2019 4F 3 H&kET (36 5 k)

HAEEYEN 0 dE & 5 87119

EERMAVAEL—T+—LA

BARREFIENED 1 FEoHEE 2013 [ZHEH L THERR

TIVIJINA X
RAEANY)isEEE0DsE 3mg INP.
REAY)isEE0Dz5ng INP.
REAY)isEEE0Ds10mg NP

-8 L E—/IVFERBREREA

DONEPEZIL HYDROCHLORIDE OD TABLETS

#l iZ

FEAl (GRBE : HPENHAEESE)

®/A o HO#H X 4

FES
IFEESES, (S BRSO VTS L)

R R~ )LHE IR OD $E 3mg NP
18EF AARKKFS FRXUVERERE 3mg
RV 0D £ bmg NP

Bk & & o L
LEHER  BARIERS RFRXUVERE  Smg
R~V RRYE OD £E 10mg NP
18 BARERFH FRXUVIEREE  10mg
. i 4, 4 RSOV HEgdE (JAN)

PE4, : Donepezil Hydrochloride (JAN)

R AR~ VIR OD $E 3mg [NPJ. [F] 5mg NP
BEARFEAZRAEA B - 20114 7 H 15 H
A FEYEIEAEH B 2 2011 4F 11 A 28 H
FoeFH A (20114 11 H 28 H

R 3~V EAE OD §E 10mg NP
RS AZRAEA B - 20134 8 H 15 H
A FEYEIEEH B 2 2013 4F 12 A 13 H
FoeHEH H :20134F 12 H 13 H

PR - EHOE (EA)
e ¥ - I

fERGE - =7 e kst

= SR i H 2 38 00 A G

Bl v & b

O

=7 St EELERE

TEL:0120-226-898 FAX:06-6375-0177

BR[0T R — L—
http://www. nipro. co. jp/

AT FiE 2019 4 3 HUGETORM CEOTHUTIE ST UET LT,

BHF DU SCERERIT, PMDA — L2— TEFEICET D15
http://www. pmda. go. jp/safety/info-services/drugs/0001. html (2T ZHRERL 72 &N,



1.

2.

I FAHOFS & OME  — A ARBEEAIR S —

BT A U F Ea—T +— MMEROBRNE

PRI RS O SR 2 BRI & U CIER A EIRIRASGE (LUF, IRASCE ST »

D, EREYCER - SEHISE O BRI FEZ D B EB LB 22 SR O M WA TS

T DB, B SCEI R S V2 IF A AT 5 BICEEM R E IS LR G803 8 5,
ESRIRIS TIE, MRS U T BB 3 0D [ B S 24 248 SR 0 1B I3 SR OB e &

LCIEHRZMTE L TRIL L TE TS, Z ORI EREREMEENICAFT 572D 0FH Y
ARNELTA U Z Ea—T 43— LNEE LT,

BEFN634EIC H ARBE AR 2 (LAF, HRIREMET) A/ hERES) [ERLA 2 e a
— 7% —25] (LATF, TF&EMET) OFEMFIWTNNC T FRR#EEE2RE Lz, T0%, ER
PEEZMF W NTBE T EE LB R =— DL EZ T T, FERL104E9 A I1Z BRI
INEESIZEBWT 1 FRldlEHEOWET M T,

FIZI0ENRGE L, EGEHROAIY T TH 2 MM, HWFTTH D ERILEGOIKAR,
WHIT & - THE - EIRBEIIRE S EBLLIZZ & 250 T, FRrk204E9 H 12 B s 3R = 3R F
ZERITBWT 1 F Rl EH200823 5K E S A7,

I FRR#REMH2008Cl, I F&2MBHAOM & LTI 2 505, PDFEOERK
TR LELTHRMETIE (e —1F) BNEAIE o7z, ZOERICHOE T, RANCEIC
BWT 1hiE - hR oM , S AR EEAEARWEREOWET) REOUGETRH -
7235A, SGTORIT — & Z BN UTEFR D e — T FRRtsnND Z & Lirolz,

RERD e — 1 FiL, (f) EELERESQOHEEDERLERIBIF —L -
(http://www. info. pmda. go. jp/) »H—FE L TAFA[HEL 72> T 5, HARIFRPRIEAIMIE T
1%, e — I FZ24B#+ 25 ERLFERIBHER— 2= 0NA0Y A FTHHZ EITEREL T,
HMMAEAENE I HDOETe — 1 FOIFREBRETT oMk ARE L T, e D 1 FONRMASCE
R T DM EMAAREHRE L CEYNEE - Rtd o2 L,

