* % 2024F9HET (BE4MR) BAEERRIEES
* 20235 AT (5530 87119
BF & EERF WiREY —3mg | WAREY —5mg | ARt Y —10mg
R - 35 ERES |22100AMX02091000|22100AMX02095000[22100AMX02096000
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2/ 4~ J alde | VB ST
®
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5.2 7L UNA v —BIRRANE R O L & —/METIFRAIE DAL O 72
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bhHEE

EN=110) %)

DEEICIFIRS LBV E)
XAZERY) D U FHBRI R LB BOE O BEEE O

HREERBICB L TARRIOEMEIIHR SN TV AL,
5.3 fiORAENRE & OERIZITICEET S &
(T IV INA I —BISBAIEIC B 1F D SRAMEREIR DE THIH)
5.4 RANZ. 7IVYNA v —BIERANE LB SN BEICOH

TEANVT 7 Lh) T b, REEHEF NI L TTH
AN LF NI LKA, HTF—Fv, FT v
KR, 7T B MY LK. FLEEHIL Y T A
K. ST FF U HREERIFL, TuL sy a
—)b. BERBILEFRAKT X, RVF . B REE
BV Y, Iy )=, NZY ¥

3.2 EFEIOMER

aNInAl

P 7Vt 7S 7S
e PERY Y —3mg | PERY Y —5mg | MARY U —10mg
FiliE PR U —#l
et B~ #HEeE
KBV AVLAXEDTPICEERICEWV DS 5.
pH 3.2~4.0
(k257 K)
A (e
Y
(BBROER)

705

(hiA» 5 R 72 [4)

1146

16 FHHAT

4. FHRENIFFHR
LY NA I —BIRAER T L E—IMFBIRAEICS TSR
FORERER DAESTHN]

5. MEERIFHRICEHET 2iFE

(ZhggtiE)

5.1 RHFNAB 7 IV INA < —BIERANE & O° L ¥ —/IMEBLERHDE D
JREEZ DL DODOETZIFIT 2 L VIHIFHEIXFE SN TR,

3. #A8% - R
3.1 #8mK RIS &,
s R AN TUET R AN
WAREY —3mg | WARYY —5mg | MARE Y —10mg
1E (10g) & (10g) & (10g)
BRES | RARYIVIERRE| N X RDIVIERRIE| N A Y VIR
3mg Smg 10mg

(L E—/MABYSRAE T 33 () B SRAIEREAR DA THIHI)

5.5 AANZ, RAVEREICHEEL. [17. BKEE] OEONE
ZDONWTHICHELZEMXIEZDEEDOT T, LE—/)
FRIERANED R Z AR ICE D | B ERBESLHRE
FIZR D L E—/IMERIGRAIE L 2 s . KA O AP #EY)
L ENBEICORMERT S &,

5.6 FHIEIR - TEIRE. 2RERERICN Y 2 KEFOFEZE
RSN TV, [17.1.3, 17.1.4, 17.2.15H]

6. FiENRURHEZ

(T IY NA <7 —BIRFEE I 8517 B SRANERER DETHIH
BEE. BRAICIE FAROVEREE U CLHLEBmg? 5 Fita
L. 1~2EE#ICSmgIcEE L, #OBET 5. GEOT
WINA 7 —BIRARERF 121E. SmgTAEMLL L@,
10mglcEET %5, b, ERICEVBEERET 2.

(L E—IIMFBYERANE T 3313 B SRANAEREAR DIEF T
EE. BAITIE R A RYIERRIEE U TIHLERBmg? 5FtE L.
1~ BRI 5mg I B U, @857 5. Smg AL L
B\, 10mgIcBET 5. 4B, FERICEVSMgE CRETZ 5,
BERRI12EREG E TEERIC, RAKERE, BERUR
% - NHEE D S BMEEROBEREIC X 2B EEHE = 1T
RAMAE. FBRER - TBREE. HEEAGHFFZRENIC
T L TARR T 4w WY R % EES EHEITE L WVIGA
3 ®BEzHibd 52 &, BREMMKIZERE T TORMIERT
MOFRERICED S\ EMGE T HMT LI-BETH>TH, EH
AR 21TV RSO S 2 Hld 5 &

