H AR e g S o A 5

% 3k 20244F9 H ST (AE310)

* 202345 H &
Bk =R 3mg 5mg 10mg
AR : 34 KA 22300AMX00946 | 22300AMX00948 | 22500AMX01449
WoE G 20114E11H 20114¢11H 20134121

TIVYNA < —8 L E—/JEBIERRGE AER
Bl K 2 AT IVIEEEIE O e P B 3R 8

Tethe: RRNIIIEEEEODR3ME 1955
FRNIIIEESEOD#ESME [975)
K2NRIIEEIEODE10mg [919)

Donepezil Hydrochloride OD Tablets “TAKATA”
pezit vy takata
2. BR (ROBEICEBELEVIE) ?%ggﬁ%ﬁiﬁ%kﬁaét&iﬁ
AN DB NG E A > AR RS Lt o BEAE 5.1 KADT V9 A 2 — BRI O L © — /M
HEOH 2 MH DIFIEZ D b DOHERT & T 2 &1 B ST
.
3. fHRK - MR 5.2 7»‘7}\47 FISRIE B OF L & — /MEEI R E DAk
3.1 #R RS BV TAA DA FER S h TV 2w,
Wiis | ARy Rl §3ﬁﬁ)EMmﬁﬁiépﬁzaggé;z%f\éomm>
- N TIVY INA ¥ —FIER IZHl RDEFTHIH
foaon gL Y2 b, FEALY 5.4 KANL, TN NA v — BB & SIS N BED
sk g BB F R SRR, ey — X,
i Bl S KR s m A AL AT —RF YA, AT 5 Lo e
OD 5t ¥ 30mg TASNTF—H (-7 2ZVT 5= (L E —/MFEIFRHIE chdsh‘én%ﬁu FER DEEFTHIHI
3mg [ % 7 [ > SALEW). LAY b —b. B 5.5 A, BAGEERICHIE L, [17. BREE OmEOW
% ] SR NEAF TS A ZIZDOWT 4 I%@Ltliﬁfﬁlc;t%m‘aaémTf LY
_ adi — . — /NPT B AIE O B R I A S D X | S 2 IR
Foaoep|LEEE by = Rk FRARY RWAAEIZ L) LY — MEBRANE & SIS, AR O
Wt e g 0B R RERLLVE =2, 7oA AT JASEY) & HIT S A B ORGIT 5 S &
oD 4 Q;g”ﬁﬁzé*t1;§LZéQ%;7ﬁ 5.6 KR - ATBhREE . SMEARIER IS 2 AF O AR
Nt 0. mg L-/ T — — = N ; \f‘ Y, N é%,ﬁ.'?.
irrjgrwy SR aigl oA PR S T, [17.1.3, 17.1.4, 17.2.1 ]
YILF R A fz RERUAE y
™ N N TIVYINA ¥ —BISRHIE I $ VT 2 EREEE IR DEI TN
Fopo oy LEER s bk FEAR )Y AT A 45 LRI E LT L 3mg 5
o RSO WIGR ey Eo X7 MG L 1~2 MBS Sme (MR L. TS S %0
oD 5 ~R YOV uxﬂfy}_l/xn Z%I\)W{x\ 7 FED TV s A — BRI T 1 5mg C 4 L
#100mg | ASVT =L (-7 = VT T=Y ohe e s
10mg [ % N SR W, 10mg IR T 5, b, ERICK Y #EEHET
B ] L&), LAY M=, FH. 7 2
o3 = 1 1 o
NVBATTINT DA (LE — MARISBEIE IS 5 1 5 BRVEEROLETIE)
3.2 BHOHIK S B db%«/Wf@fkbflﬁlﬁﬁg#%
%4 ” EﬁﬁL‘L 1~2 :@Fﬁ{ﬁ 5mg | iﬁi L. #XD?X%Té 5mg
e T s |7 K 9 5mg iw&ifééo
S Peli Wt 12 M T HEIC, AR, TR RO
KR o v [ A R - SrliAt & FLSGIER WIS & 5 ARl &
VY e e Ltiﬁ@ 720/ ) ﬁb‘ AEGIBERE REAWREIR - ATBhRE S, ARAENEIES %
oD g |o%EsE | TTS- BATNCFHE L TNA 7 4 v b3S 227 % LS & HEC
3mg [ 5% « 8 lmm| %02 @ 720 g&w% L BEEERIET S k. h%%%ﬂzﬂﬁ&i
s wdmm) B0 F COATRERFA O 1226 3 45 5-kioe & 0T L 7235
—— Smm %of%‘%ﬁmuﬁ@ﬁ%M%ﬁw\&ﬁﬁﬁwﬂﬁ%
3o BB W52 &,
Lt () — S -
. . O o w TTS- 7. BERUVHBAZEICEET 28
OD §it 721 7.1 3mg/ A5 AR Tla % < LSRRI 0%
Smg [ 57 #81mm| #02g | BAWZ 2 9% 0T B E LT 1~2 M %8 2 CHA
5] 33mm Lane b,
RO 7.2 10mg/ FICHIRT 2 5 &1, LEREN AT L2
F 5{\ ~ “/° ?ﬁaii z’i‘g)j:;‘j“j‘é:— C‘.’_o
v e | 7.3 BRI, Rk LOBHOL L TRGTS L,
o 722 8. BELRENEE
5% | #J9.6mm | #J 0.3g # 8.1 LV —/MERIGEAME Tld. HWAENMESHBR SN2,
35mm B B\ XY % B 2 RUE DS RINRREE A DY)
P B AHOFGIZE Y, SRR E O R B £
é@ﬁ#&%hfwé Ls, WEBERICET L A0
TWINA7—BRBMERVL E—MERREICS TS X3 B AT, IR ubfﬁizu¢£&§