20084FE L D FABID A o F B a— 7 + — LRaTa & Bilfg L7 b CTHafia L T & 7o 2 fRaf
fliL, SB35 T, [ER - BWHEEICE > ThH, ROBWERFE LT L 2%
21z, EZTHM, 1 FRREEHEO —HHWET 21TV [ FRLEZEEH20138 L TAKRT HEDE
ot
IF&iX
I Fi T SCESOEREMT L, HARMEOEREFHIC L > THFEBICNE R,
O EEBO D DOER, WITHRFTOT-ODIER, FAF O DR, EHEOm#EIE
OO DR, HPNIRBE 7T D720 OREHREDNER ST A1 72 # B 0 [ 358 5L iR
E e LT, RWENGHEEELRE L, RIS DT 10 Y 541 35 ORI FEITER L
ORI Z I L TV D ITE R EArERHT s,

o2 L, gk - SRR RICED S b O, REEKEEOMAI ) BT H L DK
ORAIAT B S 25570 « Il - 2T REFHESEII I FORFHEREL T2 520, WIS
&, BUEM¥E NSRRI T FIX, HARTE S 2550 - JIWr - RSS2 & & big, &
BT DD ENIFRHMAEFF>Z L ARIEE LTV D,

[ I F O#kK]

OB ITAMRR, BiEX L L, JFHIE LTIRA > MU EOFR (KFIZHRLS) Tt L, —
BRI &35, 72720, ISTETHRE - REZHWESEIZE, AT
WEHIHbDET D,

@1 FRtdiEHEICESXER L, FERAIIIT Y v 7 KTl 5,



http://www.info.pmda.go.jp/

QFMOFLHEITH — L, FHITHT THWFIEERD [T FRIHOFL & OME] O %
LT H2bDLL, 2HICELD D,

[ I F OfERk]

D1 FIFFERI & UClAI o 588851 (WHAAL EHH, FMHAD I/ER s s,

@1 FIZR#HET 25 H L OESNIE BHRENRE Lz 1 Fldl B HIC L4 5,

ORI CEONEEZMTET A LD 1 FOFEITH > TRERERNTH NS,

OREEPEORESZICET 2 b 0, REEEORAILE ) 2 8N 5 b O KOS % 1%
U OEFENEEE B O35 « BT - 2T R FHEIZ O W OEREE S e,

® MEHEHA ¥ B a—7 4 — AF0RHEEE 2013)  (BAF,  T1 FAOfEEaE 2013 L HE9)
WZEVER SN T Fix, BFEAToORMMEREARL L, LIS U CERAIMNE I
K (PDF) 2HFEIRI L CHEMAT 5, BETORARITNEATIEN,

[ I F DORIT]

O 1 FRoaRZEHE2013) 1%, FEk25410H IBICAR SN FrERLNS#EH L 72 5,

@ FFLUANDESEMIZOWTIE, [T FRosZEE2013]) (2K 21ERK - f2ft3mfl s s b
D TITRW,

O H EOWEEOKET, HRAMFSUIHMGG R (BRAREM) NAR I NIRRT
\CHIGIE DPERZEN 72 S, RETRENERRE LS BB AICT 1 FAKET S
Do

3. IFOFABIZHE-T

[T F Ao B662013) 128\ Tk, PDF 7 7 A M L DB TR CTORMZEAL LT
W5, TERAEFIAT 23EAI0NE, EEAENSEIR L CRIHT 5 Z EnFAITH D,

BAEARO T FIZOWTIE, R3S R ER AR G HAE 0O [ 350 R R B aR T R AR — A
—VICHEHEBEFNRE STV,

RUISRAR T TR A VX Ea— T+ — AERO TR & | IT66> TIERL - 82863223, 1
FORRERE %, EEIGICAE L TOWAEHRS [ FAEMRRFICEHE LEEWIEREICOWT
ITHBEBEEDOMRES~DA X Ea—|Z XV EAMER O NNEZRFESE, | FOFMME
@b LMENDS, F1z, MRFSGETINAHEH EOFEESFEICETA2FHIZEALTE, I F
NET SN D ETORNE, Yk ORISR N RIS 5 IR LRSS O LES, &
HUNTER G ERESERA G — RS L 0 AR DR HETL b, TFO
HRICH T > TUE, B OWRA SUE A R G E R AR E IR IR — A=V TR T 5,

7B, WIEMHEHASCZEM OO S LRH I N TWD TR < TE2R4ETOR
FERIL) IZETAHEASIIARFHEICEDL Z ENH Y, TOREWICIEHEETRE T
H b,

4. FIRAZELTOEER

I FZEFMEDO B EESB BTN T ZENTEARVERLIERFE L CEHALCE
X720, L, EEESCERAERL Y oE—r g ra— REICLA8HIC XY, BERAe
ENERMERE L CHRIECTEZ2FAITIIA T ERAR S S, [ FITAREOLHEHEL <
T, YEEEIRG ORERMENMER - IRIET L0 TH D Z Enn, FiE - BHRIITHIKE
ZF D EERNI EERHB L TR b 0,

FLREEAER, 1 FRO ETHIRMNCELMET HHEREM THY, 1 ¥ —Fv b
TOARSE LB E 2, HFEELORERAICEM L2V EOBE LIERINL TS Z L 28
it L CIEMEIEHT 20 ER D D,

(2013 4= 4 H4ET)




I. BiEICEY SRR

1.
2.

