHME L7z, ZORR. HERRELZ R 2805
Do L, MREWE] DRSS EfoEE CIT, TAERE] Lvwo,) 1348.0% (13477
2805) Th V|, ARKFE CTOMKRER (EWNERF IR OSAERERTMIC X 26%%
52.2% (60,115) L[FARETH o7z, F7o, MREHE(L) DIT &S EFoRE (BUF, [E
] LD,) 116.7% (188,72805) Th V|, AGRIKFE TOHERNH 16.5% (19,7115) LV &< e
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V. JBEICEAT HIEH

>77,
AN B Z RAF T SBIER & LT, AP - kK 5y, OFHSEAIOA . 5L 5%
RICHBENRD DI, ABE - SkX Sy, BGATEERE, HHHRICL 0 BRICEEEDEO L
iz APt - SRS Tk, [9k=ABE) ORBENPE B AENEMES (89.7%. 27,/68), Mxhs
IXEn otz (14.7%, 10,°68), EHIRRECIEIRDEALN B - T2EFN 4 k= ABt) ODBRFICS
KEENTWED, B\HRNEL oo LB Z b, H 5B EIEE B OB R ITEEE 5.3% (78
/1458) M OVWEEE 8.2% (110,/1847) Th V|, BREDBF AR THEE O BE OB NE
Motz, DFASEAIOG BRI OFNFEIL, [ OBF 43.7% (330,7755) LN 1H]| OEE 49.6%
(1017,72050) TH Y. TH) OEETENPoT, PFHIEAIRIOANREBE LT2h, FRZAE M
(CBAE 7R R s AT T ORI E C& oo, BEHIRIC O W TIX, B GHIRNEVER CF
NEPMEL RN Fm o T, BEHM T & ORNEN R BIKRP>72DX 156 ALLE 28 AULT®D
21.6% (19,788). EELRNEK L EN-7-DIL 14 HUATF D 23.8% (5,/21) Tho7-, Zhid, #
BN BN DI R G '&EN D72 AREISE LR o L alietENE 2 b,
JFHERERE 2 9 2 BFIZ OV, RS TH) ORBEORIWERZE=EIL 20.3% (16,79)
Th O, KFkGEREE [ OBFED 10.4% (330,73161) ([ZH# L CHRICE - T-, IFHRERE
) OBRFICHE L ERRIWERIZ, B 3 4, M/ MidE, HFERERES 2 choT, JIF
BERERETE (7] ORFOHTHREL LEWERIZEYS, W, BB, Rk OB e EA 1
tEChHo7T=R, WING 1 ORI LI-F5TH O, MERE [H) OEBF CTREMIZZ N
GLINOIEFHI TE ehodz, —F . IHERERE TH)] OBRFEDOELHRIL8.8% (6,68) THY ., JIf
FERERE S (1) ORFOMLR 6.6% (182,72737) LI L T, AEEIIRD LNRN- T2,
QFFRIFAE BPSD(X1E - L1748, HHE. HEBMITE) ZMEFTHEEICHT HHAE
RPN N DT LY A~ —RIEREEC, L)5E - 248, P, BORAITEIO 5 6 1 DLl EOJER
EHTDHBE T, KEOFIER VLA T 5 & 3T, BPSD ITxd 5 82 Mt L7z,
[EN 67 fitigx 2 HUNEE L7 319 Bl 5 B, 252 Bl 2 A MWEEFHRISIER & LTz, ARhEER R S9E
BlOBEEFIL, ZHENREL L (66.7%) ., FHFEIL 780 CTh oo, £/, 796 (31.3%) ITAK
F#ER17225 BPSD (2K DALEIREH STz, AEFIOFRGHMIZ Y 832 HTHY,
BPSD (2% 2 ALE SIS 85 5] (33.7%) IZHFH S 4L Tz,
HEEDOFAMEH Th 5 BPSD 021 ki, L3 - 48, F-ll, WEBRAITENZ D\ T, IR D21k
EEGRTE L, TR oz, bbb, El 2ol @ 3 BEBETRME L7z, HIERREZBR
HEFNZHT D TR 2otz LRl SNIIEFIORIE ZekER, [T ooz LM SIL2E
BIOBIG 2 BALR L U, RAEFHIREOSERIT, 2% - 248 60.1% (95,7158) . FH 59.6% (53
/89), WEMITH) 65.6% (80,122) Tholz, WTNOERGHEGWMMNEL 2 5I120E-> T,
BEERN A Ule, BofkaHliRF o B bRIT, LR - 28 1.3% (2,7158), HHM 3.4% (3,789). &K
BH1TE) 1.6% (27122) Thotz, Fio. 2 - L5, WRAITEICIE, BPSD (234 % ALiE 3
(PUREAIP 3L, PUARZEE, BUo o3, MEIRIEE) OOFHR [ OEFI CSERN RN -T2,
PREEREIZ DWW TIE, SGTRANNE S MREFEN X 7 —/L (HDS-R) 23 FEhE 7z 96 #il CTldk, %
HH713.9+15.7 CEE+ES.D.) 75 EKFHER 14.916.4 720, AEICHKELZ, MMSE nE
i STz 41 B TIEF 58T 17.914.5 2> b &R 19.2£5.56 ~ L AREICHE LTz,
IriEFE ORI HOWN T, BAEFHmRE, TR L) 25 3.6% (8,7222) . TRHHITER L 72 ) 23 54.1%
(120,7222) Th-o7-, —J., BFITHEM LT 13 4.56% (10,7222) Th-oiz,
VB KANTEREBRERE E D 272 59, BPSD IZ bAF B4 5.2 . ) 6 BloBE Th#EoaH
DEFUFEOD NI EE 2 BTz, WD, REIDEGBT VY oA ~ —RERHE B O FEHRRE & 18
FEIZIRIE LC BPSD #E L&, i oA ZHIIN S5 fetEifn e B 2 sl 19,
CHFAIAE AL(HEEEEE ICHT HRERUVFPLHIOFRIINT HAE
R K O E DO T VY A ~—FRERAEBE 261z, BE O HEAEEE (ADL) (x4 254
ROEBEEZRHE Uiz, £z, RFIZEG% 12 B HUNICES 29Ik « &7 LIZERICOWT, 3 74
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2)

HEOBHHEEZITV, G5 OFIE - & TOHB & THE2RE L,

EIN 103 figk 2> HUNEE L7z 623 BilD 5 5| 446 B 2 AEEFEUER & LTz, AR XTSIE
B 446 B0 BEE FIL, ZEREL L (66.4%) . FHFEIL 76.6 K TH V. 90.1% 1/ KEE TH
STz, BEEDEIER X, BE (FAST 4) 78 71.1%., 4 (FAST 5) 7 28.9% CTh -7z, AHl
OGN -) 318.6 H T, 68.2% D BEE CTHHEMNEMN ST\,

ADL OFHiCT& 5 DAD (Disability Assessment for Dementia) %, #5823 H 58 59.2+£25.5
CEfEES.D.) o GHEK 57.1£26.9 L7220 | HEANCHK TS LD LCnizbon, f
BREERO N7, 7o, RAA Y FEARPADL & FEAADL), 7 KA A (M
AL THEKR), TBRFOHE), TEFHEEZ2T5) %) oBRLAREREMITRD o7,
DAD OifF Dz bz BAS L L, BEE SR 2 A & U BB 2 3205 U7k R,
FHRTAIIZ . SR IR DR\ MER, FRAVE O BEFE A AR X 0 8 OEF], AOHER Y OJEFIT DAD
DRI DTEALDEBR VR R E otz APHEIC YW TE, EIMEEZEDFEBOAHEOFEIL, 4
BRI L LTRSS T, FHE00IC DAD 5 RIS B A 5 2 28 HEIXRE CE 2o 7,
FOHVE D EIEFEIZ DWW, BGANTRE ORI, REHREETIZ, & 27.4% (82,299),
RE 58.5% (175,7299) . HEAk 14.0% (42,299) TH V., AEICKESIHBE Lz, —FH., #&
R R ORERNT., S 23.2% (29,7125) . A% 57.6% (72,7125). il 19.2% (24,7125)
Thh ., BEREBIITEO N7,

FRAREBEIC OV TR, A OF 5814 T HDS-R 2 Efi S 172 202 Fl Tk, #5071 14.7£5.4 705
BH# IR 15.416.1 12720 HRICEGE LTz, £7-, MMSE 23 % <7172 78 #iCix., # 5/ 16.8
+5.9 MOHHERKIK 17.0£6.6 12720, AEEITRD LN - T2,
N#HEDOBAIZHONTIEL, BEBREKR T, TAHITEE L) 28 29.6% (112,7378), [AHIILD
SN A 46.8% (177,/378), TEAFITHMUL7Z) 2% 23.6% (89,7378) T -7z, FFAmEFIAR
Wik, TR U7 ) JEFIORIL, 6 B ABUBERKE 2 bidZehrozn, HGHENEL 72
HITHE- T TAFITZE D B 22 JEFIOERITEC U, TR U7 ) EF O R ITEm L7,
12 W A#%IZEBT D TAHEEMN L7z JEFIOFEIX 24.0% (55,7229) ThoTo,

AT ZRUEESE ] 2> O ARFI DS B S 3072 0> o TIEFI R O - 12 5 A % O GAR IO O SE 1] 2 B
VN2 588 BIlIZ I T, 12 1 A LINIZARFI OF G- 1k S AU ERIIE 40.3% ., 12 77 H LARE & #¢ 5-23
ke S UTIEBNE 59.7% T o7z, LML, DREEET ) 28 108 & Hmb %<, kT [HF
HLERHL 4B TH-T=,

Be514% 12 7 HUNICARIOBES A FIES L, FikE S 1 DU EoAMEOHnE B O % i
TEIER (PHRIFAEEFSGIER]) 12270 TH -7, FHRFEEFSIER O DAD #1801,
BeHAT 69.9+121.5, 5% 63.6224.6, FIE%EK 58.5+27.5 TH Y, HILKREKEKTIL, #
HAik O 5th i & el L CHEICE L LT,

PLEXY KFIOEE12 71 H#% % TADL DOFHM R ETH 5 DAD O RIFA BERIK TR A LT,
ADL OEAL 23 L7z, £/, 7 0 BE TS OB OBRE - R0 bz 19,

ARBEHELTERFTEONRIIIEREL-AE - ABOME
LE—/IMABRIZREE B E 2 XR & L-ERRERFEHRERRHAER
VE—d¢ﬂﬁﬁr%%(MM&M%ﬁxoﬁuhzaﬁuT)%ﬁ%u\$ﬂ1m@(%g/aé
2 BB 5%, bmg/ H % 4 BEHES-. KT 10mg,/ B XL ER 5mg,/ H % 6 HE#YS) T
7T RE 12 BEEGT2REY (CEERT 7 ERMR) L RENZE T LIRS IS ARA
10mg (EFEHIAAIRETIZ 10mg,/ H UXHER 5mg/ H., B 7F AR Tld 3Smg/ H % 238
W#51%,. bmg/ H % 4 WEHKY., £O%IE 10mg,/ B T ER 5mg,/ H) % 48 #5125
fe st 53 GEEMIERTIR) 225 72 2 BUE AT R AR 3BR 2 F20 L 7=, TR CIX 160 Bl AR X
X7 7 RN S, EEIMIEE TH DI T D R FEMRE o 2% ERRAEL (CIBIC
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V. BRICEHT HIEE

plus #AFHI) O OARICIBWN T, 77 B ARREE AFIREE OMICHBZITRD b7 n - 7= (p=0.408,
2 PEAR Wilcoxon M €. HAEFEAT DA B /K MEIL I 0.046) ,

&R > CIBIC plus

HE | EW B T BE =0 .
Bt g | 5 | wm | F | mpe | BE | omp | B
- S S S 10 | 22 | 17 | 19 |5 1. ..0 |
A< % B (14) (30) (23) (26) ) o) s

e LBV 0 6| R 32 | 14 |5 | .1 |
77y 0) ®) (24) (42 (18) G B 7

¥, BHBAMGRETO LR OAF R T OB 1T % okl O R AER  (CIBIC plus ##
BRHED OSAMIEILLTO LB Th o7,

B&EHIEF > CIBIC plus (Xt OA HER)

o PRI e | B orm | BE O ome | B0
R e e e e e
G o e et e
O M i
D el i - - 0 o

143 BIDNIREI Z 52T L. Z D 9 5 139 Blsfikke s 5817 L. 105 Bl ke 5- 252 T L=,
BIREHMIE B Th 2 B aHMRe ] Qri i  Ofkex 581 123175 MMSE OX—2XF 4 )b D
ZALROHERIZTHO LY Th o1z,

O— /LR (et SHIIAAIS)
34 ——— AR

=
47 (LS Mean Change+

R + e

o
1

b5

038 6 38 1258 2438 36 8 4838 60 38

1R Akt 51
HARE
77 AL 12 2 54K 3mg H 147525 5mg, H 18 #7> 5 10mg,” H ¢ 5 2 Bl 4h (5mg /A ~DJE ),
PeGRE, W, BGRELMEROLAERZINT L L, MMSE ORX—2F A MER PR J—=v 7 OZE\LEE
758 L L7 MMRM (Mixed Model for Repeated Measures), oy #iidid@mkd & L=,

FEHMERS CARMRURKIREH) (2EFT5H5 MMSE DR—RX 54 UM LDELEDHETRE

ABRClX. BREERIERIZ KT 2 ARFNOF N 7T 2RI L TERL TV D &0 D BEEGR
VIRRAE S AU TNV R0,

(1) 20t
MR L
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VI. ERIEICEI HIER

1. FEBEZMICEEHSILEMRIILEMEE
BV, UNRRFIT I, BT8R kFERERE

2. FEIBMEA

(1) RS - (ERERF
TN NA = —HREREYE TIX, BN = U AFBIMERRR R OBRE REENRBO LN TND, RIEX, 7
vFLayy (ACh) 20T AEECTHLTEF LY v AFF5—+ (AChE) % mlificpisE
T5HZ LK DN ACh BE NS, N U AEEMEMRR R ARG 5 15 ~18)

W2 AEE MR D MRRE W7 )7 MESRFOMIRRRE

> 77k

\ AChE B \ (K3~ EEE)
(7EFNIVIRTF—E)

“——ACh
(7+EF1a)>)

o
N (ﬁjb
a2 FvrIL )

(2) ENEENITHREBRRAE
1. AChE FHE/EM K& OV AChE (x4 %54 (in vitro)
a2y A7 7 —E (ChE) IZIFMRRICHIE LARRIEE) & TRV BID W 28> AChE & | RAHMES
B WX 7Y THIICEET 27 F YV va ) A7 7—¥ (BuChE) 23H 5 Z L AHbH
TW5, AT in vitro 28T AChE (ZxF Ui ) TERIRAO 2R LEMER 2R 4 19,

FRARDIVIERIER U S Y ') > DAChER UBUChERRE £ A

I1Cs (nmol, L) ICsfE D L
UES AChETEM: BuChEi&: (BuChE,”AChE)
RO VIR 6.7+ 0.35 7400+ 130 1100
AN 77+ 1.4 69+ 1.4 0.90

ICsofii (FO%PHERE) X, 4 DFEBROMean*tS.E. %4777,
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VI. E3EFEE(ICEAT HIEH

2. PN AChE FRLF/EH & U8 ACh #n{EH]

O AChE BHEER (7 v b)
AL 0.625~20mg, kg O 5T, 7 v M AChE Z &K FHICIHET S, #27 U 1% 2.5

~40mg/ kg F M5, 7 Mo ACE & RIK(FINCILET 5, ATIZS 7 U AT~ 4
[N T B 19,

0. KRR )LIERE 101 ERZ
b ob
~ ~~
£ 8 @ £ 84 .
g —T —I % g 1 —I "
o] ] I
€ 6  x € 6-
= 1 =2 "
gl H
E4' %k ‘_T_u 4 4 %
i i *
< * N < *
@) 2 4 % @) 2
) ﬂ ﬂ )

0 0

2.5 5 10 20 5 10 20 40

Control 0.3125 0.625 1.25 . Control 0.625 1.26 2.5
HE (mg/kg) A= (mg/kg)

RFRROJVERSERUA Y 1) D5 v MK AChE HE/ER
W R 2 AR O e 5 1 IR I 2 i L 7=, (Control (Fk5HL

Kakh)
T—H%X Mean=S.E.# %7 (n=5, 7272 L@I%n=4),
*: p<0.05 (RHAEEE L Ok, Dunnett B2 & B E)
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VI.