SRAMAEME K DETTHIH] ) 70 L % 479 : o [11.1.6 &)



*g

ke

8.2 WM REM A 2179 S B OIREZ AL, &
FHIF G- CTRHEDTED SN WA, BRERG LT &,

8.3 o7 tF o)y A7 5—EHEMEMNZHET R
(HFTryIVE) EFHILAVWT L,

8.4 TN NA < —RIGBAGE L O L ¥ —/MERIGRAGE Tl
H By 1L 0 38R 5 O BMARERE D MK 3 2 WREMEA D B 6
T2 AHNCEL Y, EEEE, oIv, IRKEDNDHS5DbR
LI ENHHDT, HEYBE ORI 2 1L 5 B o F
WREFLRWE ) BESICHCHAT A2 &,

. BEDEREFEISREICHATIER

A BHE - BERZEDH 58E

A1 DERER (OBRIEE, REE. OBHES) 2HETEE.

EMEREY (BHVUYLMESE) OHsHEE

QT MR, =841 (Torsade de pointes 2 &te). /LoZEH

By, WASREGERE WEIE. SERIR. LTey s (iR

Tuy s, BRETUY ) ERDHOLLNILEIEND D,

[11.1.1 =]

9.1.2 ARLERE. DEARVEEESIBGEEETED D
REDH HEE
KRR ERNC & D IRIRD 5 WIZAEENR 25t 2 90l Rk
WAd 5,

9.1.3 HILMBBEDEIERD & 2 BHE
B W O K O AL B o1 X0 i bR A
EALS B HEED D B

9.1.4 [EXWMEX IIFAEMMERBORETEDSH 2 E2E
S S I O B OV SR D JTHELS &Y SEIR
DEALT B WREMED D B o

9.1.5 $E{ASREE (N—F2VE, N—%2 YV ERE
%) OhdEE
WSRO ) VRMBEEZITTET A2 LICE D JEREFET
AT S B ATREEA D B

9.5 iTi7
Tl O3 IER LTV B i etk o H 5 ethicid, T of
WA ERMEE BNl s L HE SN ALAEICOARKGTH
& o
gk (5 v MR 10mg/kg) THAEROWKA, LR
B ORI OB E OBINHIHIAHRE STV,

9.6 RILF
EHEEOFEMER OBAREOFEEZZE L., 2O
weolE kA RETT 5 2 &,
T v MIMC- FARYVIERBIE # &I E5- Lz &, 2t
HABAITT A Z DR LN T WA,

9.7 INRE

INREE G L L2 BRRRERIZ N L T,

© © ©

£10. HHEAEM

AANE, T & LTS CYP3A4 J O —#8 CYP2D6
TRH SN D, [16.4 ZH]
10.2 HiAEE BHRAICEETS L)

HH 5 WRATER - F5 18 73k B - fabRid T

A FH AN = A\ AR AR & B4 k| DF 3550 o I 55 iR

ALK T AL D 5o |V bR e % B

W9 5 BEEA B
%O

1) RG] MRS ER | ARR L L iz
TEFVa) vl an) LR E CEBITEOEH £
A AR ENLZW | H =L LEHLT
AN Ta = NREEVD L. Wb,

A
Ry 4 a— )V
7]

