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EEODH 5 EE
3. #HR% - B
3.1 #8rk
Wiseg | F ST KA VIR RS LR
7% \gg3mg YD)  |#85mg [YD]  |10mg [YDJ
18Ed, RRARD|1gEH, RV |18, RRRIL
AR | empieame |\ HEBESmg (%8R 1Omg
tilo—RZ, bY|EILO—Z, bY|ELET—X, FTE

EowayyFrs
. D-wr=
F—Jl, B RoF
y7ue¥it i
o—XZ, ®KrA
B, 277U V&
Mg. & 7o X
u—R., @Bksry
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s VT, A
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A, BltFr . <
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7. ZZEesk.
JLFNary

3.2 EFIOHIX

W4 R A RYIVIERRIE | R X RO IVIERRIE | R ARV VGRS
PP l4#3mg [YD]  |$85mg [YD]  |$£10mg [YD)
HEOT 4 LVAHGBD 7 1)L A |FEBEORHEEIRR
MR- A |2—T 4 78 |a—T 1 T8 | ADT 4 VLI—
T4 VT
YD YD !ﬁ@
840 841 B2
" Q@ | ®
= = —
[EKES #6.1mm #97.1mm #98.6mm
Ex #3mm #93.6mm #94.5mm
HE 90mg 150mg 280mg
WAl — K YD&40 YD841 YD&42
4. FEENXIFHR
ZILYNA I —BISBAER UL E—IMABISRAEIC BT D
SRAEREAR DAETHIHI
5. 3EEN FRIRICEHET 5ER
(heEHIE)

5.1 ARFIBTILIYNA T

5.2

— HzH

BUERHAIRE R O L ¥ —/MABIERAIE
DREZDOHDODOETEZMHIT S L VHHEIXFESNT
V7L,

T NA <7 —BIFRAE KX O L & —/MEBERAE DL O

RAVEMRBICB L TAR ORI S T,

(1)

5.3 fiORAREER & OERIZKICEET S L.
(7 1LY INA < —BISRAMEIC S 1F B ERENAEAEIR DHEFTHNHI)
5.4 RBHNZ. 7IULINA v —RIBBAEE S S N7 BEICO
AHEMTHZ &,
(L E—AFBISBANNE C 8 |F B SRANEEAEIA DMEFTHNE
*5.5 KA, FRANEREBICKEEL. [17. BBRBHE] oEON
BIZOWTHFICHEB LB XIEZDOEED T, L
Y —/MARIZRAE D B RS Wi B ¥ Ic B D & W) iEik
BIEPREZFICE D LY —/MERIZEANE & B S h. K
HOBEHAET &K SN - BHEICOAMERT S &,
*5.6 FEHNEIR - [TEIEE. 2RERERICNT 2870 ER
IR sNTW WL, [17.1.3, 17.1.4, 17.2.128]

6. HiENRURE

(FIVY INA <7 —EUSRFE I 8517 B SRADEAER DEFTHIH)
HWE. BRAE P ARYIVEREE LTIHLE3mg 55
L. 1~2EERICSmgICEE L. BOKET 5. BED
TIINA 7 —BIERANERE 113, SmgT4EMLL Ei%E
%, 10mglc BT 5, 28, ERICKVEEHET %,

* (L E—IMFBUSRAIE(C &5 1 2 SRAMEEIR D ETHNED

R RAICIE R AU UERBEE LTLHLE3mg 5
/U, 1~2EMEBICSmEIcERE L, EOKET 5. 5mgT
4L EARB%. 10mgIcEd 5. B, ERICKD
SmgH CRETEZ %,
BERmB12EMBE TCEERIC, RABERE, BERY
K - N#EE D S B EFEROIEEEIC L 5 G501 %

TV, FRAIMEE. REER - THRE. HEETEHESE
BERICHML TR T 4w FHY A2 % Bl % &[T

FRVBAER, BT H L, BERMI2ERES
TOEMEFMOERICE D EREME 2 Y LIHET
HoTH. EHRICARERE 2T BREMTEDOATE 2
kg 5 &

7. BENRURECEET 5=

7.1 3mg,/ ARG IEMHETE L L. HILBREWERH O
HE2MZ5B0Z0T, KA LTl ~2:BMZBEX THE
HLZWwZ &,

7.2 10mg/ HICHEET 2551, HELBREWERICER L%
BoEgsHT L,

7.3 BEREE. FREEOEHDOL ETHRETHI L,

8. ERREFHER

8.1 LE—/MEARIGEAECIX. HEAEBEFHBREINS,
HHVIIEYIBEEET 2REOHRMENBEELZFT S
BE. KRORGICED . HENBREEBLORRARS
BELERAPASNTVE I EN S, BEGERICEIT
LaWE S BEZ 227w, RIS TREX EH
b7 CEY R NEZITO 2 &, [11.1.620]
EHRICRRAREREZ T O FREORBZHR L. K
AlBETHRPEOSNZVWEE, BREKREG LRV
Eo

83 fio7EFLaY YT AT —XHEEHEZET HER
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#(HF7073I0%F) EOtALRZWI &,