7. FBERURAZCEET 5FR

7.1 3mg,/ AESIIEMHE TIE AL HLBRREWERHORE %2
Mz 25EMNZOT, JRAE LTI~ LERZ8BATHERALZ N &,

7.2 10mg,/ HIZEET 2581, HLBRREERICER LD
LH5TAHIE,

7.3 EEEEY, FEZEOEHOL ETHRETHI L,



8. EEREANIER

8.1 LY —/MEARIZBANETIZ. HEEFBHENSHIRESNS, &
HVITEYABEAET ZREEOHANKRELET 2HA.
RAOEEICED, #ENEREBCORRENE E 2HERA
WHOLENTVWAZENSH, BEWERIBITLEVEIIEE
ATV RIS UTHE U H k72 S#t) 2 E %
T5o2 &, [11.1.62M]

8.2 EMAMICERAMAERELITOSBEORBLMR L. KA
BETHRPED 6N VIEE, BREFEELENT L,

83 o7 FINI) YT AT T —YHEEREET HRZE
(Hovy3I%) LHALENT &

8.4 7ILIYNA v —BIERANER 'L —/MEBIERAIECIX. B
BEOEESEORMIRIERE N PMET T 2 8EESH 2, .
KENCKD, BEEE, oFn, BRRENPbobNs &N
HBHDT. BEHEDEREREIEE D BMOBIEICHEE L
WEDBEZIHAICHBET S L,

9. HEDERZEIHEEICHT IR
9.1 GHHE - BIIEEEDH B EE
*9.1.1 iRER (DEERE. RIRE. DEES) 2859 5EE.
EREEE (BHVUYLMES) DH3ESE
QTZEER. DEHM (Torsade de pointesz&Tr). DEFME.
TAARSREER, WEL SERK. D7ay s (AE7av 7,
BE7uvr) ERHobnbZ D55, [11.1.150E]
9.1.2 AT EIRE. DBEARUVEEESHICEBREED LR
BEDHDEE
MR EERIC K DIRIRD 5 W IFAREIR % 42 2 9 AT REME:
W5,
A3 HEEEBEOBEEDSH B EE
BB W ORER CHLEES OEEIC K D IHEEEEE
b€ BTTREEDY B 5o
.4 [REZHBEXR SRR EMEBRORTEDS 2 EE
REZFEHOIGER O E MR 3 WO TTHEIC & DIERD
BALT AW REMEN D 5.
1.5 SHASNBEE (N—F VY UK. N—F Y VEIRESE)
DHBEE
MERDTY) V2R ETIET 52 L1000, EEREFHRX
BT SR D 5.
.5 11E
TR ST R L T W A ATHEE D b 2 I, WETOHR
epsfEltE 2 EE 5 KM SN BEEICoR 5T D L,
FYER (5 v FMEOI0mg/kg) THARORD . JLE R
EOHEIME CEREEOHIMMEIPSRE SN TS,

9.6 =AW
BERLOBFEREROBARBEORREZER L. HA O
Iz e g 2 2 Lo

T v MIUC- FARDUEBIEEZ RO/ EG Lz & &, FITHA
BITT 2 EPROENT NS,

9.7 INR
NREZ R E U BRABIIER L TWha,

10. 18E{FRA
KAENZ, E& U TEYMRBBERCYPIA4R U —HCYP2D6T
REfesns, [16.42H]

10.2 HAER (HAICERTS L)

A% BRARRER - SEESE | BT - BRET
AFH A b= LAEAL| AR E A 2 R 2 | 6 A SR A O i o i
KA RSP H %, AR EF & R

BATREMEN D %o

*

*
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"

HHIAE

BEARIER - SEETTE

WP - fERRE T

Y U ERVER
7rEFIay sE(L
L7}
AT a =7 Lt
L7}

Ry 3 a—)LEE
a) I AFI—FYH
EH

7R = AE{L

L7}

IAF T I VR

YY) RAFZIVE

HAEMERBER 2 &
a2 R ER R
SNATREMEDN D o

KElEEBICTY >
EBIEDIER X 71 =
ALEH LTINS,

(=7

IFAFT I

CYP3AFHZEH] KREORFWEHEEL., |[HHAEFAOF 7o

A FaFV—L  |[ERZERES S AEEE| —LP450 (CYP3A4)

T)AuavA % |ENH 5B, FHEMERIZE %0

TaET)TF Ay

JUERYE

AANTITT4)

=V U RRERIE KA BREHIOF F 0

% — LP450 (CYP2D6)
FHEMERICE 5.