QY VIAT T —

Y RHEH]

TR =N
Y]
VAFTI VR
7]

KU FAF 73
> 5L
AFAFT IV
&

CYP3A RHEEH#] AANORH % HE|PEHERDOF 27
4 7 a+ VL. EHEHEsSEe — A P450
—) HUHEMEDSH B, | (CYP3A4) FHEAE
) I w e RV JAZX %,

e

HeFH 75 BRRRER - FE 18 7| BRI - fabiid 1
TaEZ)TF V\ARFORH E HE PEHEROF - 2
A VIV L RS a — 4 P450
4 A MNT 77 45W0ENHS.  |(CYP3A4) FHE(E
v Ak %,
¥ =V UK AR O H % BHE P ER O F b o
a5 L. EHZBESEg — & P450

HUHEMEAH B, | (CYP2D6) PFHEAE

HIZX 5%,
NN LY~ KEONXH ~ RE PEHEAOF b o
FEFRF Y L B ZmRI S |g — A& P450
A= N LUEEEN D 5o |(CYP3A4) Dk

7/ NV EF
-
V77 ¥y %

X%,

| TR T Y A

P)ANFT T o
=V VIEREEYE

AH &P LA
WEHEHWIZTFHL, Z
NZEN ORI % WK

KHEI LB a) v #
OVERDS, MIEACHE
WY 5,

vron~NsF Ui
[
YR 7 VKR
3
7 hu¥ryRina
) UFH
TFNVAART
I U RALY
7 ha v s
YIRS

55 3 & 5 W 2S
bHbo

FATFT A PN
A

ALV 20k 2
TR D B o

a v YRORIGIZ
X0 W Moy s s
#EIND,

11. BIfEA
KOBWERDRH b D Z EDHDHDT, 8% +5I124T
W, BEDED S NGAIE RS 2k b R B 4
Wi %2479 2 &,

1.1 EXBEIER

11.1.1 QTEE (0.1~1% ki) . HESHEA (Torsade de
pointes &) . DOEME). FAAREMRE. FEL. 5
#®ik (FHHEALAW), 07Oy (AE7OvY. BEEJ70O
v 7). K (% 0.1~1%Ki)
IMEILICESL 2 ERH S, [9.1.1 ]

11.1.2 DBEE, DAL (% 0.1%KiH)

11.1.3 HtESE (B - T2#HEBES) 0.1% K6 . +=
EBBESEIL HEAH). HEEHm (0.1%KHH)
AF| D 3) Y IRIGEHNC X 2 BEE5W N O L EEh o/
M X o THAEMERE (B - T2 . =R
ZidLl. HALE RIS S b b 2 03B 5,

1.1.4 FFR BEAW) . FHSEEREE (0.1~1% ki) . BE
(BUEASHR)

11.1.5 BMERE (TALA. EEZF) (0.1~1%Ki) . BH
m. RIMEREE (% 0.1%Ki)

11.1.6 SEFSBREE (7 VA4 <~ —TIEHGE 0.1~1%K
iy L E—/MERBIEEAE © 9.5%)

BE), BRI, YAFAIYT, VAN T, B AR
BTy, BATEGE. WBEY. SRR ES MRS S
BHOLLNLIENH 5, [8.1 B]

11.1.7 EMJEMREE (Syndrome malin) (0.1 % i)
METYHRER, GREE ORI, WE TR, SR, ME O H),
RIFEDRIL, 2T X B RBBSR SN DB,
52 gk L, RaH, K - BREERSEoLBEHME &
ST 2 ML % AT ) T & o AIERIERFICIZ, HMEROBE
M=l CK O FABASNEZ ED% L, T2, 347
TV VIREE) BRREEDIK T AAONL Z L 2H 5,