EMEEICHISHIER

@RS ChE

R OEH (T F)
ARFDORMHRE (DI, /N M Ol o ChE

Wt T B HEERIZZ 7 U L g5 17,

i
1007 e
) 1
< 80
: §
60 *
g ] *
- # * * o ”
o 40 * # *
w
=)
O 20
O Control 125 25 5 5 10 20
FRRO)IERIE (g ke) %92 (ng ke)
m#F
120
3 .
§1oo rEn "
*
5 80 * .
*
P
~ 60 ¥
i e
" 40 H *
w
(3]
20
O Control 125 25 5 5 10 20
RAROIUERME mgkg) 22U (mg ke)
10 ik
120 # 7;
3l b7
£100 ;L r e
o
s 80
£
1 0
%0 * #
I-ISJ * ok f#oxp
” b
0 Control 125 25 5 5 10 20
RRRO)IERE (g k) B2V (g ke
i)
1007 ™
7 -
-

@
o

ChE &M (% of Control)
PN
o o

N
o

= % 3

(%

li

0 Control

Frx

#

1 p<0.05 CxfHRAEIC

1.25

O ##5v
28T v b+
FRinEk
1007 Pk
3 M# =
5 801 * *
8 7 # o« * ok *
© 1 *
é% 60 # 4 #
# i * *
Wa 401
w
e
S 207
0
Control 125 25 5 5 10 20
RARROJUEEHE g ke 2V U2 (mg ke)
NG
160 ;#
2 140 l
c
8 120
© 100
S
~ 80
#
# 60
g 40
*
20 LRk
0 rl-@ o
Control 125 25 5 5 10 20
RRRO)UERE g ke) #2YU> (mgke)
4 FFF Fiek
|
3 100 J # #
; )
S 801
k]
£ 601 * * *
H
[
w
S * * # #
207 ¥ * . *
0 Control 125 25 5 5 10 20

S '\/)laiﬁ@'fs mg/kg)

’5‘ NS (mg/kg)
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RUIIEBIERUA2 7 1) VDEBRT Y FRUBEHT v DN,

RRRO)VERIE (g ke)

2912 (g kg)

MR R KRBT ChE (Cxtd ZEEER
AR 2 AR 1 5 1 RERI AL I ARk 2 i L7z, (Control IFEIK & i 5)
—# I Mean*+S.E.A#%XJ (n=5, 7272L @& n=4),

* 1 p<0.05 Cof A & DI, Dunnett BZ 8 LB E)

BiF5#EE T ~ b & OEk, Student t—7E)



VI. E3EFEE(ICEAT HIEH
3.

N ACh BIMER (Z > 1)
AHT 2.6mg kg R AHKEG T, 7 v MEEOMIESN ACh IRE A NS5, #7 VU X bmg kg
BROBETRRERT, AEZZ 7 U AT~ 2B TH 5 18,

500 -~
—O— EREGERK)
—&— FRRI)VIEMIE 0.625 mg kg
400 — —— FRARD)VIEEEIE 1.25 mg kg
—_ —@— FRRUIVIGEEIE 2.5 mg ke
2
=
300
©
£
E
i i
15 200
=
S
<<
100 o
0"l"I"l"I"l"l"l(ﬁFaﬁ)
-1 0 1 2 3 4 5 6
BE %M

v MEEMES ACh 22X T 5 FRARIIVIBRRIEDTHE
(Mean+S.E., n=6)
*: p<0.05 (FRIFAY D HT#% . Dunn 22 B Lbsg s ) (ifal)

200 —o— EREGERK)
—A— A9V 1.25 mg kg
400 —— 592 2.5mg kg
—@— #U)2 5mg/kg
2
8 300 -
\
©
1=
E
# 200
L
<
[&]
<
100
0 T T T T T T T T T T T T T T T T T )
-1 0 1 2 3 4 5 6
(B¥RED)
B 5 e

Zv MEEMESN ACh 22T 520 VDR
(Mean+S.E., n=6)
*: p<0.05 (FREFAI > HoHT#: . Dunn U2 & bl @) (m{A)
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VI. ERIEICEI HIER

4. FHEEYEEN (> 8)
Fli 2 DR =2 U EEM AR RS REIR TET VB W, ARG L 0 FEEEREERN 277,
OWNRIF RIS Z » b OKKEEFRESE DS REEIC 3 5 /EM
WEBICE T2 2 U AEEMPERRE O A AMFAET 2 N R R EF 2 5 2 7 VERTE IS K 0 kg L
727 v N OGRS E O EIC L, AFKIL 0.5 mg, kg #% NG CUGEER &2 R9 19,

)

120

100+

80+

60+

BRLEHE

40+

20

0

0

A& | %

MEBIRFREFRER S v ~OKRIRREFEERFICRIET PR DIVERIEROREDZE

(Mean*+S.E.)

* 1 p<0.05 (REIFAIIEHTr:. Dunn B2 H LR E)

> E OO

DT — AR R G (n=10)

DX AIVERALE — AR AREER G (n=11)

DR AT NVERILE — RR_UVHRREE (0.6 mg'kg) &5 (n=11)
DX AT NVERILE — RRASUVHTRE (2.0 mg'kg) &5 (n=11)
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VI. EMEEICEI HER

QHIMEEIEERAIE T » b OS2 BEDEER S O IEFFIEE 25 2 1EH]
KRIMBEN ST D 2 U AFEMPE R DAL MFAE T D RIIM ISR 2 R L7 7 » F oz #E]
WELOIG O E 6 L, AT 0.125, 0.25 KT 1.0 mg kg f& A& 5 CUEEA 2 /r9 20,

()
600-
500 -
R 400 :L %
. 1-.
300 - o i
# T L
B 200
100 -
49 51 16 16 16 17 18 18 18
0
S S 0.125 0.25 05 1.0 025 05 1.0
RARARO)UIEEE (ng/kg) 22 1) > (mg/kg)
BF A B Ap B B BB AR 1

AINERERIES v FOSBEEHRICEFFEEICRIFZT FRARDVIEREZOREOEE
F— %13 Mean+S.E.&#%§
*: p<0.05, *¢: p <0.01 (Mann-Whitney U—#E)
S AFERIR S
717 AN OETIE B & R~ T,

@AARTIVICE-THIERZEIND T v bD 8 FIaHHH IR R EE O TR E (%3 2 /EH
Pl HTHDEIAART I Lo THIZEZEND T v b OGRS BR324 7 5 (2 5%t
L. A%#1% 0.5 mg kg # 0#%5 CoEEH 2R 20,

RAARTIVITE-TEIERIEND T Y D 8 AAKIHIKRBRBDRITIEEIC
MY B FRRUIVERIEDER

AL %k TR A R A R
FRERIR L ([E]) TR (B)
AR
(% ooE S S AR 10 0.7 + 0.30 65.6 + 6.78
AR A RS I v 10 75 + 1.57 194.1 + 18.62%

R3O VR 0.25 mg kg
AART I
R3O VRS 0.50 mg kg,
AART I
%2R T 1% 0.50 mg kg ARG L, (Mean=*S.E.)
# 1 p<0.05, ABANEHE RO 2 KT I R EHHOMOLE  (paired t-HE)
%1 p<0.05, AFIEMW, A KT I U EREE OB (Dunnett H1% B HEBE)

10 5.3 + 1.33 147.56 + 21.12

10 3.3 £ 0.67" 127.5 + 18.32*

(3) {ERFIEHR - FERHA
LR L
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VI. EWMBREICET SHIEE

1. MFEREDOHTE
(1) BAELAESHGMBEE
MR L

(2) BREABRTHRE SN MPRE
1) B s
FEHN DT —2)
BEFERLN T F 2 X GRICSER A B T BRI A5 Lz & & O M TR EHER 2 IR Lz, &
FMAEP R (Cra) K OVMMIE B — B AR TR (AUC) (35 EOEIMIKAF L THE <7
272, bmg XIE 10mg HEH 5-RF IS 1T 5 MBI/ T A —F ZRITR LI,

(ng/mL)
35
-—e-— " 10mg
30 | ——o—- 8mgﬁi1)
-—-8-— ! 5mg
,,,,,, A | 2mg(£1>
IMm 25+ N lmgﬁ?D
4 i
Hi |
Fooot *
~e ®
7 15
V03
RN
=10 | \
B E%ﬁf\\ Y
L %\\\é\i\
5L 1\ ~ ~__
\ﬁl\_&.\%\\\ \?‘\\\\
G, B N
N e S i i
0 24 48 72 96 120 144 168
E%:‘FEE (hr)

BERABFICHRZORKRS L /- &2 0OFHMERREHRE (E5)
(Mean=S.E., n=6)

BEMRABFIC 5mg X 10mg EEROKRS LI-BROEMHE/NS A —4

Egg Cmax tmax AUC tl/Z CL/F
==
(ng/ mL) (hr) (ng * hr,/mL) (hr) (L/hr, ke)
5m 9.97 3.00 591.72 89.3 0.141
& +2.08 +1.10 +155.87 +36.0 +0.040
10m 28.09 2.42 1098.40 75.7 0.153
g +9.81 +1.24 +304.63 +17.3 +0.043
CL/F:#7 V7T A (Mean+S.D., n=6)

(%)
= I R E B 53 R R
3.00£1.10hr ( RRRUVEERE & LT bmg HilAlRE O & 5-KF)
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VI. EYHREICEET HIER

2) iEHRE GEROT—4)
RN 7 % R4 BEA] Bmg Xid 8mg ™V & 1 A 18] 14 AMKER A #KE L, KIRT &
T, RS G O MR R G%K) 2 B TEFRRBICE L, FRED 5 WIENEREIZZ
A ECANRYEE T AV W

(ng/mL
60

\
L&
M
O =35 7 9 11 13 15 17 19 21 23 25
R (day)
BEBABRFIZ5mgXIE8mgE’ #1H1E14 B S
REFOKBKEL-EEOFEWMBEREEHTE (H)
(Mean=*S.E., n=6)

BEBMABFICEESmg 1 H1H 14 BHERERE LEED
Mmigd FRARDIVEEIEOEYBE/S A —4 (8514 BE)

&5% Cmax AUCO*24 t:1/2 CL/F
(ng/mL) |(ng - hr,/mL) (hr) (L hr,ke)
5m 28.68 525.87 79.4 0.172
g +5.21 +117.17 +11.7 +0.041
CL/F: #7077 A (Mean*+S.D., n=6)

EEERR NS 7 CKE) 2340, $83 Xk bmg # 1 H 1021 HERO&KE L7-, ELoHAK
ANDT—5 L LT, AR TO bmg BEDFAMERG-% ORI E B AN 79.4 FFfE, SKEA
67.3 FFRITH Y | bmg BT T HIMENRE N T A — & % H K CTLHERT 5 & W ] CHEH P72 22
ITRO LT, 7o, 3mg FEOIREE GHZ D Cuax LY AUCoo0 MAEHTIREE S 5mg FE & HE~
THEREGEIZFES CEERENME SN,

BERASF CRE) I2§3. 5Smg % 1 H 1H21 BHERELEO
Mg PR AR DIVERIEORYBE/NS A -4 (8521 BE)

&E—E Cmax AUCO*24 tl/z CL/F
- (ng/mL) |(ng-hr/mL)| (hr) (L/hr ke)
3mg 19.0+3.1 357.7£64.0 |72.9£10.1| 0.120%=0.020
5mg 30.8+4.2 546.5+52.6 | 67.39.9 | 0.125+0.016

(Mean=*S.D., n=6)
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VI. EWMBREICET SHIEE

3) AW R R
(F8)
$E 10mg 1382 bmg LIRHZENFEETH L Z L 2R L. BV FMICFSE L RS,

(KL 0.5%)

fEBER B - 13 4 & iR ITHIKL 0.5%., € 1mg ™. §E 3mg. #€ 5mg DA [F SrEaRBR 2 32
i U7z, EDOFEF. Coax LN AUC)—16s DT 5T, HKL 0.5% 1g 12O\ T, PR AE LA % BE 5mg X1
BE. 8 3mgXx2 $ETV . BE Img Y X5 L LEBAOWTRIZBWTH, AWEICHRSETH D
EOFERNE LN, (B 3mgX 2 §EEY I2oW TR, ERESESLN-EIC 5,6 2% U72) L
EX V., KL 0.5%I%. $E Smg. #E 3mg. $E Img 2 (ZxF LT, EWERICFRETH D 2 & MR

hie,
(ng/mL)
10 -
1 —O—  #E1mg™ x5%¢
o oA §E3mg x 28"
P O §ibmgx 15
%E 1 ¢ LR HIK0.5% 1g
N i
Z‘\ 6
~
:‘/“ 4
)%
b |
i 4
[
N3 1
J& i
2 %
ol 8
0 24 48 72 96 120 144 168

H% il (hl‘ >

R A B FICHRI05% 1g. SE1mg*2 x588. §E3mgx 28"
XI3gE5mg x 1§ BEEOHR S L /- & E OFHMBEFIREHR
(Mean=S.D., n=13)

(8E Bmg X 2 FE"V (2O T, FHED H/F 5T EIZ 5,76 2 LT2)

REMABFIC 5mg BEEORS LIRORMBE/ NS 4 —4

BEH (ng(}aran) (ngA-[fl(rJ; i;L)
#€ 1mg 2 X5 $E 7.90+1.51 290.78+78.27
BE3mg X2 gEED 8.88+2.03 313.82+90.08
$E 5mg X188 8.71+£1.74 294.21+83.95
WL 0.5% 1 g 8.68+2.10 291.78+78.90

(Mean=+S.D., n=13)
(B& 3mg X 2 £V IZ oW T, FERIE S B/ DN EIZ 5,76 ZF U T2)

48



VI. EYHREICEET HIER

(D #&)

fEFER N B % )12 320 U 7= AW i R R BR o f 5. 88 Smg & D $E 3mg (12 44). $E bmg
E D& bmg (124) 3. TNENAEMFHICRETH D I LIRS N,
£7-. D §E 10mg 13 D $E 5mg & AWFHICFS L i Shiz,

BERERR N F 2RI, D € bmg OUK7Ze LTHRM) . D #E 5mg OKTHRM) &5 idsE 5mg OKT
A ZAf e FHERE L & & O MmETREHERIIRO LY ThoTe, £, KRGO
FWERE N T A — 2 2 RITR LT,

(ng/mL)
10k —o— D% 5mg UKL TIRA)
--e--:D$E 5mg UK THRA)
I o0 8% 5mgUKTIRA)
g 8
el
N
6
v
I
i 4
i
i
1y 2
12 24 48 72 96 144
E%FEﬁ <h1‘)
BERABFICDEE SmgXILEE 5 mga BEIZORS
LU= & 2 OFHMmFDREH
(Mean*S.D., n=12)
BERABFICD & 5mg XIdEE 5mg BEEEOKE
L-BOEMBIE/NNT A —4
N Cmax tmax AUCO—144 tl/z
BB (ng,/mL) (hr) (ng-hr,/mL) (hr)
D #& 5mg 9.83 3.8 487.8 70.66
(k72 L CARA) +2.02 +1.0 +113.5 +16.57
D #E 5mg 9.88 3.3 475.4 69.78
OKCTHRAD +1.49 +0.7 +96.2 +13.91
$E bmg 9.93 2.8 479.7 69.35
UK CTHRAD +1.90 +0.7 +974 +10.11
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VI. EYEREICEET SIER

(HNikE Y —)

BEERR N 2 b R E i U 72 A PR R S BR D5 R . §E 3mg & NARE YV —3mg (8 4). §E
bmg EWARE Y —bmg (94) ZENENEMFRNCRIFETH L Z LR s iz, £z, Wikt
U —10mg [3#E 10mg & EWFERICIES & S,

fEFERR A 12 %802, NARE Y —b5mg. & bmg Z##ef FHEBREO&RE L- & & O Mg fiE
EHBIIXOLEBY ThoT-, /-, WARE VU —5mg. #& bmg H[&5EHIB T 2 EKWEIRE R
A—=H ERITR LT,

