2017 42 A&ET (55 6 iR H AFEAE RS o0 $a% 5 ¢ 87119

B A A 2 —T F— A
AAYRREAIRIZ 0 1 F o ZE6E 2013 1S HEHL L CTERR

T ILYINA < —RIBHNE A EFI
BAZERAE KRRI)VIEEEERE
FaN SV IEEIE 3 mg B#.
F2AZiIVISEEIS 5 mgrBi.

FaaN\ SV IGEEIE =10 mg B,
J + P Donepezil Hydrochloride Tablets

F3AZIIVIEEEIEOD % 3mg B#i.

FRA\SIIVIEERIEOD 5 mg B,

F2A S IVIEEEIEOD 10 mg "B,
Donepezil Hydrochloride O D Tablets 3mg *+ 5mg « 10mg “NISSIN”

¥ 3mg. &% Smg. £ 10mg BRI (7 4 v a— R
OD&E3mg. OD&E5Smg. OD&E 10mg  : &Efl (GEEE : OENERELEE)

RANDHABX S | BEE, WTZERES (EE-EMEORGZEICLVERTL L)

#l

&

£ 3mg. O D%t 3mg s 1 EERIC HARSERG R3S VIR Smg & A
B - &2 |4omg. OD&ESMg  : 1EEPICHAIF T RRSU ARSI bmg B4

f€ 10mg, OD%E 10mg : 1 EEFICHAIER ST KRV 10mg & A

AT N SO Y 30)

o e % 4 : Donepezil Hydrochloride
B R FEKGER A 2 M A —
B R = A H R H FEEHHH
& 2R & A A |5 3mg. 5 omg
2011 7TH15H | 2011 11 A 28 H | 2011 11 H 28 H
SEAGRE R - | O D& Ing. O Dt bng ¥ i ¥
5w F A H
£#E 10mg. O D£E 10mg 201348 H 16 H | 2013412 A 13 H | 2013412 A 13 H

F% - BLEMRSE
(EA) - 1345 - | WERe e « B OB O K X &
IRt & # 4

ERFERELE
DEHE L

Hgr kUt 2B
FWWEHEZRED | TEL : 023-655-2131 FAX : 023-655-3419
EREBRE T AR —A5— : http://www. yg—nissin. co. jp/

KT FIX, FRARUVEERRESE Smg, $€ dmg, &E 10mg THHT) : 2014 4F 10 H&GET BESRR) . KR~V
FEHE O DEE 3mg, ODSE bmg, ODEE 10mg [HEFT : 2017 45 2 HSkET (B 6 k) OWRfTCEORHEICHE S X
YERL L7z,

BT O SCERE#®IZ, PMDA A— 25— TERLICET 5 15HR ]
http://www. pmda. go. jp/safety/info—services/drugs/0001. html (ZC ZHER < 72 &V,
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I F2E#HT 25 ERNERZHER -2 =B AMT A b THD Z L ICEE LT, SMEENEIZH
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[T FERdBisE 2013) 2B W TIE. PDF 7 7 A M KA BF AR TORMEA AL LTS, 1F
WAEFHT 2 HAE X, BEEELSEIB L CRIAT 2 Z ERFRITH D,
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BERFCGT S DA EOEEFICHET 2 FHICEA L T, 1 FORWGETSND £ TOMIL, HiERS
DR ZEN RS DA LERLB A L ELEE, H DO WVIREIEMLEFESRERIE T — A E I X
VKIS E ST 5L L bIC, I FOEMRICH - - T, RHFTORM STE % FE 3K E R e s
HIRHE R — A — TR T 5,

7B, WIEME AR EMEOMEO SN DRI TWD TR < [E20ETOIRFERI
WCBET 2T ZIIAGREHICEDLL Z B3 H Y, ZOBRHEWICITH+HoBEETRETH D,

4. FAIEBLTOEER

I F Z3ARIZE O HE EBICBOD TR T ZENTEAWVWERNFERFEE L TEHLTHEE 20,
UL, EECERAERL Yot —rara— FEICIIRHICE Y, REEAENEERLER &
L CIRMIETX 2FMICIIATERALN D D, 1 FIXHFBEEOTEHEEZ 2T T, YiZER ORI
EDERK - BT 20D TH D Z &0 n, Bl - RBUITHIN A Z T S 555202 L 258 L Tk
MIRT IR B 720,

FREEAET, 1 FRAL ETHIRMCGELZMTET HHEREM THY, A2 —Fy N TOLRH
EHEE 2, KEELEORNERBICEMLUZ2NVE S BE LIER SN TWD 2 & 28R L TR 215 H
THMEND D,

(2013 4 4 H &G




I.BIZICB¥ 51EE
1. Eﬁ%@%}:%{% .......................................................... 1
2. @%@{é\%ﬁ?ﬁﬁ . @%U?E’jtﬁ"ﬁ ........................................ 1
I.&¥ICEY 5EE
1. ﬁﬁ;‘-ﬁ% .............................................................. 2
2. #Q% .............................................................. 2
3. T%Jﬂa:ftyﬂiﬂ?‘lﬁft .................................................... 2
4. %%ﬁ&—o\%\%% .................................................... 2
5. ,ﬂ:'—%‘»% (ﬁ%%{f) .................................................... 2
6. [BAL. BI&. WS, FEF/E- 2
T CA SEGET B o 2)

. BEESIZEI HEE

1. %@{K%E/ﬂifff ...................................................... 3
2. AR DBFESAE FICI I A LEE M oo 3
3. ﬁ%ﬁﬁk E@nuuﬁ%ﬁ/ﬁ ................................................ 3
4. ﬁ%ﬁﬁk @Ei{f .................................................... 3
V. SFICEY5EH
J - -2 4
2. @ﬁ”@{ﬁﬁk .......................................................... 4
3. WRIBAL. LA DB TR T ATER -+ v 5
4. @%ﬂ@%@ﬁ‘*{ﬁp? I B TEME o 5
5. gﬁ;@{iﬁo(gﬁg?&@ﬂilri ............................................ 17
6. KL @EB/EI\%,”: (*@@ﬂﬁiﬁ’]@éﬂﬁ) .................................. 17
7. /@Hﬂl‘lﬁ .............................................................. 17
8. @%%Eﬁiﬁ%ﬁ{f ...................................................... 26
9. i{%ﬂ[{j@ﬁ}jﬁk @EE; Eit%ﬁ/£ ........................................ 26
10, BIKI DAY D BB - v v 27
11. j]fﬂﬂ ................................................................ 27
12. IBRAT D ATREMED I BAMEM - -+ oo e oo 27
13, HEEDNVERRES . %gﬁﬁ)¢#§;kf£§” 2B % rﬁi& ...................... 27
14. %@ﬂij‘ .............................................................. 27
ARICEY HEH
1. ;Zj]ﬁlé Li/;(_j]% ........................................................ 28
O FHTE R OB v v e v 28
3. E’%%’ﬁﬁﬁ ............................................................ 28

VI. EHEEICEYSER

1.
2.

g‘éﬁi—%‘»ﬁ/ﬂ: F%@&)E){K/Er\%ﬂ@iﬂﬁé\%ﬁ ................................ 29
ifiﬁgﬁﬁ ............................................................ 29

VI. EMBEIZET H5IEE

OO\]G)CTI»-BC)JN»—A

ﬂ']qu/&%r*@%%; (EUﬂi(f .............................................. 30
SRR EEZRI /T A e B oo e 36
ngy ................................................................ 36
%\jﬁ ................................................................ 37
1&%% ................................................................ 37
;J:jl;r[—ﬂ- ................................................................ 37
l\-'iyxyj{_g_&zgg-g—énrﬁiﬁ ........................................ 37

@*ﬁ%(:Ié%f% .................................................. 37



VI. &% (FALOIESF) BT SEA

1. %&%Wﬁ&%@fﬁﬁ .................................................. 38
9. FKENZ L Z O (EHIEEEL A GE0) «coeeeee o 38
3. VRE TR A BT D ) R OOTERE L Z DB e 38
4. FEROHEICBEE T DA LR E O - 38
5. 1/5\%&547@@}:%@@&{ .............................................. 38
6. Egﬁ%ﬂiéﬁffﬁ&%@f@mﬁf}@%ﬁff .............................. 38
7. *aﬁﬁgﬁﬁ ............................................................ 39
8. E[Jﬁg};ﬁ .............................................................. 40
9. %%%,\@&5 ...................................................... 41
10. ﬁ}ﬁ%\ Fﬂ?ﬁ%\ TQ%L&%*’“,\@&I{; ........................................ 41
11. /J\LEL%’\O)&’?‘ ...................................................... 41
12. ﬁ%@ﬁ%%@:&ﬁf%ﬁ% ............................................ 41
13. @%:&*5_ ............................................................ 4 2
14. ﬁﬂqi@ﬁi‘%ﬁ ........................................................ 4 2
15. %@ﬂﬁ@/i%t ........................................................ 4 2
16. %g)ﬂﬁ .............................................................. 4 92

X. JEEREREERICEY 51RE

1.
2.

i@%ﬁ%ﬁ ............................................................ 43
%‘lﬁgﬁﬁﬁ ............................................................ 43