Bﬁ%éo)'fﬁjx:;fﬁ ........................................ 1
R DIETEEHY - WA oorrseeon I

I. &AW SER

L. JRGEA vereeemee e 9
9. BB e 9
3. HEYE R R oo 9
4. S TFRIROGS oL oeereemrereennnneeenn, 9
5. ﬂ::?j% (ﬁ%%{f) ................................ 2
6. B4, A&, BEE ZHETEE e 9
7. CAS BRERIE S wooremevemenemneneeeseneens 9

. A3 ICET 51ER
L B ZERGHETED oeereeeeeeeeeemeencnaees 3
2. Ay DBEFESAE TSRS D2EME - 3
3. ﬁ@ﬁ%@ﬁ%ﬁﬁ%ﬁ{£ ......................... 3
4. ﬁ;ﬁﬁkﬁj\@ﬁiﬂ%{f ............................... 3

V. ®EICEEY HIEH
L FJG wemememeeemeneeee e, 4
2. BUFIDFAFE, -oeerrerrrrrrrreeerreeeenn 4
3. WEEAL, FLAIONBAEISH T HEE o 5
4. BRORREME TSR 2 REM o 5
5. TRBLHE R ORI DRTENE oeeeeeeo 7
6. 1Al & DEAZAL (WEMEFEMLL) - 7
7. %t’:‘l'l\i ............................................. 7
8. MM EERBRERTE oo 14
9. BHIh OHELS OMEFBRBRIE oo 14
10. BUHIF OHFBRRS DEBTE e 14
VL. Sl weeemmememeemmememeeee e, 14
12. BT D ATHENED & 2 I -ooeeeeeeees 14
13. JEESLEREL « MBS FFER R A AR

Eg#é;l%%& ........................................ 14
Lh, D] weeeememmmmeneee e, 14

V. AmIET 388
T e T 15
0 FHEERLOHBE oeeevereremmeneeeeineeens 15
S BEERRRGE oo, 15

b/

. EHEE(ICEY HEE
1. FEPARIC B S 2L AW UM LB -

. EYVBEICEY HEE

1. MLPREE DHERS « JUTEHE -oovvrrererrreeeees
0. HRMPBIEIRIG ST A B e,
3 WRUL <eeeeeeeeeee e
4o BYAT eereeeenene e
5. JRE <eeeeeeeeeee e
6. B <eeeeeeeee e
7. I UAR=Z BT o w e
8. é*ﬁ%b:ié%f%ﬁ ...........................

. ReM (FRALOIES) BT 51EE

1. %%W@k%@@m ...........................
2. HeWALzoin (FRsEET)

3. BNRESUIRN R BIE S D LoERE &

T T N
6. MEAR AR & 2 OB B O
UL -ooeeeeeerrereeeeseeeess e
T RREARF rreeeeeeeeeeensseeneeese
T
9. EHEAE ADEEE e
10 KR, BERE, BRI AOBG o
L A GBS B orreeeeeeereeee e
12. %%*ﬁﬁ%%b:&aiﬁ%ﬁ% ..................
13, SRS B oooeeeeeeeeeeeee e
14. i@ﬁﬁk@e‘z%ﬁ\ ....................................
T T
16, 20O erreeeees e

1. %@%}t%‘% ...........................................

23



X. EEMERICEHYT SEE

1.
2.
3.

10.
11.
12.

13.

© 0 =N o

ST 59
ﬁ;ﬁ/ﬁﬁ ﬁﬂx&i,{iﬁﬁ/ﬁﬁgﬁ ......................... 39
Eﬁ'—’{f . ﬁ%ﬁ%ﬁ; .................................. 39
SEANETUN DTG S, vveeeeeeeeemmmmneeeens 39
%%{7\%1&{;% ........................................ 392
/ﬂ% ................................................. 33
BEHLOBFEE +rovvvesssenreenee e -
Rl R4y « [AZNEE veerevemmremmeeinenees 33
EISTEARF] [ oorveeseereenneeesensennreonne -
PSS EARE A H R OKRE R oo 33
SR HLHEIT AR F] [ ororrveeseeeeenneeessnee -
SIE SRS, FIU R O RS
SO O DN e 34
PR, PIATAAS RAREA I RO

