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2. BR (ROBEICEBELEVIE) ?%ggﬁ%ﬁiﬁ%kﬁaét&iﬁ
T LR ) R LR OB 5.1 AHIAT b A e — SUERAI J 0L € — R A
BEod 5 EH DIREZ DS ODOALTZIH]T 2 & v ) EFHEE LT
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3.1 #8 RS BV TAA DA FER S h TV 2w,
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_ = - = — /NPT B AIE O B R I A S D X | S 2 IR
P p|LEER ey = bk FRRRY Y, R L L E— MEBEAE & SIS AR O
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sz<ygﬁf Fm&ié%é HANNEALI S AU A VIR LT LT L Smg 75
VI G a AL AT R Y YA 7 BAAA L. 1~2 BRI Smg iR L, EOBS 35,
ODSE |l {00mg |0 T i (o = o7 5 = FEDT VY N4~ —BERABELE I3, 5mg T 4 AR BLE
lomi [% e W) LAY b=, Tk 7 Refe, 10mg \ZHET 5. B, JEKRICED BENER Ry
B % (=) ’ > N RS Z)o
NNBATT VTR DL (L€ —/IMBRIEBRIE(C 5 F 3 AR OEFTIH)
3.2 BIFIDMIK SHH L B dhm«xwf@fkbflﬁlﬁwm#%
%4 5l BiE Ly 1~2 #H & 12 5mg | iﬁi L. #5-4 %, 5mg
- . & E" T 4 JARDL R, 10mg IR B, BB, R
mrs | R ?ﬁ §§ gé’ﬁ a-F D 5mg ¥ THETE %,
| B e B 12 S TR BRI, AR, B RO
Kok o~ oy |HERE A R - SrliAt & FLSGIER WIS & 5 ARl &
VY e e L7z iﬁ@ 720/ ) ﬁb‘ AEGIBERE REAWREIR - ATBhRE S, ARAENEIES %
oDg | O%EE | & TTS- BEMIZFTLTNA 7 4 v M) R 2 % Ll % & BT
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9.1.4 [EXWMEX IIFAEMMERBORETEDSH 2 E2E
S S I O B OV SR D JTHELS &Y SEIR
DEALT B WREMED D B o
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AT S B ATREEA D B
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RBEEZFTL AN, EEEHMm (0.1%Kim)

KF o) YIRIGERNC X 5 FEw M 0T L5 EE) o)
S X > THALMEES (B - +28EEE) . 1RG0
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VEHE. FEF. FRNR. RO, PRURERE], R, ROEE N O
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14. BRALEOZXE

14.1 EFIZMFEOXE

14.1.1 PTP W0 #HANE PTP ¥ — M » SH Y L TR
THEIIRETLI L, PTP ¥ — FOBEEIZE D, WV
FIRA R ATA L, B354l % B 2 L TR %
LEOEELGIEEZRET LI LD 5,

14.2 EHRAFOEE

14.2.1 KHNIFHO LICoOE TR 2 EHE S ¢ 5 L BT 5
2, K LTRIWEETH 5. F/20 KTRITT A2 L
LTE b,

14.2.2 RAHNIIEZ T TORETIE, K LTIRA SR WS
to

15. ZOMOZEE

15.1 BERR{ERICED 153k
HHENZ BT, NINDS-AIREN 5 2e8E 12 &3 L 72 M I 4
PERRAE (A X ENRAKGE) LB S h-BE T N5
(T A < —RIGBHVE & W SN2 BB IR 126 7
HIE DT T & R e — T 5 Wikl 3 :SRERATE i X h
720 MAORBEORTHRIE N A XRYIVIEREIE Smg #
1.0% (2/198 7). N A~ VEEEE 10mg B 2.4% (5/206
Bl) BOT5EREE3.5% (7/199 1) TH o7z
2HFHORBOTHRIZF A XY IIVIEHEEE Smg #
1.9% (4/208 7). N A~V EEEEE 10mg 8 1.4% (3/215
Bl) MRS S REE0.5% (1/1936]) THo720 3HHD
REOETFHIE FARY VB Sme # 1.7% (11/648
) RO 7 T REE 0% (0/326 K1) T Y MEERIHRH
WA EERAONT. B, 3RBEEDELETRI
FARYVIERE Gmg KO 10mg) #E1.7%. 77 &K
H1.1%Tho 7z, MalFEN LG EE T D> 72,

15.2 FEEEARABRICE D 158
BIFEER (f X) T, ¥ ¥ I - RV MNVE Y — VHEE
NAEAR Y M2NVEF —VIREE TS A RO VIERE % 5
L7236, WHRIIHIASS 5 bNIETICE > 72 & OWME D
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16. EWENHE
16.1 MARE
16.1.1 BEKZE