X. EEMEBEIEICET 51EE

1. %Eﬁ%ljlzﬁj\ ............................................................ 4 4
2. ﬁ;ﬁﬁﬁﬁaﬁﬂ@i{f)ﬂ%ﬁﬁﬁ ................................................ 4 4
3. E?{g . {%ﬁ%ﬁ: ...................................................... 4 4
A, FRFNEAUN D J I i 4 4
5. 7?(?&%1’:{3% .......................................................... 4 4
6. /ﬂ% ................................................................ 4 4
7. %?%%@H-%f .......................................................... 45
8. EJ*EE% . @’;jj;’fg‘é .................................................... 45
TN B 572 o =3 = = 45
10, BUYEARFEAZEAE A A ORI B v oot 45
11. ;’éﬁﬁ%@uyﬁﬁﬂ [ R 45
12. ZREXIIBN A, MIEAR O EZLBMEOEHN H X OEDONE - 45
13. FEEAMR, FRHliAE R AREA AR OEOWNE - 46
14. ﬁ%ﬁ,ﬂ;ﬁﬁ;ﬁ .......................................................... 46
15, s R PR R B S T BT B B v v 46
16. %*Eg% R I 4 6
17. ﬁ%ﬁﬁfﬁﬁﬁ‘i@/}_%& .................................................... 46
XI. @k
1. %Uﬂjﬁﬁk ............................................................ 4 7
2. %@{ﬂ@;};%jﬂ‘ﬁk .................................................... 47
Xn. sE&%
1. Ifiﬂf@%\éuﬂ_ﬁ%{ﬂ ................................................ 4 7
0. WEAMC BT DGR IR - - - oo 47
Xm. &%=

%@{&@F&Q@iéﬂ ...................................................... 4 7



I.BZEICRT 5HE

1. RO E

R R AR NG X T VY A~ —RERHIEIR IR TH 5,
HFT ML, [ R~ VIERRIESE Smg THHTI]. [ XU NVERRESE Smg
FE#Er). [T R EBEODEE 3mg [HH ], [ RSP VR O DEE
Smg [HHTI] ZBFEEIM & U TaM - BI% L, A 0331015 5 (FRk 17
3 A 31 H) ICHESE, HIEORBITEEZRE, MR, AW E S
PERRER 2 5500 L, 2011 42 7 A IR 2 BU5 L, 2011 4F 11 SIS S iz,
Dk, [ FR_UVIERRIESE 10mg THH ], [ RO VEREODEE 10mg
FEH] O&EAZ 2013 48 AIZHAS L. 2013 4 12 H ISR < fv7.
(£ 3mg. £ 5mg. O D#E 3mg. O D £E 5mg]
« 201345 6 HIC TEEDT VY A ~—TRIEBHIE | ORIEE - 0%, HE - A
BB,

2. HA0RERFN -/
FlZ a4

KRR NEBRIGEOEREF T 2T o) v 27 7 —B o[ fLE T
D, ZHCTX VAT ETFval) vaEafiisd, 7Y ong ~—RERHYE
THRO LI = U AEENERRSR OMRBIR T2 BT 5, 72720, IMoZ
PEIBFRE D b O Z 49~ D ERIZ 7220,

MR REE LN E WO, 1 H1BORGTH S,

OD#EIX, HER DA TIRHFIEETH 5,

HARBENWERH & LT, QTAEE., LE4A (torsades de pointes Z&Le) | O»
SEMEY, JAASEGEE, AER, SERIK, L7 vy Kpp DAEEZE, O
Aa, HIEMEEE, + HRBEEZEL, B i, TR, IFeERE, %
JE. MMPERSIE, MM, AN RS, SEARNIRREE . EMEAEMEAE (Syndrome
malin) | REKCTIREMAELE, PEVLIREE, SMERESR, BMERAe, JRIERAP D ZE9R
., M/IMEIBD DS Hboid Z ERH 5,




I.AFICRT HHE

1. R5E4
(1) 14

(2) F4%

(3) BFRD EHE

R VIR SE 3mg [ H )

RV EAYEBE Smg [ H )
R3O VIR R SE 10mg [ H )

R ~_RVIEREE O D EE 3mg [ H T

RAR~O VIR O D§E 5mg [ H T

RV VEIRIEO D SE 10mg [ H#7)

Donepezil Hydrochloride Tablets 3mg “NISSIN”
Donepezil Hydrochloride Tablets bmg “NISSIN”
Donepezil Hydrochloride Tablets 10mg “NISSIN”
Donepezil Hydrochloride OD Tablets 3mg “NISSIN”
Donepezil Hydrochloride OD Tablets bmg “NISSIN”
Donepezil Hydrochloride OD Tablets 10mg “NISSIN”
AHNO—Wesn T ROV ([ChX3 5,

2. —f&%
OFEINCES )
(2) ¥4 (@)
@) R T L

R~ Vg (JAN)
Donepezil Hydrochloride (JAN). Donepezil (INN)
B

3. BERAXITRMERX

0
_0 N
H.C }i,/[::::J //\\1:::::] - HCI
H.C.. R

SO L SIEHE

5FR: CpuHuwNO,» HC 1
4S8 415.95

5. 1t%2%8 (A%

(2RS) -2 - [(1 - Benzylpiperidin - 4 - y1)methyl] - 5, 6 - dimethoxy - 2, 3 -
dihydro - 1#- inden - 1 - one monohydrochloride (IUPAC)

6. ER%. 4. BS.

REEES

B4 MRl B R Y L

7. CAS%ES

120011-70-3 (Donepezil Hydrochloride)
120014-06-4 (Donepezil)




II. BRSBTS EB

1. YELFEEE
(D48 - 1K

(2) Tttt

Q) Rim

(4) HE-E( TR .
R HER

(®) E"&i’sgﬁ*ﬁﬁm*ﬂ

OF: e

() Z DD ERRME
B

HEDFEEEDR R TH D,

FERZIENRD B D,

m_%%%f%¢< =% )—)L (99.5)
BRI L

%%%ﬂ@b

IR

AR L
AR L
AOKIE (1-100) FEAEE TS 7200,

Iy,

2. RO DEESEM
TIZETHREN

AR L

3. ﬁxﬂﬁk \a)ﬁEnL. nit%ﬁ
i

HASE R KRR )VIERRE DR RERIEIC
(1) =51 AT AR O BE A 7 1

Q) RAMFUL AT b ARETE (BAED U 7 LEEAITE)

(3) A D EMESUE (2)

NDEEZE

4 . BEMHS

HARIERH RR XU EBE D E&EIC L 5,
Wik a~ 727 44—




IV. 34%IZR8d S I1EH

1. &l
M FIFDX A, 5% Wi 4 KRR )ILIEREE FRRO)LiEEEE RARRO)LiEEE
B LR ot £z 3mg TBHY £z 5mg TB#TY &£ 10mg TB Y
X 5] BER (7 4 Vb a— REE)
PEDR WEDT 4V A3 | HEDT 4 Vb2 | FEADT 4L A
— MEE — MEE o— MEE
A I\INSSI IB/ :'\{':;_sz/": :"\._5./. I\\INSS:;/';: II'\|0\’II
e - 7. Imm e - 7. Imm 5E7% - 8. 6mm
RES $EE ¢ 3. 2mm B2 ¢ 3. 2mm BEE ¢ 4. 4mm
i 140mg HEE : 140mg HEE : 278mg
i, KRR )ILIEEEE KRR )LIEEEE KRR )LIEEEE
PR oDgE3mg THET) | OD4SE5mg THE | OD&E 10mg THH
Bl BER (FEEE - DMENRREESE)
PEIR | BEoRE o FiE Yol DS
\\\I _\I ll l///“:s__\‘l II ,{fg\\ll — pr—
LS &Y &/
BE7% - 8. Omm BE7% - 8. Omm BE7% - 9. 0nm
RES $EE ¢ 3. Omm B2 : 3. Omm B2 ;4. Omm
i : 170mg HEE : 170mg HEE : 280mg
(2) B FIDtE HUMER L
Q) #AMa—F € 3mg :NS161
£ Smg :NS162
€ 10mg :NS163
OD%3mg :NS156
ODfEbmg : NS 157
OD$E10mg : NS 158
4) pH. BZEELE. |ZY LWV
EE. LLE. EF
NERVRER
p HiZ%
2. BEIDOHERK
MBEES GEMRL | $23mg. ODSEMg  : 15EIC HASKD S RR_U/VIERRE 3mg &4
MDEE fE5mg, OD&EOME : 1EEFICHARIERD ST BNV VR Smg &4
f 10mg, ODEE 10mg : 1 $2HIC HARHKR ST R 1~V VIERRIE 10mg &4
(2) Fh# & 3mg :
HBEARFIY), Fidre—A, hyEnay T o7y B Rrdx 7oL
tru—R, ATT YU~ IR UL, B Au—R w7 ad—)b
6000, (LT %>, X EE =gk, bt uosay
£E bmg :
AT, fEshELr e —R, hyERa LTS B Rrd S a L
Tlrua—R AFTUVUBY TR TUA, 7B A0 —R v ud—/)L
6000, FBfbF & . BT AT usmry




(3) £ Dt

£ 10mg :
R YL/ T o n e A = B N N = = AN G A -l N = = S i = B ¥
tra—R ATFTT VUMY R UL B RAR—R vl ud—)L
6000, FefbTF &>, Zr . = bEk, arFousay

O D% 3mg :
choEwavs o7y TAX U, IVAa—AF NI DA D—vr=
F—ib, fEifELa—2, BRTZABTVI=ULA, E R PO LR
A—F JORARE R A7 Tn—A HEZREEE ATT U Ui~
TH TN
O D £E bmg :
cNyEwayvsFo ey TAXUEE, IvAia—AF R UL D—vr=
h—b, fEEre—2 BRI AT VI =UA, ERoFo oL
H—F JOARE Ry, AV Ta—RA, ATFTT VUi~ 327 A

O D &E 10mg :
cyEvavsTr Ty TAX U, IV An—AF NI UL D—vr=
F—/b, fifaEra—2 ARTZABTAVI=ULA EREXYTOELR
H—F, JRARE Ry A7 Tn—A =Wk, 277V U~ T
DAVAN

L7

3. BEA. LA DK
HIZHT 5ERE

L7

4. BAIOEHERTIS
BT pREE 2

[ FRRO)LIEHEIESE dmg THHI]

R BB 2 T IR (10°C, HHANRIE 75%. 6 # 1) OREE. &
EARTFIC 3\ C 3EMBETh D = L AN S AL, Eio, A m sl & i
W EHIRERER (25°C, FIXHEE 60%. 34) OfEHE. AL OEEST
HH ORENTH Y | RIMRIECI T B 3 ER O HER S h -,

IR ER
BRI - R nL IR,
+1°C, T5+5%R. H.