%@W@ ........................................... 34

14. ﬁ%ﬁ/ﬁﬁﬁﬂ ....................................... 34

15, A I RIS (2B D e oo 34

16. %*ﬁ:}.—}\ ....................................... 34

17. 1%[@%@{¢J:®(£%ﬁ .............................. 34
XI. X#k

1. glﬁﬁy% .......................................... 35

2. %@{ﬂ@%}%j{% .............................. 35
Xi. 3E&H

1. 3‘57&%’(@)}%%%{% ........................ 36

2. {ﬁﬂ%:%”— %) %%ﬁ%;rﬁ%& .................. 36
X. %%

%@{ﬂ@%@@ié*J, ................................... 37



I. BiZEICEY 5RE

1. FARORRE
KRR ROOVIREEE LT VY oA ~ —BIEBFETRIRIE TH D . T A oA ~ — R
JE TR LN LM Y BB EMRE R OMBEIR T 2 234 5, AF Tk 1999 £
EficnhiTtnag,
L SEFIT RRARUVHRRE % 3mg O bmg BT 25 R RV /VHERHE 0D $E 3mgINP )
KON R RV ERYE OD 8 Smg INPJ X, =7 07 7 —~<WDB W OB FEIEKT &L
THHZE 24 L, FERFEH 0331015 75 Bk 174F 3 H 31 A) (25D & Bk OV
Br 71k & g IR | AR R R SR A FE i L, 2011 A 7 A TR & B,
2011 4 11 AICIRGEZBAAA L7, 2013 4 6 AT, MET VY oA ~ —BIFRAE &
FITxt T 280068 - IRKOHE - HEBNBIShz, TOk, 2013 4 12 iz, #
R TE AR A2 =7 a [ 23 KAk L 7=,
F7oL 1 EERIC AU VIERRIE A 10ng &H T 5 R RS LR OD $£ 10mg NP
F. =7 el OB IEERES E UTHRE LR L, EREIEH 0331015 5 (FRL 17
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(1) 1 & (&fE) : RV LEEE (JAN)
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(5) BMIEEMEMEHRY
pKa=8. 90
(6) NEFRE
M ER R L
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(3)
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V7. e Auo—A D-vwr=F—Jl,
= " ERA{k#k (0D BE 10mg D Fx)
(3) TDith
PR
BAR, ILFOREEIINT HEE

R L

4. HEOEEEHTIZETS2REN

a3 B
SRER SR - 40+1°C. 75+ 5%RH

O KR~ VR 0D $E 3mg [NPJ ¥

PTP /At : AlMETERE (WA . Ry FurLy - 7AIE, AAaE . 71t —)
TH B K OVELR BB | 1A% | ST A% | 6 WH®%
MR (HEDOHERETH D) WA WA WA WA
fife B Pk WA W A WA WA
UK ) — PR .09 a
%%J 5 —PERRER (15.0% %8 SN B B SN
ZIRUN)
iR B B B WA wW A WA WA
e HFER (16 o o Hi R . . . .
80%D\J:) pIES) = pLE) = pLES) = pLES) =
98. 97~ 98. 57~ 98. 90~ 98. 87~
4 (95.0~105.009 ) ’ ) )
R 7o) 99. 47 98. 94 99. 20 99. 47
(n=3)

@ R R~V VIR OD #E 5mg NP Y

PTP A3t : ALMETERE (WA . Ry FarLy - 7AIE, AAaE . 71t —)
TH B K OVELRS RERBHAIAEE | 1A% | 3 WA 6 4 A%
MR (ARDOHERETH D) wWo A WA WA WA
fife B Pk WA W A WA WA
LK) — P 15. 09 a . .
%%J’J P R ( %o % A A B B PN
ZTRVY)
A B 5 B WA W A WA WA
e FER (15 o o Hi R . . . .
80%D\J:) pLES) = pLE) = pLES) = pLES) =
99. 59~ 99. 69~ 99. 29~ 99. 47~
4 & (95.0~105.009 ‘ ) i
Ak ( o) 100. 76 100. 37 100. 80 100. 90
(n=3)