TERER TS T2 xRS, $EAl 2 M F AR G- L7z L & ok
FEMAER IR (Cmax) Sz OVIIUE RS — BRERT AR T IHRE (AUC)
3P G R OBNNAKRSE L TR K %o 720 5mg XiE 10mg Hi [l
HERZB T MBS A —F 2 RITRLZY,

7% 16-1 R A B 412 5mg Xid 10mg BRI 5 L 7zFR o3k
WEHE ST X — 5 (FER)

:}JX“%‘E Crmax tmax (AnLgI(.: ti2 CL/F
(ng/mL) (hr) hr/mL) (hr) | (L/hr/kg)
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
& +9.81 +1.24 | £304.63 |£17.3| *£0.043

CL/F:#ZVT7TI VA
(Mean=S.D.,n = 6)

16.1.2 R{EHRS
e N F 2 1512, §E4) 5mg Xid 8Smg™ 2 1 H 110 14 H
W SR PG L7z o AR G- o0 USE v i BE 134 5- 5 2 0B
B CREERREIE L, SMMH 5V IZKNEIREICEIE v e %
Z b7z,

16.1.3 EHFIRZEMHER

(1) RERAXDIVERE OD $E5mg (214 (IBALAEAE)

(k% U THRA)
FARYVIERE OD $E5mg [ 4 4 ] (IHMLTH%) 7)) &
7 M D$Ebmg &7 HAF = N—FUT X ) AEHERAT T 16 #41C
FRENLHE (FARY VIR & LT 5mg) 2 228Kz L
THARE S L, #8500, 5% 1. 2. 3. 3.5, 4. 5. 6. 8.
12, 24, 48, 72, 96 J& OF 144 e B2 i I IR 2 © $R 1ML L 726
LC/MS/MS 12 & Dl L7z FAXY VoM O HER L O
T A=FFIROEBYTH Y., HEHANTIZT 0% EHEX M %
KD 7GR, HE 8T A — 7 OXEAEOFIMHED 71T log (0.80)
~log (1.25) OHPAICDH V. WH] O AW 2E R R SV TR S h
723,