(PTPaZEL, \REICANTZH D) OIRFET, 40

BE R UER BAE 67 At
% o e
BBOT ( LLa— k) | DT AT MR REOT A nm M
T — .
(S S4BT AU FE I ) e e
HHI— 1 (%)
(&R H— MR 2.5 5.7
S - 15, 0% %7 750
SEHTE (%)
2 2 i (oH6. 8) . 15 43 80961 87~100 80~99
=B R (%)
(95. 0~105. 0) 101.6 101.6




REIRFAER

REBRSME  ekp s, (PTPEEL, BEICANZL D) OIRRET, 25
+2°C. 60%E5%R. H.
EHB R URE BHIAES 6HhHA% |1218% |24 5A% |36 1A%
VN BEHODT A V| FEEODT 4 V| FEEOT 4 )V DT V| ST (v
FEBDI7«IINLO—HMD | 2o—NE | Aa2—ME | La2—NE | A2—ME | 22— NE
RSB wa | wme | wa | wa | wa
(N A RRSEERIER)
REI— 1% (%) *
(E=H—MHER) 2.4 3.7 2.5 3.4 3.5
$|EfE : 15. 0% Z Bz L
K. _ _
x| 15 53, 809 LLE 96~101 | 86~99
(%) |H2AEH6.8). | B N N N
1545 80%LLL 87~100 | 99~101 | 84~101
E=HER (%)
(95, 0~105. 0) 101.5 102.3 101. 6 100. 9 101. 1

K16 SUE FASR UG R, ERRRER, BAIE) — M R OV PR ORBR T IE AT &

ni=i=o,

PRDHNRNT L EHBL TV S,
BARRBICE T IREMHR (SEHFR)

mE (60°C, EF)

12 At &0 BRICHECRBRZ F2hE L7z, RIS OV TR, BB b &
Heipoie, ek, MeRBMER KL OGN —EORBR G IEL H Rl L ZHEER D

B S 2=

1 B R UHR% BrgR EF 15A 251A 351A
"R DT 4 V| HBEOEDT 4 V| HEDT 4 V| HEEDT 4L
(EREODI74IILOa—ME) |ba—RE | ba—ME |ba—ME | ba—ME
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(SRS AR S R FIE %)
fEE s B SNy T A iRy SNy SNy
A — 1 (%)
(BEE1H—MHHER) 5.1 4.6 3.5 1.9 3.7
HEE - 15. 0% B Z A1)
i ()
K. 14 ELR) 12~18 13~15 11~14 15~19 10~17
% 1 7% (pH1. 2). - B -
SEH PR (45 43 TBoepL k| S0 oL | 90794
(%) [E2mMH6.8). B _ N N
15 43 75% B1_E 77~101 83~92 82~93
TR (%)
(95.0~105. 0) 99. 8 100. 3 100. 9 101.0 100. 6

61 HEKS ; RRT#91.4:0.3%LA T, RRT K 1.4 LIS % 2 0. 2%LL T, #F1 : 1.0%LL T
#2 [ RRAAVIEREIESE) O 16 oiE B AR HFIGRIZEE, B ROEHEEZSEIC,
AFN O HEPEDORBRTIER KRB A 12 5 AR OEHFE L., RBa E L7,

,15,



BE (60°C., EH)

BEALREITETL2REUHR (SEER)

EHB R UHR%E EabeYics 15A 28R 35nHA
%R RFOORIRBOAOR|RROADOR|KKREODOHK
(RFBDOFRR) B b b b
5 2 (%)
(95. 0~105.0) 99. 8 101. 1 100. 1 99.9
%1 (pH1.2).
AU | 45 4. T5%5LL 86~91 84~96 90~99 89~94
(%) % 2 i (pH6. 8) . B B N
15 43, 75%51 £ 84~90
ERiEtE (F)
OK. 145L) 12~18 13~16 16~24 20~28
B ERERX2 WA WA S S
wmOE N 50 48 50 48
M1 TR RSOAERISE) O 16 SOE B ARR FIGRIZ M,

AFH OFs HIPE D FRER 7 15 B OFRBRBLRS 2 PR E L7272 B JIE R A > b TS 7272

HROEHMEZZEIC,

i CORBR G FEh L=,
2 Bk S RRT#91.4:0.3%LL T, RRTHY 1.4 LISl % @ 0. 2%LL . #F0 : 1. 0%LLF
MBE (30°C 75%R.H.  E)
HE R URE B bR F 11RA 25RA 31A
%R RGO\ RO DR EFROOF|BIRADFR
(RFBORSE B b b b
& 2 (%)
(95. 0~105. 0) 99. 8 101.5 97.6 100. 5
B 1i& (pH1.2).
SELHHEST | 45 4. T506LLE 86~91 89~096 96~101 92~08
(%) | % 2% (pH6. 8). B N
15 43, 75%4 £ 91~-98
BREEME (B
OK. 1 45P) 12~18 13~17 27~33 29~51
fli B S BN 2 Bk Bk Bk Bk
wmE N 50 13 15 14
1 T RRAADVIERESE ] O 16 IE H AR HFIEIC /D,

AFN DY P DT ST 15 K OB 2 TR E LIz T2 o0 & IER A o b Tz 7z

AROEHMEEZEIZ,

Btk ToORER b I2E L7z,

2 B RRT#91.4:0.3%LLF. RRT AU 1.4 LSO % : 0.2%LL T, #F1: 1. 0%LATF

B CTORBR Y FEE LT,
362 K& ; RRTHY 1.4:0.3%LL T, RRTH 1.4 LSO % 1 0.2%LL T, #F1: 1.0%LL T
s (D65 5> 10001x)
. 25 H 50 A
L
BB R U BAsa 6075 Ix - hr 1205 Ix * hr
%R e g - ™ S e
(R EDER) RIR.DFEEE YIRO.DFEEE RO DFEEE
& 2 (%)
(95.0~105.0) 99. 8 100. 3 99. 9
%1%k (EH1.2).
SR | 45 5 75%LLE 86~91 88~ 88~96
(%) % 2 7% (pHS. 8) .
15 43, 75%4 £ 85~94
EREEME (B
OK. 1 45P) 12~18 15~16 15~17
i EE SR ERN 2 iRy Bk ke
wmE N 50 48 47
1 T RRAADVIERESE ] O 16 IE H AR HFIEIC /D,

AFN DY P DT ST 15 K ORI 2 TR E LIz T2 o0 & IER A o b Tz 7z

AROEHMEEZEIZ,

,16,



ERNBELT

B R UHR%E Ealrelics 11 A 2xA 3nA
AR RRBOFR|EFROOFR|RFREOOFR|EREOOH

RFEORR) B B B i

& 2 (%)

(95.0~105. 0) 99. 7 100. 0 101. 4 102. 1
B (%)

o 0 5% (oH6. 8) . 1543 T5% 120 b 93~94 94~095 97~098 85~96

it FEE A B Blik=y Bk Bk e
wmoE N 46 40 32 28

RS  RRTH91.4:0.3%LLF. RRT 9 1. 4 LIS % : 0. 2% VL. #F0: 1. 0%LLF

“RAEFHE ERNFHEALT (PTPY—F)

EH RO BAAES 35A

(%fﬁa@ﬁ) PR O F b YR D FbE
& £ (%)

(95.0~105. 0) 9.7 102.7
BHTE (%)

5 2 5% (oH6. 8) . 15, 75% 1k 93~94 83~90

HERR o S

B OE N 46 45

RS  RRTH91.4:0.3%LLF. RRT 9 1.4 LIS % : 0. 2% VL. #F0: 1. 0%LLF

CREHERVIERR
DREM

ARV

MaFEDEREEL | KL LAV
(MEFHE)
RS FRARDIVIEELIESE Smg [ BT OEHEENII T UM

BIRIEI L DY FHIRI SRR T A R T A > R 9 4F 12 7 22 AAHESRE
5 A87 5 (—HRCLIE : YRR 13 455 H 31 HAFEIRGERE 786 &, ik 18 & 11
A 24 BRI 1124004 75)