NTEEE L BERE (RY =T L 8D
TH H K OV HL RS AERBAMEIE | 1 WAk | S A% | 6 W H%
MR (AEDOEETH D) WA W A WA WA
b‘%”ﬁﬁfﬁ%ﬁ WA W A WA WA
ES 2 0
B3 — PERER (15. 0% % & A B B & A
ZIRUN)
AR 3 3R B WA wW A WA WA
wHRER (156 o DO H =R
‘E‘ﬁ AN > PAN ‘E‘ﬁ AN ‘E‘ﬁ AN
80%U\J:) LT = J@ = LT = LT =
99. 59~ 99. 48~ 99. 00~ 99. 24~
& (95.0~105.0%)
100. 76 100. 44 100. 20 100. 38
(n=3)
@ K~ LR OD 8 10mg NPy ®
PTP )%
aIERE (NEd R ey - TV, ffade 7 rite—)
THH K OV RS ERBHIAEE | 1 WA | ST HK% | 6 W H%
PR (IR D FEEE) W A W A W A WA
il ik %ﬁ W A W A W A WA
ES 2 0
B2 — PR (15. 0% 2 8 X A B B A
720)
iR B B B wW A wW A wW A WA
AR ER (156 oM o= A A N .
/\ /\ /\ ‘ﬁ%‘ AN
80%D\J:) J@ = J@ = J@ = pIES) =
100. 8~ 100. 1~ 99. 8~ 99. 5~
& (95.0~105.0%)
101.0 100.9 100. 4 100. 1
(n=3)
NTEEE L BERE (RY =T L 8D
THH & O ERBHMAEE | 1 WA | ST HK% | 6 WH%
MR (AR D FEEE) WA WA WA wWo A
fife B Pk W A W A W A WA
1| £ %
BN — MR (15. 0% % 2 R B B & A
720)
A B 5 B W A W A W A WA
WHRBR (15 OB HE .
N N N N
80%D\J:) pLE) = pLE) = pLE) = pLES) =
100. 8~ 100. 4~ 100. 0~ 99. 6~
4 & (95.0~105.0%)
101.0 100. 6 100. 2 100. 0
(n=3)
B EERL G 2 V7o R ER (40°C, FEXHBE 75%., 6 W H) OFEFR., BE oM
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AR L

I
VLA 3517 5 )5

CARERUVBBRROREN

ChF EDESELE (MEEFMELR)

(&3

@ R3SV OD §E 3mg NP ©
(TEREELOEWZHFRELRRT A RF 4> SRENERZRD KO EFLH O
EER RIS PERBR T A BT A > 0 PR I8 4E 11 H 24 B —HIE KAFEA RS
1124004 £, EAL 19455 A 30 H ek iF F57/a BAR 75845 )

AR T 15
AR 2
ABRIR DML -
BRI D &
BRI

BRI ORI

) L e

D B T — AR IE IR HREBRIE (8 FVIR)

37+0.5C

: 900mL
: pH1. 2= H AR IS HFEBRE 1K

pH3. 0=7% 7= McIlvaine % ig

pH6. 8= H AHK &) J7 I B 2 ik

K

[l #5% 50rpm DA pH1.2. 3.0, 6.8 & OVK
B2 % 100rpm DA pH3. 0

EHRBREGEE L ZENIC OV T, TR (D), (2) oMU

o9 L&, WHEEHBRE LHET D,
(1) TR H
OEAERFI AN 15 53 LN 1 85% LA EEEH T 556
FRBR AN DY 15 23 AT ) 85% LA LIEH 4%,
OFEAERIFN AN 30 47 AT F-45 85% LA EEEHI L 22 W54
BUAE & 1072 BRI 1S W) THRE HE L o 2 B P HY SR s
85% LA L 7p D b & FEYEREI OV D 40% K
W B5% AT D Y 72 2 Wiz W\, RERIAI D %
P H R DE A O A =R £ 10% O HFAICH 5,
(2) 18 % D =
PR R O S EIUS RN 85% A BITZET 256
RERA O L E R L 15% OFHAE 2 2 H OH 12 {F
PIELLE T, £26%DHHEB A Db DR R0,
g



BRI R DRI T A KT A 0> T RV VI 0D §E 3mg
INP) CHEMERIFI OB HET AL L, £O/ER, &2TO
RFITEB W TR HZE O RO ERE LR L TV
W, MRANI A FRICEE TH D LB LT,

BRI pHL. 2 [2B T 2 L H R (mean=®S.D. . n=12)
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487 5. Wk 134 5 H 31 A —#fciE EHFEHE 786 5 L UVFRk 18 4 11 H 24
H—fdiE ERFEAIE 1124004 5))