NN EE KEORHWEEEL., |[FHEFOF ~ 7o

FEHFRXE Ve % B35 S ¥ S AT HE| — L P450 (CYP3A4)

PN N WD B, DFHEIZE D,

T )NILEY =)
V77 oY UE

R ) A
MIANFTT =Y
IVIEERIE
YaASF UIgHEE
YR T U IERRIES

7huEryRgay v

Al
TFILAIRT IV
2t
7 b o EiEEE K
M

AElEH Y VAHNEE
WIZFH L. #hEh
DRREFFF S ST
BN D B0

KAl CH ) AHO
TERA . HEICH
ER:E

FEAT UL FHEIHZHE
T Al

RS-} %4 el p)
REMED B 20

a9 YROMRMIEIC K
D BB WS EES
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. ElfER

ROBEWERADH5ONHENHZDT, BEZTITITITVL,
BErPROONTZEEICEKRE2HIET 5742 CEYZNEZ

Tr2 &,

1.1 EXBEWER
*11.1.1 QTEZER (0.1~1%K). (DESEH (Torsade de
pointesZZ V) . (DEME). ATRERSE. BEL. SER
Ik (FHEARHE), 0DI70v7 (AEZ7OvI. BEJOY
J). K (£0.1~1%HK)
IMEILICER ZEHH 3, [9.1.121]
11.1.2 DEREE. DAL (£0.1%KH)
MN.1.3 EEEER (8 - TZEEER) (0.1%ki#). +28
IEESEFL (BERE). EEEEHm (0.1%KiH)
RAO2) VEEERICE 2 BB WKROHELEES D2
& o CHILEEE (B - +2HEBEE) . +HEBEEEL.
HILERIAH 5bNE T END B,
1M.1.4 FFR HERH). FFEEEREES (0.1~1%KiH). BB

(BHEEARBA)

11.1.5 BMSME (TADA. TRZ) (0.1~1%KH). R,
RMERE (£0.1%K1H)



11.1.6 $HANBEE (7 )L\« < —BIEREME : 0.1~ 1%k,
L & —/MABIERAIRE © 9.5%)

BE), EHEAH., DAFAVT. VAT, BB AEE
EE, BITRE. LRAEE, SERESOHENABRENSH
5bNBHIENDHBH. [8. 1]

11.1.7 BEREE (Syndrome malin) (0. 1%5K)
MERER, WEOHRA. WNRE, HR. MEOLH, *
TEPHEBEL, TSI ESHRERBADSLONDHEEE. BE
EHIEL, AL K- EREEESOLGEHE L LICH
PREZITS Lo AERERICIE. BIMROMEMS MF
CKOEFRMHOENDZENEZL, Fow IFTUEVRERE
IBREDER TP ALNEZ EDDH S,

11.1.8 HEIUARRUARAE (SHRERER)

HARE. B CKER, mMPEVRFIF oy L%
DHoONIHEICE., BHEEZFIL, BULLEBZITS 2 &,
Fo, BERHEAEIC L 2 B EEREOREICERT 52 L.

11.1.9 [FIREEZE (0.1%KiH)

11.1.10 S4B (0.1%K1)

11.1.11 2UEEZE (0.1%KH)

11.1.12 FEETEEDEARTE (0.1%HKi)

11.1.13 MRS (0. 1%K1)

11.2 Z0fthDEIER

1~3%KM | 0.1~1%KM | 0.1%KM | SHELRH

BHE FIE, R

HILER BAHCNR. U8R, (ER. TN E
N1 R R kLS
il

TR HE, AMELRY ERF=TTE
iR, R, BR|E. 287,
M. OE. RE|ERE.
. AR, A

. ZH. 115
O, MRS

L

AR - R PR, PREE. BE|EE
R R HFL

liigi4 LDH. AST.
ALT. y-GTP.
Al-PD EF

TEERER BiE MEEF. IDE A
MEMRT. £=
LEREARE NI
ZEEES N

UAPR &5 BUN® k&, FREA
PRIEE, HAIR

QiR BRI AN
<~ b7 Uy ME
. Bl

Z DAt CK. oV X\ HEALHE. [¥7F. HE
FTa—)by bUB IR M FRE. SR
R4 AN e e
7I7—E, R
7I7—tot
7.BEE ©
<& EEL
. (RERD

FRBEIL, BERUCHEEDO T LY NA < —BERARE AR
B TORKRBREOCHEABERE. SEOTILYNA Y —
BISRAIRE R O L ¥ —/IMERUERAIAE AR IR & T D ER IR FBR D
RebbETHEH L.