ARER T B AR TR HEREBRE D /S Rvik
BRI
FBRRE - 900mL  JRJE : 37+0.5C
B pHL. 2 AR GEEHERERE 1)’
pH5.0 #7= McIlvaine DOFEEIR
pH6. 8  H A5 7 ¥ HHE B 2 ik
7K H A 3L 5 7 g ok
Fl#5% : 50rpm (pHL. 2. pH5.0, pH6.8. 7K). 100rpm (pH6. 8)
ABREEL - & 12 Xy kL
ABRIFR : pHIL. 2 TlX 2 B, ZOMORBRIK CII6 M E 45, 2770, 1=
YERLA D SRR 85% Ml X oM TR T &5 2 LN TX
Do
SHTE  SRAN AT S EE I E
HIESE . A FTA L OHEERED 5B IO H e > THREWEAZHIE L
77
FEYERIFIAN 15 53 AN Y 85% LA ListH 4 25546
FERBUAIAY 15 43 LANIZ ) 85% LA E¥AH T2 7y, U 15 431236 1) 5 kil
F D S-HE VS 3R A R D SR 3R 15% OFAPHIZ B 5

A DWTROHBAITE W THIEHZEIH UL TV D LHEShTZ,
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pH1.2 50rpm pH5.0 50rpm
120 120 1
100 100
S0 | g Soso f T =
8 8
# 60 # 60
2433 40t —— FRARY VIERRIE S mel BHT ) ?433 40 F —— AR LIERRIE SRS mel BT
—O— RERH (5%, 3me) —O— R RH (Fe&, 3mg)
20 20
0 . . ) 0 . . )
0 5 10 15 0 5 10 15
B8 (min) B8 (min)
pH6.8 50rpm 7Kk 50rpm
120 120
100 100
;; 80 § 80
# 60 [ 60
® 40 —— RARYVIERRSE Smel B# o0 | —O— RARYVIEREIR S Smel B#T
—O— 1ZEEHF (525, 3me) —O— BAEHK| (F5], 3mg)
20 20 F
0 L L 4 0 1 L |
0 5 10 15 0 ) 10 15
B5f8 (min) B (min)
pH6.8 100rpm
120 1
100
S0 |
B3
# 60
3433 40 F —— N RARY LIEERIE S 3mel BE)
—O— RERHF (Fe&, 3mg)
20
0 . . )
0 5 10 15

B8 (min)

K WHZEENC BT UM GRBRERG & QMR HERIAN O VP8 H SR O bLik)

e T A B KRR O)LIEFLIE §F
HBEH (GE#l. 3me) 3ng [ B35 $5
ElEn%k |ABR& | IRENEERE | FHBAHE THBHEY
pHL.2 | 15 %y 98. 2 99.7 e
50rpm pH5.0 | 15 %y 96. 1 97.7 pey
pH6.8 | 154y 95. 6 98. 1 T8
Vi 15 %y 96. 1 98.6 ey
100rpm | pH6.8 | 154> 101.5 103. 8 e
(n=12)
RARROIVIEEEIESE 3mg TBH7) (X, HAER HFEELERICED LI FX
NNV SEORHEBFIZEES L TWVWD Z E BRI TN 5D,
BRI Loz R ERER T H RS
%5 2 % (pH6. 8) 50rpm 15 %y 80%LL I
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RRRO)VIEEEIESE dmg TEE I OEHZEENCI T 28

B EI S, DLW LRI SRR A R T4 v SRR 9 4E 12 A 22 A AHESKE
5487 B (—EBICIE ;SRR 13 4E 5 A 31 AfTESRE R 7186 B, K 18 4F 11
H 24 BAHIERHRATE 1124004 5)

BRI - B AR TR HEREBRE D S Rvik
AR
FBREE - 900mL  JRJE 1 37+0.5C
BRI pHL. 2 HARSERFEHRERE 11K
pH4.0 7= McIlvaine DOFEREIR
pH6. 8  H AL 7 i HHalBR e 2 WK
7K H A 3L 5 7 g ok
Fl#ix#  : 50rpm (pHL. 2, pH4.0, pH6.8. 7K). 100rpm (pHI.2)
AEREEL - 4 12 Xy kL
ABRIFRE - pHL. 2 TIE 2 B, ZOMORERIK TIL6 ML 5, =720, =
YERUA O TR A 85% & 2 TR TR T &35 2 LM T&
Do
SHTE  SRANV AT EE I E
HEFEME . A T A4 OHEEED 5 6 RO BEIZHE > THEEMEZHE L
77
FEVERIFIAN 15 3 LANIZ Y 85% UL HIaH T~ 556
SBRELA DS 15 3 DANIC ) 85% LA BIEHT 572>, T 16 43I i) 23R
AN O SR R DMEAERIA O SR HFE £ 15% O®HICH 5,

R - WTROHBAITEWTHIEHESH UL TV D LHEShT,

pH1.2 50rpm pH4.0 50rpm
120 1 120
100 100 f
0 e 807
B 60 # 60 [
o0 | —— P RAY LG ERE S5 mel BT ) K40 b —— FRAYLIERIE S5 mel B
—o— (R MHI (A, Sme) —o— (B AH| (3241, Sme)
20 t 20 f
0 1 1 ] 0
0 5 10 15 0 5 10 15
B F (min) B (min)
pH6.8 50rpm 7Kk 50rpm
120 120
100 f 100
S s f T g S s T g
X >
W 60 W60
H H :
& 0| —— RARULEBEEST B | J@ g9 | —a— AR LB S S mel B3
—o— (B MK (3], Smg) —o— (B 8H| (3241, Sme)
20 f 20 f
0 1 1 ] 0
0 5 10 15 0 5 10 15
B#f8 (min) B (min)

,19,




pH1.2 100rpm

120
100 | o o —e
Sof
B 60 |
H
s g0 | —— FAAY L BI85 meT B )
—o— [EAENH (53], 5me)
2
0
0 5 10 15

B5 8 (min)

K EHZEENC R T DHENE GREREA K UMFEAERIA O PP H R O L)

e EAERH RRROIVIEELIESE
BERAEH (§#l. 5ne) 5mg [ E 3 $I5
mEREy |SABR% | FRENEER | TFHAHE ) RHEY
pHL.2 | 15%% 95. 4 96. 1 T8
pH4.0 | 154> 100. 6 97.4 kA
50rpm N
pH6.8 | 154> 96.9 96.9 WA
7K 15 4y 100. 4 95.7 pEey
100rpm | pH1.2 | 154> 100. 3 100. 6 WA
(n=12)

FARARDIVIERLIESE Smg TBEHT 13, AAKRTERLARITED bz R
NYVRRRIESEO R HBKICEE L TV D Z E MRS TN D,

BRI By FRLE RE ] PR H LS
% 2 (pH6. 8) 50rpm 15 4y 80%LL I

FARARIVIEEIESE 10mg TEH ] OWEHEENICE T 2L

BB D WA SRR A BT A > Rk 9 48 12 1 22 HAFE SRR
5487 5 (—HBELIE @ Rk 13 4E 5 A 31 BATESREIE 786 5. Ak 18 4F 11
A 24 BTSRRI F 1124004 7)

BRI - B AR TR HERERE D /S Rvik
RS
FBRIRE - 900mL  JRJE : 37+0.5C
B pHL. 2 AR GEEHERERE 11’
pH4.0 #7= McIlvaine DOFEEIR
pH6. 8  H A m A HABRER 2 i’
7K H A 3L 5 7 g ok
A% : 50rpm (pHL. 2. pH4.0, pH6.8. 7K). 100rpm (pHL.2)
AEREEL - & 12 Xy kL
RBRIFRT : pHI. 2 TlE 2 B, Z O oORERIK TIZ6 ML+, 72720, 1=
YERLAI O SRR A 85% & 2 TR TR T &35 2 LM T&
5o
SIHTE  SRANV AT S EE I E
HIESHE . A KT A4 OHEIEED 5 6 IROIA B IZHE > THEEM: 2 HE L
77
FEVERIFIAN 15 3 ANIZ Y 85% UL Riat T 256
BRI 15 43 AIPNIZ ) 85% LA BRI 20>, XU 15 4321 538k
BUHN D SR 3 DI UE LA D SRR £ 15% OFPHIC H 5,

R DWTROHBAITE W THIEHZEIH UL TV D LHEShZ,

,20,




pH1.2 50rpm pH4.0 50rpm
120 120
100 100
;\; 80 ;\; 80
60 # 60 [
K 40 —— LAY LIEEE 1 0mel B#T) K 40 F —— R AR LG EE 1 0mel BET)
—O— ZHBF (5], 10mg) —O— 1ZHEBFH| (§EH1. 10mg)
2 20
0 L L 4 0 1 L )
0 5 10 15 0 5 10 15
B5E (min) E5 8 (min)
pH6.8 50rpm 7Kk 50rpm
120 120
100 100
;\; 80 § 80
60 i?ﬂ: 60
® 40 | —8— RRARTLIERAIE SR 10mel BET) g o4 | —— R LR 52 1 Omel BET)
—O— IRAERKI (%1, 10me) —o— BB (5241, 10mg)
20 2
0 L L 4 0 1 1 ]
0 5 10 15 0 5 10 15
B5E (min) B FE] (min)
pH1.2 100rpm
120 1
100
§ 80
# 60
o0 b —— LAY LIEEESE 1 0mel B3R
—O— {EHEBIE (5%, 10mg)
20
0 . . )
0 5 10 15
B (min)

K EHZEENC R T DHEEE GREREA K UMFEAERIA O PP H R O L)

e ZAESIF RRROIIEERIESE
BERAEH (§E%l. 10me) fong TEEF) |4
ElEn%h |ABR& | IRENESERE | THBAHE T RHEY
pHL.2 | 154y 92.5 93.6 ey
pH4. 0 15 %y 95. 0 94. 1 SNy
50rpm N
pH6. 8 15 4y 93.9 92. 4 T A
7K 15 %y 95.0 92.2 plikay
100rpm | pH1.2 | 15 %% 100. 6 100. 3 kA
(n=12)