8.4 7ILIYNA < —BIFRHNE R 'L ¥ —/IMABIZRHIE Tl
HEEOEREOEBRERNIME R T 28E1H 5.
F7z. AEICKD., BEEE, o0, BEEVH6DH
NEZENHAHDT. HEFEDELREERZ LS B
BEICRELLZVES BEFICHSICHAT A &,

9. BENDHEREFIIEEICHT IR

9.1 S - BHEREEDH B EE

9.1.1 .DER (DAEZE. AEGE. ODAES) 267 58%.
BREERE (BAHYYLMES) ObsEE
QTER. L=EHM (Torsade de pointesz&Lr).
DEME. WAEMRE. WEL. SERIR. 07
ayr (AE7avr, BE7uvy?y) Endbsbh
B EDDHBH, [11.1.12H]

FAASIERERE. DEARUVEZESHEEREZOD
HEODLHEE
REMBREIERICKDRIRD 2 WIEAREBIREREZ T
AN D B o

HItHEEEOMEROH 2 BE

BB IO R OHILE BB O I & 0 IELEE
BAESERREEDSDH 5.

9.1.2

9.1.3

9.1.4

RE S E XS HEEREOEED » 2 BE

S SR O U K RE SRR T I O TUHEEIC & D
FERABAL T 2 WA B 5.

9.1.5

%) OhHHEE
WMEROD) VRMEERTUET A2 LICED ., ER%E
FRXIIEET SN DH 5,

9.5 iR

HEMRINBRIEE OS—F Y VR, S—F 2V UEREE

IR SUIIER L T A TR DO & B 4ctkicid, 1RETO
Atttz LE S S SN 2B8ICOAKRET

5 &,

BIEE (5 v MEO10mg/kg) THIEROHD.

a4

RS QIR CERAEOEIME ARES N TV 5,

9.6 RAR

WREOERERUBIRBOEREZER L. BAOD
MRS d Ik 2 AT 5 2 &,
v MIMC-FRARVINEREZRO#KE L&, A
HHEABITT A2 EARDLNTWVS,

9.7 INR

NREZNRE UZZBRRFHBRIIER L Tk,

10. 18E{EA

KANG, EE UL TEDNBBERCYPIA4KR T —EF
CYP2D6THE# I NS, [16.43H]
10.2 HAEZFE HAICEETSI L)
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AR - BT
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*
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4 +SaFV— | {EAZERSESAE | LP450 (CYP3A4)

L HHH 5, FHEERICE 5.

Tyz2u~vAf ¥

V&

JTaxs ) LF

XV VEEE

AANTITT 1Y

>

F =V UREBBIEK PEHEROF 7 a—

ik E3 L P450 (CYP2D6)
FHEERICK 5,

ANNTEE AR ORBEEEL. | FHEFOF F T u—

TFTEHRXTYI ez 59 S ¥ 588 | AP450 (CYP3A4)
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%
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11. 8ER
ROBUWERADH5bNBZ EBHLHDT. BEETIC
T, BEFZDONBHIEEREEZRIET 270 E8H
PaMBEZTH>Z &,

11.1 EXREHER

11.1.1 QTER (0.1 ~1%K¥). D=ESEHE (Torsade de
pointesZZL) . DEME. FATSEREE. JAELE.
SERIR (RHEEAH). 0J0OvT CAEIOvI.
EEJOvT). K@ (£0.1~1%KH)
MEILICES ZERFH B, [9.1.151]]

11.1.2 DEHBZE. DAZ (£0.1%KH)

1113 8EEEE (B - TZEBESR) (0.1%KH) . +=
EEEEETL. GEERH). EEEHM (0.1%A1)
KElD ) CERIEVERIC & 2 B2 R OIS ES)
ORI K - THILEES (8§ - +28EBES). +
“EBEEEIL. HtEEnrH5bh b2 EBH
%,

11.1.4 R (BHEEAH). FFSEEEE (0.1 ~1%KMH). &E
(BEEAHA)

11.1.5 BERIE (TADA. EEE) (0.1~1%K7H). Bt
m. BMmEEE (%0.1%Km)

11.1.6 $EESIBEE (7L YNA ~—BIERHNE © 0.1 ~ 1 %4
. L E—/MARIZRHAE : 9.5%)

HE, EHEF. VRAFAVT. VAT, R,
AHERESR) ., BITRE. BBEYE. SERESOMHK
NBBENDSDNDENDH S, [8.1]

11.1.7 BEAEIREE (Syndrome malin) (0.1%Ki#%)
EEHR. MEOMHRAL. BTREE. SR, MEOE
B, BITFESRAL., ZRCHEREIBHESHOND
BAEE BEE2FRIEL., AnE, K- BREEESO
EEEBWLEEHICHEYBZNBEITO & AEFIER
Ik, AMEROEMPMECKD LAPAONEZ &
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BEL, Fo IFA T VREED BREOKTY
HOoNDIENDH S,