R 5 1% s AASE R — e BE T AR E (O8N RLiE)
B e
AREBR OIRE © 3710.5C
B O 900mL
R ik : pH1. 2= A AHJE J7 ¥ H B 11
pH3. 0= ¥ 7= McIlvaine O #EE ik
pH6. 8= H AHK 5 J7 I HaBR o 2 ik
K
BRI OFESE ¢ [BlEEEL 50rpm D& E pH1.2, 3.0, 6.8 K OVK
[lHA % 100rpm D4 pH3. 0
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DEMICT ZRE N & 2 & 1%, B & AEYERH] o 7
KR 7 7R O 21X 10 3 LAN TR T E 72 5 720,
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ORI A 30 53 LANIZ ) 85% LA LIEH L7e WG @ B
TonwFnroLEcEA T 5,
BLE & 2 72 BB I [H] 12 d6 U AR HE L) o0 S B R HY R
50% LA 1 85%IZ3E Lg & & | AR ERFI N BLE S 7ol
FERDIC 31T 2 RO 1/2 O FREH R EZ R+ Y 7
R M OHLE & 7o BB IR T o W CRRIBR B4 o0 SR
H RN AE R O P RIE L 12% OFPAIC H 5 2y, X
f2 BB OEN 46 LLETH D,
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D FBRIE TIXVE 2 8 O FE UM O E FEUE 2 i 72 L T 7228,
AR K TITEEERED b o 7o, Ik, EER AR
TERG L Lic AW r R &R T, MR AT AEY
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BRI pH3. 0 (2B 2 LR H R (mean=S.D. ., n=12)
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@ KPR OD 6% 10mg TNP) ¥
(ME R EIR L DLW LR SIERRT A BT 4 > Tk 94 12 A 22 AfFTEIKE
5487 B, Rk 134F 5 A 31 B —iRckiE [EIFRE 786 5 K UVERK 18 4F 11 A
24 A —H0cIE ERFEAIE 1124004 5] )

BRI 15 D BARSER G — GRBUE R ERBRIE (O8N RLE)
AR SR A
BRI OILE © 37+0.5C
MBI O R 900mL
A B : pH1. 2= A AHJE J7 ¥ H B 11
pH3. 0= 7= McIlvaine O #& @ik
pH6. 8= H AH &) J5 ¥ HI G BR 5 2 K
K
ARBR ORI ¢ [FHEEL 50rpm DG pHI. 2, 3.0, 6.8 LUK
[l 5% 100rpm DA pH3. 0
I E FE T RTOBEHRBREMBICBWN T U TOREEICHEET D & &,
WHZEEBPNEE L TS &35,
OFEHERFI Y 15 43 LNIZ Y 85% UL ¥R 556 -
RERBAI Y 15 23 LANIZ R 85% M ¥R 45,
OFEHERIA DN 30 53 AT 48 85% LA LI H L7 WG &
LN OREMEIZEHET 5,
BLE S 72 BRI IS 30 T, A HE B ) 00 S 2 95 HY =8 3
5O0%IZE L7pvy & & | FRYERI S BUE S L 7c BRI 12 &5
F 2 ER D 1/2 O T R & R 3 2 R R
OHE SNRBREMICB W T, B EA 0 Py s
FEERIF O PR HE 9% OIS 5 h . X £2 BI%K
DIEN B3 L, ETH D,
BN EE S TREMET A N T A TS T R R VR OD £ 10mg NP
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R CIRE B OB O HE R A7 LT ey, BBk
K K CIEBEPERRD bnenoTe, ek, BEFERAS 7%
Xt & LIz A B A SRR T, A LA I ]
HETHDHZ PR INLTND,
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T IV NA = —RUISRHVE KON L B/ INMATUZEENE (2 38 1T D 78 FE E K O LT H )
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TILYINA T —RIBENGE (2 & 1+ 5 3850 E iE WK D #E 47 30

ARENT, T~ —RERAE L 2 S NTZEBEFEICORERTHZ &,

L E—/NMABRERENGE (2 6 1+ 5 58 &0 AE fiE 4K O £ 47 $ l

LARANT, U E—/MEBRIGREE O ERIRZ W K YEIC RS & | @ U0 2o il R B2 0k
*’“rotm/t“—d\ﬂ@@;ﬁ%uf& S SNIZHBREICORMERT S Z &,

2. FEHEIR - ATEVBEF IR 2 RAN O FNMEITHR S LTV,

mEhaE B

LARFNIN T oA <~ —BIZBHE &K O L B —/MEBIGRAE OJREZ D b O D i
ZEEIT D LV ) AT STV RN,

2. TV A~ —BUGRGE e Y U & — /MR EE FRE LLA O FE FE MR BT B 0
ARFN O DM ITRETR S AL TV
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/

17T

<

AERUVAE
TILY A T —BIBEE 12 6 (T D 52 E0E e 4K O £ 17 3Nl
W RANTIE R ROV L LC 1 B 11E 3mg 22 5B L. 1~2 #AM%IC
ICHEEL, ROE5T D, MEOT VY N, ~ —BIFRHEBE 1L, Smg T 4
VL ERIE% ., 10mg IZH&ET 5, ek, ERICK D EERRET D,
bt—m%ﬁﬁﬂrtﬁwé 250 E fiE 1K O o 17 40
WH RN RSP VIERRE X LC 1 A 1A 3mg BRI L. 1~2 %I