RRROIVIEERIGESE 10mg TBH) 3. BAKFHFERLERIED LN R
PRV IVIRFRESE DR IS IZE S L TWD Z E MR STV 5,

BRI EIfrey H T R R VA AL
5% 2 W’ (pH6. 8) 50rpm 15 %y 80% LA

- 2

1,




RBR 75« BASER TR A BRI D /S RLik

FRARO)JVIEERIE O DiE 3mg TBFT] OIEHEENZ BT 2 5Ll

BIEIR G DAY FRIRI SRR T A R T A > Rk 9 48 12 F 22 BT E IR
5487 5 (—HPCLIE SRR 13 -5 H 31 HATEEIEFEIEH 786 5. Epk 18 4F 11
H 24 B3R ARE 1124004 7)

BRI

FRBR L & : 900mL
BRI o pHL. 2 BRI HIEH

[EIL 2

IREE © 37+0.5°C

AR 1

pH3.0 7= McIlvaine DFEETIR
pH6. 8  H A& F5 ¥ tHaABR e 2 ik
7k H A 3L J5) 7 g ok

BRI - 45 12 Ny kL

PRERIRER

pHl. 2 TlE 2 [, FDfho

: 50rpm (pH1.2, pH3.0,. pH6.8, 7K). 100rpm

(pH3. 0)

RERE TIX 6 IR & 4D, 7272, AR

HERLAN DS EJR HRDY 85% A TR TR T &5 Z LA TE

%

SINTIE L A AR R E

Il AL

ZHIE LT,

HA RTA » ORERMED 5 B IROFEYET 2B IHE > THREME

[pH1. 2 (50rpm) . pH3.0(50rpm). pH6. 8 (50rpm), pH3.0(100rpm)]
FEVERLA 7N 15 23 LNIC YY) 85% UL FIE 3 256
SERBLE N 15 2 LAPIC ) 85% L F¥RH T 0, XUE 15 4712381 B ik Er i
F D L) s =R DS R HE R D SERB A T =R 15% D HEPHIZ & 5,

[k (50rpm) ]
FEAERIAF N 30 43 AT ) 85% LA A L 7a W6
HLE ST RBRRENZ 30 W CREEVE LA O SRR 3R 28 50% LA E 85% I L
7R b & EVERIFIDELE SV RBRIFRENIC BT 2 EEEHED 1/2 DY)
VAR 2 7R 738 2 7o 5 M OYE S 7= sl BRIER R IS o W CRRBR LA 0 28
T R DS HERLA O SR R £ 12% OFEIPHIZH D0, i £2 BIZoEN
6 LLETH D,

R D WTNOBAITB O THIRHEB UL TV D LHE Sz,

pH1.2 50rpm pH3.0 50rpm

120 120 1

100 | 100 |
~ g0 [ e ~ g0} T T
x X
W60 W 60
i i
®o4f —e— kxR EEoDsem B | BE 40 —a— AU LB ODE el BI#F

20 k —o— I (0D, 3mg) 20k —o— [EEBEI(ODE, 3me)

0 . 0 :

5 10 15 5 10 15
B (min) B (min)

,22,




7K 50rpm
120 120

100 F 100 F —— FHAYLIERIEODSE 3mel B

—O0— R4 (ODgE. 3me)

(%)

FHE

—— FAARYLIEEIEODEE3me B #T)

20 —O0— R WH| (ODfE. 3mg)

0 5 10 15 0 60 120 180 240
5 (min) B Fe (min)

300

pH3.0 100rpm

120

100

80

60

BHE (%)

40 F —— PR LIEEEODE Smel BHT)

20 —O0— RERFAI(ODFE. 3mg)

0 5 10 15
B (min)

F  IRHEENCR T UM GRUBREG) K& OEAERIA o Y22 P H =R 0D FLigk)

360]

e EERA RRRO)IVIEEEIEODEE
REREH "
(ODfE. 3mg) 3mgl B#1 ¥ E
mExgk |HERR | REEER | FEAHER FHAHEY
pHL.2 | 1574y 102. 3 95. 2 ey
pH3.0 | 154y 92.3 94. 6 e
50rpm | pH6.8 | 1574y 95. 6 100. 0 Ray
54y 31.1 23.7 .
K 360 4y 56.9 67. 4 EE
100rpm | pH3.0 | 154y 100. 6 101. 4 ke
(n=12)

FRARDIVIEEAE O DEE Smg TH#HT1 OIRHZEINIC I 2 L

BIEEI L DY) FERRI TR T A R T A > ¥Rk 9 48 12 H 22 BATESRE
55487 5 (—HEBUCE « Rk 1345 5 H 31 AATEEARFEIEE 786 5. PR 18 4F 11
H 24 AATSERIFEAIEH 1124004 )

FRBR 715« BASER TR A BRI D /S RLik

BRI
BRI - 900mL  JEFE : 37+0.5C
BRI pHL. 2 AR FIEHRERE 11’
pH3.0 7= McIlvaine DOFEEIR
pH6. 8  H AR AV R ES 2 1Kk
7k H A 3L J5) 7 g ok
[B#5%  : 50rpm (pHI. 2. pH3.0, pH6.8, 7K). 100rpm (pH3.0)
ABREE - & 12 XL

SRERIER - pHL. 2 TIX 2. ZoMoRBRE X6 KL +45, =711, =
YERIAF O SEBR RN 85% A TS TR T L THZ LN TE
%

SINTIE o AT RE I E T

,23,




[k (50rpm) ]

pH1.2 50rpm
120 1
100
—~ g g
S
5 60 [
H
®odr —a— AR LIS ODE S mel B3
20 —O0— 1ZHHHF| (ODFE. 5me)
0 )
0 10 15
B (min)
pH6.8 50rpm
120
100
L~ g0 F T e
<
F 60
e 40 —— KRS LEBEOD S el A3
20 —O— {RERF| (ODFR. Sme)
0 )
0 10 15
B (min)
pH3.0 100rpm
120
100 . o
—~ g0 b e
S
- 60
H
geo40 T —8— RAARY )L IR EEODSE Smel B $f )
20 —O— {REEMFI (ODSE. Sme)
0 )
0 10 15
B (min)

PIEFEYE . WA RTA OHEIRAED H b

ZHE LT,

[pH1. 2 (50rpm) . pH3.0(50rpm). pH6.8(50rpm), pH3.0(100rpm) ]

FEYERLA N 15 43 ANIZ ) 85% LA FIAEH 3 256

SERBLE N 15 2y LAIC ) 85% DL F¥RHE T A 0, XUT 15 4712381 5 i Er i
F D L) s 2R DS R VE R D SER A 2R 15 % O FEPHIZ & 5,

RUERLAN 23 30 43 LAPIZ V18 85%Lh BISH L2 W ia

BUE &7z BRI I 5 W0 THRHERGR ORI RS 50%LL E 85% 12 L
b x| RHEREISBUE S RBRIF IS I U 2 IR IR O 1/2 O
TR 2 7R 9700 2 22 R R OWBUE S M7 BB ] do W\ CRIBR U o0 21
T R DMEERIF O S AR £ 12% OFEPHIC H 57>, 3T £2 PR fE2S
46 LI ETH 5,

A DWTNOHRAICEBNTHIEHEIHAHLU L T D SHESRT,

H BT » THEE

pH3.0 50rpm
120 1
100
—~ g F T g
X
W60 [
H
o4 —e— AR L ODER S e B4
20 —O— R HF| (ODEE, Sme)
0
0 10 15
B8 (min)
7K 50rpm
120 1
100 F —8— [ RADUEBIEODE 5 mel B3
—O— {ZHH K| (ODSE., 5mg)
~ 80T
L
4
H
e
0 60 180 240 300 360
B8 (min)
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K EHEBNC R T DHENE GREREA M OMEAERA O PP H =R D L)

e EHERE FRRUIVIEFEIEODEE
REREM _—
(OD#E. 5mg) 5mgl B #T] HITE

ElEn% |GABRE | REEEE | TFHBAHE THAHEY
pHI.2 | 154y 101. 7 89.7 WA
pH3.0 | 154y 90. 9 93.2 ke
50rpm | pH6.8 | 154y 92.8 96.9 ke
5%y 31.4 23.5 .