11.1.8 1&IEARIARE (BHEEANEA)
BN, BRI, CKLER., MPRTRHPIFZoE
Y EREFHSbNIBEIE, fE 2L, #E
BB ZITD T & T, MRHRMEIC L 220
BEOFRIEICERT 5 &,

11.1.9 FRIRERZE (0.1%K1H)

11110 2R (0.1%A)

1111 2EBEE (0.1%AK1H)

11.1.12 [RERBEDZRAIE (0.1%AKi)

11.1.13 fvRiES (0.1%:AK)

11.2 ZOfthDEIER

1~3%Ad | 0.1~1%R¥ | 0.1%AKi | SAEEAH

MBEEE FIE. BER

HLER BRI, |, ER.
MRS, WERL. | BN
TR

NN
fEREE

TR HE, AE.|YEF—|EE
RE, B&.|7LE. 2
SRM. .| . BR
WM., EA | BB HE
B, WS>,
RN

i - IR (I3 N =57
ARAGHHER FERE. HEWL

JHF M LDH. AST.
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GTP. Al-P®
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E=E X
fE. DEEY
SRR

DI

WPRER BUN® L&, FREA

PRIEE BAIR
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ANT Ty
MMERAD . &
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Z DAty CK. VA |HEALH. | FIT . B
FH—=)b MIB )R OEE .
DR S i) FEBG M
Fe 73I5— i

. R7 3
7—¥o L,
BRE. &<
N N
A (RERD

FRBHE IS, BEROPEEDT IV YNA v —BIFRANE
ARRE TORKRBR R CEARERE. REOT LY
NA 7 —BIERAER O L ¥ —/MATIERAE AR £ T
BRRRBOBRZ DY THEH L

13. BERS

13.1 fEIR
3 VIRTIT—LHEROREBRSIIBEZER. B
M. WEE. FT. BRIR RIME. FRIRIME. A, R
EUOHEEEDO DY) VRENERA 251 &R 2T eEEL» H
b. HBAOMEEMRS DD FEIRAHOREEIC K DFETIC
BHIEbHNE5,

13.2 &
7 ha ¥ URBIEKIO &S 23mT IV RHia) v
BB AFOBBERSOMEBERE LTHEHATES, 7t
Y URMBEKND1.0~2.0mgz kS8 E LT#
HEL. BRRIGICESVWTZOROHABZRD S, 1D
) VEEETIRART S ARFLT ) VHIEHEE

LlzHa, MERCDHEBPALEICL S EFRES
ntwns,

14. BRALOER

14.1 SAI(SEOER
PTPEEDOEFZPTPY — MO H L TRAT 5
£ THZ L, PTPY— bOBKICKD ., BELHE
A A RERBEARIA L, BICE e B 2 L THRIRR
REQERLAIHELHIRT 52 LW BB,

15. ZDH/DFER

15.1 BEAREARICE D EHR
SENCBWT. NINDS-AIRENZITEEICEH L 12K
MEMRENE (REISIZENARERR) s ni-EF
ERR (FIVINA v —BIZRANE & B S W7 BE IR
) e ABIO T T R IREES BT HREER3HR
BRAEHESI NIz, RADOREBRDIETRIT FARIIVIERE
HE5mgRE1.0% (2/198f). K3V LIEHHE]10mght
2.4% (5/206f) BT S5 REE3.5% (7/19941) T
Holz,
2EHORBOETRIE N2V VIERIESmgRE1.9%
(4/7208f1). FARIIVIEEEIE1OmgHE1.4% (3/215
fil) ‘OS5 RE0.5% (1/19361) TH-7. 3FH
DORBFOFETRIL N AR IVIEBRIESmgHE1.7% (11/
64801) KRUOTS5EREE0% (0/326f]) TH D mHEER
ICRETEM R BEBEN AN, 7B, 3lBEEADLYE
TeHTERIE FARYIVIERIE (5mgk’10mg) B
1.7%. 7S5t AREL1%BTH >0, REIZNTEES
3o,

15.2 JEERFRERERICE D<K IBH
EYEEE ((X) T F¥ IV - RYMNLEY =LK
FUE Ry NV EF — URREE RIS KRRV IVIERIES
5 LUI25E. FIEIHEIA S 5 bhFETICE > - O
ErH b,

16. E4EHHE

16.1 MAEE

16.1.1 BERS
BEBRAB T2 NI, SRz @B TRERORS L
el EomEMEREE (Cmax) KROMEBEFRE -
KR R ERE (AUC) BBREEOEINRTEL T
<% o7z, Smgid10mgH e 5012351 Y
BRINT A -y 2RITRLIZD,

[RRERA B T 12 5Smg X 1% 1 0mg B ERE 12 5 L 7= BE 0 3648
B85 A—% (5

wER Cmax Tmax AUC ti2 CL/F
#| (ng/mL) | () | (ng-he/ml) | (ar) | (L/hr/kg)
s 9.97 300 | 591.72 89.3 0.141
& 208 | £1.10 | +15587 | +36.0 | +0.040
lomg | 2809 | 242 | 109840 [ 757 0.153
8| 1981 | %124 | +30463 | £17.3 | +0.043