13. BEHRS

13.1 IR
2 YIAT I -EHEROBEBBRG IEELIES. B,
VRBE. FETF. MRAR. RIME. FRIRITG]. REAE. REEE R OVHE
Foa) YREVERZFISECITAREEYH 5. HHSIOHF
HBELH D, HEHOMBICLOATICESZZ LD VG,

_3_

13.2 A0E&
7 buCURBEAKM O &S 23T I R ) VAINAE
AloBERGOMERE LTHEHATE 2, 7 b U iikiE
KA DL.0~2.0mg R GE L LTHEL. BRRIGIC
HEOWTZOROHAEZRD 5. 10TV EEHZETIIART
VEZILRIAY VAIEHA LGS MERCDEEAS
AREIC LD ENRESN TV S,

14. BALODEFER

14.1 FHRIZMAHFOER

14.1.1 [RAOERNICT VI R2HAFT 2 L5 ET 2L (E
BEPBILICK DSBS NDEZENDHB).

14.1.2 AEEHhy PTERALAEVWESIEET S &,

14.1.3 RAZBIZ7-DMOBFHRIBLELZ TRELEZVED
BT B L,

14.1.4 NEREOFOEDPZVWEIAIRETSHEOEETSH
Eo

14.2 EFRNESHOER

14.2.1 FIRFADOARIER S5 Z &,

14.2.2 KFNE A Y TADOX Y —8EITHD . AT -V ETH
BLRTVAESICLTRASES 2 &,

14.2.3 h v THERIITEZ ALZTESLICRASE S 2 &,

15. ZDMDER
15.1 BRERERICE DK 153
SLENZHB VT, NINDS-AIRENGS Wi E#E 12 &5 U 7z i &
RAEE (KBS IENRAR) CshicBE2zRR (7
IVYNA v —BIRRANE L BT S N7z BEIRRIL) 1c6h AR
T AN BRERS _EERRMSHBESER SN, BIO
RO TRIT FARIIVERIESmgE1.0% (2/19861). F
IRV IVAEBIE1I0mERE2.4% (5/20661) KRUTFwARE3.5
% (7/19961) TdH -7z,
2EEORBOIETRIL R AR )VIEFEIESmgRE] . 9% (4/208
Bl) . RAROVEBEIOmgEE].4% (3/21561) RUOT I+
ARE£0.5% (1/193f1) TH-o7z. IBEOREBOIETRIZ N
IRVIVEBIESMgEEL. 7% (11/648%1) KU TZ 1 KRE0%
(0/326f]) Ta D MBI ICHETZNLEREN A BNz, &
B, 3HBEADELIETRIE P ARV IVIERE Gmghk®
10mg) B1.7%. 7Tt RBEL 1% TH 727, HEt¥ENLE
BZEI ol
15.2 FEERAREHERICE D < 1ER
BMER ((X) T, r¥3I2 - XML EY — LFREEY
ERY NV E Y — VR RIC RARDIVIERRIEZ 5 L 72
Be. NSNS S bNATICE > EOHENH S,

16. F4ENRE
16.1 MoEE
16.1.1 BOigs

BEBMAZFEMHRIC, FEAZGRETREEROKS L&
OFHIMEFBEHREBEZRUR L2, BEIMEFEE (Cnax)
R OMmEE R E — iR TEE (AUC) 13REE0HEMNIC
RIELTEL -7z SmgXId10mgH AR5 H I B 1) 55
BHE)ST A — 7 ZRITN LT,



(ng/mL)

35 -

-—e—— 10mg
30 L -—o—- 8mg®
-—-8-— 1 Oomg
i r{rI e Aeeeees  Omg )
45 25 - o : lng®
rh
F‘ |
20 i
~
3 L
v L
¥ 15
B orta
«ﬂ“»; 10 F \\§
~

i3 | ‘K % LN

5L B \\é\ i‘\\\

\m\,&};\\\ 11\\
N Aeea B R =
ol &E—T——= e S N —
0 24 48 72 96 120 144 168

e (hr)

(BB FICHER RS L7 & & 0P mighiEEHs
(8EA)
(Mean*S.E., n=6)

R ASFIC5mg I 10mgHEEIROHRE L - BEOZEY B ke
8T A =% ($EF])

?QE}% Cmax tmax AUC ti2 CL/F
(ng/mL) (hr) | (ng-hr/mL)| (hr) |(L/hr/kg)

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

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

CL/F: 87V T7I VR (Mean+S.D., n=6)
BEBMASTEHRIC, 7)1 7 NHREY —5mg. $E5mg
ERRETROEORSE L & EOFHMEFREHER IR
EBOTHoT,

(ng/mL)
20 -
—o—  §bmg
seyr 8o S WIRE) —5ng
10 +

{

FEREMSELS T UV BEE

08— 21 a8 72 9% 1w 14 168
I ] hr

R A BT ICHIRE Y —5Smg Rk O'$ESmg % B AR %5 L

7o & & O MR EHER

(Mean+S.D., n=9)