X e s 52.5 61.7 HE
100rpm | pH3.0 | 15 4% 96. 0 102.0 ke
(n=12)

FARROIVIEELIEO D&E 10mg TB#T1 OiaHZENI I T 28

BIRE IR D EM R RS VERBR T A KT 4 > Pk 9 4E 12 A 22 BAfFESKSE
95487 5 (—HPILIE : PRR 13 4E 5 H 31 AATESREIEES 786 5. Tk 18 4F 11
H 24 BAHEEAFAIE 1124004 5)

BT iR« ISR G BRI D /N Kbk

AR
HEAE & - 900mL R : 37+0.5°C
BRI pHL. 2 ARG HERERE 1)K
pH3.0 D7~ Mcllvaine OFEEK
pH6. 8  H A5 ¥ HHalBR e 2 ik
K H AR g K
[Efi%  : 50rpm (pHI.2. pH3.0, pH6.8, 7K). 100rpm (pH3.0)

HEREE : & 12Xy EL

SRERIER - pHL. 2 TIX 2. ZOMmoREBRK CIZ6 M E+5, 72770, 1=
YERIK DO SEUR R 85% i 2 72 TR T &5 2 LN T
éo

s SRAN AT FE I E 1A

PALIReS
FIERYE : A RTA L OHEIEMED 5 B RO 5 B IZHE > THEME

ZHIE LT,

[pHL. 2 (50rpm) . pH3. 0 (50rpm). pH6. 8 (50rpm)., pH3. 0(100rpm) ]

FEUERLE 23 15 43 APNIZ Y 85% LA LA+ 556

FRERBLAIN 15 2 LAWY 85% LA BRI T2 0y, XU 16 3ol 5iklk
U] 0D S IAT 15 HH SR AN AE UK 0D SR HER + 15% D #EFHIC B 5,

[/ (50rpm) ]

FEAERLA 7N 30 43 AWNIZ ) 85% LA EIsH L 7e W6

HLE ST ARBREE N 36 W CREEYERLA O SRR R A3 50% 2 L g & & |
FEAERLA DS HUE S T2 BRI B 1T 2 RO 1/2 OFEEEHE %
AT YRR, R OHLE SRR T 3 T SRR A O SRS R
DSMEAERIF D SFIGIAHIER £ 9% OFEFIC B 5 A, XL £2 BEoEA 53 Bl E
Th b,

R DTROHEITE VT HEIEHEBEL L TV D LHE Sz,

,25,




pH1.2 50rpm pH3.0 50rpm
120 120 1
100 100
’o\; 80 ;5 80
60 60
H H
¥ 40 —e— fAR BSOS I0ml BET)| € 40 [ —a— AR LEEAEODE 1 Omel B
20 —O— 1RAELFHI (ODER. 10mg) 20 | —O0— IRERFH|(ODEE. 10me)
0 0
0 5 10 15 0 5 10 15
B (min) B S (min)
pH6.8 50rpm 7K 50rpm
120 ¢ 120 |
e R L EIEOD! :
100 | 100 F RRRY LIEEEODEE 1 0mel B$T)
_____________________________________________ —O0— {ZH K| (ODEE. 10mg)
’ag 80 gg; 80
{’ﬁ' 60 |°§|. 60
H H
o0 PO RO e B T 40
20 t —o— {ZHEHHI (ODSE. 10mg) 20
0 0e
0 5 10 15 0 60 120 180 240 300 360
B (min) B ] (min)
pH3.0 100rpm
120
100 ®. ! ]
;g 80
60
H
¥ o40 —— RRARYLIEEIEODSE 1 0mel BT
20 —O— {ZAEHH| (ODFE. 10mg)
0 . . ,
0 5 10 15
B (min)

X RHEEIC R T 2 HENE GRERBGR K& OMFEHERA O R H =R 0O Fig)

= EERA RRAROJVIEFEIEODEE
HEREH 1 o
(OD#E. 10mg) 10mgl B ¥I5E

ElEn%k |EABR%& | RENEFRE | THBAHEE THBEHEEY

pHL.2 | 154y 97.2 84. 4 kA
pH3.0 | 154y 93.8 79.9 ik
50rpm | pH6.8 | 154y 97. 8 94. 8 kA

557 32.0 24. 2 .
K 360 4y 48.8 55. 6 EE
100rpm | pH3.0 | 154y 100. 1 100. 8 kA
(n=12)

8. £MFHIHERZE

BEARNA

9. HEIFDEMKST D
MRS ERIA

[4E 3mg. &% Smg. #£E 10mg)

HASEE TG N ARV IR S OfERRRBRIEIC X 5,

SRAN AT G RE A

[OD&E 3mg. OD#ESmg. O DfE 10mg)

FRON AT ' BE A
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10. BEIFOEMEDD | [ 3mg. £ dmg. £E 10mg]
EE; HAZKFH R RV NEBIESED E®IEIC K 5,
WK~ s 777 40—
[OD#E 3mg. OD&ESmg. O DEE 10mg)
Wik o< ~77 70— (NEEHEE)

1. B AANI A RIZREY Ligw
12 EAT DAIREMED S | B4 ER2 L
2
BERIRERRSR - | ZE LV
NED IR T BRI
B9 5I1FH
14. 2Dt L7
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V.AEICEET HIEE

T IV A~ —FREREIEIC BT 5 3B FESE R O EF T

....................................................................................................

| <aphE - MBICHET AEALOEE |
LARRIE, T A~ —BERAE L B S N BEICOMER TS 2
L. =

52Kﬁﬁ?»/ﬂ4v—@ﬁﬂﬁ@ﬁ%%@%®@@ %Wﬁ#ékwi
OO ERHIE L TR, ’
P 3. T LY A = BURRGNNE S O RRAENE LR SR F W TAAN O A

MR E N TV,

2. AERUVAE

B RANITIE R RO VRS S LT 1 B 18 3mg 226 BH4A L, 1~2Lﬁ
ZIZBmg (IZHEE L, BRAOKET D, @SEOT VYA < —RIERHEERH I
S5mg T4 MM ERE%, 10mg (ZHEET 5, 2B, ERICKY %E?ﬁﬁ%ﬁ“éo
'?%E”%;T%ééééﬁlaé; """""""""""""""""""""""""""""

| 1. 3mg/ HE G IIARMETITRL, ﬁm%%&ﬁ%w%ﬁ%mzéam

2o T, FHIE LTI~ 2282 TEHLRWT &,
;2dmy5;%%¢éﬁﬁd;ﬁm%%@¢% &ab@ﬁ%&ﬁ?é;;
i ko :
S ERAER . A EOBEOL & CRET 5D L,

3. Euuﬁiﬁ‘z%ﬁ
MEREKRT—32 /8947
-
(2) ERERZNER
(3) ER PR F A ER
(4) FEHR I ER
(5) FRELAIEAER

1) EEAILEITH
EREAER

2) LLERERER

3) Re AR

4) BE - TR BRI EAER

(6) AEREHA

DERARERE -4
EFEHAERE
(HFRRAE) - &
15 B 5t & BR PR &K
ER (MERZERRE
ER)

2) RFBEHLELLT
EHEFEOHNE
XIEEMLER
BOME

AR L
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VI EFEECRT HRE

1. EEBEZMICEESHD
LEEMR(TILEYEE

BT EZI v, YNRAFT I 5%

2. EBEEA
(1) YEFRERGL - 1A%
,‘—1;_;4)

() BN ERM1T DA
ER RIS

Q) E AR - £
Elisdi

R ERRE OVEM B IZ T B F L al) oo 27 5 — PO iyfE <
H5H, THZEVBAT BT vzl vEEAEINSE, 7AYo ~—REREE
TRDHNDHMA = Y ANEEEAR R OMEEIR TA U ET 5, 2771, MO
MIREEZ O b O Z Ml 2 ERIE R,

MUERR L

AR L
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VI. EMENEIZREJ HIHHE

1. M REDHTR - B

EiE

(M aELEMLG P
mE

(2) &xEMpRERE
e

(3) ERERFER THERE
nizmFEES

R L
VI SR BT BT L. (3) BB CRER S LT ) % B

BREIS O LY FRIRI SRR T A BT A > SERE 9 4E 12 H 22 AT EIRE
A48T B (—EBCLIE : SRR 134E 5 H 31 HATESKEIRG 786 5. Fak 18 4F 11
H 24 BAFEARA T 1124004 =)

FRRO)VIEEIESEE 3mg TEHT SEERFZ, 7o X4 —_"—ElZ k0 Zn
T 1EE (FRRUVEREE & LT 3mg) fEEEAR AT FICH R REHL AR O f 5
L CIAE R LR E 2T L, 55N 7-38mEige X7 A —4 (AUC, Cmax)
W2 T 90% 1538 K RIS CTHEGHENT 21T > 72 fE %, log (0. 80) ~1log (1. 25)
OFEPANTH 0 | BRHFIO LY F AR SR S Tz,

HIE/RNT A—H BEINT A —H
AUCO_144 CmaX TmaX T]/Z
(ng+hr/mL) (ng/mL) (hr) (hr)
RS LERES
RANTVVEBIER |\ )00 044 41.48| 5.2640.95 | 2.4-0.5 |71.7+18.3
3mg THFI

FRERG

226.36%44. 14| 5.05=%1.05 2.610.5 |73.6%10.1
($EAI, 3mg)

(Mean=S.D., n=24)

7 —

6 H
a —o— FARARYLIEFIE G 3mel B
ED —O— LA (5], 3mg)
\%D 4 H Mean=*S.D., n=24
$
Il
&
=2
E

1

0

0 24 48 72 96 120 144
e (hr)

I AR BN ONZ AUC, Cmax 250D /85 A — & 1% #EBRE ORIN . K OELE R
B - RS ORBREIC Ko TR D AN B D
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FRARDIVIEELIESE Smg TEHT LIRERAIZ, 7 n 24— "—EIcL b Zh
Z1EE (RN & LT bmg) SEFERR AT FITHE R RF BLRIRE O 5
L Tl R ZLRIRE 2 JE L, 56 R pEe/ ~Z A —4% (AUC, Cmax)
(22T 90% R XA THERHIRAT 21T - 725 R, log (0.80) ~log (1. 25)
OFIPANTH Y WA D L)1 [ SRS RS S T,

HERT A—H BEINT A —H
AUC 144 Cmax Tmax T, 5
(ng-hr/mL) (ng/mL) (hr) (hr)
RS LEEE!
R DIVIRRIESE 386.27+£79.61| 9.82+1.32 | 2.3£0.5 [60.1FX14.2
5mg TH#I