(ng/mL) ERER LG (FARIVIERT & LT 10mg) % 22K

0 e FANYLHEEODSE Smel & 1 J (IFAL 5] % LCHERIES L, 580, %5% 1. 2. 2.5, 3. 4. 5.
o T 7 DS 5 mg 6. 8. 12, 24, 48, 72, 96 K UF 144 W[ 12 R bE R 2 & B L
8t MeanS. D, n=16 720 LC/MS/MS 12 X W lIE L7z ARV VOIS IRE OHER
i TUIRG A=FZROLBY TH Y, HEHENT ST 90%EHHIX
i 0 B &R 726, HE ST X — & O EUE O T D 71X log
iy (0.80) ~log (1.25) OHEPHIZH O T > A= 0 [ 461k A5k
jiE 4 mahey,
2 (ng/mL)
. 30 e BTV HEREODS 0ng 5 7 5 | (FALSTRA)
0 12 24 48 72 96 144 (hr) % <0 7 7 FD§ElOmg
| Mean=S. D, n=16
X 16-1 Im%EdieE (OD $& 5mg. K% LT 2
%16-2 W/ ST A—5 (OD 5% 5mg. k7% L) S5
HIEINT A — % BEINT A —F (é
AUCt o0
(ng - Cmax tmax t1/2 .
hr/mL) (ng/mL) (hr) (hr) k
SR 0 L L L . L i
]\Z\/\/}I/ 0 12 24 48 72 96 144 (hr)
YWY OD [t
f;]zgnjg(”rﬂﬁ;& 280.02+87.74| 6.97+2.39 | 3.5+0.9 |62.6=11.1 B16-3 MSERIE (OD 5 10mg. K7 LCHH)
55 7)) #16-4 EWEHE/SF A —% (0Dt 10mg. K% LTIRE)
3 HE 8T A =% BENT X —F
TOET b s 0848534 6.8442.02 | 3.8+1.4 | 60.1+13.8
D & bmg AUCt
(ng - Cmax tmax t1/2
(Mean +S.D..n=16) e (ng/mL) (hr) (hr)
hr/mL)
HAEREEIE ONC AUC, Cmax 50785 4 — &1k, BERE O AU
P AR ORI LS - W5 [ 45 D FBR G\ & - TR 2 W e A Yk OD
3”?"’ %t 10mg [ % |695.76+180.84|20.07£4.62| 3.31.4 |53.8+12.9
Ok THRA) 7% (L
FARYVHIR OD $t 5mg [4 47 % | (IHL#FH) &7 & i)
7 M D$Ebmg &7 T AF —N—FEI L) EFERAT T 14 7412 -
%ﬂ%ﬂlf’i(}‘*’\?)}/fﬂ@fﬂt L 5mg) % Z2Jif I (2 H [l 7]{,'&7 b 684.31+158.31120.08+5.15 3.2+0.9 |53.9+11.1
O35 L. #5980, #5810 20 3. 3.5, 4. 5. 6. 8 12, 24, D 5 10mg
48, 72, 96 L UF 144 BRI HTBERHIR 2> S #7100 L 720 LC/MS/MS (Mean +S.D..n=16)
WX L7 FARIVOIMBEPREDHERE R8T A =% S 1 ) fe ¢ s
ZKDEBY TH Y. FEHENT ST 90% X 1 % Kb 725 4. ML OIS AUC, Cmax 500735 X — 213, #ilid o
HE /8T X — & OO T ED 7L log (0.80) ~log (1.25) P AR ORI KL - e S5 0 FRBRS R & > TR 7% 2 W gt
DOFFIZDH V. WA OEW SRS Y, Hko
(7K THRA)
(ng/mL) ARV OD $8 10mg [ 7 /1 % | (IHALG8FH]) &7 0 &
0 - 7 b D§E10mg &7 B A —N—KIZL Y, AT 16 4
—e— ARV VHEREODSE Smgl 4 71 & | (IHAL 5 425%1) ENRZENLSE (FARYVIERRIE L LT 10mg) % Z2EIFICH
s w0 70 &7 FDjE S g EAECHG Ly 500, #5810 20 2.5, 3, 40 5, 6, 8, 12,
Mean+S. D. n=14 24, 48, 72. 96 Ji U 144 I B Z 1 G IR A S BRIL L 72,
Mg LC/MS/MS 12 & Dl L7z FAXY VoM EE O HER L O
33 NG A=FIERDEBY TH Y. WHaHBNT T 90 %S XM %
", KD 7GR, HE 8T A — 7 OREAEOFIMHED 1T log (0.80)
i3 ~log (1.25) OHPHIZH Y. Wil DLW RS R S h
.4)
2 7—_ o
0 (ng/mL)
0 1z a8 T2 9% 144 (h) ¥ e FRAYMAEREODSE Ongl 5 7 5 | (FAL A1)
o o5 I o 7V &7 FDEELOng
[} 16-2 AR (OD $E 5mg. K THRM) Mean=S. D., n=16
#£16-3 HY#E/ ST A —% (OD $i 5mg, KTHH)
HE X7 2 =% BEINT R — 5
(An[;Ct Cmax tmax ti2
hr/mL) (ng/mL) (hr) (hr)
FARI L
R OD : :
$t5mg [ 4 [331.2894.86 7.91£2.08 | 3.6+0.9 |70.2%17.5 R S e
A% ] (IR o v
Ji ) X 16-4 i4EdhiErEE (0D $& 10mg. K THRM)
VRSN F16-5 FHWBERE/XF X —% (0D %E 10mg. A TIH)
Dgibmg |W417E9.95| 7.76=1.64| 3.7£1.0 |60.0=13.4 I —- BENT A
(Mean=S.D.n=14) AUCt
A (ng - Cmax tmax ti/2
MAE P EE G N2 AUC, Cmax 0285 X — 713, Bl o hr/mL) (ng/mL) (hr) (hr)
R AR ORI L - WIS O RBRA IS & o TR A 5 kAT
%Z’O
(2) RRXA~NTIVIERSIE OD $8 10mg [#H %] (IHRLEHH)
(k% U THRA)

FARYVIERE OD 8 10mg [ 7 7 4 | (IHWLG#H]) L 71) %
7 hDEE10mg % 7 T AF — N—3EIC XD, EHERAR T 16 4



K ARV
YalEYE OD
$¢ 10mg [ ¥ |744.42%266.86/120.76 =6.19| 2.7+0.8 | 60.8+9.2
A% ] (IR
J5551)

TS

744.13£255.01|21.06+5.43| 3.1%£1.0 |57.6=14.2

D $¢ 10mg

(Mean=S.D. n=16)

M4 e N2 AUC, Cmax 20/85 X — #1%, s 0%
IR AR ORI EL - W55 O BRI C & - TR % 2 WM
Db

16.2 RIR

16.2.1 BEORE
TERER N T % 1 AT S BT B OB 2 5t 2mg TH
S U7 FE AT 5o MU b O B LA S & IR R B 2 HE RS
2L, BRICL2EBERO N 25725,

16.3 9%
In vitroiRERIZBWT, & MIUEEAHAFIZ88.9%TH Y. in
vivo TOIMEEEFEEIL92.6% TH 7297,