REMRAS IS mg B EREORE LI BOENEHE/ ST X -5
(RARE ) — AT OSEA)

&55 Cmax tmax AUCO*I&S ti2
- (ng/mL) (hr) (ng - hr/mL) | (hr)
) 12.70 3.0 4427 62.2
»El —
RIREY=SmE | 300 | (2.04.0) | +102.8 +4.9
. 12.25 2.0 433.4 64.3
FEoMmE +4.13 | (2.0-3.0) | +107.4 +12.7

(Mean=S.D.. 7272 Utmaxld FOME (R/ME-FAME). n=9)
RN PBF 2 RICEM U 7 =R E SR O R .
#E3mgEMRY Y —3mg (84). #ESmgEMARE Y —5mg (9
B) FENTNENZNNCFRFETH D ENVMHERS NI e,
MARE Y —10mgl3#E10mg & EMHENICRF L Ap ST,

16.1.2 RIEEXS
BB T2 MRS, $EFISmgX138mg™ 21 H 1114 H
REROREG Lz, RITRT &3 I0. REBRSHOIMEEFE
BIXHSH%O2AMTERREBIGEL. BREED 2 WVIXAERN
BRI E (LI WwWEE L SN,

(ng/mL)
60

9 11 13 15 17 19 21 23 25
| (day)

(R SE T 125mg Xd8mg™ % | H 1 [E]14H B R 2 5
L7z & O MEFBEREY (584
(Mean=S.E., n=6)

16.2 ORUN

16.2.1 BEDHE
BERASB T 2RI ZIET BEOFEZ5E2mg™ ©
MET LR, BRSO M B E IR & 12 ITR
THBERL. BREICKS2HBIIRDoNEDI ST,

16.3 10
In vitroFABRIZB VT, & MMEEREERIIB.9%TH D .
in vivoCOIMIEEABEEHRIZ2.6% TH -7,

16.4 {4
FERBFRBEEIN-TT L FURIETH D IRV TO-
A FILERIEE ZNICkE 77 a v BiaaRIETH 5 &
EZ2 6N,
N-Ft 7 )V F ALK& FE E L TCYP3A4AS, F 72 O-fii £
FIALRIBIZIEZEE LTCYP2DONEE L TWAZ &R
aniV, [10.2088]

16.5 HEt
BEERAB T2 RICH2mg® 2 BEROKS L& &, &
5#%7HEE CICRPICHRt S N7z RE U KIZ RSB D9.4%
ThHD, REMEEDSE29.6%TH>7. Tiz0 10mgd
HEROHRSE. IHE X CICHBt s hi- RELEIZRS T
10.6%. EHTL.7%TH > 7o REMAROREMZEETL
7o PRHPEEIERIZ35.9% TH D . EHHRERIZB. 4% TH -7z,

16.6 HEDERZFIDEE

16.6.1 BiREESEE
B E R E 2 MRICH Mg 2 AR ORE L7z & & 0%
MELISTA—F 1213, BREADOZENEFRERZIITRD SN
ol BEAT—).

16.6.2 FHEREREZSEE
T2 — VA B & RICHESmg & AR OS5 L /-
EEOREMFE/NT X — 5 ITBRERA L B L CHRREE
DCnaxW 1 AMEBL BEREDVRD SNIZH, fD/8T X —%
ICEBZIRD NG -72Y BEAT—%),

16.6.3 SE
i A RIS 2mg ™ & B AR O S Uiz & & 0EYEhRE <
T A—FIEERA & B LT, AR SEERICE
FL7H, Coaxs tnax XFAUCICEB R ZITRD 5N P07,



F) ARAERUCHEIZ. TUYNA v —BERANETIE 8
F. B B3 ARULEREE & LCLALEBmg 5B L.
1~2EM#ZICSmgIC R L, BO/ET 5. mEOTILYN
4 < —BIRRAMERE 11X, SmgTHERM D ERFBE%. 10mglc
HWEIT D, 58, BRICEKDEERET 2.1, LE—/MER
REPETIE BE. AR FARVUVERRIEE LCIHLE
3mgh HRAE L. 1~ 2 EE&ZICSmgIcEE L. ROKET 5.
SmgTAERLL EiEE. 10mgIcEET 5. B, FERICK
DSMEgE THETE %.] Thb.