11.1.8 HEREGHREE HUEAW)

AN, B CK BE&. MR ORh I+ 2roe s b
FEND O bNHAIE, Bk L, @) 2 L 2
1192 Lo F72. MRUBRUEEIC X 5 2B R EOFIEIC
HETAHI L,



11.1.9 FRIREEEE (0.1% Aiil)

11.1.10 SR (0.1% £iH)

11.1.1 SHBEEE (0.1%£i)
11.1.12 FERTBEDRAIE (0.1% AKii)
11.1.13 MRS (0.1% Aii)

1.2 ZOMOEIER

1~ 3% kil “;%% 0. 1%l | SRR

TR

i N2 N
Wi 5 M = | S HE 2
T

HAbE

A A S| Y ¥ =0
AR IR [, % 58,
ZRNVE. L)\ IR R
L B | $EL

AR, B
oo,
JE&LE

ki

R iR

BEA, HRi [k
CET AN
EXR

HA - KA
iR

LDH N
AST .
ALT. y-
GTP. Al-P
L5
ByE, M+
AL
KT, EE
T 1 A% I
i DEME
WA
BUN o Lk
NN
R

F1 I ER 98
Ao A= b
21 v ME
WA, Al
CK. ¥ L |3 1 %L
Z 7 u— ).
12NN U/l F ]
DRSS
N, 737
—¥. KT
I5—F¥on
A BR
& T A
LN
R A

FEBURRE L, WL OV AEIE D T LY A ~ — IR
AR E TORRRBL O R, FIEOT LY
~ — RUBHE % OF L & — /MK R GBI 3 T B
RO R b TR L 72,

13. BERKRE

13.1 fER
a YA 77— CRHEH O G130 2 WA MR
VEHE. FEF. FRNR. RO, PRURERE], R, ROEE N O
BESFO Y PSREIWER 251 B2 d 5. Hlbi)
DOWREMED H ) R OMIEICL VHCICELZ L b H
D155,

13.2 &
T ha ¥ U RRBEARR O X9 % 3MT I RILI Y VA
AR OMBEHRG OHER E LTHITES, 7oy
TR AR D 1.0~2.0mg T MEIHE S5 E LTHEL.
FRRDOSIZ DN T E D RO EZ RO Lo oY) A1k
BPEETIEAMT 2=y 25%P0a ) YR LG L723E
MR OB R RN % 5 T E |G SN TV D,

JFF ik

Lo Al B

URG:|

I IR7¢3

FET. B
TR TR
i i

Zhh

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. ZODFE

15.1 BERR{ERICED 153k
HHENZ BT NINDS-AIREN L1245k L 22 I 4
P (RBEI I ENERKZR) L2 BE 2w
(TN A < —HBIGRHE & B S N7 BB RN 126 7
AR T F b R B mee 2~ HEkE 3 sBhsElE S h
720 MAORBEORTHRIE N A XRYIVIEREIE Smg #
1.0% (2/198 #81), F &~ V35 10mg ¥ 2.4% (5/206
Bl) BT REE3.5% (7/199 #) TH -7z,
2HFHORBOTERIT N ARV IVIEEEE 5Smg #1.9%
(47208 7). K ARV 10mg # 1.4% (3/215 #1)
BT FEREE0.5% (1/19361) Tho72o 3FHHDRE
DIEEHIL FARY VR Smg #E 1.7% (11/648 61) K
75 2R 0% (0/326 F1) T Y MEEHIHRF# WA
BEBALNT, BB, 3REBEAbEIETHEIT N AR
VNVIEREYE (Gmg KON 10mg) BE1.7%. 77 R HE1.1%
THho7zh MalFEW e EE I T D572,

15.2 FEERRRERERICE D 155
BIWFEE ([ X) T, ¥ ¥ I - RV MNVE Y — VHEE
AT RV BNV E F — VR FIC B AR DIV % 35
L72%6. WHRIIH2SS 5 b TICE > 72 & OWME D
Z)O

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 I B2 i G i IR 2 © R 1ML L 726
LC/MS/MS 12 & Dl L7z F ATV e O HER L O
NTGA=FERKDOLEBY TH N, Al HHTIT 90%IFIEX [ %
RO 7FER HIE ST A — & O BALO P D13 log (0.80)
~log (1.25) OHPAICDH V. WA O AW 2E R R SV HER S h
723,



(ng/mL) ERERLHE (FARIVIERN & LT 10mg) % 22K

0 e FANYLHEEODSE Smel & 1 J (IFAL 5] % LCHERITES 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) CERZENL§E (FARYVIERIE 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]
BHNORAETE DAY R SRR A BT 4~ CPIK 24 48
2 H 20 HEARAIEE 02204 10 %5) | 120X, FAXYLE
H:3 OD € 3mg [4 7 & | (IHALGBAD . BRI VHEEEE OD
$t5mg [ ¥ 74 | (IHLHEHA) KO FAXTIVHEBE OD §it
10mg [# 4% ] (IHLGEF) (e b2 RICIEH L7z A5
] SRR IS B3\ TSR EEATERR S T\ 5) A i s) & L7
L& BHBEINEL . EWHMICHSE Ak SRV,