(PR, n=6)
CL/F:®ZVT TR

16.1.2 R&IES
BRRAB T EWHRIC, $FEAISmgXid8mg® % 1 H1
E4HERERO®RS Lz, REHSHO MEEHRE
R EHRN2EB TERRBICGEL, EEEH I VI
FRBRBICELR RV EEZ SN2,
16.1.3 EMFHIEF R
(RRRYIVIEHIEFESMg [YD])
FARYNVERESESmg [YD] &7Vt 7 MESmgx
ZARAF—N—HFEICED ENENIEE (FARVIVER
HELTomg) . BERAS T 184 I/ B EIRE #%
SUT, mEEPREFREZRE L. Boh/-3
MERE/NS X —% (AUC, Cmax) 22\ THEHENT
2T o o fER MAIOEM LN RSEIER S Y,
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HEINT R —% BENTA—F
AUCo.72 Cmax Tmax t1/2
(ng - hr/mL) (ng/mL) (hr) (hr)

FAxRIV
EEBIESE 295.9+50.7 | 9.12+1.66 40+1.2 |39.1+6.8
5mg [YD]

TVET b

286.5+47.7 | 892%1.29 3.9+1.5 | 37.5%£4.6
$E5mg

(EHE +Z¥RZE. n=18)
(ng/mL)
10+

—o— R U VHERHESE 5 mg[ YD)
8¢ a7V 7 MESmg
(PofE +128ERZE, n=18)

i B =

0 12 24 36 48 60 72
#5 %R (hr)

MEEPREENOICAUC, CmaxBD/87 X —4 13, #ERE OBIR. (FRO
PR - RS ORBEIFIC L > TR SRS H 2.

(RRZRIIEEIEZE10mg YD)

R ARYLEHMESIOmg [YD] &7Vt 7 bt
10mg% 7 B A% —N—Hic £ D 221 (K3~
VVIEREE S LT10mg) . BERABFl6BICHaAH
EREOHRS LT, MmigERRELEEEZHE L, 5§
EN-FEMEREIST A —% (AUC. Cmax) IZ2W\WT
REHRIT 21T o 72 R WAIOEMENR SR

SNz,
HEINT A —% BENTA—%
AUCo-72 Cmax Tmax ti2
(ng - hr/mL) (ng/mL) (hr) (hr)
NESa I
IEERIESE 686.5+155.8| 21.54+3.46 | 3.5+1.5 [39.1£9.0
10mg [YD]
7UETk 668.0+149.7 | 22.23+4.39 | 3.8+1.7 |39.8+8.0
$£10mg
(FE £ ZHFZE, n=16)
(ng/mL)
24t
—— N RYIVIEREESE1Omg[ YD)
a 20l a— PULFIELOmg
4 16 (FHE £ FEHERZE, n=16)
rh
w12
=3 g |
4
0

0 12 24 36 48 60 72
B5 % (hr)

MEEREENICAUC, CmaxE0 87 A —# 13, #HEE OB, AKo
PRENEEL - RSO IC L > TR BRSNS 2.

16.2 DRIX

16.2.1 BEORE
BEBRABTFE2NRICBRICKIETEEOLE L5
2mg® CHET LR BRSO mEEHHIRE I3
BREIZITFEMLERZR L. REICXHHEIIRD
NG H 2725,

16.3 91
In vitroERIZBW T, b MFEEAKARIZ88.9%
THV. in vivo TOMBEBBEAHRIL92.6%TH -
7261.7),
16.4 {5
FARBBEEIIN-RT7 L FIUERIETH D ENITRD
TO-HAFILUERIGE ZNICH V70 VSR
IBTHBHEEZONT,
N-fi 7 LV F LRI ICidFEE L TCYP3A4D, £7:0-
X F ALK ISICIEEE L TCYP2D6AEEL TV
ZEMRBENTY, [10.308]
16.5 HEtt
BERAB T E2RRICH2mgD 2 BEROKSG Lz L
&, BE5%7HE E TICRPICHRIS NI RERIE
5B09.4%TH0 ., R#MEEDSHEL29.6%TH -7z,
F7-. 10mgoHEREO#RER. 11HEETICHRtE
T RELAEIIRTT10.6% EPTL7%TH o720 R
LA R OCREY %2 &5F U RBPHEIRIZ35.9% TH
0., #EhPEERIZ8A4%TH - 729,
16.6 HEDEREZHT ZEE
16.6.1 BtEpEfEEEE
B AERE R 2 M RICHESmeg 2 ARG Lz &
XDOEMBEEIST X —F 121X, BERAOZNEEE
ZIXEDoNED»-7:10 HEAT—%),
16.6.2 FFHEElREEEE
7L — VIR BE 2 RIS mg & BRI #
B L& S0EWBINT X — 7 1ZEBERA & L
THFEBEBEEZOCmax) 1. MEE BBENZE DO
e, hDINT A —=FITEREZ IR SN o721
FEAT—%)o
16.6.3 Sin&
EE 2 RICEE2mgE 2 BARFOKRE L L E 0%
MEREINT A — 7 IR & B LT, JHRERE
PLEEERICEE L7-4. Cmax. Tmax&UTAUC
ICEBRZIRDOSN P 719,
16.8 ZDfth
(RRERYIVIGEEIEEE3Mg [YD])
RARYNVIEREES Mg [YD] 13 &8/ R4 2 ROEK
A OEMZHNE SRR A RS0 (BRISELLH24
H EEFERFE11240045)] IcEDE. FAXRIUVIER
1E8E5mg [YD] #iZHEBIAI - Lz & &, BHEEcEOZ
VRIS & Al S hiz13),