17. BRERREIE

17.1 BHMERURLEICET 5HE%R

(BERUPEEDT LY I\A I —BIER5E)

17.1.1 BASE ME5R
BEROHEZED 7 VY NA v —BIERHIE B 268 % MR
27 V7 MESmg (Bmg/ H% LEMBES%, Smg/ H%
BAERE) 37T R E24ARES T 5 ZEEREER
BRAEm L.
BRI FEREM I B\ TomgRtix 7S L RBEE B L
THERICBN TV, [2E] D Eo#&135mgBEl7%. 7
T AREEI3%. [BEEL] DUTOHEIE5mgiEl7%. 75
Y AREEA3% TH > Tz,

A e A B FRRE KT

| AL I LA
e g | O e | " m | m | pe | T
1% 1 19 40 36 15 4 0 1
sme [ % |0 [Ge) G4 G0 Gy @ 0 T 16
X453 % (17) (34) | (31) (17)
1% 1 13 10 40 21 21 5 1
Foex % T TG ) [ Gey (o) [0y @ ] 112
OO @3

FRAIHERE 2 FHE 9 5 ADAS-JcogB R DRERZ L 2 RITRT
(RAEBRITHTR  20561) o R SFMREE & DB REDFI T,
B51200% & OSmgB#EN 7 T L R E M L CER L MED
RO oMz, EEBEOSMgH & 7T RBEORERTEROZEL
BOEII2.H4EHTH T,

ADAS-Jcog DHERFZAL

Bl R 0ED» 5 DELE™! 2t DR
A FHE+S.E. (n) SR
i Smg | —3.03+0.47 (106) -
F54R | —0.84%+0.50 (101) 2.19
. Smg | —3.07£0.50 (%) -
248 Z51R | —0.11£0.56 (86) 2.9
=40 5mg —2.70+0.48 (107) —
s F54R | —0.2620.52 (98) 2.44

(v 4 F AHEIHEEZTT )
EAEEFHERE TH HCDROERE(L 2 RITRT (BAEAENT
R 1 228(5) . $EBAIARE E DB REDO TR, BE1LEE
K 05mgEEN T T AR E L L AR RSB RO s i,

CDR&FTHEDOZEE(L

Bl . 0iAA» 5 0E(E" | BLBORRHE
535 FHE£S.E. (n) gz
o Smg | —0.12%0.08 (113) -

= F5€x | 0.23+0.10 (109) 0.35

N 5mg —0.14+0.13 (104) -
248 Z5%A& | 0.7240.17 (95) 0.86
s Smg | —0.10%0.12 (116) -
it ZF5%®& | 0.7540.15 (112) 0.85

(Z A FAERIHEEZTRT )

1 [FAMERHOM] — [0EDfE]

¥2: [T ARBOED S DEBOFHE] — [SmgBtD0@E 5D
Z{t 8D F15{E]

X3 RAERFIIRAI S UCQARR ORI & LA, Ak - BEFIc S »T
13, 12BN EOIREN B BIFEORAET — 5 R EHOMRE Lz,

(BEDT LY IN\A < —BISBHE)

17.1.2 EIREE T 4E545R
BEOT VY NA < —RIBAIRERE 30261 2 HRIc T Y€ 7
~$El0mg (3mg HZ2AM#H 5%, Smg/ Hz4EEHR S,
XWTl0mg/Hz18EM#%5). Smg (3mg, H % 2K
5%, Smg/H#Z2LEMKE) 37T RE24EELE5T
5 _EHEMRILBRB T ERE L .
CIBIC plus (&R RERHE) 125V Tl0mghfid 7 Z
TARBEHE L CERICENT W (RIS« 28741) .

& OCIBIC plus
fE | EH B B W | HE

o NN = &E
f 5 | 5 e | ™% me | B e | e | BT
10m k3 0 7 35 20 19 9 0 0 %0
8% (o T® ey @en]an] ©
5m k3 0 4 27 26 30 9 0 0 %
¢ % T @leenlen]© oo
T EE | 0 | 6 |18 30 |3 | 1111
7T 0 | ) ey | Goy | Gy [ W W]
RAEE R M T HSIBASOBRKBOELBESICRT
(BAHITRR © 288001) o $SRIMARS & DIBAEOTHI T,
Smght. 10mgBEZNZN. 6.78. 9.08THD. T K
BEE [l OB A IES R 5 h 1,
BAREE* DSTB
) R G G
b SELS.E. () RS
10mg 4.7+1.1 (92) 9.0
5mg 2.5£1.0 (95) 6.7
TSR —4.2+1.0 (101) -