(ng/mL)
ng m20

1

—o— | $5mg

st [=Ehh . WH&“E]) —Smg

10 + “:

e D =

W5l
3
i3
oL M L P R R, ¢
0 24 48 72 96 120 144 168
5 i (hr)
BERABFICAREY —5mg R U EE5mg %
BRZOKRS L EEOFMIEREEHKE
(Mean+S.D., n=9)
BERANBFICHERE Y —5mg R UEE 5mg
HEROKBS LEEBEOEYHE/IS A —4
(RARE ) —HFI R VA
A Cmax tmax AUCO*168 tl/Z
Bl (ng,/mL) (hr) (ng-hr,/mL) (hr)
s 12.70 3.0 442.7 62.2
PIRE Y —5mg| g g (2.0~4.0) +102.8 +4.9
b5 12.25 2.0 433.4 64.3
vE omg +4.13 (2.0~3.0) +107.4 +12.7

(Mean=8.D., 7272 L ty, 13 SRAK Gie/ME — K AE) . n=9)
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VI

EYEREICEI HIEE

(RS> uav)
TEREAR N B 1 12 44 2 RS SENE U 72 AR SRR ORE R, 74 e v 7 1% 0.5g, §E 5mg
AW FRICRSETH D Z DR ST,

fEHEM A B F 2 RIRIC, FIA42 1y 7 1% 0.5g. §E bmg A THERO®EEG L7 & XD
MFEFREHBIIKO LB ThoT-, 7o, K74y 1% 0.5g 1%, KIZE®E L TIRAL
5E s, BROEEAKE EBICRALIEZSEE TR L,

12 F — et 5mg Uk& & bIZIEA)
: b-ﬂzu v 71%0.5 g OKIZHEE LCTIRA)
;g g v i FIA20y F1%05g (RO F K LI

0 24 48 72 96 120 144 168
(hr)
53|
BERABFICKS420Y71% 05 gRU#Es mgs
BEZOKRE L /- & & OFHMmMERREHS

(Mean+S.D., n=12, 7272 Lt 5 mg®D#25-#%72 hr Cldn=10,
FoA42my 71%05g RO T EARE &SI D572 hrTidn=11)

BEKABEFIC5Smg BEROKRE LI-IEBOEMBENSTA—4
(F34q4 oy FTHRIRUVEHR)

&5‘% Cmax t-/max AUCO*IGS t1/2
(ng/mL) (hr) (ng-hr/mL) (hr)
=" N jw @S} ° 0,
k24 f) 5g/7 1% 9.97 2.0 443.35 65.43
+1.64 2.0—3.0 +90.73 +10.71
ORI L C R A) ( )
N A= ° 10,
k74 0 5g/7 1% 10.55 2.0 428.09 68.86
: +1.78 1.0—3.0 +80.41 +12.96
RO EEAL L bR ( )
& 5 10.36 2.0 429.80 68.47
: g +1.70 (2.0—3.0) +75.58 +13.09

(Mean=8.D., 7272 L tyu, (3 IAE G/ ME — I KA . n=12)

4) A, FPRE N OB HEREREE B (ISR T 5 K E e

O fn
Il A R HE 2mg TV A BER OG- LT & 2 OFEMBIRE ST A — 21X, WA 1.5 fF
k@%@ﬁk)\&tt%ﬁxbfﬁ@ THER L7275, Chaxs toax X OV AUC IZH BEZEITRR D b o7z,
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VI. EYEREICEET SIER

OFREEE
TV a— VPRI R CKRE) Z2xfRICEE bmg ZHBEIR ARG Lz & &, MR & g LT
Coax 28 1.4 fif 188 < A EZEDFED DT MOFEWBNRE ST A — X ITHEEITRD bhiemno iz 22,
QB HREMR T BHE
BHERERTE B (EE) ZXRICHE bmg ZHREIRE ARG Lz & & OEYBRE T A =221, &
FERA & BB AR b oTz 28,
(&%)
MAEENT 252 TV LR R 2EE 227 Ut~ b+ D #E 3mg & R A &G L-EROFENT
rds L OFEEITIRF OB 2 B L7z & 2 A, BTHERS L ORI O R R~ VR O 1
JRJE — IR RIS K ORI EN BN T A —Z OWFT N EMERI L TEY | RERETED SRR -

724

(3)
LR L

4) BSE - ftRAEOEE
1) BFORE
BERERR A B F % S RS R E TR EOH B A BE 2mg ) THG L2k R, EARR S o miEd
BEI RN S ZIXFAR R A R L, BFICR2EBIERD o7,

2) PFHEEDRE

Dy AFVv
BE bmg, ¥ A F T 800mg, XIIHE bmg+ T A F 2 800mg & E A EIL T HEIKER#E L,
FHAER Z 3 Lz CRIED . PP L0 Mg RO ERBIERE O Chu LY AUC 1349
10% B L7223, 20 ERIE 20% K0 TH O ERRMICIIE L 26 0Wii L B b, £7o,
FHBEICB W THEE1IHETY AT VD Cua BE < THHTY ATF VU D tyx BFLL IR o 7205,
VAFUUOERNERELE LTI RE R TIE RV E B b,

QvIxy v
BE bmg, Y AF T 0.25mg, XIIEE Smg+ T AF T 0.25mg #FNFNHEEREO#HG Lz Ck
E), TORER, I L OMAERITRN D &R ST,

@FA7 4V
TAT 4 U ARRA], SUXEE bmg+ T A7 ¢ U UREERAIZ 10 BREIKER D BS- L,
FEERZRF L GEE), 2O/E, 747 4 U OBRNBIREICARITEZ KT I RN &R
s STz,

@7yl
§E 5bmg KUY 10mg % 19 AMER AL L, B&GHRPARER TR 215, YLvT7 7w
25mg A AHFE- L, HAMFEHZBRE Lz GEE), ZOREE. KFNTU LT 7 U o OERNEIRE KD
HEEH (' b e v BRI ISR B E RTINS R S LTz,

GO/ S—F oV R
T BAE BRI S0 L TV 2R WA L B —/ IMRTRIERENE o [E N R AR (341 5U5R) (28T,
Pis—F Y UIREE (LA RSJ-IF RN ARENEE) FH oA RO MmEET R~ VR R
JERER L, PioS—F 0V RN METR R RSO VG ER IR (M TR B ARG LR, BT
R=F Y LRI OAHE & E RRAROVIRE & ORI B0 T,
L L ARSI T CYP3A4 L TUNCYP2D6 TR S D Z &b Hii—F Y UIiEED 5 5 CYP3A4
FEERZET L2707 VTFUAUABEROA AN TT 7 4 U AIAREORBEEEFEL, A
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VI. EYHREICEET HIER

SEOWEE RN S5 AN B 5 L B 2 Foy ZOT, THES Y TFUA VABER VA %
577 U E ORI LTI, WRRSCED [HFAEER) TR L,

2. FWEERI/ T A— 4
(1) BRHiA%
RIBIIE ST A — B EET A LT 4~ T MRhT AT o 72,

(2) TRUERFE FEEL
1.487+0.670hr ! ( KR~V VHERRME & L CHE bmg Hi[EIFE O £ 5-15F)

(3) HEEETEH
0.008hr ! ( KR~V ERIE & L CHE bmg H[EFE O #5-KF)

4) 2VF7I3 R
0.1410.040L,hr, kg ( KR~V REEE & U CHE bmg HAIR D& GRFOR 7 VT Z > R)

(5) NHAE
18.5+1.5L kg ( FAR_UVHEEENE & L CHE 2mg ™ SRR O £ 5-1F)

(6) Znith
A% L0

3. BEM (REaL—Iay) i

LB/ MABRIERBAE B Z 515 & Uiz 341 BB O S ERIREED AT R R~ L e e e e
T—% (87T Hl, 240 RA > ) MW TREEMSE BT 2 Ehi L7z, &2 V772 (CL/F)
IZR9HHAE R L LT, 4Filin, RE, PRI, AST, ALT, e U vy, 7A7 v, AP, 7 LT F
=27 VT 7w A, CYP2D6 #ix 17, CYP2D6 FLEFI O, CYP3A4 FLERI OIS ikt
L7oAER, MEHENICABER L DITRO Lo T, o, XA AHEIC L > THE S bmg &
O 10mg O 5- 12 #FFD CLF 1%, £4£40.149 X1 0.1563Lh kg Th -7,

WEDT WY A~ —TEHE B & b5 & U7 R RS RO AR OfE R AD BHF 2317 % CL
SF X, 5mg KO 10mg TENZEH 0.168 K (X 0.156L,h kg TH -T2, TDOZ b, AT e
—/MEBRERFE BE BN T TV A ~ —BIERAE B S L2 EEhie 2 & B2 b,

H 1) ARBBEEOCHER, 7AYo ~—BEREECIE TEE, AL RO UERE L LT 1
H1[H 3mg 2»HRAtA L, 1~2 BH#ZIZ bmg IZHEL, ROKET 5, mEOT VY A ~v—Hl
FRFNE B 21X, 5mg T 4 ML ERGE%, 10mg (T RS 25, e ERIC KV EERET 5, .
L E—/MERIEBAE CiX DEE ., BRAICIE R RO VIERE S LCT1 H 118 3mg M5B, 1
~2 HMHIC bmg IZHE L, OS54 5, bmg T4 HE L ERE%, 10mg ITHET S, 728,
JERIZE Y bmg FCHETZ %,] THD,

1 2) 1mg SEITTRGR I TR0,

(1) #BH 75k
PR L
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VI. EYEREICEET SIER

(2) 55 A—SEHER
R L

4. TRIR
(%)
JRRE ) = o b— 3 U EE LTEREE D~ MIZHC- RSV VRIS (Img 'kg) Z# AR O H L2 & X
Be54% 24 R E TOREHH KL OVR I GBI REE DA 2 72.2% K TN 23. 7% HEE S HL, & OFFOHEH
SEGMERERD 0.38% NI STz, ZDZ b, WIERIT 95%LL ETHD Z EAvRENTZ 2,

5 o

(1) Mm% —KBEEIFTE @
(&%)
7 v MZBIT D REAXUNEBEOMNBITIIESC TH U, £ ORI TMmIEPEREICHE L CTHER L
Too Elo, BN RRANUVERERE L, MEFRE XY b 3.16~10.7 5@V MEZ R L7z, "C-Fx
NUNERRE A T v MR ARE LIZREOMNEEEIL, TDIEEAEDN RRRUVERETH U |
R O g — BB P O F M K D> 7o,

(2) Mk —RRAEREFTE A
(&%)
IR THIR 1B HAL W19 HED T v MZMC- RR_UUEEE (1mgkg) % HERE OB L,
JEIRBATHE 2T L=,
IR 19 A BG4 3 LU 8 RER OGO MU RERRE 1X. FEM) O M S P IR BEIR E D%~ 4.3
fi5. 2.0 fis@ <. BEHRGRED A AR RART 2 @i U, BRIV MC- KRR UVIRFEHE K OC#HIC
BRIE SN D 2 EERO BT, MGV T AR EE AN e b i W EER 19 B H 4% 54 3 BRIV T,
JRUE 1 DY 72 0 ~ DI EED AT EITHE 5 R D 0.09% ThH -7 26,

(3) At~ ITH
(&%)
I T v M UC- R UERE (Imgkg) & AR N # 5 U JESTRE DL PRAT 2 Et L7z,
L ORI 1T 5% 2 RERI SRR IS L, £ OfElE 207.0ng eq. g Tholz, F£7o, Z O
D MFEF G REIREE X, 144.8ngeq. g ThoTo, TD%, It THGHEREITESCNIIE T L, B5%
48 KfHIZIE 2.5ng eq. g & 72 o7z, FLITHEREIRE OHERB I LT H U REIR IS U CTHERS LT, %
5% 2 RIZ 361 D74/ E 1.70 TH O | Fh- 48 #2121 0.97T ITIK T L7z, £72. AUCossnr
OFH/MAEHIT 111 ThoTo, DLEDORER, 7 v MEZER 1 V84720 O REOH e 1 H BRI
160ng eq./day & FH &H, ZHUTREMICE S L7250 0.05% A5 FIY Lz 20,

4) BEER~DFITH
cHNEANDT —H
FMBER T IRE T 3.051.2ng,/ mL TH Y | ZOREOIMIETIRE (16.5ng,/ mL) (23 2 E|A1E 18.4
t71% Tholz, CKETO bmg KiE#HE)
(%)
[VIL—5.— (5) Z DM OMFEA~DOBATIE] DS
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VI. EYHREICEET HIER

(5) ZDHDMBEE~DIHITIE

(%)

HEMED v T MO BRSO VIRRRE & BRI R OSSR B L7l AR R0 26 A AR 20 A L
FrZBIE . FTIR. BIE. BB M O S O EEDN TR0 DL, /NI, RIMBZE., 5. BURT

B0, JERE K ORI 301 2 I REIR L 13

M4 & 2 VWITAARRR O EE K VAR o 7o, IRV TR

B 72 R RE D JRTEMEIZRR O Do T2, BLEER G K OER S 14 B B OFe 5% 24 BEfCix, B
Wt LIS DT OFBRRIZ BN TR REIEEE 1T 0.6 IS L W 4 ZE LR T LTV, F7-. &5
% 24 B DO Z L Z L OFFR P E XL L Tz, KIEH S 14 A B 0% 5% 168 BEiz s\ Cix,

(E & A E ORI PSS RER I ITEBEIRARI TH Y | R R VHRRE K O

A DOE L E R

MmoT,
HHES Y M2 "C-FRRO)VIEFEIEZ 1 B 1[0 14 BRREROERE (Img kg~ B) LzBD
R Pt RE IR E
HEHEIRE (ng eq. g or mL)
O ¥ 1H %14 A
Be 5% 0.5 B[] e 5% 24 BEE B 514 0.5 FEE B 5.1% 24 IR & 5% 168 BFR

Elk=s 445.4+220.1 111.7+30.5 792.8+£103.5 107.3+15.4 2.5+1.3
Kk 184.7+50.0 13.6+1.6 303.7+33.4 27.3+1.3 13.0+1.1
i Ek 24.5+5.5 1.8+0.2 49.0+2.1 3.0*+1.3 BQL
B 91.1+49.4 13.7+£2.9 173.1+24.4 13.8+2.6 BQL
/NI 41.0t19.5 2.9+0.7 85.6+t9.1 2.5+0.6 BQL
RIBE 45.4+22.8 2.7+0.7 97.4+10.4 2.5+10.4 BQL
IR ER 27.3+7.1 2.5+0.5 53.6+4.9 4.2+0.5 BQL
Heih (#8f)  171.6+77.5 14.4+4.1 283.8+46.7 16.1+3.0 2.1%+0.1
RERT GREH) 40.8+19.1 9.0+2.5 72.4+13.4 10.3+1.8 BQL
N—F—t 139.6+81.5 61.3+7.7 339.6+61.7 75.5+15.3 1.7+0.1
1Ll 85.1429.5 5.24+0.7 165.710.6 8.0+2.2 BQL
WS 41.5+20.4 3.0+0.7 67.8+18.1 BQL BQL
iR SN 105.3+55.7 BQL 157.7+22.8 17.7+3.0 BQL
TR T 45.5+22.2 BQL 93.5+11.1 2.3+0.4 BQL
T Mk 493.9+136.5 33.7£3.0 864.7+32.5 36.5+t1.9 7.0£0.2
PN L 851.4+127.0 229.4+87  1147.8+202.3 426.1+9.9 1.5+0.8
JH ik 1862.4+244.2 90.7+13.6 2929.4+232.5 98.7+6.4 12.5+3.3
it 217.8+86.5 13.8+£2.6 463.8+39.3 15.8+2.2 2.5+0.4
RPN il 130.9+63.8 25.3+3.6 273.4+32.4 24.0+4.5 0.5+0.3
JERH 46.1+20.6 42+1.0 92.7+10.4 3.4+0.5 BQL
N (E#)  40.2%16.6 2.970.6 75.5+11.0 3.1+0.4 BQL
Tk (Aa) 69.0+19.7 10.0£2.2 96.4+11.9 11.7+1.2 BQL
i ik 388.91+176.7 366.31+104.0 1260.7+153.1 258.5+45.1 BQL
1A 93.7+8.0 7.1*£1.6 124.5+3.9 4.2+0.9 BQL
[EIRA 124.2+64.0 32.2+6.8 198.6+36.8 28.0+4.7 0.5+0.3
F5E 58.91+27.5 9.4+1.8 102.5+13.6 15.3+£2.7 0.5+0.3
I 66.7+23.1 16.4+1.2 119.2+9.9 19.5+2.1 2.0+0.5
AN 3877.7+645.3 176.7£7.6  6603.7+642.8 265.3+8.9 2.9+0.3
i 48.4+19.5 48+1.1 155.5+70.8 4.2+0.8 BQL
JE Nk 171.7+88.9 14.1+3.9 397.9+55.2 18.9+4.2 2.8+0.1
HBE 10242.5+2564.1 150.2+28.7 9166.5+235.3 137.6+47.7 1.6+0.8
FEEN 45.4+22.7 2.6+0.8 95.4+10.4 1.6+0.8 BQL
ST R 189.3+91.5 33.8+10.2 474.5+125.7 43.1+10.4 1.7+0.3
FEE 47.8+16.0 31.0£3.6 126.0+£16.5 47.4+8.2 3.0£0.4
b fit 75.8+37.3 12.7£2.8 204.1+42.3 17.2+6.1 BQL
SIRNIT: 173.5+72.4 7.6+3.9 331.1£56.2 25.3+4.2 BQL
g 245.2+103.8 7.9+4.4 230.5+50.4 14.3+2.2 BQL
i 1t 103.4+4.7 23.0£7.4 249.0+51.9 44.9+11.0 BQL
KEHR 115.5+22.8 BQL 119.4+12.9 BQL BQL
i 63.2+7.6 45+0.8 93.6+1.9 3.5+0.3 BQL