) ARHBERCHEIX. 7UYNA < —BIZRANETIE [EE. RA
I FARDIVIERRIEE LCTIHIEBmgA» 5Ba L. 1~ 2380 %
IZ5mgicERE L, BORET 2. BEOTILYNA v —BIERAIRE
BEICIE, SmgT4EMY BiEE%. 10mglEET %, 2B, fE
RICKOBEERET 5.1, LE—/MEEERENETIE [EE. A
ITIE FARYIVIERRIEE L CLHLERBmg»? 5Bga L. 1~ 238/H %
IC5mgIcER L. EO#59 5. SmgT4HAML Li%#EEZ. 10mg
CHET 5. 4B, BRICEDSmgE CRETE 5.) Th .

17. BRRRGE

17.1 BERURSMICEST SR

(BERVDZEEDT7 LW\ 7 —BISRAE)

17.1.1 B M55
BEROHEED T IV Y INA v — BRI B 22684
BRI F AR IVERBESmE (3mg,/ H % LER
5%, Smg/ H#%23BEKE) XiET 7R %224:8
59 » “EERHEERER 2 £ L7z,
R AR RERTMICB WV TomeBE T R s
HEBELTEEBEIIBENATW, [E] ULogEl&i
Smgitl7%. 75t REE13%. [EEE] DT
A135melEl 7%, Tt RKBA3%TH > 170
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B H SR PO IR AT

HE | EH o35 < | BEE =L e *'Jib pe
5 o E £ Bt | Aee

B 1 191 40 | 36| 15 | 4 0 1
Smg| % | (1) |(16)|(34) | (BL)| (13)| 3) | (0O) | (1) |116
7% (17) (34) | 31) (17)

Bi%| 1 | 13|10 |40 |21 |21 | 5 | 1
7R % | (D) [(12)| 9 [B6)] (19|19 @) | (1) |112
Ka%| (13) 9) |(36) (43)

RAIEEE 2 3 9 5 ADAS-JcogB R DR AL 2 £
ICRT (BRI 0 20561) . HEREE & G
MEOEE T, BE5128% L V5mglS IR
BB L TERLUEIRO 5Nz, B&KROSMg
BT ARBORERBOELEBOEII2.4455T
Ho7,

ADAS-JcogD#EREZ AL,

Bl |y, | OPOOZILEY | ECEOBMIEY
5 PAfE + RS () a2
123 5mg —3.03+£0.47(106) -
75 R —0.84+0.50(101) 2.19
5mg —3.07+0.50(96) -
2438 .
75t R —0.11+0.56(86) 2.96
. 5mg —2.70+0.48(107) -
B3 — -
75t R —0.26+0.52(98) 2.44

(%A F AMEFEEZRT )

HREEFMRE CH2CDROBERELERICRT

(BAERITNR © 22801) . BEMBEREDOBHED
FHTIR, BEI2EZ L DSmgHN T T RE L I
B LU TABLWEPRD 5N 7z19.15,

CDR&EEHOREBZAL
S0 0 5 DEL R Z{L RO BRI H
BERE — ,
S PHE + A RE3E (n) P2
1238 5mg —0.12+0.08(113) -
TS5 R 0.23£0.10(109) 0.35
5mg —0.14+0.13(104) -
2438 -
TR 0.72£0.17(95) 0.86
. Smg —0.10+0.12(116) -
B
TS5t R 0.75+£0.15(112) 0.85

(A FAEIFHEERT )
1 [BIHERHAOM] — [OEDfE]
%2 [T RBO0ED S OENBOTFHME] — [Smglo0E»
5 DELEDF1E]
%3 RKEEIZFERIE UT 24RO Rl & U7z A5. Wik - BivEHlic D
WTIE 12N EOREN B 2IBEDORET — 5 BT ONR
&Lz,

(BEDT VY INA I —BISBHIE)

17.1.2 EASE THEEHER
FEOT VY INA ¥ —BIZRAE B E 30261 2 X RIC K
FRYIVIEBIE10mg (3mg,/ HZ2EE % 5%,
5mg,/ HZ4EMFE. kW T10mg,/ H% 1838 M#%
5). 5mg (3mg/H=%2EM#KE5#%. Smg H%22
BRES) XI5 AR 2240MH%59 5 —EEHT
BB T EhE L7z,
CIBIC plus (£fHYERARIERIE) 12350 T10mgh¥
ET I RBE B L TAERICEBNTW: (BRI
R 287H) .