(75 AMEEHEETRT )
1 RAEEREIIRANE U C2ABROFHE & L7z, Wik - BRSOV
Th, AT -5 ERIFOHRE L1,
%2 [BAEDfE] — [OEOfE]
%3 [BERESHOGED? S OZ(LEDOFHEE] — (75 REOGED S
DOEALEDFHE]
(L E—IJMABUERAE)
17.1.3 EIRE T 4855%
L E—/MABIZRAMERE (MMSES A : 10801 E2655LIF)
14061 25t 7 VU £ 7 M ElOmg (3mg,/H 2 2ER 5% .
5mg,/ H#z4GBERES. R\ Tlomg,/ H#6E/M%S). S5mg
(3mg,/ H%2EMES%. 5Smg,/H%ZI0E”ES). 3mgX
77 AR % 2ERES T 2 —EEmERHREEm L.
AR RAER % FHEi 9 A CIBIC plusicB W T, 3mghf. 5mg
B 10mgBHIVL NS T T RBEE B L TAERICEN TV,

& O CIBIC plus

E[EW | | BE | __ | BE E0 |, _

f5 s | 5w | ™7 | me | B e | B

10m ik 1 3 13 8 1 0 0 %
8o T A 0 TG T @ 0 0

5m ik 5 5 10 4 2 2 0 2%
& 7o T8 18 | Ge) | | () ()

3m ik 1 5 14 6 1 0 1 2%
Eln T @ lagleoen| @ o @

_ | B 0 1 8 5 10 3 0

77 T T Tee |Gy 6o Tan o | ¥

A EE 2 I T AMMSEB RO RKEOEILED /IR

BEDEIL, 3mght. Smght. 10mglEh£nl. 8=, 4.1
M, 2.8HTHD, 2TCOBTT IS RBEEHBLTEER
WEATD SNz,



BA R OMMSE

. 0D 5 DE(LE® ZA b8 OB ik
FHE+S.D. (n) Py
10mg 2.3+3.2 (30) 2.8
5mg 3.5+3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
75t R —0.6%2.7 (28) -

REER - ITBRED S 5K,

(77 AE3HEETRT )

PRI RER B 2 R T 5

NPI2BEHOBKREBEOEIED T Tt REEE DI, 3mghf.
SmgBt. 10mgBEZNEN—2.45, —3.65. —5.25TH D,
SmgEf, I0mgB T/ I RBEL B L THERRNEIRD
5Nz,
AL ONPI-2
e 0D & OE(LE™ Z(LE OB B
HEE FHEES.D. () Tz
10mg —5.1%£4.6 (31) 5.2
Smg —3.4%3.9 (30) —3.6
3mg —2.2%6.1 (30) —2.4
75t R 0.2£4.0 (28) -

RABRIIRBNHBR CH D . EEIHMAEEE IZERE T,
HEE - HREBOBREOZEMELHEL T2V, [5.6

2]

(¥ A FAERIHEEZRT )

17.1.4 EASE MEEER

LY —/IMARIER

FRERE (MMSERSH @ 105 ELE2655LLF)

FR

14261 % HRI27 ) £ 7 MEI0mg (3mg,/ H & 2EmE5 .
Smg,/ H % 4EE#HS. ®WTlomg/ H46ERMES) . 5mg
(3mg,/ B % BERE 5%, 5mg/ H# 0ERRSE) ST

tAZ2AMKRS T 2 “EE BBz EE L7z,

A REZ FHTi 9 2 MMSEB R ORKBEOE(LED T 7R

BEEOZEIE, Smghf. 10mgBtz N Z2h0.85. 1.6 TH V.
1I0mgB /oL RBEHE L TERAUEFPRD 5N,

BALRF O MMSE

e R O 5 DEA(LE™ ZArEO# R HE
FHEES.E. (n) g
10mg 2.2%0.4 (49) 1.6
5mg 1.4£0.5 (43) 0.8
7R 0.6£0.5 (44) -

FBRER - ATHEREED S 50K,
NPI-28 ORI DOZLE T,

(7o A EIREZRT )

AR REA ) 2 5 5
Smg#f. 10mgtE iz

TR ARBEEOMICEREIRO NG 5T,

BALR ONPI-2

e B O & OE(LE® ZAbE O R HEs
SEEES.E. (n) Sz
10mg —2.8£0.5 (49) —0.7
5mg —1.8+0.6 (45) 0.4
7ot R —2.1%+0.6 (44) -

¥ EAERIERAIE U CI2BROFFM & L7z, Hik - BEFIco v

(FA FAEIHEZEZTRT )