16.4 X3
FACHREE L N-BL 7 Vv F LSS TH D - 21T O-Ji A
FMALBUE & ZHISHEL 7V 7 a0 VBIERIETH L EEZ S
n7’z.
N-Bi 7 Vv F MALBUSICIE 3 & LT CYP3A4 A%, 72 O-Iii X F v
LRSI IEE E LT CYP2D6 A5 LTwd 2 LARIEE
728, [10. ]

16.5 HEitt
TN T % 3 R A6 2mg™® & BRI G- Lz &, &5
%7 HH T TIRPICHER S 2 R RS ED 9.4% T
HY. REWEEDDB L 29.6%Th o720 72, 10mg O H L
58, 11 HH F Tkl s 7z RERIER T T 10.6%.
HWHTL7%Tdh o720 REKLORHY % A 5L 7Rk
iMlhE81% 35.9% CTH Y. PRI 8.4% TH - 729,

16.6 BFENEEEHTH8E

16.6.1 BiEEeEEERE
B RERE R 2 XM SE Smg & HRE LIPS L7z & & o3y
BRENT A — 121, BERADO TN E A EEITRD SN0
57210 (HEANTF—% ),

16.6.2 FFipeEERE
TV 3 — VHEIFRIZE B % i RS EE Smg & RO 5 L7z &
EDOEWEHE ST A —FIZTHHERA LKL TFREEED
Crmax 78 1.4 555 S B EAENED SNI2H, M85 X — 512K
RO SN Lo 72 (FHEANT— %),

16.6.3 Sk
T 2 PR EE 2mg® 2 MRS Lz & & o e HiE <
T A — Z IR & RER LT BT 15 A IS R
Lf:ﬁi‘\ Cmax tmax &U AUC L:ﬁ%&/;tcigfy) Bﬂ& o 7‘:12)0

16.8 Z Dt

16.8.1 REZA~XTIVIERIE OD $83mg [2H 4] (IHALGRA)
F R~V OD $E 3mg [4 7 4 ] (IHWLJ#A]) ZIHL);
BH) R ARV VRN OD $E5mg [ 7 & | & &imAsit 2z 2 5K
LTSNz L2, [Emd R 2 BIOEZEA O LY
IR EVERBR T A BS54 123D X, B2 Lk
A S LRI S, AN SRR L A Sz,

16.8.2 FAHEE
RIS OD $t 3mg [ 4 7 4 ] (BT HA]) . FARY
JVIREEYE OD $¢ 5mg [ 4 71 4 ] (WL ) JOS K ARI IV
35 OD ¢ 10mg [ 4 % | G i#H]) 12owT, [FRIIRE]
BHNORSTAETE DLW R SRR A T4 2 CPK 24 48
2 H 20 HEARAIEE 02204 10 %5) | 120X, FAXYLE
H:3 OD $€ 3mg [4 7 & | (IHALGBAD . FAXDVHEEEE OD
$t5mg [ &7 % ] (IHWLHBA) KO FAXIVHEBE OD §it
10mg [# 4% ] (HRLFHRF) (e b2 RICIE L7z A5
] SRR IS B3\ TR SFEEATERR S T\ 5) A i s) & L7
EE BHBEINEL . EWFMICHSE Ak SRV,

) REAE R OHEX, TV YA < — BB Tl [,
WAIE R ARV VIEREE LTLH 1 H 3mg 25 BB L, 1~
2 AR IC Smg (X8 L RS9 5. REDOT VI NA 37—
RIGRAE B 1213, Smg T4 EM L ERE%. 10mg (28T
Do BB IERIC X VBEERET 5. ). L E—/MARIZEANE Tl
[ A FARDIVIEREE S LCT1 H 18l 3mg 2 & B4k
L. 1~2 EH#IC 5mg IR L, &I 59 5%, 5mg T4 #H
PLERGER, 10mg [HiE T 5. B, FERICK D) Smg F CTilE
T&%.] ThH5,

17. ERPRRXIE

171 BHHRURLMICEET 2 5k

(BERVHEEDTIVY N v —BIZBHIE)

17.1.1 ERE DHERE
BEHE R OSSR EE D T OV Y N A4 < — BIFBE B 268 B % R4 1
N A ROV SE 5Smg (3mg/ H % 1 HM#5-%. 5mg/ H%
23GEMFE) XiZ T 5 R % 24 PG 5 EERILEGER
% FEhti L7z,
IR R REHIE IS B W T Smg BEIR 7 S £ REEE R L T
HEIZENTW 2, [86E] D LB AL 5mg # 17%. 79 &R
T 13%. [EREEA] DTo#EAE 5mg B 17%. 77 R i
43%TH - 72