Bi&EOCIBIC plus

HE | F | L | BE | R | EP | RE )
Eitasiid &a s &a A% Eile Bk b | e it
Bl% | 0 | 7|3 [20]| 19| 9 0 0
10mg 90

% (0] @) (39 ]((22)) 21) 10| ©) | (O

Bl | O 4 127 126| 30| 9 0 0
Smg 96
% |0 [ @[22 BH]| 9 |0 | ©

| B 0 6 18 30 | 34 11 1 1
Tith 101
% | (0) | (6) | (18) [(30)| (34) | (AL)| (1) | (1)

FRAERE % FFl T 5 SIBR RO RKIEOELBZRIC
AT (BRARMBITEER © 290f) . HEHMERE DB
ZOFHTIE, Smgh. 10mg#ZzhEh. 6.75,
9.0 THD. T RBEHLBL THRANEBENIR
b 5N 10017,

RSB

- O & DE{LE*2 AR DR Mg
S fE + AR HERRZE (n) SRS
10mg 47+1.1(92) 9.0
5mg 2.5+1.0(96) 6.7
P —4.2+1.0(102) -
(7o AEIHEERT )

1 REEFIRRIE UT24BREOFHE & L7z Wik - B>
W BT — 7 2B OMRE Lz,

%2 [BRoE] — [0EOE]

%3 [BREBOGED?SDENEBOFEHE] — [ HO0HE
"5 OB DFHIME]

(L E—IMABYERHIE)

17.1.3 EIA5E I 185458
LE—/MEEERAERE (MMSES R : 10,80 126
METR) 14061 % 6t RIC R A RIIVIEBEE1Omg
(3mg/H%2BMHL 5%, Smg,/ H%4ERES.
RV T10mg,/ Hz6HEEKE). 5mg (3mg,/ H%2
HERES%. Smg,/ H%10BERKRS). 3mgRiE 7S
LARE12EMEE T 5 _EE R Eifi L7z,
L f% B RREIR % 51 3~ 5 CIBIC plusicBW\»T. 3mg
B, Smghf. 10mgB IV IThsd 7S RBE L
THEIENL TV,

BB D CIBIC plus

P

e wW |, EE| | e |

s g | O | | A | gy | B g | B
B 1 3 13 8 1 0 0

10mg 26

% | 4 02160 | CH | 4 | O | (O

5 Bi% 5 5 10 4 2 2 0 28
M a8 |8 6o |49 | @ | @ | ©

3 Bl 1 5 14 6 1 0 1 28
e @ (a9 60| @ | © | @

_ | 0 1 8 5 10 3 0
75ER 27
% O | @ 60| 0A9 | 37 | dY | O

A RE % 379 2 MMSER RO B OELE D S
FEAREDZIZ. 3mght. Smght. 10mglZn =z
N1.88, 4.1, 2.88THD. £2TCOHTS IR
BB L CAERGREIAD 5N,

29T1AI0O10




HAe Rl OMMSE

" 07 &5 DE{LE*2 2t OB L
il THME HEERZE () RS
10mg 2.3%3.2(30) 2.8
5mg 3.5+3.2(30) 4.1
3mg 1.2+3.8(30) 1.8
TR —0.6+2.7(28) -

(77 AMEZHEERT )

BEER - TEEED S B5IH. RAMKEEL B % T
T BANPI-2BROBMRBOELBO ST KRB EDZE
k. 3mght. Smghf. 10mglZhzn—2.458. —
3.68. —5.2 MTHY. Smght. 10mgHETrIt
RBEEHB L TAEREUEIRO 5Nz,

BALRP*IONPI-2

- 0% 5 DE{LE*? ZALE OB g
PHfE AR R (n) gz
10mg —5.1£4.6(31) —5.2
Smg —3.4%£3.9(30) —3.6
3mg —2.2+6.1(30) —-2.4
TR 0.2+4.0(28) -

(31 F AEFHEZRT )

AHBRIERNABRTH D . FEFMIEE LB R
7. FHMAEEE - AEREOREOZERLHIHL TV
11819, [5.6%H]
17.1.4 BRSE MBHER

L E—/MEABIZRAIAERE (MMSES s @ 10801 E26

HDUT) 142612 RIC R 2RV IVIEREE1Omg
(3mg/H#%2EMEL 5%, Smg/ HE4EBKES.

R T10mgH=Z6HEB#KS). Smg (3mg H%Z2

BB E%,. Smg/ Hz10BMES) &7 7ER
%125 2 _EEMHBHREER L.