BQL : & &R (Mean=*S.E., n=3)
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VI. EYEREICEET SIER

(6) MITEQFEEER
In vitrodBRICB W T, b MUFEEAKESRIL 88.9% TH V. in vivo TOMIEE BFEELRIT 92.6%
Th-oT,

) ABHELOHER. 7AYo ~—BERFEECTIE TEHE., RACIE FR_ROVEREE LT 1
H 1[E 3mg 22HBAE L., 1~2 A% Smg ITHE L, BOEET 5, @EOT LY A ~v—
AEBAVEBA 21X, bmg T 4 HMLL BB, 10mg ([R5, 7ok, RIS XV ERES
Dol L E—/MARIERAETIX DB@E, A ROV & LC 1 B 118 3mg 2> 5B
MR, 1~2 BRI bmg (ZHE L, RO 5T 5, dmg T4 AMLLEREZ. 10mg (ZHEET
%o TeB, JERICKY bmg FTTHETE %, ThHD,
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VI. EYHREICEET HIER

6. it

(1) HEPLL R U R
t MFI 7Y =22 HOEBRENS RSO VERBE TR 5%, & LTIFBcBWT N—B7 v
XM ICRF D, £72, O— WA TFIALISIZ VAR LT M1 KOYM2 1%, S 612707
o U A EZCL gRikEn g,
(%)
RRROIEBRE Z %G5 L1277 v P ORI L 2R E O #EZ AVWT, R0 BEE - BRLA21T0,
Mass KO NMR % W CZEDOHEEREZIT 70, LLTICT v FROA XITEIT 2 HEERHRKE A R
En 25) 27>O

H3CO
H3CO

l\l /

o H3CO
H3CO /Q Hacom/@/\@ cwal .
HaCO

H3CO
H3CO

KRR UEREE

— \
@ Hacom/oﬁ

\ / H3CO O

\M

COOH
(oH ﬂ HsCO /\©\
o @ 0SO3H
H3CO M7 sulfate
HaCO /\©\
coo 0SO03H
COOH
coo

OH OH

HacO
NH
HaCO m/y\ K\N
H3CO

H3CO

FRRO VIR ERIE HE E (KRR
— T DR
T OO

(2) RHICBEET 58K (CYPHE) OHFHE, F5F

N—i7 /L FAARML) IZEL LT CYP3A4 12X, O—AFIAAML KO M2)ixEL LT
CYP2D6 IZ L 0 ARk 5 29,
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VI. EYEREICEET SIER

(3) YMEEEMROBEERVZDEE
(&%)
7 v MIBIT D 1mg kg # AFGREOAEYFRIFAFEIT 56.1% Th o7, Tk, FlE@EEFRIZ
BERTHIHDEEZ BN,

4) REYOFHEOFERWEMELL., FHELE
(%)
7 v NORKRE Y R — N E W in vitro TORBRTIE, EREFHO HH M1 KO M3 HCL 1%, Fx
RUNVHEFRE S ZEFFREE O AChE FREMEMZH L=, —JF, M2, M4 HCl, M5 HCI U M6
HCl ® AChE PREEMIL. RV VHERE O 1,,110~1,/2000 TH - 7=,

1. Bt
(1) HEMERAL & U R
TR SN D,

(2) Btz
TR A B 72 6 I 8E 2mg TP ZHEIR DG Lzt &, &5#% 7 B A £ TICRPICHE S =R
BALIRITHRERED 94% TH Y, R EEH D L 29.6% Th 7=, £7-. 10mg O H[ERE O #5% .,
11 H B & TIZHEM S R B BIRITRF T 10.6%., #EHF T 1.7% Th o 70, REMKK O E A
A L7 RHEIESR1T 35.9% TH Y . #EFHRIERIL 84% Th o7,

) EBEAER ORI, TV A v —BEREECIE B, BRAICIE FROVERBE S LT 1
H 1[E 3mg 2»HBAE L. 1~2 A% Smg ITHE L, BOEET 5, @EOT LY A ~—
BIEBAVE A 12X, bmg T 4 ARLL BB, 10mg (DR 5, 7ok, RIS X0 ERES
Dol L E—/MARIERAETIX D@a, A RO UERs & LC 1 B 118 3mg 2> 5B
MR, 1~2 HHEZIC bmg (ZHE L, RO 5T 25, bmg T4 BMLLEREZ. 10mg (ZHEET
%o TeB, JERICKY bmg FTTHETE %, THD,

(3) HhitERE
AR L

8. F3YRK—E—(ZET B
WA L

9. EMFIZLBHBRER
VIL-1.-(2)-4) wilmd, FFREROEEERSE BB 2 EYEE] OESM,

10. HEDEREZAI DEE
(1) BHEESESE
B REIE T B A RICHE bmg ZHER AL Lz & & OFEWERE ST A — 2|23, @ERADZN
EHBATRD bivenoie 28 GAEAT—4),
(2) FFHREEEESE
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VI. EYHREICEET HIER

11.

TV 3 — U TS B A R BRICEE Bmg A HERR OGS Lz & 2 O3EYEHE T A — X [ TRERERK A &
b U CHFRIEEE @ Cmax 28 145 E < BAEZEDBO OB, DT A =2 ITHEEAITRO b
Rinotz 2 NEANT—H),

(%)

MEENT 22 T TOARMBARREEEZXZICT V7 b D §E 3mg & HERR NG L7ZEOENT R
K OB OEMENREZ MGt L2 & 2 A, BiTRels K OIEEHTIRE D R R VIR O 1 H e B — Iy
AR L OB IE ST A —Z DOV L EE L TR Y, KRERETRD LR T2 24,

(3) =EdE

ElinE & A RICHE 2mg P ZHERR A& G L & & OEWERE T A — & 3R & il LT, Tk
N 1.6 A EICIER L7223, Cmax, tmax X ONAUC IZHERZEITRD bR o T,

W) ARAELROHEIX, 7Y onAg ~—BEREECIE BEE., A RSO0V LC1 A
1[0 3mg 22 HBAMA L, 1~2 HI%ZIC bmg (IZH&E L, ROKG5T 5, SEOT VY oA ~—TIERH
JEBEIZIE, bmg T 4 B ER#E#%, 10mg [IZH&ET 5, ok, ERICEVEERET 5,1, b
B/ MARIEBAE T BlE, A RR_UVERREE S LC 1 H 118 3mg 5B L, 1~2
TEFE%IC bmg (ICHE L, #O®%57 5%, bmg T4 B ERE%, 10mg ([CHEET D, 2B, iE
WIZELY bmg FTHETE D, ThD,

Z it
AR L
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VI. 22 (FALDIEF) (CEI SHIEE

1.

ZEERNBR L TOHEA
LR

BR2AREZDER

2. B (ROBHICIEHBEELLENI L)
AR DRSS IT R 2 U FF BRI G LIBUE DBEERE D & 5 B

(fiFan)

AFHNKRE UISBUE OB D & 2 BE AR 25 LI2hE, KV EEREERIC SRR 2B nd
Do Filo, AANTERY PUBREATHEMTHD Z L X0 AHIXII Y ¥ FFEARITK Ui
BOEDOBAERE D & 5 BF 3R G L Lz,

EEXTHRICEHET HFE L T NEH
(V. {BRICET2HE) 22B552 L,

BiZERUVAZICEEYT 55 & T DER
(V. JBIEICEET2HE] 22352 &,

EEGERMIE L ZNEH

8. BEEREAMIEE

8.1 L B—/MRBIGRIEE CIX, BHEAEEEENHIR SN D, &5\ ITRWIAHE 2 B9 5 2 O #fERI
EEZAT 256, RAIOREGIZED | $ERNREFEBCOBEENE ELHANALNLTWNWDHZ &
DD, EERIERICBAT LWL S BIEZ +51XATV, SERITIE U CRE I IR 72 O gl 2 L 4
17952 &, [11.1.6 Z ]

8.2 FEHIICRAERM A 21T 5 FRE ORELHER L. ARG THRBBO WG E, Bk
BHLRWZ &,

8.3 foreFral) X7 7 —BHEMEHEZATARME (W72 I0%) E0fHLARNWT &

8.4 TV A~ —TUERHE K OV L B —/ MARIZRENE T, H B BRSO MIERIERE DMK T4 5
AREMEN B D, ET-. AFNC XV, BEilklEE, HoFV, IREENHOPNDLZENHHDOT, HEhE
DB SR % 1 O B OBEICE R LW X 0 BESICHOCHAT L 2 &,

(fiFa)

8.1 AAliX AChE FLEFITH Y, BMEMEO ) VRMREETLET D Z L1280, HERINEIER 2755
THAEEMERH D,

L B/ MERIZRAYE 2 x5 & LR RBR TR, 12 H0R 5128 W T, R—F 0 Y ERICET S
HEFERORBBRIL, 7T REEE KL TRERENTRD N7, L, /N—F 2 Y E
ARV & B 2 LA 4 (Hoehn & Yahr O EJEE 5358 11T O4EH], UPDRS part IIT 2314
EEB2HEM, Proi—F0 Y UREEZFH L COAER) I2BWT, YHEROBEHRNERETE
ERAY VA oV gl

Fo, BHIRE TR, =% Y ERICEAT 2 HEFERN 12.4% (30/241 #]) (2RI L, ZORE
RIIT NNV ~—FERIFEL Y bEWEEZ DN, N—F% 2 Y IEIRMN RN E B2 b b 5%
[ (Hoehn & Yahr O EJEE 44 1T O, UPDRS part ITI At fz2 48 2 5 8EH, Hii—%2 Y
VIREAE DR L Q0B 4ER) TIE, S E S ORBIEN & E 2 EM AR S (FR T 24.1%.16.4%,
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VI. 224 (EALDIEF) (CEI SHEE

28.3%) .,

OO REOAREORIERZSZE L, RE LT,

8.2 TEET WY A ~—BIERAYE ] OBEBINC RN, AHlZ & E T & TRVWEFEORIRICET 5
BEARALAMEEFEE L CHRELE, BETAYN, ~—HERIEOCRED S b, BEBES TN
R, B E D ORI EAIER S E L2 BEFITIE, ARIEZEBREREG LW &y

F7o TV E—/MARIEREE ) OZNRE BN R, TEMBZGRAERBRE 21T > FREFE OB LR L.
BRE LTz, TV A < —RIERHE K OV L B —/ MERERFIE I ) L TG 256, ARAIOHZhER
BOHNTOVRWZE DL TEREE L SN AREED & 572 RAIDEY) 28I S hvTn
B, EMICRIEEERE 21T O SBEEOREZHRT ILERHH Z ENDLRE LT,

8.3 AFlLthoTEF N AT T —BHEERERT 57 VYA ~—BERHEIRE A & O ff
FUZOWTC, B EMEHOBLED B OFHT & TiXZuw &Il LERE LT,

8.4 AAIRITIC XL 5 BB EERROFH A ARRICH T2, #E LT,

6. HENERZHI HBEICEHT IR
(1) AfHE - BEEFOHDEH

9. FENERZEITHEBEFBICHTHIR
9.1 BHHE - IEEEOHLHEHE
9.1.1 MEE (DEHEE. #IRE. DHEFE) 289588, EMREREE (BHYUVLNES) OHD
BE
QT L&, L=4EHA (Torsade de pointes & de) , (LEME), ARG, AE L, SERIK, O
Tuyy ({E7uyr, BETR ) FRHLONLILRH5, [11.1.1 5 HR]
9.1.2 AF2EEE. DERRVEEZESHGEREFOLEEDHLHESE
AR A E N & 0 BRIRS 2 WIFRIEARZ B = /e B 5
9.1.3 HILMEBOBREROHLEE
B B4y W DR K DAL & BB OIEE IZ X 0 AT 2 B S B 5 aTREME N B 5,
9.1.4 [EXMBEXISFAEMEMEBOBREREOHHEE
B IR O UUHE R VR RIS I D TR X 0 SRR NS B ATREME N B B
9.1.5 $#AENIREE (S—F 2V UR., N—F DY UIERESE) OHLEE
MRRD 2 ) iR 2 7T 2 Z LIC k0 | EREF R U ET S AR H 5,

(figtsn)

9.1.1 WEASIEY Y U AMIEFEOE A AT HIEFICBNT, QT EEHENLEERREIRIZE -
TIEBIDAHRE STV D DERECE D Y U AMEFEOE R2 /T HEFICHE N T, QT IERENHE
B ARBENRIC R - T EFI D HE STV D,

9.1.2 KFID = U AEBIWEMERIZ L 0 REMREDFR S v, RIRSD 2 WVITAREENRZ L Z 3"l etER &
Do

9.1.3 KAl = Y ANEEMEMERINC & 0 KEMRRD R S 4L, HER/ WO (Rt OVH L E EB) O fE iz
LV HEHEEEE B S D AR S 5,

9.1.4 KHlD =) AEEMEMERIC X 0 REMRRDIR S 41, KUE SO T OIUHE K OV SRR 53 s
DTLHEZ KV FERDEALT 2 RN H 5,

9.1.5 MEEKRDa Y U RMREATTHET D Z L2 XD, JERAZFBRE I ES 2 /[ FEMENH 5.

(2)
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VI. 22 (FALDIEF) (CEI SHIEE

() FrigHERESE
BE ST

(4) 4FEREEARY F

RESH TN

(5) WEim

9.5 1143
AT SR U DD RIREME O & 5 e I2IE, TR CTORRMENGIRMEL RS Ll S 54512
DHFEHTDHZ L,
YRR (7 > MEO 10mg,'kg) THAROR/D SEFE RAEEE O BN K OV % (R EE O BE 0] 23 8
HEINnTWb,
(figan)

9.5 Bz (7 v b 10mg kg #EH#&EG) THAERDRD, FLESEORINKL AR KR EDO
IR HE T b 26

(6) #=ELIw
9.6 =Z.1m

1B L0 B R ORFLRBEOF M EZ BB L, BILOMk T k2 Rerd 5 2 &,

T M UC- R UVERBR AR NS Lz X, A ~BITT 5 2 ENRD LTV D,
(fiFn)

9.6 F v MZ UC- FRRUNMEREARORE L& & AT ~BITTD 2 e NBOLNTND 26,

Tl

(=]

(7 MNRZE

9.7 INR
NS G & LT BRRARBRIT M L TuZauy,
(fa)

NN A FREBR N 72 < L F ORI L TR, F 72 /NRIEARF O s 6 5 T2,

(8) SrE
BRIEI N TV

1. ¥AE%R
10. fAE#%ER

AENT, E& U THERMNAHNESE CYP3A4 L O—# CYP2D6 TRE s D, [16.4 B ]
(fiFL)
VI SEPEReIcREd 2 HE ] OEEBM,

(1) BrRAZEEZDER
BEARRSA
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VI. 224 (EALDIEF) (CEI SHEE

(2) frRAZEEELEDER

10.2 HREE (BFRICSEET S &)

KAl %

R AR - HE 51k

B - faBRIA

AW R = AT

fii ot AR VR & dE 503 % TREME S &
B

Of F3 SEF o i 53 R 1 #75
st % 1 1 & 48 58 9~ % AT
REMED B B0

= U RRIERA]

TeFral e
Jv7 v = LAY
N a— Ak

ol v AT T —BRHEA|
TR ) = MY
VAF T I R
Y RAFT I B
FRARAF T I

T I T b= AT RUUVERE

GBI 72 & = U R
FDNETR S LD ATREMED 8 B,

KANE EHica V) 1E
FEDOIEH A = X 4
EHLTWVWD,

CYP3A BREH
A T7ary—n
T Au~A

TREZVTF A VRS
AANTTT 4D~

¥ =V VR i

A O ZHE L, EHEZH®RS
HHRENDRH 5,

FHEROF ~ 7 v —
2 P450 (CYP3A4) [H
EEHICL 5,

OFREAIOF ~ 7 a—
2 P450 (CYP2D6) PBE
EEAIC L 5,

AR
TEXYRAE
Trx=krA v

T x /) N)LEH—)
DR SV L

AFORH 2t U, A 2355 S
HL R H 5,

OFHIEAIOF ~ 7 o —
2 P450 (CYP3A4) O
HEIZ LB,

PRSI U Al
FUANFT T =D VIEERE
v o~ F
< W F o — VIR KT
Y T R

7 havrRinal Al
TFNRAART I R
7 b\ B URRESE K RIS

AAENEH 2V CHNIEWICTTEL,
ENENOB R AW <& 5 aJENE
Nd b,

KA L= Y A O
M AT 2,

AT 1A FHEIH R B A

THAEMERIG 2  Z 3 IRty 5 5,

2 ROBIEICLY
HERSWPMEE SN D,
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VI. 22 (FALDIEF) (CEI SHIEE

8. BERA
VAT LONoY ek pe N ke ac R sl

11. Bl¥EA
WORWERNH Hbnd 2 ERNHDDT, BEZ 512470, R
T B EEY LB AT 2 &,

(1) EXGEMER & WHIGEIK
11.1 EX4LEER
11.1.1 QT ZEE (0.1~1%:K7%) . 1(0LESEIA (Torsade de pointes 2&8L) . LDEME. AASEIRE.