5mg
I ]

5mg

WCHEE L, RO E59 5, tmg T4 BB, 1ong IZHEET 5, 2B, ER

(LD Smg ETHETE 5,

(Bi& - AEICHET HSFERLDZE)
L.3mg/ A G IXTADHETIT L, HELHERAEHOREZ2Mx 2 B D T,
JFHIE LT 1~2lMEZBx THEMA LN
2.10mg/ HIZHWET 25513, HIESRRAMERICEE L2 bR ET L2 &,
LERNEH, FHEEODEHOL L CRETHZ L,
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(4) BRI
U EE L
(5) MRELAYEHER
1) BEAHLCETRERKHER
U EE L
2) tEEEER
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3) REMHER
Y E R L
4) BE - RERHER
YU E R L
(6) AEHIERA
1) ERARERE - BEEARERE (BIRE) - ERTREREAR (h
AR 1% B8 PR G BR)
U EE L
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VI. EMER(ICEHT 5I1ER

1. EEZMNICEHEHSILEYXITILEMH
UNRRF I, BT 04 3 v BAbKFERE

2. EBEEHR

(1) YEFRASREL - EFABRE 2
TERBF T EF L al) oo X7 7 —BoaMilglE, Zhick MR T &
Fral rEEENSE, 7Y, v —RBAETROLNDLMN=T Y
TEEMEMREROKRBKR T 2HET 5, 2L, MOEMEREZ DS O % Il
THEHIEZR W,

(2) EDEEMFITH5HBRAIE
MM ERR L

(3) FHARBREME - HHEF[E
BRI L



VI. EYENEE

EICBT A

1.

e R
(1) 3

(2)

(3)

EoH#R - BIEE

BREAMLGOLPRE
BRI L
= 0 4R E E R
TEFERR N B 12, KRSV R OD 88 bmg INPJ % 1 88 ( KR ~SP LR
HE LT omg n=19) R FFICKS U LKA L TRAKZ L L7 O Tnax (%,
ZHREIK 3 1L R ROV 3. T4 CTh o 72 7,
fREFERR AN B 712, KR VHEERYE OD $E 10mg INP) % 188 (K3 U ik
feli & LT 10mg, n=20) #EFFIZKDH Y KL VKA L TR AEK S L 72K O Tnax
X, FNEIK 2. 80 K X O 2. TO Rl Td - 72 ¥,
BRREBR TR I -OPRE
EFRRFEERBRTA T 14
O R~V 0D $E 3mg NP ©
(T &R 2580 E A O AW PR EERBR T A K7 A4 (AL 18
1A 24 B RRFERIEH 1124004 77) 1)
R3OV ERHE OD 88 3mg (NP 1% R R LI RRHL OD # 5mg NP %
BEAERIF L Lo & WHEENS L VEWENICRE L AR ST,
(v, ®WANCET 2B © T8 HE] OHAESHK,
@ KR VIEREYE OD §E Smg TNP) 7
(ME I EIE S O LY PR EERBR T A R A4 B 94 12 H 22 B &
SKFEEE 48T 5. WAL 1345 A 31 A —&E EIKEFERE 786 5 K N FRL
18 4F 11 H 24 A —#fciE ERFEEIKE 1124004 75, TEFE G O KR
DEMOIEMEIZET 284 : FR9E 3 A 27T H BEAEESE 28 5. Fk
154 6 H 12 A —#fdiE JEATHBIE &5 106 75, Rk 16 4 12 4 21 A —
UIE EAGTBE T 172 5. A 18 4E 3 A 31 H —HdE EA @
B T2 H R OVERK 20 4 2 A 29 A —#ekE JEAEBESE 24 5))
R UVIEREYE 0D $E bmg INP] L HEHERFIOZ N E 15 (R~
JVIEERHE X LT 5mg) &, 2Kl 2 D7 v A4 — N —IkIC LV R A B
TACHE R FEIEE O£ 5 LT LC/MS/MS JEIC CTIAEH R 31~ )L K Bk e
EZRIE L, fFon-iEmERE T X —% (AUC . e, Cmax) (D
T 90% M5 FH X [H L2 THEGHIRAT 21T - 7245 2R log (0.80) ~1log (1.25)
DOHEHIFHANTH O, WHOAEY TR EMENHER I T,