F1T-1 IR A R ARE KRGl

e ], e | Te] o T[]
peme | s | S | TF e | B mgy e | O
Bl 1 19 | 40 36 15 4 0 1
s | | 0 [0 [G0[GD[13][ @) [ @ [@ ]
Zan (en|e a7
7%
Bl 1 13 10 40 21 21 5 1
75 % | 0|2 © (6019 @ | ],
R X
| 13| @) |G6) 43)

FRIIBERE % G35 ADAS-Jcog 13 MORRFEAL & FKITRT (I
FEFRHTRI R+ 205 B1) o 2 G-BASANE & O TEOFH T, 5
12 8% 50 Smg BT T REEL I L THE L UEDRO S
N7o WD 5Smg BEE 7 7 L REE OG5 D2 E 071
2.44 JiTH o720

#17-2 ADAS-Jcog DFEHZEAL

0 B0%E | ZiimoiEH
AT _ {1 g
53] SFHE+S.E.
(n)

Py

—-3.03+0.47
(106)

-0.84%0.50
(101)

2.19

=3.07£0.50
(96)

-0.11+0.56
(86)

2436
2.96

—-2.70+0.48
(107)
-0.26+0.52
(98)

IS

2.44

(A F AHEIIYEEZIRT o)
FHE LRI RUEE Td 5 CDR OREIFZAL & RITRT (RASENT X
G228 B0) 0 PG BHIGIE & OB EFEDTIITIE, %5 128k X
D Smg M7 7t RBLLKL THELRUEZLIRDO LN
7‘:11),15)0

#17-3 CDR &at RO

0D 5% | BALROTER
S i L I
W B mmese | ., un
() I
i ~0.12%0.08 -
. £ (113)
128 0.23%0.10
77 e® (109 035
S ~0.140.13 -
. e (104)
24 0.72+0.17
75 K o) 0.86




5mg -0.10£0.12 B
s (116)
BLRS™
o= N 0.75%0.15
77 kR 112) 0.85

(%A F AHIILFHEZRT )

%10 [FEHMERE o] — [0 @]

#2: [T KRBED 0 HEDSOZEbmOTHE] — [bmg#D 0
WA B DAL DT H]

X3RRI & LT 24 AR ORI & L7225, k- BB
DWW TIE, 128U EOMREED B 26 ORE T — 5 & IRt OX)
Sr1L7.

(EEQTIVY N T —BIBHAEE)

17.1.2 ERNE I HERER
FEDT VYN A < —TIEBHNE B 302 Fl 2 MR R ATV
W SE 10mg (3mg H % 2 MM 5%, 5Smg H % 4 3
Gy T 10mg/ H % 18 M 5-). 5mg (3mg/ H % 2 #[H]
Peh-th, dmg/ H% 22 E$S) 37 7 wKR% 24 MG
5 I BRI % 0 L 7o
CIBIC plus (&fBMERAAEIRGEN) 128V T 10mg #Z 7T R
BEEHB L THBIER T (RIS 1 287 6),

#17-4 B0 CIBIC plus

g FH e R s (35S i E R pen
PEHBE | % AL AL | Ak

Jomg W 0 | 73 [2 |19 9| 0|0 %
% | (0) | (8) |(39)|(22)|(21)|(10)| (0) | (0)

_— WE| 0 | 4 |27 ]26(3 | 9] 0|0 %
% | (0) | (4) |(28)|(27)| BD| (9) | (0) | (0)

75 W% 0| 6 | 18|30 |34 |11 ] 11 o1
TR % | (0] (6) |(18)](30)| 34| (D) | (1) | (1)

FRANBRRE & RIS A SIB 15 MO 02 ki % IR T (i
IRATRI G2 2 290 1) o $25-BUGIE & OB MDY T, Smg BE
10mg #HEZN 2, 6.7 5, 9.0 THY, 77 LREFEL KL T

H RN SN0,
F#17-5 A 0 SIB

- 082 5 OZAbER2 | 2 big O RER L
FIIME =S E.(n) IS
10mg 4.7+1.1 (92) 9.0
5mg 2.5+1.0 (96) 6.7
77K —4.2+1.0(102) -

(79 ZMlIEHHELERT.)