AfElE. SERIK GHEEARH) ., D7AvY (AEZOvY. BEJOYY), £# (% 0.1~1%K

i)
DMEIRICEDL Z &b 5, [9.1.1 ]

| 11.1.2 DEEE. DFRE (% 0.1%K0)
11.1. 3 HEEES (B - +IEES) (0.1%40) . +ZislEBmE Tl G  Eesdm (0.1%

S,
AAND =) AMRIEERNC & 2 BB W OVHAL E S B O e (2 &~ TIHARMERES (7 -+ 38I5I1E5) |

ORI, IMEEHLAH 5D Z LR H D,

(figan)
HALZR 2 DORWER OO & LT, AFloa ) SRIEERIC L 2 5w o, EbEER o
RENEZ OGNS, £7-. EEHMICOWTIE, FEM BB I A5 E & 24N H 5,

| 11.1.4 BFds CHECRD). FREERE (0.1~1%A0) . BE (L)

()
14 4E 5 A 1 B AR SIA TR 2 A A L 0 | TEARANER) 1 THE) &8
LT, EPICHOTRIEHIC, (B &b T IFRIEREEERI S B STV B,
[11.1.5 Bittsefe (TADA. ERE) (0.1~1%K0) . MH0, BOEEE (4 0.1%4Ki) |
HIAE : 0.1~ 1%, L & — MABBAE : 9.5%)

'7‘—);!?8\ ZE Rty
Ay Ay =z
. RERE SEEE

11.1.6 S#AENBEET (7Y o
FE), EEIL, AR YT, VA =T, B, RREEER), RITRE

DHEARNEEER S bbb b, [8.1 &M]
PR A E R

(fifEs30)

YR 12 4F 11 H 6 HEAR ERL 2 R7E 2R 129 Fi2 kv, HERARRAIERIC
[EERANIRER TS ) 2B S,

11.1.7 EBMfEREE (Syndrome malin) (0.1% i)

HEFIRER, TR OFG TR, W TN, SR, MEOLE), FEITENRER L., U5 XX KRN L
ONDGAEIL, HHEZRIL L, RBHEL K- BREEHREORHERL & HICHURUEZITY 2 &y
AIEFIERFIC X, AIMEROBINCME CK O EFNAbND 2 ENEL, £, IS4 ab v REfE

I)BHBEDIK TIRANDL Z ENRH D,

(figtsn)

Rk 18 - 4 A 25 HAHEAGEE EHEFL R FESEEIZ L U TSyndrome malin  CEMEIE 5
[Syndrome malin CGEMJEMRE) | RHE LTV D,

FeRIZ,

) 2B L7, EMNICBW T3
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VI. 224 (EALDIEF) (CEI SHEE

11.1.8 HEEEHRARE (L RI)

WU . BR. CK 5 M R OSR R 47 8 By ERRS b S aicid, 54k L,
O R ALE 21T 5 2 b,

7o BRECIAMRIEC & B AMEEEO RIS T 5 2 L,

(fiRan)
SERR 17 4R 5 A 11 A ARG EAE E IR A LR A SRR R AR A A 5 0611001 2 kv THERC
FRRMARIE | 2 BFC L7z,

W

| 11.1.9 WPIREEE (0.1%KiH)

()
PR 1445 1A 9 AP B IR AR R T £ 0 . TERARBIEM (o TP
iR L7,

| 11.1.10 SMEBER (0.1%AiH)
()

TR 15 4 4 A 30 HATIEA G R 3R R L A RER R RIS L 0 | TERZRRIEM ) (2 TaEREs )
ZiBRL L7z, EWNOBREREEG DS ST D,

11111 AHEEE (0.1%40H)

(Fi)

PRk 16 4 5 H 12 BATEAEG @ EIE AR L e RRFEHEEIC L0 | [AEre) zBfich
oo T, K 29 4F 3 H 14 AAT, BEAGEE ESR - ATEEA R LSRR FHEKIC A S S [2
B2 Lo HiEe TaEEE) ICAFE L,

| 11.1.12 EEFBHORATE (0.1%AiH)

| 11.1.13 B/MRED (0.1%4H)

65



VI. 22 (FALDIEF) (CEI SHIEE

(2) TOtOEIEA

1~ 3% Al 0.1~1%A5 0.1% A5 BREE AN
B EE SN SE
H{bss BRI, E | PEE, @R, DR A N R
1 S

pegdl e R ONIR IR&. Sk | U B R—JuiE, A, Bk |

BT P LI, B AR TR SE), | B, S&EL
Mmoo, MR

X - R B, IRER. R, HFEW Bk

FHARRE R

Jr i LDH, AST. ALT. y-GTP, Al-P
D L5

(e g;iE, MFE LR, mEET, L AHEED
EMEIAMGE, D E MRS
IS

WAIR % BUN O L& JRREE SR PR P

i M ek, ~~ k2 U » K
B &

Z DAt CK, #zaLxFu— N | EmRE, DLk, Bje | 30T, BEEEE,
TIVEITA K, TITF7—F, FEEN, HghE
R7I5—FPo L5, BER,
o< A, B, FHTE. RERE
7

(g zn)
B IX, BN NP ERE DT )V A~ —RIERFE KGR £ C O R AR R K& OME A, &
FEDT W A~ —TUEBHUE & OV L B —/ MARIERHE A GRIF £ COKRBR O R L2 H o THEI
L7,

SEEFEFRAEREERUVERREEREE &
1) BERUHREETLYNAI—BRRIEAZIR/BEERTRRUSET LY NS I —BBIER
UYL E—/MARBIEAZRRICHE T HEMER - BRFEDEBRRTE—EXR

TILY A < —RIBENE L E—/IMARIZBENE
BERUSSET LY N T—RRaE |0 Y
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14.2.2 KNI A v T AV ORY —8AITHY | AT =V FTHELE LT WRESICLURAESES Z

ko
14.2.3 71 v 7THERZRIZITE 5720 RIS EL 2 &,
(fa)

141 ARFNTEALIC L0 FROEGME RN T 2 Z L3 L TV D, 207, 70 IR BEE
FHEEAL TR, ML 2 EERE T 20318 H 0 iT# LT\ 5,

14.2.1 Ao T2iRZBI S TeIZiidli L T 2,

14.2.2, 14.2.3 ZRME2ER, —EICZ OB =& ETITRAAT & B Y —MN50E % 28 faR
e GETE RN L, FEAFBLREOKG EETIZORERICE Y —DORBICHENTEARZE D E 2
LMD D Z b, mEMROBLE TRIL TV,

(TVET NI4T my 7 1%)

14.1 EXIRAROEE

14.1.1 AANZ, IRHERTCK TEE LESCOICIRHT 223, i ROEEKE EBICIRKHTHZ L8 T
x5,

(figEn)

14.1.1 AREERAI OFEFHE LT, [IRAEANIK TRE LIEC/ICIRAT 5] Z25t#iL Tnb,

Flo, THROFFEKRE EBICRAT LI EHTES ] LW FEEHEIT, ERRRBRIZIB W TKITERE L T

R L7=8a, RO RO FE EKE & HICIRA LS 0OmIRAFIECB T, EMFEMICRZETHD

EDNHERIN TS Z EMDHE LTV,
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VI. 224 (EALDIEF) (CEI SHEE

12. ZDMOFE
(1) EREREAICE D C1FH

15, Z0oFEE
15.1 BREREAICE D < 1Bk

SMENZ BT, NINDS-AIREN 2 Wi L #8248 U 7= ik 2 PERRE RS T X E N AR KGE) &2 &
NI BEZ R (T A ~—BIERHYE & 2 SN BRI 6 T ARO T 7 & Rxf Rk
2 EERARR 3 MBS FE SN, RAIORBROIET RIT xR 5mg BE 1.0% (2,198
Bi) . RR_UVHEREE 10mg B 2.4% (5,206 1) X N7 7 2 REE 8.6% (7,199 ) Th o7, 23
HOREBR ORI KRV 5mg #f 1.9% (47208 f5i]) . K3~V R 10mg £ 1.4% (3
/215 01)) }e N7 F B AREE0.5% (1,193 ) T - 72, 3 F H DRBRDOIE =R (1T KR~ VIR Smg
B 1.7% (11,7648 #) e "7 7 & REE 0% (0,326 f51]) T 0 m#EMICH A2 mBEN A LN,
728, 3R A A DOE T RIT RV VR (5bmg XY 10mg) # 1.7%., 77 AH 1.1% Th
ST, MEHFNRR A BEEIT o T,

(fif#n)
AAENZ I T 3 S A7 Ak 3 PE R AE RIS I X E AR KGR) &5t & U7z iR iR lc >\, 7
V7 NORZEMICET 555 EHRE LR LT,

(2) FERRARAHERICE D {ER

15.2 JERREREERICE D < 1EHR
B FEER (f X) T, X I hLE X — VR T2 R L E X — LR R R RSP0
WEEE 255 L2 a, RIEIDN S Db E ST L OHRERH 5,

(fiFah)

RISV EE — LT LT — 7 LR B LI F*/\"“/‘\/Vi’ﬁﬁgi’ﬁ 0.1, 0.3 XU 1mg/”

kg % 20 7yl CRBIICERIRNES L, M, mATENER VO ERICE KT TR it LT,
RARUVERE D 0.1mg, kg #5128 0 5 i 2 PLiZ %%m#mﬁu %@%7/%/7 %d
CEBONDMEEREM & 72V T Lz, 5% 3PLH 1L TIX 0.1, 0.3mg kg #5412 1 ALK

45 B B D Il TS ﬁﬁ%@@%ﬁM# hmV&gTi@%Fi#ﬁﬁb%tbtobﬂb %
¥ 2L TIX 0.3, Img kg & 5421C 1 B E K O3 RS E O 23 I BL L 72 & D OFFYAS 1R 12130
- hot,

AFNIEER COFBGRBEPE ARG TH Y | HIRNE 5O X 5 e FRED EANRNWZ & 525
zé &L BRHEICB W TEBREHAE &U:u X ~DEBE T VI NbEDEEZ LN, L, &ROE
ICBWTCHIMEIEN G SNHAITIEER, BERBEL VLEMICHEL RITTEnE2 6N,

Eh\Yt%w:)/ix%§~tm%ﬁ JBRERA & OOFFIZ X D | R, PRI 11 & A U 5 ATRE

PR DI DIZFeH Lz,
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X. JEERPRERERICEE9 HIHE

1. FIEHER

R R A ARG O —RBEERA LT v MBI 2 WM AEERZRICE LD T FITRLE 27,
FARRIVIERIED—REBERA—EXR

o o | 5 Behg - )
= 1) = 7 2)
uﬂ%ﬁlﬁ H éﬂ%ﬁv 4-& ﬁftﬁ X&i%&? uﬁ%ﬁﬁkff‘ﬁl
—RIEIR B UM TH) ~ A 4 | D |1, 3, 10mg kg R L,
B ¥ EE) & ~ A 10 | #n1 |1, 3. 10mg kg R L,
ARy RNV — LR ~ A 8 | #&m1 |1, 3, 10mg kg R L,
T - o
F o FLvs b5y —) ~ A 8 | #A |1, 3, 10mg kg WAL,
o
LR e HZ 98
;i(&y%vy%h§f~w) ~UA |8 [ #0103, 10mg kg | HEARL,
3 N, e p B L (10mg, kg CTHERER S 39% I L7T-
JWH (2 writhing) ~ A 8 | &1 |1, 3. 10mg kg PR L)
- . 10mg, kg THE 5% 1 RFICA B R ERIKT Gt
PRI ~ U A 8 | #K1 |1, 3, 10mg kg B L LEiE L —0.65C) .
0.1mg kg : MATEIRE, OERIZELZ L, FEL
., SRR EORY (171, —19.1 %), 1
P SRy R R L,
JiilEE i 0.3mg, kg : 1 BITHMREELL, 4 §ITOHHEOHR
LML 77 4;; 5 | ¥k 0.1, 0.3, Img kg | & (—25.9%). PQRIMOER (+23.9%) »H
0 | Dk A, ME, DA L, K,
0 | L DR EO @RS (—56.6, —60.1%), 1
1 K EORD (—54.2%),
= 1mg, kg : 3 il TR 1L,
A 0.1mg kg : fEERENAEICH 72 L, QTc RifRITA
ES - BICIER (+2%),
DR, KEBIIRE 4; 0.3mg kg 75 /2 K SHBN R i 35 A8 A5\ 1
FeENE, FRSEENIR i & T 4 | #¥E 0.1, 0.3, 1mg kg | (0.3mg kg: +31%., 1mg kg : +34%), [
LEX T‘) B, EHREARE, A OSENE— R KRB
i (+23%., +13%. +62%), PQ MEOH
M (—20%),
- . 1~3mg kg : ER L,
= 77 By S X
KB OVEE MR E AR vk 8 | #&0 |1, 3, 10mg kg 10mg, kg : Jift. Na* - CI- A EEiz #,
7 b 4 | ™ 101, 1. 10umol /L | HERFER L,
. S vitro
7 L AR R,
i L n lpmol /L : A1 f
bia TAEs L) 4 vitro 0.1, 1. 10pmol/L 0.1, 10umol /L : AEaER L,
i in 10umol /L : 45 & 72 I
17 7 v - umo L AR R AR
?ﬁ T F L) UHE 7wk 4 vitro 0.1, 1, 10umol /L TR F L a Y LD ECa Iz 13 E e L,
IE‘ .
AR A (ADR/FN S 7y k| 4| 28101 10 10umol /L | WAL,
e ] in Tumol /L A & A U (1.
BRI VI TAEY R A e |01 1 10mmol L I BCa fIT R L
i | e A ~v* | 8 [ #n [1. 3, lomg ke | WEARL,
1k
un . = P 1~3mg kg : ER2 L,
% Hife S o1, 8.1 k e
o | Pk 7y b 8RR 8 10meke o0 kg Ak,
; _ , 1~3mg kg THELL,
i . 33 NEN e 2
LB 7y 6 R 8 10meke | ong kg iU S (1R
B - RO B (R Soub | o8 | gy |19 20040080160 g g et i ) & i3k,
320pg, kg
KRRV RGBT 5 O R & 2 W IE%iz, 7 b
o~ e s R(4E
K 5 L R T 55O ) UF/@Smmy%gﬁET‘%%®$ﬁ4(mﬂ
B L iy ~ 1A 10 | &1 |60mg kg B . 2T,
8 7 bt (EDsfE) : Bl 5 70.7ug kg, %5
40.5pg, kg,