A AL % 3T T 2 MMSER RO BRKROE({LED T
T ARBEEDOEIE., Smg. 10mg#Zzh£Nn0.85,

AHER T RASEERE. BHER - T8REOR
FERICNT 5 RARVIVIEBIEOENES 75 R
KLU TENTWLS E WS RIEHMRFIERIE S h TWis
120, [5.62H]

*17.2 SLERGTRATS

17.2.1 LE—IMFESRAIE B E Z X R & U EASIERTE
BRPREER
L E—/MEABIRHIERE (MMSE 855 1 1052 26
HLR) 2RRIC, FARYIVIEREEIOmE (3mg/
H%2EMBS%. Smg/ HE4EHEES. RVLT
10mg,/ HX 3B ERSmg,/ H%6ABKS) xS
TR %2 12BERE T 568 (CEERT T RN
M) & WWEHAEE T LIRS IC RARYIVIERE
10mg (JAEHI R AR LVERER TIZ10mg, HX
TR ERSmg, H. 6B 7 £ R B TIEB3mg H%
2B 5%, Smg/ HZE4GBRS. Z0%I310mg
/HXIZHERSME H) £48BMEIKRE T 2 Mk
5 GEEMIENER) » 5 7 2 BLEIRFE % KRR %
Efa U 7z. GBI TIX1I6061IC F A RYIVIEREIEN 1
TIeRrRE SN, FEHEEE TH HRBHICE
\F 2 EACEHTiRE O 2 M RAER (CIBIC plus #&FE
i) OFFITBNWT, TILREEE FARVIVERIE
BEoMICEREZIRDsNED» 57 (p=0.408. 2
BEAWilcoxon ME. RMEMBHT A B/KEE LT H
0.046),

A& FHEiEE O CIBIC plus

i | 259 wg || & | .
K g | O e | | me | P g | B

raxy | B 1 10 22 17 19 5 0
HEE | % | () | 14 | B30) | @3) | @6) | @ | ©
RS 6 18 32 14 5 1
e o] ® [el@|a [o] 0

74

mB. BREMBEIOIHOFERN TOWBRHICB T2
A FPliRF O 2 ERRAEIR (CIBIC plus #&7FA)
DHHILTOEBY TH -7

Bk FHEiIRE D CIBIC plus (ZJHOBEE)

L6ETH Y. 10mgBT T T ABEE Wl L THRR
BEHRD 5 e.
R OMMSE
s 0l > 5 D ZE L8 2 TR OB
A M () i
10mg 2.2+0.4(49) 1.6
Smg 1.4+£0.5(43) 0.8
IR 0.6£0.5(44) -

(F7AEISREETT )

BRER - TERED S 5L, RAKELH) % T
T ANPI-2BROERBOZELETIE. SmgHf.
10mg#t L bICT T RBLOMICERZIRD SN

W | W W || W B0 |,
e o | O | | TF | e || g | B
faay) | BlBCL 1 10 14 9 11 3 0

48
|| EE | % | @ | en | @9 | 19 | @23) | 6 | 0
»Y | s o 3 14 | 19 | 10 | 4 1
VA4 51
% | © | ® | @) |EN|ey)|® | @
Ry | BB O 0 8 8 8 2 0
26
g "E % | © | © | G |G| EH]|® | 0
Ll | o 3 4 13 | 4 1 0
73R 25
% | () | (12) | (16) | (52) | (16) | 4) | O
14301 REH 25T L. 205 5 139412 kxS

ALY Al

A ONPI-2

- 0% 5 DE{LE*? AL B OB HE
a5 fE + R HERE (n) a3
10mg —2.8+0.5(49) -0.7
S5mg —1.8%+0.6(45) 0.4
TR —2.1+0.6(44) -

(A F AEIZHEZRT )
%1 REEHERAIE UT12EB O & LzA5, Bk - BRI
WTIE, BT =Y 2BITORRE Uiz,
%20 [R&kofE] — [0EOE]
%3 [BBREHOGEYSDOELBOFHE] — [ REDOE
» 6 DE{LEDF1E]

BUCBAT L. 10501 ke 5 252 T L7z BIIREE
MIEE T & 2 &M GaEEIR ORI SHT) 12
BIFBMMSEDNR—RAZ A > »6DELEDERITT
MDOEBYTHoTz,

29T1AI0O10



34 o—e FI LR (R SHIE F XAV IVERIERS)
wWa - NIRYVERBIEH
%ﬂém

3 H 2
B gy
+ 8
2o !
B g
w g
1= 04
= wn)
Qf B2
}Siél .

038 638 1238 2438 3638 48 3 6038

MRS
SR

75 RBX1 28 5 R ARV NVIERBIE3mg /H, 14825
S5mg/H. 18#»510mg,/ H#E5 %2 (5Smg/ HAOREE
). BEH, B, BREFEREOREEAEZHEFE L.
MMSEDR—2 5 A AMERGAZ ) —= > 7HEOE(LE % 3
Z& & L7ZMMRM (Mixed Model for Repeated
Measures). 353 BUEE IS MG & L7,

BEMM R (GREHR Ok 5) 1281 A MMSE
DR—=A5 A4 0 6DOE{LEDHE

AHBTIE. EREFRERICHT SRRV IVIEREE
DEMEN TS RICHEBE L TERLTWVWS & WS HKEE
REIIBIESh T WL, [5.6 2]

18. EERHFIR

18.1 {EREER
TILINA 7 —BIZBHNE R 'L ¥ —/IMARIZRHIE Tl
WAV B MREROBEEZEENIBO SN TV
5. A, 7tFLay > (ACh) 20Rd 5EE
THH57EFINLIY T ATF5—F¥ (AChE) ZH[¥H
ICBHET 5 2 EICX D MMNAChE Z M. KMo
U o AEBN AR R 2 BRIE 9 5200~24),