R HERL

o 387.01%85.68| 9.59=*1.65 2.4+0.6 |b7.3*+13.4
(5274, 5Smg)

(Mean=S.D., n=24)

12 r

—
o
I

—— PRI IEEIEfESmel B3]
—O— fEHERLA (FEA], Smg)
Mean=®S.D., n=24

0

(3% A (ng/mL)

0 24 48 72 96 120 144
e (hr)

I FR B ONZ AUC, Cmax 250 /85 A — & 1% #EBRE ORI . KR O FE]
35 - BERZEORBREFIC L > TR D ATREMERH 5,

FRARDIVIEELIESE 10mg TB#T) LIEERA 2, 7 n 24— "—EIc L R
ZI1EE (RARARUVEEREME & LT 10mg) $EFERR AT F 1T R RF BL[RIHRE O e 5
L Tl RZALRIRE 2 JE L, 15 6o R e/ ~Z A —4% (AUC, Cmax)
(22T 90% R HH X AL THERHIRNT 24T - 725 R, log (0.80) ~log (1. 25)
OFIPANTH Y | WA O L) 1 [ SRS RS S T,

HIE/NT A—H BENT A —H
AUCO*I/M CmaX TmaX T1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
VST T
FRA2VERIRSR 824.08+t179.54|26.55+6.01| 2.1£0.6 [59.6+11.8
10mg THHI

R HERG

- 796.271+164.41(25.05+6.27| 2.1+0.8 [62.8*t16.4
(FEA4], 10mg)

(Mean=S.D., n=27)
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w
o1 o
T 1

—— FAARYLIEFEIE SR 10mel BT
—O— fEHERLA] (FEA, 10mg)
Mean=*S.D., n=27

1 3% 52 EE (ng/mL)
ST NI O
S o o

15
10
5
0 : L 1 1 | |
0 24 48 72 96 120 144

I (hr)

I AR BN ONZ AUC, Cmax 250D /85 A — & 1% #EBRE ORI, K OELEH]
35 - FERZE ORBREIFIC L > TR D ATREMENR S 5,

RFRROIIEFIEODEE 3mg TBHH) SHEWHERFIZ, 7 o 24— "—kicky
TN 1 (FRSDUVIRRE & U C 3mg) fERRRA S I SHE R g BLAIRE 1
#5 OKCTIRA LUK LCIRA) L i RAEMIRIREZRIE L, 550
T IRENRE X T A — & (AUC, Cmax) (22T 90% 5 X ML CHERHRT &
o 7oiiR, log (0.80) ~log (1.25) OFHANTH V| MR OEYFRF
SRR ST,

(1) KTHRA
HIE/NT A—H BEIINT A —H
AUCO_144 CmaX TmaX T]/Z
(ng+hr/mL) (ng/mL) (hr) (hr)
RARRO)LIEEE
+ + + +
O D42 3mg T 237.18%£43.31| 5.28%=0.74 | 3.0x1.6 [63.0X14.5
FEHERL |
" 234.82148.49| 5.06%+0.71 3.0%+0.8 [63.7*+18.1
(OD#E, 3mg)

(Mean=S.D., n=22)

—0— R RARU)LIEFIEODEE3me B#T]
—O— I HERUHAI (ODSE, 3mg)

an=+ -
4 Mean®S.D., n=22

13 i BE (ng/mL)

0 Il Il Il Il Il
0 24 48 72 96 120 144

¢ (hr)
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(2) K%L THRA

HE T A—H BENT A —H
AUCO,144 CmaX TmaX T1/2
(ng+hr/mL) (ng/mL) (hr) (hr)
KRR IVIEFRIE
+ + + +
O D& 3mg [H 233.23%£46.95| 5.04%+1.01 | 3.0%0.9 |69.3*14.1
FEHE R
+ + + +
(0D, 3mg) 242.35+147.25| 5.23%+1.01 | 3.0%x1.0 |68.6*+16.4
(Mean=®S.D., n=24)
7 —
6
= —0— FARARYJLIEEIEODEE3mel B i)
E D —O— R (ODSE, 3me)
\%ﬂ 4 Mean=*S.D., n=24
X
o3
5
p N
= 2
3=
1
0
0 24 48 72 96 120 144
K] (hr)

HE R BRI ONT AUC, Cmax ZED /85 A — X 1. #EERE ORIR . (R O EA]
B - BERSE OMBRAIIC K o TR D AR D B,
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FRROIVIEFIEO DR Smg TBHT) LAWK A, /o A4 — —kIZ LD
TNEN1EE (R3O VHERE L LT bmg) EEERR AR F ISR BRI O
#eh OKCARAKROKZR LTIRA) LT RERBEELZHIEL, 55N
7~ 3 ENEE ST A — & (AUC, Cmax) (Z-2UNT 90%[E#E X IVEIC THEEHENT &2
1ToT2hESR. log (0.80) ~log (1.25) DOHPHN TH v . WA DLW FrI[F
LD ST,

(1) /KTHRA
HIE/NT A—H BBEINT A—H
AUCO_144 CmaX TmaX T]/Z
(ng+hr/mL) (ng/mL) (hr) (hr)
RFRARO)LIEREE
+ + —+ +
O D4 5mg [EE ) 456.061E94.63| 12.31+2.92 | 2.1+0.6 |63.9£12.8
FEE YE LA
" 448.35+93.40] 11.91£2.30 | 2.4%0.6 |63.7%=10.7
(OD#E, 5mg)

(Mean=S.D., n=22)

16

14

12 —0— R AU LIEEEIEODEESmel B#T)
—O— IR HERF (ODSE, 5mg)

10 Mean*+S.D., n=22

1 5% A (ng/mL)

0 24 48 72 96 120 144
FFE (hr)
(2) X% L CHRE
HE ST A—H BENT A —H
AUCO,144 Cl’l’laX TmaX T1/2
(ng+hr/mL) (ng/mL) (hr) (hr)
KRR O)LIEEE
O D& ome TR |395. 0228656 9.8952.40 | 2.7%1.0 [65.3%14. 1
FEE HERL |
402.84+72.24| 9.43+1.87 | 2.9%+1.1 |63.0£9.4
(OD#%E, 5mg)

(Mean=S.D., n=23)
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16 1

14 r

12 —0— R RARD)LIEFEIEODEESmel B#T )
—O— HEHERF (ODSE, 5mg)

10 Mean=®S.D., n=23

M E R (ng/mL)

0 24 48 72 96 120 144
H#Fﬁﬁ (h1”>

I AR BN ONZ AUC, Cmax 250D /85 A — & 1% #EBRE ORI, K OELEH]
35 - FERZE ORBREIFIC L > TR D ATREMENR S 5,

FRARIIVIEFEIEO DfE 10mg TBHT) SAEHERIAZ, 7 v 24— "—JEIC LY
FTNFN1EE (RRASVHEERE & LT 10mg) fEFER A B FICi R AR O
5 OK TR KR OVKZ: UCHRM) L CIE R (LiREEARIE L., S5h
7~ SR ENRE T A — & (AUC. Cmax) (Z-2OUWVT 90%[EHEX VA TREHEIT %
1ToThES. log (0.80) ~log (1.25) DOHPHN TH v . WA DLW FI[F
M ERR S LTz,

(1) K THRA
HIE/NT A—H BEIINT A —H
AUCO_144 CmaX TmaX T]/Z
(ng+hr/mL) (ng/mL) (hr) (hr)
RARRO)LIEEE
+ + + +
O D4 10mg TE%) 978.88+£223.08|31.06%E6.76| 2.1F=0.5 | 56. 7%=9.8
FEHERL |
+ + + +
(OD&E. 10mg) 929.15*£206.01(29.124+4.91| 2.4%=0.6 | 55. 1XE8.7

(Mean=S.D., n=28)

wW
ol O

—— PR AT LIEESEODSE 10mel B$7]
—O— HEHERIAI (OD#E, 10mg)
Mean=+S.D., n=28

MM HE PR (ng/mL)
— — Do [\ w
(@3] (e (@3] o (@] (e

o

120 144

IR (hr)
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(4) s

O BRE - ftAEDE

(2))k7z L THRA

HE T A—H BENT A —H
AUCO,144 Cn’laX TmaX T1/2
(ng+hr/mL) (ng/mL) (hr) (hr)
RARRO)LIEEE
+ + + +
oD%t 10mg TEH) 917.54+220.42|27.15%+6.38| 2.3£0.7 [59.1%+9.7
FEE B LA
+ + + +
(OD&E. 10mg) 896.40+177.76|27.11%=5.70| 2.5£0.8 [57.9%+10.8
(Mean=®S.D., n=27)
40
35
330 —o— R AT LIRS ODEE 10mel BT
E —O— [ R (ODSE, 10mg)
& 25 Mean=S.D., n=2
N2 ean*S.D., n=27
£
il
=
&
E
1 ]
0 24 48 72 96 120 144
REfH (hr)

I BEFE B ONZ AUC, Cmax 2D/ 8T XA —Z % #BRE OEIR . (KIE O ELEA]
¥ - BERSE OMBRAMC Ko TR D AN B D

LR L

IVIL Ze4xbE (B Loovkisss) (BT 25HA T HEMER) 258

4808
6)B&ER REL | 34 ER2 L
—<3Y) BIIc
K YHIBAL-EMY
ANEBELEER
2. EYLRER/ANTD A
—A
(1) B A% MR L
(2) RUIRFE TE 34 MR L
@NAFTARALFE | VI EWEREICEIT 2HE 1. Q) KRR CHER S Nz HiRE | 25K
)74
(4) BRRETEH BRI L
®IIUTFTIUR B - L e
6) P T ETE BRI L
(N mPEQFFEEER BRI L
3. kIR HALE
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4. 9%