) AKEMHEROCHEIE, TV ~—RZHEE Tl [,
WA R ARV E LC1H 1R 3mg 2 5RE L. 1~
2 M %I dmg (28 L LG 350 SEOT VYN, < —
RIGRAME BT, Smg T4 EMY EFE%E, 10mg (&S
%o B IERICE VEERET 50 L E—/IMERIZBANE Tl
[ A FARDIVIEREE S LT 1 H 18l 3mg 2 & B4k
L. 1~2 #%IC 5mg (28R L, #8535, 5mg T 4 HH
PLERSER, 10mg IHim T 5. B, FERICK D Smg F Tilm
T&%.] TH5D,

17. ERPRRXIE

171 BHHRURLMHICEET 2 5k

(BERVCREEDTIVY N ¥ —BRISRHE)

17.1.1 ERNE DHERE
BEHE R OSHARBE D T OV Y N A < — BIFB A B 268 B & R4 1
A ROV SE 5Smg (3mg/H % 1 #M#5-%. 5mg/ H%
23GBMFE) XiE T 5 R% 24 BAEPRG T 5 EERILEGER
% FEhti L7z,
IR R REHIE IS B W T Smg BEIR 7 S b RBEE R L T
HEIZENTW 2, [2E] D EoE AL Smg # 17%. 7F &R
T 13%. [EREEA] DT o#EAEE5meg B 17%. 77 R
43%TH - 72,

F1T-1 IR AR ARE Rl

LI I T [ HE]
peme | o | SO | TF e | B mgy e | O
Bl 1 19 | 40 36 15 4 0 1
mg | | W[ 19 @[ [13 ][ @ [0 [0
Zan (en| e (a7
7%
B 1 13 10 40 21 21 5 1
79[ % |0 12| ® [60]19 ][9] @ | 1|,
R X
Ky @ |6 (43)
77 %

FRIIBERE % G35 ADAS-Jcog 13 MORRFAAL 2 KITRT (I
FEFRMTXT R+ 205 B1) o 2 G-BAGNE & O EOTFH T, B
128% X0 Smg N7 T L REEL KL THEALENED S
N7o WD 5Smg BEE 7 7 L REE QPG5 D2 LR D71
2.44 JiTH o720

#17-2 ADAS-Jcog DFERZEAL

0 B0%E | ZitimoiEH
SEAT _ fba ! 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 LR RUEE T & 5 CDR OREIFLAL 2 IR (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.

(EEDOTIVYIN T —BIBHE)

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 —/|MFBISTHIE)

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 &Ko CIBIC plus
HE | &5 e | e [wm ]
pegme | a5 g | TF | mqe | B gy | B
10 % 1 3 13 8 1 0 0 %
T T [a e ey @ | o | o

5 % 5 5 10 4 2 2 0 98
ME o g [as) [@e) | aa | @ | @ | ©

3 1% 1 5 14 6 1 0 1 98
T T a8 6o | ey | @ | o | @

75 | 9% | 0 1 8 5 |10 3 0
TR 9% |0 | @ @009 |6 | a | o

27

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

- 0 3825 DZEALR 2 | ZA i ORER I
FHF£S.D. (n) SRS
10mg 2.3%3.2 (30) 2.8
5mg 3.5%£3.2 (30) 4.1
3mg 1.2+3.8 (30) 1.8
75K -0.6=2.7 (28) -
(79 AEESHEERT.)

AER - £ B

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 2L EHEZRT.)