18.2 AChERRE{ERNUAChEICXT T Z:&E IR
In vitro TOAChEREZEEADICsofEIZ6.7nmol /LT
HO, TFILIY VI AT S5 —YHEEHRDICsHE
137,400nmol /L T& - 7z, AChEIZxt UiBIRIY 72 fHE
e Zm L7z2D,

18.3 IPMAChEREZE{ERR U AChIENIER
BO/EICED, 5 MMOAChEZHE L., 72K
AChZ & ¥7:22.23),

18.4 ZPEENEER
BN ) EEE R EEE TN E TV (MBI RRE O
BICXDZEHRBESEESNLZS Y ) IZBLWT, &O
BEIC KD HEBEREER 2R L2,

19. BMRSCET IE(EFHAR
—HRIETE B RO IVIEREE
(Donepezil Hydrochloride)
(2RS)-2-[(1-Benzylpiperidin-4-yl)
methyl]-5,6-dimethoxy-2,3-dihydro-
1 H -inden-1-one monohydrochloride
1 C24H20NO3 - HCI
1 415.95
P HEOKEEOMRTH 5,
KIZRRBEFR T, =¥/ =L (99.5)
IBEFIT W,
KEW (1—-100) 1FhefHEERS 20,
== S

o
0 N
H;C” H/Q /\© * HCI
HyC

0
B OBifg Sk IR

it % #&:

?.
%

[ E R
o

22. A
(RRARY)VIEEIESE3mg YD)
148¢ [1488 (PTP) Xx1]
(RRARY)VIEERIESESmg YD)
568 [145E (PTP) x4]
1408¢ [1488 (PTP) x10]
1008 (7)1 34)
(RRARYIVIEERESR10mg YD)
568t [145E (PTP) x4]

23. EEXHR
1) BEREAICB T 2EYHE (BHERORSHE) (7Yt
7 hEE D 1999F10A8HARR. HFEERMIEA3.(1))
2) BERAICBITSEYHE (REZORSHR) (TVt
7 hEE D 1999F10A8HARR. HEERMIEA3.(1))
3) (KR RFEELNER - EENESERSE ($E85mg)
4) (HF) BEEANER © EYENREERE (5810mg)
5) REOEE (7t 7 ME: 1999F10H8HAR. HiE
BERHEEAN.3.(2))
6) MIFEABE L ORES (7 U7 ME: 1999410H8H %
. HEERIEA2.(2)
7) BERAICB T 2EYEE (BEAKER) (7Y
$E : 1999 10A8HA&AZR. HFEERMIEA.3.(1))
8) MIEETE fth - FWEHRE. 2000 ; 15(2) : 101-111
9) BEERRAICB T 2EYEHE (REROHEE) (FULT
$E : 1999 10H8H &R, HIFERHEZEA.3.(1))
Tiseo, P. et al. : Br. J. Clin. Pharmacol. 1998 ; 46
(S.1) : 56-60
Tiseo, P. et al. : Br. J. Clin. Pharmacol. 1998 ; 46
(S.1) : 51-55
EREICBI2EMHE (7Y ME: 1999%F10A8
HA&R. HEEERMIEZEA3.3))

10)
11)

12)

13) (%)L AER | A 2RRSEREE (583mg)
14) Homma, A. et al.: Dement. Geriatr. Cogn.

Disord. 2000 ; 11(6) : 299-313

15) ERREMMHREE (7Y &7 ME : 19994 10A8HA&RR.

HFEERMEEE £.2.(5))

Homma, A. et al. : Dement. Geriatr. Cogn.

Disord. 2008 ; 25(5) : 399-407

17) BET VIYNA < —BERAVEZ W R & U7 BRRES TR
5 (717 Mg/Deg/ Mk © 2007E8A23HARR. &
BEHREH)

18) L& —/IMABUZRANE 2 R & U7 EiREE TR (7
7 ME/AMRL/DEE/NIREY —/ RS54 2ay 72014
FOH19HAR. HEERMME2.7.6.1)

19) Mori, E. et al. : Ann. Neurol. 2012 ; 72(1) : 41-52

16)

20) Ikeda, M. et al. : Alzheimers Res. Ther. 2015 ; 7
4) :1-10

21) IWPHERE  fih @ BB LR, 1998 ; 26(S) 1 S1277-
S1282

22) IUPHERE fih - BHEE LR, 1998 ; 26(S) 1 S1283-
S1294

23) /NVEEE fth : B B, 1998 5 26(S) 1 S1303-
S1311

24) INEEE fh o B LR, 1998 ; 26(S) 1 S1313-
S1320

24, XHfERERUELEDEE
HAHBEE BEREKRE
EILEEILTEPITRE3697H 18T

B8, 0120-647-734

26. RIERTEHRESF

26.1 BHERFETT

‘// e PR EE

ELRELMREHIRSE3697 &8s

29T1AI0O10