X1 0 I & LT 24 I O RF & L7225, whak - AR
WZDOWTIE, T — 7 2T O S E Lz,

%20 [ ofE] — [0EofHE]

%3 [ GHEO 0D S OB LEOFHME] - [7T7 XD
0 A 5 OZEALE O]

(L E —/|MABISTHIE)

17.1.3 EA% 1R
L ¥ —/MERIFRAE B (MMSE 54 0 10 2L L 26 s L)
140 % JZAC B ARV OVIEEEESE 10mg (3mg H % 2 A%
Ltk Smg/ H#% 4 8EHSL. KT 10mg H#% 6 HH#5).
5mg (3mg/ H#% 2 HM#5-#. Smg H7Z% 10 HH#H%5). 3mg
Xix7 T XR% 12 HEG+ 2 EEMILBGARZ 05 L 72
IR IER % §-ili 3~ % CIBIC plus I2BW T, 3mg #. 5mg
B 10mg X WIN D 7T RBFL B L CTHBICER TV,

#£17-6 < CIBIC plus
. - . - :
pom | | | | V| g | B g B
Jomg | 1 3 ] 13| 8 1 0| 0 2
% | (4 | (12)|(G0) | 6D | @ | O | (0
e | 5 | 5 10| 4| 2| 2|0 08
% | (18) | (18) | (36) | (14) | (7) | (1) | (0)
s B 1 5 | 14| 6 1 0 1 o8
% | (4) | (18) | (50) | (21) | (4) | (0) | (4)
75 | Bl | 0 1 8 | 5 10| 3 | 0 -
AR % |0 | @ B0 |19 | 6| an | o

RIIBERE % SIS 5 MMSE 35 O iR O ZALE D 7 T & R
LD, 3mg B, Smg #E. 10mg BHEZN 2N 1.8 &, 4.1 4.
28HTHY, ETOMTT I LRI L TH SR YED R
HHNTz,

F17-7 HAREH o MMSE

- 03875 OZALE*2 | Z{LEOTEM K
FHH+S.D. (n) 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
AE N -0.6x2.7 (28) -

AER - £ B

(79 213 EZRTo)

EHD D BRI,

FRAMBRREZS B) & 39 5 NPI-2

BIEORMKEOZEALED 75 v REEL O, 3mg B, Smg .
10mg #EZNZN-2.4 5, —3.6 5. —5.2 M TV, dmg #.
10mg B T7 T L REE L WK L CHEREED RO bz,

F17-8  IRA&HE*! O NPI-2

. 032 5 OZAbR*2 | Afbm OB LK
P £S.D. (n) SRS
10mg -5.1+4.6 (31) -5.2
5mg -3.4%3.9 (30) -3.6
3mg -2.2%6.1 (30) -2.4
75K 0.2%4.0 (28)

(%4 F AL EHEZRT.)

AR IIRZERFECTH ) . EEEFRI RN 3, M
W AREOMEDZEEDHIH L TR n®0, [5.6 2]
17.1.4 ERE DHERAER

L Y —/MERIEEINE B H (MMSE 1505 0 10 25201 26 BMBLF)
142 % WA K ARV VIR S 10mg (3mgH % 2 M
5.1%. dmg/ H% 4 ABBS. kT 10mg H % 6 HFEHS).
5mg (3mg/ H 7% 2 A5, 5mg/ H% 10 ARMPES) ik
75 R% 12 ARG 5 I ERILERE 2 J2h L 72
FRAIBERE % BRI 9 5 MMSE 130 OO Z b 0 7 5 & R
L DX, Smg B, 10mg HEZFNZFN 0.8, 1.6 5 THDY.
10mg #ETT T RBEL I L THERUGEDRD bz,

#17-9 kI 9 MMSE

- 0 3% & D22 | 28 bi O BER L
P £S.E. (n) Sy s
10mg 2.2+0.4 (49) 1.6
5mg 1.4%0.5 (43) 0.8
7F R 0.6+0.5 (44) -

HRAER - AT B

(79 AMEEYEHEERT )

ED I BLIH.

FRAIRRREZS

B % 57l 3 %5 NPI-2

I OBRIIFOZALE TIE, Smg #f. 10mg #t &L 127 7 LKA

L OMICHEAZ

RO LN h o7z,

F#17-10 I o NPI-2
- 0% & D22 | 2 bi O BER L
P £S.E. (n) S
10mg -2.8%0.5 (49) -0.7
5mg -1.8+0.6 (45) 0.4
VAR -2.1+0.6 (44) -

(%A F A IS FHEZ RS )

¥ IR IR & LT 12 8RRl & L7225, bk - B sl
IZoWTIE, WTF— 8 2T OWNG & L,

%2 [#eofi] - [0EOfH]

%31 (B GO 0D OO RO ME] - [F5 RO
03875 5 OZA b D]

ARRERCIE, FRAIPERERE S R AREIR - 17 B RE o e R 3
5 FARYNVEBRE O T I LRI L TERTWS
&V ) REEIGBUIBGEE S TR n0), [5.6 2]