AR IIRZRECTH ) . EEEFRI IR 3, M
W AREOMEDZEEDHIH L TWuiRn®w, [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]

ARGRER Tl RRABERERE S, RERIEIR - 4T BYREE O MR 3
5 FARVIVEBEOANEN T I LR ICHKE L TERL TV
&) BREGRIZHGE S T w e »w20), [5.6 2]

17.2 BUSERSEHRAES

17.2.1 LE—/MEBRISBAIE R E 2 MR & U - EREGEIRE R
LY —/MABERIE B (MMSE 35 0 10 LR 26 ML)
RGP ARY VRS 10mg (3mg/ H % 2 MM ¥k 5%,
5mg, H% 4 G KT 10mg HEER 5mg, H %
6EMTYS) XiIZT I R% 12 BMKXGTLEEN (CEEHR
TR RE) &L BN AT L BERE I B AR Y VIR BRI
$& 10mg GAREW B ARV OVIERRIERE T 10mg, H 3 ik
S5mg/ H. E#Y 75 £ KRBTl 3mg/ H % 2 AR5, 5mg
S HZE 4 BES, F0%I1E 10mg H ULRER 5mgH) %
48 P53 2 WP 50 GEEMIERIIR) 205 7 2 Pk IE
PRl AABR & FE 0 L 720 WBHEIICIE 160 BI1C B A X VOV ERE
X3 7 T RG-S, BEFHEH T 2 H R B 5%



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] (HB9Re U B Ok e 5-J1) 1281 5 MMSE OR—2Z 5 4 &~
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 (R R ONktix 5-31) 124815 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. ‘@
(K Z~RJIVIEREE OD $23mg [42H 4 ])
28 4% (14 4¢ (PTP) x2, WMEHIAD]
(RENJIIIEEE OD fE5mg [#H %))
56§t [14 % (PTP) x4, WREAIAD]
140 ¢ [14 % (PTP) x10. ¥HEAIAD ]
10088 [F9AF v 7. NT. WHHIAD]
(K Z~JILiEEE OD $2 10mg [2Hh %))
28 4% (145 (PTP) %2, WlEHIAD]

23. EEXW
1) MEHS BT 2 R (RERER 538 (7)) 27 b
St 01999 45 10 H 8 HAKRE. WRFEEMEZA 3. (1))
2) fEFERNIC BT 23y ERE (RAEREIG-HB) (7Y &7+
$t 0 1999 45 10 H 8 HAKRE, WRFEEEZA 3. (1))
3) AR ¢ AW ) SRR R ONE I ERER (R AT
WM OD $Edmg (44 % 1)
4) FRNEERL - AR R SR O IR (R A RDY
YRR OD $E 10mg [ 4 % )
5 BFHOPZE (7Y LT M 19994 10 A 8 HAGE., W&
FHEZEA 3. (2)
6) MMEHEE L DA (717 ME 1999 4F 10 H 8 H &R,
AR 2. (2))
7) fEHER A BT 2 EHE (RAMEE) (TU LT M
1999 4% 10 A 8 HAKGE, HEEEEEEA 3. (1))
8) MM - HEMEIRE 2000 1 15 (2) 1 101-111
9) fEHERAIC BT 23 IR (SR OHE) (7027 M e
1999 4E 10 A 8 HRFE. HIFHFEFHEZA 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) EEEICBIT 2EWERE (77 Mg 1999410 H 8 H
KR HEHEREZEAN 3. (3))
13) #ENER - AW IR SR R O IR (N ARV
EEEE OD $E 3mg [4 41 % 1)
14) Homma, A. et al. : Dement. Geriatr. Cogn. Disord.
2000 ; 11 (6) : 299-313
15) BRIRES MARGER (79 &7 Mg 0 1999 4E 10 A 8 HAKRZ,
AHEREE -2, (5))
16) Homma, A. et al. : Dement. Geriatr. Cogn. Disord.
2008 ; 25 (5) : 399-407
17) BET VI NA < —BUGRANE & W4 & U 72 BR 28 T AH SR
(79 &7 be/D §&/Mk: - 2007 4 8 H 23 HAKFE, AR
HE)
18) LY —/MERIGRAE 2 b % & L7 BR & TH#RER (7)) &7
b gE/MkL/D §E/HIREY —/ I 4 ay 7 12014429 H
19 HAKRE, WEEHRMZ 2.7.6.1)
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) VBl ¢ I & iR 1998 5 26 (S) : S1277-S1282
22) VPSS ¢ BT & 39 1998 5 26 (S) : S1283-S1294
23) /TR ¢ SEHE L iH9E 1998 5 26 (S) ¢ S1303-S1311
24) /NETEHEAD © SEFE & WEHE 1998 5 26 (S) : S1313-S1320
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e B MRS Sk R &

T 336-8666 SV - WmEXEFE L THILHFL S
ik 0120-989-813

FAX 048-838-2121



26. BEMRGTREF
26.1 BGEMRTTTT
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TV FEFMmAXERE203F i1

DNPOD 15