HE1D) WG RE, sk IR,
E2) BREEDBD DI WERIZONTS,

HEIN K Olb D FEHE & Bfifl TREHRL L 72,
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IX. JERGPRERERICREY HIEE

(1) FMFEEAR
(VI $EZhHEBCBE 4 5 HE | OEHSMR

(2) ReEBEHAER

1) —BER L OYTE) : AFKiX 1, 3 XV 10mg kg AL T~ 7 A0 B, EEEGE, PixXEE
JEIR,  HARRER M O HHEREO W TN OBIRIE R I oW T H B b E RS o T2,

2) AR ARZEIT 1, 3 KN 10mg kg RO G- T~ 7 AD R ERE, X2 hLE X — LR
L] & OVEERE writhing (2xF U TR E RIF X9, REEMRERSCPURBIER 2 R S o 7z,
—J7, IRIBICHRE LTIk 10mg, kg CTHE% 1 BRI B TRAEH 278 LT,

3) FR R OMEBR 2SR « REEA XUV T, AT 0.1mg kg $#IRN G Tl TEhRE K OV BRI
Lfﬂﬁbﬁﬁokﬁ\@&&&wﬂﬁ@ BOWLY (—17.1%MK 0 — m1%)#ﬁ6hto1ﬁﬁ

BT E Lo T, 0.3mg kg B5- Tl 5 Bl 1 FITMEREE RGO Dz, 750 4 T

@%ﬁ@ﬁw( 25.9%) WONZ PQ MIRDIERE (+23.9%) MF8H bz, FEFEHE _ﬁbfi1
AR DR (—54.2%) MO GEZIZIT D FERE O RHR & ORY (ZZ21—56.6%
K&O—60.1%) BRbIT, 1mg kg #5-Tix 4 B 3 BITIEAE IR R o7,
N TP R T, FREE L 72 A X 4 BICAZR 0.1, 0.3 KT 1mg, kg % BFERICERIRNTR G- L 7256 5.
0.3mg kg 7> 5H0%k. EHREIRE K OV DS N E — RIS Fe RAEASHEIN (+23%. +13% K&
O +62%) L., FH A SaE R &3 A B8 m L7, OEXTIE, 0.3mg kg 7> 5 PQ @A
B (—20%) L7, QTe MMEIX 0.1mg kg M HAHRIZIER L7z (0.1mg kg T+2%, 0.3mg
/kg T+3%. 1mg kg T+11%),

4) KM OVEMERHNC RT3 AR T 1 L 3mg kg RO 5 TT v bORE N QR P EME
PEIC R L e o 72723, 10mg kg THR&E, JRH Nat L O Cl gkt &2 880 L 7=,

5) i IS I T2 AL T » MEgHEIGOFR ILEICX L THEREBZ RIS ol
Fio, EBE Y MEHERGOF IR Z 1uM TH B U722 &IKF CTIx 2o 7z, AFKIE
10uM #INTT BT v 2 @R ERIFEOINME 2 7R L, 1uM Tk R ¥ I @i BN O IUE
2 U, AN U A OIS B2 R S 7o T,

6) THLESRIC RT3  ASKIT 1, 3 O 10mg kg #% 05T~ 7 A D FE RS RE I B L KIF
Shpholz, 1 k1 3mg kg TIET v FOFHEHRBIZEE L) o722, 10mg, kg THEHIRE
AEIZHH Lz,

T) FREE - HEEATIC RIF TR C ARHKT 10~320pg, kg OFRIRNEEIC LY, T v b TR ZFER
DG ) 2 A EARAFRNIZ IR LT,

8) ARIMPFE H-BICICKIT 27 hu B OFREFER  AREOBREFE L (60mg, kg #&O#&5) |
D~ 7 AIEFIFELE LT ARG O/ H 5 W 7%mt/%m@ﬂg%%&?é&ﬁM6
DEFRPBO LN, 7 e B OFFIIAFKBERERGICE 5~ T AOESICH T+ 5 Z &2
SN o T,

9) MMM EAEN © AT S3mg, kg RAKET, 7rEI RN, ULZ77 VU RONRLTH I ROZIK
BERICR L TR RIE S 2o T,

FRROIVIERIEOEWMHEEER

58 . g | s R~ VIR -
HERIEY) (mg kg| HHIEA iy 5 | m DOHE PR AR
/B) (mg,kg)
ZA=R 20X 1 | FIRIEA 7> b 7 | O 3 FHEAERZ L
U7y Uy | 0.5X2 | HrEEmEH VAN 6 | &N 3 FHEAEMZ L
VT H IR 50X 1 | MAEK T 1EM 7 vk 6 | ®&nK 3 AR L

) Wbk
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X. JFERREAERICBEJ 1R

(3) ZOHOEEHER
MR L

HIEHER
(1) BEREHEMHHER -9

LDs (mg kg)

e 5 RN £ G-
E0kZ) i3 e i e
~ A 45.2 48.1 3.7 4.8
A 36.9 32.6 8.0 7.6
A X 15 15 - -

) /SR

(2) REKRSEMHER

1)

2)

3)

7 b 13 B G5RER & O 5 I R R

A 0.3, 1, 3, 10 XU 20mg kg # 7 v MM 13 BB O ESE L7z, 10 XU 20mg, kg (2D
i@@ﬁ%ﬁﬁbko@% PRIGAT D TE PR e ORI I 213 5% 0~4 ReffR &, JR&E, bl

F OVFERFE R E T 5% 4~23 R R &2 A L7z,

(me%gfﬁﬁaigmﬁm HIZ 3mg kg TR DA FRHE R VEREHE K OV, (I

TRROIREEDOIEKAFRD STz, 2D OELIIAEOEKIIEH CHLT TV a ) = RT

7 —BHEERT bbb 2 U AEEMEO KR ST AR RS ICER T2 b0 TPRIL 5 54

fbeEz BN, 2NH OB LITERE T, Al CTH 722 Lo h, Btk & 13l Le - 72, 10mg

kg LA ETIRAREBEININE], BT S RS T OVEIE O K OB DM ZED b, mEEE2 D

Nni=, Lo 7T, EEMEIT 3mg kg HEEZHNT,

A X 13 JAfEH G RER & O 5 08 [ B PR

A3 0.3, 1, 3 KUV 6mg kg 1 X2 13 WAL L7z, 3mg kg (DWW TCIXEIEE A4 3 E
L7, (4%], 0.3, 1. 3 XU 8mg kg THHZBAMH L7, 8mg kg Tl 2 MIEG5%ETIZ 5
VEAFETE U ER L7, 3 505 8mg, kg DF% Y O 5 JEO NS 2 IE% 3mg, kg
(2, HE1PE% 6mg, kg (ZAE L7=,)

3mg, kg THEE OFHRRMERMERENG, R, Ml & OSSR ENGRD ST, T v b ERIRICARED
FHMERICER T2 THIL S 2Z{LTHY, BET, AN ThHo7oZ &b, mtE & IXHW L7
Mol 8mg/ kg TlE7EF/Nal A7 T —EHFEICHE D RGN X 20N B, fHfk
RN OARFRRAE O DR TR OO I AFRD /=2 &t EEEE B 2 bk,
L7=MNo T, EHMEITX 3mg kg HEBEZ BT,

7 v 12 1 A 5B

AF 1, 3 LW 10mg kg #7 v M 12 W AMRKROEEG L1z, ok, —HOEMIZONT 6 I H
THMEZR LT,

1 %O 3mg kg THill, JRIPEMEOZEDBED BN, WP b RO T 5
AL TH Y, Bk & ITHIr Lo 72, 10mg, kg TITREIEIMINH] DN S 2720, Tk & f)
Wr L7z, L7=2v o CEFEMEIT 3Smeg kg H L& 2 bz 39,
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X. JERGPREXERICBH9 HIER

(3)

(4)

(5)

4) A X 12 A E#&5HRER

A 0.6, 2 XD bmg kg A X212 W ARRO®KG Lz, 728, —HOEBMI-oONT6 WHAT
R ERR LT,

0.6mg, kg LA T, HIZ 2mg, kg VL B CHBEBIOTTHE, iR QYR JRPEMZEOZ(L, Smg
kg TIXHEICBEEORD, FKEORD K OREORBAEAIDGED vz, W, iR, RSO
—BAIRREDZEAL S OFBAK B ORI IARE OIIWERNIE S B L TH Y | Btk & 13RI Leh o7z, IR
F M OYR P EMRE OWD 720 UM, e ONRIRIC & 2 /KO E OPERIHRE OEIc L 5
PREFA~OHEEORA & B 2 Hiv, RIEOIEERIZHES < ZRIZEL T, FlE LI Lo T,
5mg, kg I[ZBIT HEBHEOHAIFTHEEG 1 HOAIRD I TE Y 2 LEOFEHM CILFEH71
ICHE BRI SN o1z, LIRS T, &5 15EICBT 2 EEORD IIHEFICERDH D
A L3 E 2 | EEMERT bmg kg H LTS iz 39,

BinEHHER
P - L e

MNA RS ER
Pt A

EEFHEFMHAR
1) AEBRHT & OEAR) % 53808k (Segment I )

2)

A1, 3 KW 10mg kg #1ET » MIAEET 63 A MR ORI 2 &0 HRATH £ T, 1 v b
O EYIBIRETITAHES 2 BRI HATHR 7 B £ T, ARSI TIZAE 2 BRT B 43 it% 20 H
FCORAEG L,

ZFORER, 1 % 3mg, kg TIIAIKIC X 2 BT b h -2, 10mg kg OF B TI3MESH
MO, HBEYH OB EORD | AWM OREIINIE &K OB & O BB bitl, L

L. BIERECHAERSOEEIIRD bhienolz,

PLEMN D, BB ORI BRI T 10mg kg B, #T 3mg kg H. EHEICxT
L MEMERY 3mg kg H . WIS 2 MM RIX 10mg kg, H &HIEF S duiz 86,

Me IR DR EFEANE G535 (Segment1T)
D7 v MIBIT 2R ER

A1, 4 N 16mg/ kg ZiHRT v FORIEOMERAMICRO&RSE L,

ZORER, FEMICK LT Img kg TIIAKIZ L 2 BITBO o8- 72, 4mg kg LLET
ke, PR EHINNE] K OEEF B O, 16mg kg TILHMRHERPESENG, iR, itk OB E
BORDDRD HITZD 3R OWE ~DFEITRO b o o, BIRICK LTl 1 KT 4mg
kg TIIASKIC L BB o T-, 16mg, kg TREEWM O A E B ININH] K& OB A &5
DIZER T B IRREORAD RO Sz, L, BIEOCERIEER L72 < AKICIRESE
TEA R AT 2 b L E 2 b,

F7-. 16mg kg TILLEPRKEN L OMBEE N RBtR O 7T — & O#tiH 2 b3 Ml 2 T
Wie, L L, St PRI F SR L O ERE & ORIICHE B ZEN 2L, FfRT7 v OB RT —
ZOFPNTH 72 L K0, Y GIZ LD EETIIRN LW L2y, DEFRAEORE
DAL T D720, BINREREFEM L7z, O, LEFRXIBORBEE I3 7T —
OEPANTH Y, AELEDOHIELBO LR ST,

PLEDS | BB O — ik E R 2 R BT 1mg ke B BB O A5 K QR VI sehd 5 JE
FIEEIX 4mg kg B, HANICKT 2 WEME R 16mg kg H & HWr S 37,
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X. JEERPRERERICEE9 HIHE

3)

OWAREIP I RTN

A1, 3 K 10mg, kg Z 4R Y X ORIEORBEREMICRE O &S L,

ZORER, 1 LV 3mg kg TIFIAIEIZ L2 ZEIIFRO b -T2, 10mg kg TREM)OIKE
HEANEHRME R K OB B O P 035880 DTy, R A~DREITRD HivisinoTz,

PLEDN S BB O — TR 2 SV 1T 3mg, kg H . REEM O ATE K OB R D341 %F
T HEEFEMEREIY 10mg, kg, H &Ik Sz 89,

JE PE ) K O AL 53R (Segment D)
A1, 3 KD 10mg kg 4R T »~ N OB EM R ORI OS5 LT,

ZORER, HEMICK LT Img kg TIIAIKIZ L 22813580 b v/e - 72, 3mg, kg UL L THi
g S OB RRHE SR PEARE G 2358 60 B AL, 10mg, kg CTIXARE B MINH M& O ER & DI/ 23588 BT,
HAEWRIZR LT, 1 &0 3mg, kg TIEIARIKIZ L 2EITFRD bR -7z, 10mg kg THAERD
Wb, FEREVRAARE ORI & A% R EOBINMH 23580 B2y, R b, 178 - BiERE L O
AEFERSRE I TS BN IER O BV Dy o T AR O K OVBERE VAR FE 00 BN RF B C (AR SR N4 |
AN B OIUD K O BAHE R MBS O — RIRRE~ DR EREO 5N TN D Z & X0 D IRE % O
BATENNHIZEIC L D IR L HER S Te, AREEAF G U 7o B CBIES S AL 7=l o O dnie
P IARE O SKEERICEE L 7= b s B 2 b,

PLbn, RO — et p i R OV 2 Mg rk &, AR 2 BEEiTVwFThd
3mg, kg H &Hr Sz 29,

(6) BATRIAIEHER

TR L

(1) Z0thoEHEE

1)

2)

3)

SRR

AHE 6~18mg, kg (KHER) XX 10~26mg kg (FHERE) ZZnEi7 v M1 H 2 EE
WO 4 @RI EE—EET OEY A HE ST, &5 5 BELURITE—&2 FIiC 3 HE& NG LT,
LR 3 FEOFER A FEhi L7-, ik E L Tar A (10~50mg kg) KT =/ /)L EH —
v (156~T7bmg,kg) #AKEFERRICES Lz (72720, a7 A4 VRHTE THRE5 L),

OB REE R - 4 BB E% (1RIH) ofd, 7THEFEG%E QEH) Off s b AREER I
ZARITERD T AREKIZEMKANEITERD o7z,

@ FRRUNERBIEERRR . AR TIaT A v HDNET = ) e — A F 5 Eml Lz L &I
I B AV D RERD & Ml L7205 T2,

@F m ¥y B - AR GOV EB)IC Wet dog shake (25 DL FEVTEY) NADHATZA, K
FIZELIEIAONT, REEEEIC T oY U E2HREGELTHLTA~VENCALND X O I EAWHE R
EEIE Loz,

PLEMNS | RIEIHRIKAFEIL 20 &Il ST,

PURM:

EE Y MIAFE Img /PE (1 HH) KR0.5mg Pt (2EH) #7801 KOBEET Va3
El b2 WEMET 2 mIE PG L, 28T+ 7 4 TF% v — (ASA) REr, ZHEET 7«
77X — (PCA) B & OWERENIEE (ELISA) 2 THURDRER 2 FEhi L7,

ZORER, TRTCOBYTEHENOT 7 4 7F U — ST LT, Uk b R Shes o7z,
PLbmn, REFHFEMEZ G S0 o Ll i,

ZEH M
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X. JERGPREXERICBH9 HIER

4)