MxkHYRE

(ne/ml)
12 r
m 10}
=
ko8
* —— R AL ERHEODEE Sne [NPJ
~ ——FRAEE (ODEE. Sme)
v 6 H Meant5. 0., n=19
N
B4
# —
= s o S
0 A : ; : ; : ; ;
24 a8 72 96 120 144 168
B Chr)
)k LEE
(ne/mL)
12
m 11
=
K8
& —— FRADLEEHEODSE Sme TNPJ
~ —— RN (OD&E. Sne)
5 6 H Mean+S 0, n=14
,_IL
’fré’ 4
;;
B2
0 & - : ; : : : -
0 24 48 12 96 120 144 18
EER Chr)
HE/NT A —H BEINT A —H
AUC, - 16shr Cmax Tmax ti)s
(ng-hr/mL) | (ng/mL) (hr) (hr)
7K R g~V R 423. 9+ 8.829+ | 3.11=% 72.12+
Zg? Y5 0D #& 5mg NP 83.3 1.186 0. 66 13. 37
Eice FEE e L A 434, 5+ 9.118+ | 3.68=+ 68. 49+
5 (OD #£. b5mg) 90. 1 1.758 0.82 15. 45
K R~ )L i 452. 8+ 9.218 3. 74+ 65. 14+
fﬁ Y5 0D £& 5mg NP 126.9 +1.937 1.19 16. 46
Ei’e P e K| 443, 9+ 9.066+ | 3.89+ 61.97+
= (OD €. b5mg) 116. 2 2.014 0. 99 15. 60

(Mean=*S.D.,n=19)
YRR S PERBRIZ £ - TE S 272 M iR R EE I QNS AUC, Cmax £ DT A — X
T, #EBRE OBRR, KIKOBIEE - BRI EORBREBICI > TR 8EERH
60



@ R R L ERHE OD $E 10mg NP) ®

(ML EI S OEY PR EERBR T A R A4 B 94F 12 H 22 B &

AR 487 5. Rk 1345 H 31 A —MkiE EIKFEIEE 786 5 K UVEAk

18 4% 11 H 24 H —#ickiE EREFEARE 1124004 5], [EI G O IR AR

DEMOIEMEICEHT2EN « FR9E 3 A 2T H BEAEETE 28 5. FAk

1546 7 12 A —#dE A BE 559 106 5, Fpk 16 4F 12 ] 21 A —

MUIE RAGTBE T 172 4. FA 18 4E 3 A 31 H —HdE EA @
T2 H R OVERK 20 422 A 29 A —#ekE JEAEEESE 24 5 )
R3OV ERYE OD $E 10mg NP CHE#ERIZIOZZ 1 82 (K32
AR S LT 10mg) &, 2 A2 WD o AA— N —yEIC X0 R
AN FIcHe R 085 L C LC/MS/MS JEIC g KR~V g
WREZE Lz, 5o EYBEE N7 A —% (AUCy. ¢ Cmax) |
DUWNT 90% 5 M XIATE IS THRERMIRANT 21T o 72 i . log (0.80) ~1log
(1.25) OHPHENTH Y. WA OEDFLNFRSEEPHER SN,

MKkbYESE
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HE T A—H BENT A

AUC,_ (shr Cmax Tmax t1/s

(ng+hr/mL) | (ng/mL) (hr) (hr)
7K R~V R 970. 2+ 23.361+ | 2.80+ | 62.43+
%> 5 0D $ 10mg NP 239. 3 5.098 0.77 10. 26
Eide F v 1,059.1+ | 25.111+ | 3.05+ | 59.80+
=2 (0D $&. 10mg) 260. 8 4. 930 0. 60 13.11
K N3RS | 1,038.8% | 24.699+ | 2.70+ | 61.95=+
ff ¥ 0D #E 10mg NP 264. 8 5. 465 0. 80 8.31
& EE E 5K 1,046. 1+ | 25.324+ | 2.85% | 56.65+
= (0D $&. 10mg) 271. 7 5.166 0.75 7.72

(Mean=S.D., n=20)
AW R S MR R IT K > T8 B AL T EE IE ONS AUC, Cmax S D85 X — X
IE. BB OBIR . RIE ORI - BRI ORBREMFIC K o TR D MR H
%,
(4) i
MM ER R L
(5) BE - HHAXOEE
MM ERR L
(6) B&EH (REaL—Yay) BIWICKYHBALELEYMERRNBEEHER
MM ERR L

2. EMRERI/INT A —4
(1) BWAE
MG R L
(2) WRULEEE
MG R L
(3) "AATARAFEY T«
U ERR L
(4) HREEEH
BEHERA B ER O S Okd Y &5

5% | 5mg (5mgx14E. n=19) | 10mg (10mgX1 &%. n=20)

kel (/hr) 0.009929+0. 001871 0.011388=£0.001854

(Mean=*S.D.)

PERER N BLEIRE N4 5 OK7e LG

5% | 5mg (5mgX14E. n=19) | 10mg (10mgX1 &&. n=20)

kel (/hr) 0.011516%0. 003861 0.011381=£0.001529

(Mean=*S.D.)
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