*17.2 RERGHATSF

17.2.1 LE—/FRISBAERE 2R & L - ERNRERTRERR
LU —/MEBIERE B E (MMSE 351 0 10 L1 26 JBLT)
RIS, FARYIVERESE 10me (3mg H % 2 8% 5-%.
5mg,/ H % 4 BWEH5. kT 10mg, H i3 #E 5mg H %
6AMRS) X377 R%E 12 AMEST2ERE (ZHEER
7T RAE) L. BN AT LB 1S B ARV VIR
$ 10mg (GHH K A X OOVIEEERE T3 10mg B 3R aERE
S5mg H. E#Y 75 KRBTl 3mg/ H % 2 AR5, 5mg
S H% 4 8M%S. Z0#%1E 10mg H XULKEK 5meg H) %
48 J WP 53 B Mhbise 5 GEEMIETIR) 25 % 2 Wik ise
Bl R B % J20E L7z TR CIE 160 BIIC A YOV R
XIZ7 7 R DHeh S, FEFHMEEE T 2 HHINIC BT 25



FEEEAME O i B R AER  (CIBIC plus #43#MM) O icBW»
T 79 R MEE FARYNVEBRIER & OMICAEEAEITED LN
dro 7z (p=0.408. 2 A Wilcoxon M. AN DA HAK
IR 0.046) o

F17-11  #EFHIiE o CIBIC plus

HE | | (R B LN
weupe | g | 5w | T | g | B gy | B
Fix %] 1 |10 |22 |17 |19 5|0
~ 74
VM| 9% | () | 14) | 30) | (23) | (26) | (7) | (0)
[t
s | #%| 0 | 6 | 18 | 32 | 14| 5 1 -,
TR % |0 | Q) |@) | U2 |1’ | 7 |

% B B FRMAHT O LI O A MR T OBEFMN BT 2 et Gl
DERAIEIR (CIBIC plus #EGFHl) D5 AIEUTOLBY
ThHolzo

F#17-12 &I  CIBIC plus (X0 4 HER)

52 wy| . wEE|_ wE =),
peum | | O g | TE g | B gy | B
Fa gl 1 w0l ]3| o
~y 48
s |V % | @ @) 29)]19)| @3] 6) | (0)
75 BE| 0 3 14 19 10 4 1 51
TR 9% |0 | 6)|@D[GBD]C)]| @ | @
Kt | B | O 0 8 8 8 2 0
~y 2%
wa| M| % | )| ) |BD ]G |G| 8) | (0)
L | M
7o || 0 |3 1413410,
AR 9% | (0) [(12)]16)|(52)|16)| 4) | (0)

43 BIASHEBM 252 T L. 209 b 139 Bl Askiedx 5012 1T
L. 105 B2sikfede 5 258 7 U7z BIREEMIE H T3 5 457l
W] (HB9BE M B Ok e 5-J1) 12B1F 5 MMSE OR—2 5 1 ~
PoHDOLEALREDMERIITIOE B Th o7z,

BRI AU VBRI )

(LS Mean ChangeSE)

038 658 1238 2458 36 38 48 3 60 58

B B SH]
e

7T R R 12 W05 FAXRDIVHEESE 3mg H. 14 #HH 5
5mg/ H. 18 A 5 10mg/ H¥ 5 %4 (bmg/ H D
) PEGHE BERL BEGHEL BN ORHAMEM % N T L L. MMSE
DR=ZAF54 MERPAZ ) —= v 7B 0% bz AR

L 72 MMRM (Mixed Model for Repeated Measures) . 45k
FEIT ARG & Lo

17-1  ARPARES (eI R ONkEix 5-31) 12481 5 MMSE
DNR—=ZF A ¥ HhbOELROHER

AR CTlE EMEEAIEIRIC T 5 B R RO VEERE OG5 PEAS
TR RIZHELTENRTWS & Ww ) BEHSUHIMEGE S T w
v, [5.6 ZE]

18. ZEahkiE

18.1 fERA#F
T NA = —RUEAE L O L ¥ —/MABLER AR <l I )
CAEEIPEAIRR OB R B ESRD SN TV D, AR, TEF
Vay v (ACh) 20T 2METHLTEF NI VAT T
—+¥ (AChE) Wi ICHE$ 5 2 &1 & Y P ACh & % 3
I BN 3 BRI 520720,

18.2 AChE FA={ER R U AChE IZ3§ % &R
In vitro T® AChE FHE/EH @ ICs fifilE 6.7nmol /L TH Y, 7
FUNAY) YT AT T —EHEIEHD ICs ff i 7,400nmol /L
THh o720 AChE (I} LB 2 BRI 278 L7220,