DA T 7282 HL AR
I 2 -1 IR 2R BEBR A2 15.625~1000pug,” 7L — F TF LA ¥ 2a_X— g UiEIC X
0 S L7,
ZOREFR. KNG LOF IO 6T BREAE o =—KoOMINEGEO bh$, RSy
IVRTFBHR BB 722 A BF R AE TR O binie o Tz,
QYR EH R
W FLEE OB AR 2 F D T R B E R O A MG L7
ZOFER, Yot KRR OEINX, EEE TR Doz, REHTEME(LED 89 mix #
ne> 180, 270pg,/ mL K T8 S9 mix RN D 180pg,” mL TYeta ARG K O a2y (AT A5 4
DEF VRO DA, AR F IO NI b h o7,
@~ v A/ ZakER
A 2.5, 5 KN 10mg, kg Z M~ 7 AZHEH H VML 1 H 1Rl 4 HREGHRE O &5 L, Bifilc
Bl 5 YR B HRIER O EZ /MERBRIC LV S LT, BREREEADER T, 5 24
RERI2 12T - 72,
ZOFER, ARIIZ L D/ EAT D YR M ER BB 2GR0 T, Bitlck T oY
GARRFEFREAITBD DN o T,
@7 v MFARER DNA &5 (BF UDS : unscheduled DNA synthesis) 5
A6, 12 O 25mg kg Z 1T » MIROHEE L, [FlEicik i) 5 DNA HEEHOA 4 UDS
BRI L VT LTz, BENOHBE TORRMIL 2~4 LT 15~16 K23 E L71=,
ZORER, WTHOARIZBWTHLE SR Y b7 LA U EOBINTRD 59, ASKIC DNA
TERITRR O bivie o Tz,
G~ A 74—~ tk KB
W FLE D BRI & F RS 722008 LR E A R OV (B AR S SR R E O 8 4 West L 72,
ZORER, RENEHEALOFEIZ D00 53, ZERRZE B XM FREEIC A~ 2 520 oo s
Blang, AREIITEE TEARERFRIER L ORaEEEFHBERIRO bhehoTz,
PLEMNS | ARIITIT in vitro DFREROONE D CYERERFFIIER 580 S22, 1n vivo Dk
BRCREMETH-T-Z &, FITERZREREFABR LT » MF UDS s & bt ch o722
END, RIEDERIZBWNCTEEFEA R TRREEIXIZE A E WV O LI S L7,

D3 AU
O~ U A 13 A HRAEH 523 AR T 78R
~ 7 AZAHK 15, 30, 60 KN 90mg kg & 13 HBIRAKRE LT,
ZOREF., 60mg, kg TIIMECTAREHININHIE, BB EZEOWEIMN, 90mg, kg TIFHELE CARE
HnmEE R, HECRIBEEOHEMMARD HNIZOHRT, RKMEPRE LRSI END,
D AVTFEMERER O fe s BV THERE & & 90mg kg UL EEE 2 BTz,
@7 v b 13 EFNREEF 573 AR T ek
Z v MIAFK 15, 30 L1 60mg, kg % 13 BMIREEHK G Lz,
ZORER. 30mg, kg TITMEME CHREIEINIE], 60mg, kg TILMEME CARERINMGH], M CTEEH
BOWRD ., MR ORI REEN D b= Z &b, BARMREBRO & H &% 30mg kg
LEZBNT,
@~ 7 A 88 W MR AR G- 75 A/ SR MR
~ 7 AZASK 30, 60, 120 K OF 180mg, kg & 88 MMIREAH& G L=, (78 &G Li=HE D
AR Z TS5 H A CRIE L7223, 78 BRI AFRNE N o Tolod, HEHIM A EIZ
10 HEFIER L7=,)
ZOFER, 60mg, kg TITHETRIZ L 2 BEEOWEDIEN., 22 OEE, 120mg, kg T
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X. JEERPRERERICEE9 HIHE

HECTHTEAL, BEHRL, JRIC XD BB OWEOHIL, KREEINIE, BEHEORD | TR
$®ﬁT AA%@E% éﬁ@ﬁﬁ ENRRDH BN, 180mg, kg TIIMEMETHEN, #E
I, PRI LD BREMOPEOGI, WESENIHE], FEEORD, HETEFROKT, HIREE

%@ﬁ? SEEHOMER, BE, 727207 EORERE., BROEKR, RBEOMEEOE, M Tk
AR BTz, UL, RIEEGHECHEBEOBEINIRO b ihoT,

PLENS, REII T RAZEBWTHAUFEMRZRE RGO LTS vz,
@7 > b~ 104 HEREEBG-03 AJRPER R

7w MZAHK 3, 10 LT 30mg, kg % 104 HERAEHE S L=,
ZORER, 10mg kg TIXMEMETHLE., KK R OO0, BECHRESINE], i CcRiEo -
i, B ER DD bz, 30mg kg TIXMEMECHLTE, KGO 72h, REBIHNH & O
FERE O BRI L (BIERFE R, RIBIEE 2 &), HECcaHF Ak, HIEROIRIZE 5 R
PEBOYE OV, {BEEERCD | KR, BiISZIR, %%wmﬂk&%m_ﬁmﬁéﬁ%%mﬁm<%
OB L AIRILE., FHEOZFEN & WRT) W ON R RFIRZ B U 7= & Ak 2 36 1 2 ek
ECRIBER L OV R E I E 1T DI E M OGRS Hiviz, L L, RIEEGRECIER O
IMERH b8 n-o T,

PLENG, RIEZT v MTBWTHAUREZ RS20 E O & STz,
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X. EEMNEIEICEYT SIER

1. $HRES
B 7 )T 1 bE Smg - 6 Smg - b 10mg + KIKL0.5%  BIE. AL EEESER
7 V&7 b D 3mg - Db 5mg + D6 10mg I, AR
7 U7 MAIE Y —3mg - IRE ) —Bmg - AIRE U —10mg I, AR
TUET R RIA vy T 1% BIEE, O5EERRY
) EE-EMEORGECIVERTs L
RN - RSO B

2. BRHARM
AR : 3 4

3. BEIRETOITE
FEIRRAF

4. R EDEE
(7 V&7 MHlKL 0.5%)

(HIPRE)
MPRL N T EAEIIBARR TR, HAEV RFT D2 L CRICKVEBEBMET T2 L0355, i, MKioE
T T A VL EHEHLTVND),

(77D $E3mg, 7V k7D #5mg. 7 V&7 kD & 10mg)

20. 1 ®AIOFRE B, BNEIC IV EARES AL A2 EB3B 5.

20.2 D £ 10mg 1 IEERN R IR VBER DA OND Z ERH DN, HHBRIZLS2LDOTHD,

20.3 PTP w237 v I WHRAEME . BKAZ BT TRFET 52 & (BB, KICIVEBTLIZEND DT
W, PTPICUV Ay 7 4 VA& HEHLTND),

20.4 NZAEEFT OV IEEEK, LEREY | BRAEBHT CRAFETHZE CRlICE VAR, BRICTLY
Wi 3252 EnHD),

(77 MNREY — 3mg, 7V FREY — 5mg, 7 V&7 FHRE Y — 10mg)

20. 1 FiRZRE CTIRFT D 2 &,

20.2 GLEEICFERL CWAD ETOmMIICERE L TRET LI &,

20.3 T IWORETRAFET D2 & (T IEANITHBEREAEZEHAL TND),
20.4 BV —RMEIZKDDHOND Z ERH DN, WEHKOLDOTHS,

TIVETFFI7Avm 7 1%)

20.1 AVEYRRBRLND Z ENRH DM, AFIHKOLDOTH 5.

20.2 NT IR, KEEY | WMRERT TRFTDZ L,
LV EEMETT22 0385, £/, BRICKVEETLZ L0355, B, DEET /L2
T ANDBEEHLTND,)
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EEMEIRICEY SRR

. BERITEM
BEMEELTA R A0, <FThoLEY : HY

. R—E% - EE
[Fl—R3E - 72 L
W 2 . URRFTI BT ¥ IV BYLKRERE, A~ T U ERE

. EESEEERB
1996 4£ 11 H 25 A CkH)

. BERSTAREABRVEARES. EMELNSBFEAR. REMHBERAAR
[%Laﬁjlﬂﬁg EEH E|:|
7 U+t~ hE3mg : 1999 410 H 8 H
7 U7 NESmg : 1999 410 H 8 H
7 U&7 FE 10mg : 2007 458 H 23 H
7 U&7 MRL 0.5% : 200143 H 15 H
7 U7 FD&E 3mg : 2004 42 H 26 H
7 Ut ~7 FD#E 5mg : 2004 4 2 H 26 H
7 U+t~ hDEE 10mg : 2007 4 8 H 23 H
7V 7 FNARE Y — 3mg : 20094 7 H 13 H
7V MREY — 5mg : 200947 A 13 H
77 FNARE Y —10mg : 200947 H 13 H
TUVETFRI7A4vmvy7 1% : 201342 H 15 H
[RRE 5]
7 Ut~ FE 3mg : 21100AMZ00662000
7 Ut~ FE bmg : 21100AMZ00663000
7 Ut~ FE 10mg : 21900AMX01197000
7 V&7 kL 0.5% : 21300AMZ00373000
7 Ut~ FD#E 3mg : 21600AMZ00405000
7 Ut~ FD#E 5bmg : 21600AMZ00406000
7 Ut~ FD#E 10mg : 21900AMX01198000
7 V%7 FNRE Y — 3mg : 22100AMX02091000
7 V%7 FNRE Y — 5mg : 22100AMX02095000
7Vt 7 FNARE Y —10mg : 22100AMX02096000
TUETFRT7A4 vy 7 1% : 22500AMX00067000
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X. EEMNEIEICEYT SIER

[ EEMENGERAFE A A

7 Ut~ FEE 3mg : 1999 4F 11 A 19 H

7V MEBmg : 1999411 H 19 H

7 U&7 ME 10mg : 2007 4F 12 A 21 H

7 U&7 MR 0.5% : 2001 4F 7 A 6 H

7 U+t~ FD#E 3mg : 2004 £ 6 H 25 H

7 Ut~ FD#E5mg : 2004 4£ 6 H 25 H

7 Ut~ FD#E 10mg : 2007 4£ 12 A 21 H

7 V%7 FNRE Y — 3mg: 20094 11 A 13 H
7V FNRE Y — 5mg: 2009 4 11 A 13 A
7V FHARE Y —10mg : 2009 4 11 A 13 H
TV NRI7A4vmy 7 1% : 201346 A 21 H

9. MEEXIFTHMREM. AERVHAEEEENFOFABRUVZTORNE

(7 V7 ME 3mg + §E 5mg, 7 V&7 MKL 0.5%., 7 V-7 K~ D& 3mg + D 6 5mg)

e - SR E - HEO—HAHE AR : 2007 48 H 23 H

nede, THREE R ONRAEFE T L A~ —RIERAE | ICRE S AL TV 22 « 203, RiE - AZEICDVW T,

(BT N oA~ —BIREE | (TR BIAGRZRG L2 LIk TReo LB 0 Ok - 2h5%. A

- HlEE oz,

< HHRE - A TV oA~ —BIERAE T3S T 2 AR ENEAE IR O HES TN

C FHVE - HE . RAIE R RAAOUERRE S LT 1 H 118 3mg 5B L. 1~2 & IC 5mg
IR L, ROBE5T5, BEOT VYA ~—RIERAERA 21X, bmg T 4 #ELLE
fRiE%, 10mg I ET 5, ok, ERICK VEERET S,

(7 V-t~ ME 3mg + & 5mg - & 10mg, 7 U&7 MK 0.5%, 7 U&7k D & 3mg * D # 5mg + D
€ 10mg, 7V 7 FHARE Y —3mg* WARE U —5mg - WARE YV —10mg, 7Vt 7 N KIA4vnm v/
1%)
(1) #hiE - 2hiR. ML - HEO AT AR : 201449 H 19 H
ek, T7 g~ —BIERAYEIZ 31T 2 FRAVEE R OMETTHNH] | 1ZBRE TV 72 2hHE - 23,
ik - HEIZOWT, TV E—/MEBIERINE | (TR 2 BIERZRG L72Z L2k FRto LB
DINEE - . L - &L eoT,
< BWEE - B T A~ —FUEREE K O L B IMARIERE (2 3 V) D REEIESE IR O A T
- k- HE
7 U+t~ MEE 3mg * #E 5Smg * $& 10mg, 7 V&7 MiKL 0.5%. 7 U7 b+ D § 3mg * D §E 5mg *
D # 10mg. 7 V&7 FHARE Y —3mg + NARE Y —b5mg + NRE YV —10mg :
T I A = —RUERFEIZ 3 1T 2 FRENESE IR O S THNH]
W AT RS VR S LC 1 B 118 3mg 5B L, 1~2 HE#IC bmg (2H
HEL RAORET D, GEOT VY A~ —BERHYEBFITI1X, bmg T 4 B EfkaE 1m%
IR 5, 72k, FERICE VIl EEET 5,
L B —/IMERBUEBAE (2 331 2 R EIEAE R O HES T4 ]
W, AT RS VERs S LC 1 H 18 3mg 5B L, 1~2 HE#IC bmg (ZH
®EL, BAKE5T 5, bmg T 4 BEHEM EEE, 10mg ITHEET 5, 2¥B, SERIZEY 5mg
FCHETE S,
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X. EEMNEIEICET SIER

TV NI4T 1% :
T IV A~ —RURRHIE L 31T D B AVERE SR O T B
WHE. AT RARUERE S LC1 A 1R 3mg ORA 0.3g) MHBAMAL, 1~2 HEH#%
IZ bmg (A4 0.5g) ITHE L, AL 2, @MEOT VYA ~—BERFIELE T, bmg
(AK#) 0.5g) T 4 ML EfEE, 10mg (KA 1.0g) I[ZHEET 5, 7l FEIRIC KV B
=295,
L B/ MERBIEBEE (2 331 2 FREIESE R D T T4
W AT RS VERERE E LC 1 B 118 3mg (A# 0.3g) 7»HEIEL, 1~2 #R#%
12 bmg (AH| 0.5g) ([CHEL, OS5 T 5, bmg (AH|0.5g) T4 HFELLERKEE, 10mg
(KA 1.0g) ICHEET S, 28, ERICEY 5mg (KAl 0.5g) F THETE %,
(2) Mk - HEO—HAE A : 2022411 H 29 H
LB —/ MEBRIERENEIZ 31T 2 3R FESE IR OEATINSI O THEKR OHE] ICLLFTORNRF LB LT,
M5B 12 JHER £ T2 BRI, RBEERERE., B L OFE - M#E 2O B W RAER ORI
(R D AR 2 TV FREEERE, RERRER - ATENEE . B R AETEENESE 2 A A RN L T
X7 4y MR Y R % EED LR TERWGAIE, 5 ERIkT52 &, B56MG 12 HE%E
TORNEFTAMORE FAC IS & B Gk 2 1l L7288 Th - Th. EHMICHIMEREM 2170,
B Gk D RIS AT 5 2 L

10. BEEHKE. BiMERRLAREABRUVZTORNER
(BRFE Jo ONHPERFE T L oA~ — B AT 35 0F 2 Stk O HETTHn )
PR EAEAH - 201043 A 24 H
PR R ONRE « KEEE 14 &8 2 145 UKRIEGFH) onThicbizd Ly
e - hF, s - HEEER L
(L B —/MATIEBFIEIZ 31T 2 SR AVEE R O THH])
FRAAE RWmAAEHA B - 20224510 A 31 H
BREMFEONE : 17 3Y —2 UKRFHO—MEE R TITARETFHOWTIUTHFEE L)
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X. EEMNEIEICEYT SIER

1. BEEHM
BEJE N OV A JE T )V A~ — TR 35 1 2 i SR AE AR OO HEAT #171

7 V&7 bE 3mg + §E Smg 1 1999 45 10 1 8 H~2005 410 H 7 H :
7 U&7 MR 0.5% : 200143 A 15 H~2005410 H 7 A :
7 U7 D& 3mg + D&E bmg : 2004 -2 H 26 H~2005410 H 7 H :
7 U+t 7 hEE 10mg + DEE 10mg Y L
7V 7 FNRE Y —3mg * 5mg *+ 10mg  : %Y L
TUETRRITA YT 1% Y LN

LB —/IMABIEBHE |2 331 B FRENERE IR O L TH1 ]
7 V&7 MBE 3mg * $E Smg * HE 10mg : 201449 A 19 H~20184-9 H 18 H
7 U&7 MR 0.5% : 201449 A 19 H~201849 A 18 H
7 V%7 FDE 3mg + D& 5mg + D& 10mg : 201449 H 19 H~2018 49 H 18 H
7 V7 FRE Y —3mg * 5mg + 10mg : 201449 H 19 H~20184-9 A 18 H
TIVETENRITA YT 1% : 201449 A 19 H~20184-9 A 18 H

12. REHREFIRICE T H1FHR
AANE, #BH (DD IFHEG) HIRICET DHIRITED L TR,

87

S
SEE
T



X.