Tk BT —y 2@BIToNGE Uiz,
%2 [BfofE] — [0EOfE]
%3 [BREHOGEDY S5 DELBEDOFEE] — [ RBEOGEDS

DELBDFI{E]
FRAIMERERETE . REHRER - ITEIEE OMERIC

NV R Gl E S

g BARBOENEN T T RICHBELTERTWD VS
MEEREIRE S TR WY, [5.650]
17.2 REARFTERES

17.2.1 LE—IVFRISRAE RS Z xR & UTcERELERTTE

BRAREHER
L —/IMEALER

FIERE (MMSE /85 1 108 E26:85LF)

ZXRIC, AAIIOmg (3mg HZ=2EME 5%, Smg/ H%E

LGEME S, RV T10mg,/ B X EREESmg, H % 68
5) X3 7o & 12BREET 5080 (ZEERETS I
AAHR) & WEBEZET Lo WBE AR 10mg (BN
ARFENFETIZI0mg, H T BEERSmg,/ H, EH7 7 &R
BCl33mg HELEMZS5%. Smg/ HE4ERES., €0
#%1310mg,/ H X \3EERSMg,H) %48ERH 59 2 ikt
W5 (GEEMIERR) » 5 74 2 MR TR R % EiE
U7zo BB TIRLI0BNCARIE T T AP EESh, X
EEMHEIEE T d 51685 T 2 B ALETHE R O 2 A% ER FRAEIR
(CIBIC plus #&&Hl) OAMICBNT, TIRBEER
BB OBICERZERD o NG o7z (p=0.408. 21ER
Wilcoxon #7E. AT OAEKEIZERE 0.046).

FBAEHEEE O CIBIC plus

HE| EH B B e

o g | O w8 | me | B | B
B35 1 10 22 17 19 5 0
ATy T T e Ty e | o] ™

_ NRLES 0 6 18 32 14 5 1
TR oy e e Ty T asy @ a7

B, BEHGBRETOLROE S T OWEBMICB T 2 RikaE
fifiRs D 2 EE AREIR (CIBIC plus M &EaHM) OafmIEEIT
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BAFHIiRF O CIBIC plus (XJROBHA)

ey e L bt e R
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L S5 FE| 0 3 4 13 4 1 0 25
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Eile

143BIAMREHZT T L. £D 55 13962 ke S8 ICH
TU. 105BI ki 5l 252 T L. BIREHEIEE T %
R GRBI R OkRR 5 8) IS5 2MMSEDN—
ATA YR EDEEDHERITROEBY Tho7z.

o7 LABE (REGER S AAILS)
34 -t A

4y + 52 (LS Mean Change+SE)

o

#

038 638 1238 2438 3638 4838 60 3

B eI 510
e

75 RBIE1 2B 5 AA3mg/ H. 1484 55mg/H. 18855
10mg/BH#5 %8 (Smg/ HAOBMER). HE58. B 58
EHEOREFEREZRTE L. MMSEOR—25 14 Y ERVPAZ )
—= OB tEELER L L/-MMRM (Mixed Model for
Repeated Measures). Ho##ESIIEME S Lz,

FAHMRE QABHI X ORI 5 ) 1251 2MMSED R —
RAFA VP DEEDHER

AREBETIE. 2RERERICNT 2EFOEMNEDS TR
ICHE L TENTWD & WS MERERFHIAERE S 11T W72,
[5.6208]



18. FZhEIE

18.1 {EFAER
T IV INA 7 —BIERHIRE R 'L ¥ —/IMARIERAIE Tl M
U U NEBEMREROBEE LBENROONT VD, REIL, 7
tFravry (ACh) =09 2BRTHLTETFILIY VT
27 F—+ (AChE) ZRMAICHET 5 LICKVMAACH
BEREMSE, WA B MEREIRIET 571,

18.2 AChEREEERNU'AChEICH I %R
In vitro TOAChEHZEER DICofEIZ6.7nmol /L TH . 7
FULay ry 277 —EHEEEHADICEIX7,400nmol /L
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M AEE R E N ET L (RRIFRRE ORI
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D ZEREWEERET LY,

19. BAMHSICREY B E(EFHAR

—f4 ¢ RARRUIVIERIE (Donepezil Hydrochloride)

{24 : (2RS)-2-[(1-Benzylpiperidin-4-yl) methyl]
-5,6-dimethoxy-2,3-dihydro-1/7-inden-1-one
monohydrochloride

373 1 CeHoNOs - HCI

F& 1 415.95
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