18.3 AP AChE FRZE{EA KR U ACh #EhN1EH
FEOERG2E D, T Mo AChE Z#H%E L, F 72k ACh #
1%1][] é,@-tzzxzmo

18.4 ¥ BEEREER
P 2 ) > EEIPERIRERRREAR T & 71 (WIS OfIC X D
FERBEATEESNZT v ) ZBWT, KIS L) Rk
FEYHEH AR L2,

19. BRI ICEET 3 EEZHME
— R ZRR 0 AT VIR
(Donepezil Hydrochloride)

b4 . (2RS -2- [(1-Benzylpiperidin-4-yl) methyl] -5,6-
dimethoxy-2,3-dihydro-1/-inden-1-one
monohydrochloride

53 ¢ C24H2oNO3 - HCI

i 415,95

PR BEoREEORKTH S,
KITRREITF R T T8 7 — )b (99.5) IHEITIZL v,
HRIEH (1-100) 1ZFESEMEZ R S v,
HME RO 5N 5,

bt =\ )
HsC - HCI
HsC\0

RUHRGRMER

22, Q%

(RZXRTJIVIEREE OD 8 3mg [2H %))
28§ [14 8¢ (PTP) =2, ¥BHIAD ]
140 g¢ [14 ¢ (PTP) x10. #MHIAD ]

(K ZAXTIVIEEE OD 8 5mg [2h 4])
56§ [14 §¢ (PTP) x4, EBHIAD ]

140 g¢ [14 $&¢ (PTP) x10. WZMHIA D]
1008 [T AF v 7R, NT, WEAIAD ]

(RERAXRJIVIEERIE OD $8 10mg [2Hh %))

28§ [148¢ (PTP) x2. ¥BHIAD ]

23. EEXW
1) REHS BT 2 Y E R (RERER 538 (7)) 27 b
$E 01999 4F 10 H 8 HAGE, WaFEREA 3. (1)

2) fEHER A B 3 EE (ERIHRSRB) (7V 27 b
$E 0 1999 4 10 A 8 HAKRE., Wag@RHZEA~ 3. (1)
LR A ) SRR O IR (AT
W OD $Ebmg (44 % 1)

FEPE R A A A S RER R O PR (R AL
YRR OD $E 10mg [ 4 % )
5) FEHOFE (77 M 1999 45 10 H 8 HAGE. W&
FHRZEAN 3. (2)
6) MIEHEE L DA (717 ME 1999 4F 10 H 8 H AR,
HAEREZEA 2. (2))
7) fEHRER A BT 2 EHE (RAMEGE) (TUET M
1999 4E 10 A 8 HARF. HIFHFERHEZAN 3. (1))
8) MM - FMBIRE 2000 : 15 (2) : 101-111
HEHER NI BT 23 ERE (RS RO (7)) 27 Mg
1999 410 H 8 HAKR. W EEHgZEA~ 3. (1)
10) Tiseo, P. et al. :Br. J. Clin. Pharmacol. 1998:46. (S.1) :
56-60
11) Tiseo, P. et al. :Br. J. Clin. Pharmacol. 1998:46. (S.1) :
51-55
12) E##EICB 2 EWEE (7)) 7 ME: 1999410 H 8 H
KR HEHEEEZEA 3. (3))
13) #ENERL - Y A R SRR R OV IV RRER (N A<DV
WHBE OD $E3mg [ 4 % 1)
14) Homma, A. et al. : Dement. Geriatr. Cogn. Disord.
2000 ; 11 (6) : 299-313
15) FSPREE MAER (7)) &7 MEE : 1999 4F 10 A 8 HKGE. H
FHERMEE N .2, (5))
16) Homma, A. et al. : Dement. Geriatr. Cogn. Disord.
2008 ; 25 (5) @ 399-407
17) RET VYA < —RIZRHNE 2 W 5 & U 7= BRI AH AR
(70 &7 ME/D /MK : 2007 4F 8 A 23 HAKZE, A
HEH)
18) L ¥ —/MRTUGRAIE 2 R4 & L7z IRR S TARER (79 & 7
b gE/MkL/D §E/HNIREY —/ I 4 2ay 7 1 20144E9 H
19 HAGE, WIREWHHSE2.7.6.1)
19) Mori, E. et al. : Ann. Neurol. 2012 ; 72 (1) : 41-52
20) Tkeda, M. et al. : Alzheimers Res. Ther. 2015:7 (4) : 1-10
21) VB ¢ I & 39 1998 5 26 (S) ¢ S1277-S1282
22) TG EEIEAD © SEFE & WEH 1998 5 26 (S) © S1283-S1294
23) MR SEFE & WA 1998 5 26 (S) © S1303-S1311
24) /NVETEHEAD © SEFE & WEHE 1998 5 26 (S) © S1313-S1320
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