EEMEIRICEY SRR

13. &#Ea—F

R

RIS o — |

YJ 22— )

HOTO #1)&E &

JRZE T3 B A A e

LR by = —

Ve NERa—F

7'+t 7 kg 3mg
PTP 14T
PTP 28T
PTP140T

1190012F1026

101635201

1190 012F 1026

610432042

7 ')+t 7 kg 5mg
PTP 56T
PTP140T
»37 100T

1190012F2022

101636901

1190 012F 2022

610432043

7 ')+t 7 g 10mg
PTP 56T
PTP140T
/33 100T

1190012F5021

118231601

1190 012F 5021

620005908

7 )7 A% 0.5%
16.8g(0.6gx2x14)
56g(1gx2x28)
140g(1gx2x70)
100g

1190012C1020

113930301

1190 012C 1020

610453016

7Ytk D#E3mg
PTP 14T
PTP 28T
N7 100T
PTP140T

1190012F3029

116257801

1190 012F 3029

620001922

7Yt 7 b+ D%E5mg
PTP 56T
»37Z 100T
PTP140T

1190012F4025

116258501

1190 012F 4025

620001923

71+ 7 kD ft 10mg
PTP 56T
/35 100T
PTP140T

1190012F6028

118232301

1190 012F 6028

620005909

7Yt 7 rARE Y —3mg
14 &

1190012Q1027

119578101

1190 012Q 1027

621957801

7Yt 7 FARE ') —5mg
14 &

1190012Q2023

119579801

1190 012Q 2023

621957901

7t 7 rAREY —10mg
14 &

1190012Q3020

119580401

1190 012Q 3020

621958001

FUETrRS4209 7T 1%
8.4g (43l 0.3gX2X14)
28g (437 0.5g X 2X28)
70g (48 0.5gX 2% 70)
56g (430 1gX2X28)
100g

1190012R1022

122567901

1190 012R 1022

622256701
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14.
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XI. Xk

1. SIRX#R kSR E 5
1) AM BES : EEREEMN, 1998 5 26 (2) : 251-284 ART-0039
2) Homma A. et al. : Dement. Geriatr. Cogn. Disord., 2000 ; 11 (6) : 299-313 ART-0247
3) Homma A. et al. : Dement. Geriatr. Cogn. Disord., 2008 ; 25 (5) : 399-407 ART-1700
4) FENEEF: U —/MERIEREE 2 %t 5 & U 72 BRIR S T AERR (2014 4F 9 H 19 H7&GR, CTD2.7.6.1)

ART-2876
5) Mori E. et al. : Ann. Neurol., 2012 ; 72 (1) : 41-52 ART-2536
6) Ikeda M. et al. : Alzheimers Res. Ther., 2015 ; 7 (4) : 1-10 ART-2877
T AHERS - EEIKEHE, 1998 5 26 (2) : 145-164 ART-0034
8) K[ W5 : ERARFEAM, 1998 ; 26 (2) : 185-207 ART-0036
9) KM WS : EEKRFHM, 1998 ; 26 (2) : 209-231 ART-0037
10) SH=ERS @ BRIRFHMN, 1998 5 26 (2) : 233-250 ART-0038
11) ERIINFERS @ BRARA3EEE 2001 ; 4 (1) @ 81-99 ART-0485
12) HREEIER S ¢ BRIRFEME, 2000 ; 28 (1) : 97-126 ART-0313
13) Tanaka T. et al. : Psychogeriatric, 2008 ; 8 (3) : 114-123 ART-1819
14) AM WS : Geriatr. Med., 2009 ; 47 (8) : 1047-1059 ART-1970
15) IPEEENE &« JEEL Y50, 1998 5 26 (S) : S1277-S1282 ART-0011
16) [LVEEERE & ¢ SKEE L JR9E, 1998 5 26 (S) : S1283-S1294 ART-0012
17) IIPEEERE &« SEEL LR, 1998 ; 26 (S) : S1295-S1302 ART-0013
18) /MRS ¢ FKHL L VEHE, 1998 ; 26 (S) : S1303-S1311 ART-0014
19) /hAatERES - SEEE L IR0, 1998 5 26 (S) : S1313-S1320 ART-0015
20) Rogers S. L. et al. : Cholinergic Basis for Alzheimer Therapy,
1991 ; (Vol. 3) : 314-320 ART-0045
21) EANESS « 3SHEEE, 1999 ; 119 (2) : 101-113 ART-0001
22) Tiseo P. et al. : Br. J. Clin. Pharmacol., 1998 ; 46. (S.1) : 51-55 ART-0032
23) Tiseo P. et al. : Br. J. Clin. Pharmacol., 1998 ; 46. (S.1) : 56-60 ART-0033
24) A BN S B &N, 20115 71 (1) ¢ 144-151 ART-2357
25) MBS - K LA, 1998 ; 26 (S) : S1339-S1355 ART-0017
26) MHEF D - I LIEH, 1998 ; 26 (S) : S1379-S1390 ART-0020
27) FAFEES - KB LIRIE, 1998 ; 26 (S) : S1357-S1371 ART-0018
28) MIIFERE L - HEypEhRE, 2000 ; 15 (2) : 101-111 ART-0258
29) FEREH D - FKEE LA, 1998 ; 26 (S) : S1263-S1276 ART-0010
30) /NEFICAE S o JEBE L IRIE, 1998 ; 26 (S) : S1321-S1338 ART-0016
31) AEED - KPLLIRIE, 1998 ; 26 (S) : S1163-S1168 ART-0003
32) HHEIEDL : $KE LRI, 1998 ; 26 (S) : S1157-S1162 ART-0002
33) BOIEFRD : FEPELIRIE, 1998 ; 26 (S) : S1169-S1175 ART-0004
34) Auletta C. et al. : JEFL L 1A%, 1998 ; 26 (S) : S1177-S1195 ART-0005
35) Auletta C. et al. : 3EHL L IRJ%, 1998 ; 26 (S) : S1197-S1225 ART-0006
36) JIlO M« SKPE LR, 1998 ; 26 (S) : S1227-S1240 ART-0007
37) i =D EELL A, 1998 5 26 (S) : S1241-S1254 ART-0008
38) M D ¢ HKER L IRYR, 1998 ; 26 (S) : S1255-S1261 ART-0009

2. ZTDMDSEHEK
MMER L
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XI. 3Z2&H

1.

FHENETOHRFTIKR

R R~V ERHEIE 1996 4F 11 H 25 H 2K [E FDA TR A B L Tk, 2022 4F 1 HEFS T, 7L

A47~ﬂ®gfﬂ%$£fif@ BHYEIZ DWW T, 100 H[ELL ETHEIN TS, B, A
B o2hHE - WRKOHE - AEIZULTOLEEY THY | AETORBIRN E1TRR D,

[%hie - #hR]

[ 7N R—BEHER UL E—/MARREECS 1T 5 REAEEROLETINF

(AL - HE]

(7V %7 E3mg, 7V 7 iEBmg, 7V~ FE 10mg)

(77Ut FDEE3mg, 7 V&7 N DEESmg, 7 V&7 K DEE 10mg)

TV EZ FIREY —3mg, 7 V7 FAKRE Y —b5mg, 7V &7 FARE U —10mg)

(TILYINA T —BIZBENEIZ 5 1 5 FRENGEAE K D HEFTHIH)D

WHE L, BRANTIE FR_OAVEREE LT 1 H 1FE 3mg 6L, 1~2 HREZIC 5Smg ICH&E L,
ROBGT 5, BEOT VYA ~—RERFGERFITIX, dmg T 4 HFLL EREE, 10mg [ZH &
T 5, B, JERICE D EERET D,
(L E—/IMABIZRENGE (2 6 1T 2 EBEVESE K D HEFTHNHI)

WH . AL RROUVIERSE S LC 1 H 118 3mg 2L BtA L, 1~2 BM#ZIZ bmg (TR L, &
O#54%, 5mg T4 B ERGE%,. 10mg ([CHIET 5, 728, JERICE Y bmg £ THETE %,
B 5-B%A 12 R £ T BRIC, RAFSEERTE. $%&w%% S B B AR IR OREERSE 1T
LD HNERE A2 ATV RRANBERE. KSR - fTENRE A A TE BN ESE 2 B AVICEHE L TR
74ybﬁ9%7%£@5&%%1%ﬁwﬁéi\&5%¢¢#6;k0&5%%11@%%i1@
BWERHI OFERICEES T GG 2 Il L7256 Th > Th ., EMRICAEIMERHME 21TV, &5
ke D RIS 295 2 &

(%) (7Y v7 MR 0.5%)

(TILYINA I —BIEBENGEIZ 8 (T 5 FRENAEAE K D LEATHIHID

WE. RAICIE 1L B 1E0.6g OB L, 1~2 RI%ZIC 1.0g ITHEL, ROEET 5, %F@?
I oA = —RIERAE BT, 1.0g T 4 B Bz, 2.0g IZHET S, i, JERIC
HBET D,
(L E—/IMABIZBANE (2 6 1T 2 EBAVESE K D AEFTHNFI)

G PN 11H1E0@ﬁ%%#b 1~2 HE%IC 1.0g B L, ®#n&k59 5, 1.0g T4
LI R, 2.0g IZHET 5, Ak, ERICLY 1.0g T THRETE 2,
&5%%&2ﬁﬁ%if%aﬁ_\ DENFERERR AT, BBE R OFE - riEE ) D B R R OB
LD HNMEREM A ATV GRABERE, FEMERR - 1TENEE . B ATEEMES 2R A RICHIE L T3
T4y "YU R & BEL EHBITERWEEIT, &EETIET S 2 L, BE5BRLA 12 BR% E To
B IPEREAR DR R\ FE D S B Ak 2l L 72356 Th - Th, EMBICH IR AZ 1TV, &5
fkfGE D A5 21T 5 2 &y
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XI. &2&%#

TIVETFFITAvm 7 1%)

(TILYINA 7 —BIBEVEIZ 85 (T 5 FRENAEAE 4K D AT HIHD
HH L AL ROV S LT 1 B 1\ 3mg (KA 0.3g) OB L, 1~2 #M%IZ 5mg
(Kﬂ&@)K%%L\ﬁﬂ§5?éo%E®7wyﬂ47*@ﬁﬂﬁﬁﬁhi\%m(ﬁﬁaw)
4 ML ERRE%, 10mg (KA 1.0g) ([ZHWET 5, 7ok, fERICE 0 #EERET 5,

<bt—m%ﬂwﬂrlawéwﬂrrﬁ®L THIHD

WE ., AL R ORI S LT 1 B 18 3mg (KA 0.3g) »HBA L, 1~2 #%IZ bmg
(KA1 0.5g) ITHEL, ROEET 5, bmg (KK 0.5g) T4 HMLLERKE%E. 10mg (KH] 1.0g)
TR S, B, JERICE Y 5mg (KH 0.5g) * TRETE 5,

B G-BhG 12 % £ Ta BRI, Ratkiemd, B K OFE - Mi#EE 7 5 Bt RAER ORI
K DHIERHM A ATV, RREIBERE ., SR - TTENREE . B ARTREMESE 2R A AICEME L T
74y MRU R & B[RS LR TERWGAEIEL, BEERIET A2 L, 56 12 Hi% E TO
A W MERHT OfE AT S S Gk 2 Ml L7256 Th > Th . EHIICHIMFHE 21TV, &5
AR D B2 35 2 L

4 7 A | £ ¥ %
=t 4 Eisai
I 58 4 ARICEPT, ARICEPT ODT Aricept Tablets, Aricept Evess
FI - Bikg | Bmg XL 10mg D7 4 v Aa—T 4 VU TEER O OENRESE, 28mg 7 4V La—T ¢ v JHEX
FEFEAE H 199741 A 1997 44 A
ARICEPT is indicated for the treatment of ARICEPT tablets are indicated for the
S - dementia of the Alzheimer’s type. Efficacy has symptomatic treatment of mild to moderately
e been demonstrated in patients with mild, severe Alzheimer's dementia.
moderate, and severe Alzheimer’s disease.
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XI. 3Z2&H

daily dose of 5 mg for 4 to 6 weeks. A dose of 23 mg
per day should not be administered until patients
have been on a daily dose of 10 mg for at least 3
months.

[E4 TAUAD AF YA

ARICEPT should be taken in the evening, just Posology

prior to retiring. Adults/Elderly people

ARICEPT can be taken with or without food. Treatment is initiated at 5 mg/day (once-a-day

The ARICEPT 23 mg tablet should not be split, dosing). The 5 mg/day dose should be maintained

crushed, or chewed. for at least one month in order to allow the earliest

Allow ARICEPT ODT to dissolve on the tongue clinical responses to treatment to be assessed and

and follow with water. to allow steady-state concentrations of donepezil
hydrochloride to be achieved. Following a

Mild to Moderate Alzheimer’s Disease one-month clinical assessment of treatment at 5

The recommended starting dosage of ARICEPT is mg/day, the dose of ARICEPT can be increased to

5 mg administered once per day in the evening, 10 mg/day (once-a-day dosing). The maximum

just prior to retiring. The maximum recommended | recommended daily dose is 10 mg. Doses greater

dosage of ARICEPT in patients with mild to than 10 mg/day have not been studied in clinical

moderate Alzheimer's trials.

disease is 10 mg per day. A dose of 10 mg should Treatment should be initiated and supervised by a

not be administered until patients have been on a physician experienced in the diagnosis and

daily dose of 5 mg for 4 to 6 weeks. treatment of Alzheimer's dementia. Diagnosis
should be made according to accepted guidelines

Moderate to Severe Alzheimer’s Disease (e.g. DSM IV, ICD 10). Therapy with donepezil

The recommended starting dosage of ARICEPT is should only be started if a caregiver is available

5 mg administered once per day in the evening, who will regularly monitor drug intake for the

just prior to retiring. The maximum recommended | patient. Maintenance treatment can be continued

dosage of ARICEPT in patients with moderate to for as long as a therapeutic benefit for the patient

severe Alzheimer's exists. Therefore, the clinical benefit of donepezil

disease is 23 mg per day. A dose of 10 mg should should be reassessed on a regular basis.

FvE - B not be administered until patients have been on a Discontinuation should be considered when

evidence of a therapeutic effect is no longer
present. Individual response to donepezil cannot be
predicted.

Upon discontinuation of treatment, a gradual
abatement of the beneficial effects of ARICEPT is
seen.

Paediatric population
ARICEPT is not recommended for use in children
and adolescents below 18 years of age.

Patients with renal and hepatic impairment

A similar dose schedule can be followed for patients
with renal impairment, as clearance of donepezil
hydrochloride is not affected by this condition.

Due to possible increased exposure in mild to
moderate hepatic impairment (see section 5.2),
dose escalation should be performed according to
individual tolerability. There are no data for
patients with severe hepatic impairment.

Method of administration
ARICEPT should be taken orally, in the evening,
just prior to retiring.

¥ 28mg T4 AT —T ¢ UTEEE. T A Y DT 2010 4 8 AIZHE,
XX Bbmg - 10mg 7 A )V AT —T 4 U TEEDORFEN B Lz,
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TEI SATHENR LTV D FTREMED 8 2 2 MEITIT, TR COR SN fERMEE R 5 &l S 556
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7w MZ UG- FARVNUIERIE 2R AKG L L & AT~ BT 2 2 8B 6n TN D,

Sk
F—ANT7 VT DI B3
(An Australian categorisation of risk of drug use in pregnancy)
(2023 4 4 AF§R)

2E  FEOME

=2 NZ7 VT D4R

B 3 : Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the
significance of which is considered uncertain in humans.

(2) INRZFIZET 5iBSMER
ARFIZEB T DA CED 19.7 /NRZE ] OEOFLEIZLLTFTDO LB THh Y, KERMCEOFH & 1F
EFREETH D,
[ scE)
9.7 /NR

/INREEE G & LT BRRRBRIT M L Tuauy,

H LRI A
KERASGE Pediatric Use
(2018 4= 12 HHF) | The safety and effectiveness in pediatric patients have not been established.
M SmPC Paediatric Population
(2018 4F 5 HI# 1) | ARICEPT is not recommended for use in children and adolescents below 18
years of age.
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