(1) Mok — AXBEPS@@ | s 4 & k7 L
{3

(2) ik —BABERARYE | se4 &R 72 L
B

Q) Eit~nF1THE (VI Z24bE (A LoiEES) (B4 5IEA 10. ia, Elm, RilmS~o

5.(2) ) =&

D) BERA~DRITHE | U ERR L

(5) Z DM~ D | 4B R L
BT

5. X3

(M KBEBELROREH | =& LTI
R

Q) KRBIEE5T DB
% (CYP450 %)

CYP3A4, CYP2D6

»FiE

Q) ELEESEDE | L&k L
BRUZTDEE

D RBEVOFEDE | 4 ERRL
E|RULLER

O) EHERBMORE | Z4EE e L
MBS A—4

6. Bttt MEER R L

(1) Bt BB B MR B

(2) HEitt 2=

(3) BEitt R E

7. FSURKR—A—(Z | LY EEL

EY 5158

8. BNFHFIZKBBRER

AFN & D EE ONREWH I ENT (&, EESET SUTMikiEE) (X0 bk
RTELOMEIMIFIAHATH D,
(VI et (B Lo ) (ST 2HA 13 @mEk s 22MH)
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VI. &2 (EFRLOFEESF) ISR SHEE

1. BERNBEZOER | 4T HEES L
2. ERRBEEOEB | [ rOBHIIIBRELAWNIE

(RAIEZZED)

ARFNDORS T R 2 U F BRIk LImBUE DBEERE D & 5 B

3. WBEXRIIFEICEE | [VIREICETHE 25T 52 &,
THFERHLEDIESEL
DR
4 RERUVAESICEE | [VIBRICHETL2HA] 220752 &,
THFERLEDIE L
ZNDER
5. BEERENBELEZD | ROBFIZIXEEICKRET S E
piicyas) AANET7T BTV ) X T T—BHFAITHY . =2 U AEEWEMERIC XL Y EL
TR ABEIC U UUERZFH R UIEET 2 /N b 5 - OEEICH
H35Z L,
(D {AARIERERE, DEALVESHEEMEEREESEDODRBO S 5 EH [
EARRAIER I &V BRIRS 2 VT RENRZ & Z 9 /[ REMER H 5, ]
) THLMHBE OB TR D & 2 83, FEARAT oA RUEEKEREAIR G- 0B
[HER o e DR OV LB E B DR IZ K 0 (bR 2 B S 5 AT
R H 5, ]
(3) RUE M B X PAZEME IR B OBEEIE D & 5 B [&UVE STV i D IUHE &
OB SRR W D TTHEIC L 0 JER DB LT D AT REME N & 5,
(4) SRR S (N—F 0 P, RN—=F Y UIREERSE) Ob D EE R
FEROa ) MR ETLET D Z 2LV, JERZFH U ET 5 "ThE
WnH 5, ]
6. EELGEARMIEL | [H3mg. &¥dmg. &F10mg])
FOEBARUVLER | (DAFOEEIZE Y, QT R, LM (torsades de pointes Z&Te) |
& OEME, A RIEERE, AE L, ®ERIK, L7 ey 7 QBT Y 7,

FBETO ) ERHLOINDIENHDDT, FROLEE (DFHIEZE,
FIEE, DIESR) AT 2BECEMERY (KDY U AMES) Obh
LIEBEETIE, BEE+2ITATI 2 L,

(2) L DOFRENFEMEIR R & DERZWNI R ET D Z &,

(3) EHINCRIRREMR A 21T 0 S BFE OREZ MR L, KI5 THERNR
DHNRWGE, BREERELRWT &,

Do TEFLal) AT T —BHEEHEATARE (W72
) L L2V &,

(5) T W A = —RIEBHE T, B B3O EIRS OFERIERE MK T3 %
FREMEN D D, T, AFNC LY EEEE, OFV, RKEDRH S
HZENHLHOT, HENHEOERSEERZ MO I OBIEICERE L &
) HBE AT S 2 b,
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[OD&E3mg. OD&Ebmg. O D £E10mg]

(D AFOEEIZED, QT &R, L= (torsades de pointes &) .
OEME, A RIEERE, AE L, ®ERIR, L7 ey 7 QAE7Rr Y 7,
BETO ) ERHLDOLNDEIENHDLDT, FROEE (LAEZE,
FIEE, DIESR) AT 2BEEMERY (KDY U AMES) Obh
LIEBEETIE, BEE+2ITATI 2 &,

(2) L DFRINEM R B & DRI E TS Z L,

(3) EHINIIFRABEREMR A 21T © FRE OIRIEZ RS L. AFIB G TR
HHENRWIGE, BREEE LW &,

DT EFra) 227 7 —CHEEHZAT2REME (7042
) LOFHLZRNWT &

(5) T IV A = —BUERHE ClX, BB HOEIRE OWERERE 1K T T 5
AREMEDN B D, Fo, AFNCL Y EREEE. oFV, RAERH LD
HZENBHLHOT, BENHEOERSEERZ MO I OBIEICERE L &
) BEFEICHICERAT A &,

6) AFNTAMERN THES 528, AEOREN OIS D Z L I1ERN T2,
MEHE IR CERAIA T Z & (HEH LR OESH)

7. #HEEH

M HRERLEZTDE
=

Q#HEFELZTNE
=2

AHENT. F L& U THYIHEESE CYP3A4 K O CYP2D6 TRET SN 5.
PN & 2P

FHAIZEET S L

EH2F

RERAEIR - HETTIE

HWr - BIREF

v e = N
NRHE Fa— Vb

T T b= AFRTUL
35
ay = AT 7 —EHEA
TR ) =g KAL)
VAFT I B

Y RAF 7 I Bk
XAARF T I

MBS N5 A
REMEDN & %,

A XY A N = AEACWKTD | f ot EEVEF 2 HE R | OFH SR A o it 4y i
Y THAREMED B D, | A kR 1E H & 18
45 AREMEN B

60
= TG A WAEMBRAIEIEA | AFIE Ebica Y
TEFal) e R a ) CHIBAE | o EENME DR A

H=ALEHLT
I/\éo

Tues ) FFA VRS
AARNTT T4

X = U W R KR S5

CYP3ARHZEHI AKA OB 2 HLE | PFHESIOF ~rm
A Tary—n L Ef ZH#9R S 4 | — A P450 (CYP3A4)
T AT B A[REVEDN B D FREERIC L 5,

fEHFEA O F Fra
— . P450 (CYP2D6)
FLEEHIC L D,

TR EE

Jx /) N)LEH—)L
R SN A X

ARAN O & ek

PEAEFOF 7o

FRY AL U AEH & 855 S | — 2 P450 (CYP3A4)
Trx= kA v HAHEMEDN B 5 DFHEIZL D,
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RE|2F

FREREEIR - HEETT A

Hr - BIREF

PR EIT= U A
KU AFL 7 == UERRE

v a7 F R

< F a— LR KT

A F Xt R

AHFEHLa Y Al
AW TS L. Z
NN DR %
55 S H 5 A RE N
H5b,

KA L= U A
DIERN, A
TN AR

v Tt e A
7 haerRiial A
TFNAART I R
7 v B ER K RN
FEAT v A RIEHERERA

THALPETE S 2 2 2
THREED B D,

SRS Y2 it
&0 B ER ST W AME
tHshb,

8. &IfEHA

(D EHERDHME
() EXBEIER EF)
HAER

AKX AR IR AT ST O RIVE S B DS R & 70 2904 2 S50 L T 720,

(B FEASHH)

(AT ERK. DESEA (torsades de pointes &) . LDEME)., FAFRDE
I&EE, R, SERIR. 0DI70OvY ., K8 QT IERE, LM (torsades
de pointes Z&e) | LEME), JAASEGRE, G L, SERIK, L7
ny7 (AE7avyZ, BE7avr) | KERbObIL, MZIHICED
ZERBLHDOT, ZOXIRIERED b EICiX, E5EFIET 5
72 YR IE AT D 2k

Q) LEHIEE. DFE  DIHEE, LRERLLDLNDLIZENHDLIDT, Z0O
LI RIERDH b o HEITIE, BEERIET 57 S L@ 21T 9
Z &,

Q) HIEHES. THRBEBE. HIEEHM : AFlo =2V UERIEERIC X
% BRI M O A& E B ORI X » TIPS (B -+ 4615180 |
+ TERBEE L, MEEHLAS SN ENHLOT, ZDkHk
JERDN S BN HAICiE, &5 2T 1T 272 E@yURnEEIT o 2k,

(4) P2, BFHEEEREE. |/IE : IFR. IFEEREE, HE L bbb Z L0 H
HDT, BEPRBOONTHGEITIE, EERIET 57 S 0Es21T

s >
~— o

(5) BdTEFME. MM, XNMEESE : MHERIE (TA»A, %) | M,
MILEEEND SbNDZENHLHDT, ZOLIRIERNH b5
AlZiE, B ERIET 57 ElEE R E AT L,

(6) SRS IRIEE  HEH), EWEILH, DRXxVT, VA =7, B, RbE
EiEE), SMTRE. BBRY . SEEESOMMINKREERH b Z
EMHDHDOT, ZOLIRIERDD b -HAICiE, &5%2F14 57
EHU B AT Z &,
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