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(2 A 52(%) £ OV ) 5E 5mg 100.8+0.4 | 99.5+0.3 | 99.0+0.7 | 98.4+0.4
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OB IR pH1.2  HARIER A HEBRE 1K
pH5.0 #¥7- Mcllvaine DFEE
pH6.8 H AR HE R 2 K
7K H A 3L J5) 7 R K
vl #i5 %% : 50rpm (pH1.2, pH5.0, pH6.8, /K) . 100rpm (pH6.8)
HIEFEME A RTA L OHEEMED H &, RO%YT HHB N> TREMEZHE LT,



IV. BFIZRE4 5 IEH

[pH1.2, 50rpm] . [pH6.8,100rpm]

FEYERLAI AN 15 43 ANIZ ) 85% L LIS T 256

ARBRIANT 15 20 ANIC Y 85% L0 LIS T2, XU, 15 431238 T . aRER LA 00 - A HH 38 1 A
HERLE D SR IR £ 15% OFLFHIZH 5,
[pH5.0. 50rpm]

FEAERLF 23 15~30 20 AN 45 85% UL EIEH T 254

TEHERLE O R HER DS 60% & Y 85% T D 24 72 2 BEAUT 1T, BRBRBRLAN 0 W1 HH =8 | A e
R OSEEHE E15% OHFPFHICH H, XL 2 BEOMIL 45 L ETH D,
[pH6.8, 50rpm] . [/K. 50rpm]

FEHERLAI 7Y 30 43 APNIT 18 85% LA R¥A HIE T, I 4L 7o akBRiRe 2 11 85% LA LA T~ 256
FEERLA O LIRS 40% S O 85% T D X4 72 2 WA 33T BRBR AN 0D SR H e 1 AT
RUR|OEEHE E15% OFFHICH 5, XL £2 BHOIL 45 L ETh 5,

ARG - T TORHRBRSTIC B W T MRBEERL O LM FRIFFIERR T A BT A ) O¥)E Y

WS LT,
BHEBBICEITARIEN (FLAODE VEE 2.5mg DSEP)] RUZESK D FHALEEDLLE)
VA TR R (%) | A
RS Bl | 7 A DV UEE | LR 7 BE 25 HE | (FAr Y 8 2.5mg
(43) |2.5mg DSEP] 2.5mg (e e fiE) 'DSEP| O S
pH1.2 | 15 99.5 91.7 7.8 i =85% X3 +15%
10 75.8 67.0 8.8 .
pH5.0 1
30 90.9 87.7 3.2
50rpm 5 47.8 37.0 10.8
P He.8 WO| £15% % f2 k=45
90 86.8 86.7 0.1
5 42.3 38.1 4.2
K i
60 93.7 86.7 7.0
100rpm | pH6.8 | 15 99.5 93.1 6.4 i =85% X3 +15%
(FBHEIER)
pH1.2/50rpm pH5.0/50rpm
100 100 |
75t 51
5o | T
% %
2 \ 4 —— 7 51 Y U 5E2.5mg [DSEP)
5T —&— 7 Lu Y 4iE2.5mg [DSEP) Br 4 o
===0-=- /LN §E2.5mg mo0mes SNIIA T BER.Smg
°? ‘ 10 15 °0 10 20 2
Fff (min) IR§f] (min)




V. ®HICBI9 5HH

pH6.8/50rpm 7K/50rpm
| | .——————
------- A%
75t u B e O- I
i i
i *
50t 50t
25 - —— 7 Lnu U §E2.5mg [DSEP) 25 - —— 7 51T 5E2.5mg [DSEP)
---0--- /LR R 7 §E2.56mg ---0--- /LR 7 §E2.5mg
0 : : : 0 : : : :
0 30 60 90 0 15 30 45 60
i (min) R (min)
pH6.8/100rpm
100 T
75 |
75
o
% g |
%
25 ! —e— 7 LV $E2.5mg [DSEP)
4
---0--- J VN R 7 §E2.5mg
0 L L L
0 15

R (min)]O
2) 7LOYE S 5mg IDSEP]
(G RERLOAEWFHRENRBR T A Fo7 42 (CERR 1345 A 31 B [E35E 786 5) | IZHKESE,

AR A FEhE L7,
AT - R AGERERE TRHRBRIE/ S VL] 12Xk 5,
ARBRAE

FRBRE & 900mL JRFE : 37+0.5C

A OB M pH1.2 A AR HTA AR 1)
pH5.0 J# D 7= Mcllvaine DXEE K
pH6.8  H AR i ek 2 ik
7K A A &) 5 R K
Bl 5 % : 50rpm (pH1.2, pH5.0. pH6.8, /K) . 100rpm (pH6.8)
P E LU
A RTA L OHEREED S B KOS T DB IHE > TRIEMEZHE LT,
[pH1.2, 50rpm] . [pH6.8,100rpm]
FEHERLAI 73 15 73 LINIZ V45 85% LA LR+ 256
AR LA 15 43 AT Y 85% UL Bist 4%, XU, 15 43123 T, BRI o0 - 24 HH SR T A
YERLH D )R =R = 15% OHFIPHIZ & 5,
[pH5.0, 50rpm] . [pH6.8, 50rpm] . [/, 50rpm]
FEVERLIFIAS 30 43 AWNIT 14 85% LA A3, BlE S 7o iR R ) 85% L B3 256
FEERLA O SR ES 2 DY 40% Mo O 85% ATUE D 4 72 2 IR lT 3T, kR A 0 S5 35 H 2 T AR Ve
R OEEHFE L 15% OFPHICH H, XL 2 BHOMIZ 45 L ETH D,
AR - TR TOBEHERBREMICR O T BB EES O TR SRR T A N T A ) OEIE%E

WA Lz,



IV. BFIZRE4 5 IEH

BHEHICETSRA%EE (7LADEVEE 5mg (DSEP] R UREREIDFHAHEDLE)

PR LIV (%) ) v
RER G WEfl| 7 2o O U BE| o2 sgE | & fo | CHIE | (FAu P 8 bmg
(%) | 5mg DSEP] 5mg (osetfil) | BE% DSEP| O¥HEAT)
pH1.2| 15 95.8 88.0 7.8 ] >85% X% +15%
5 47.7 59.7 12.0 .
pH5.0 1
30 86.0 84.2 1.8
50 10 62.6 35.6 27.0
P He.8 46 | | T15% 0% 2 B =45
180 87.5 84.1 3.4
5 36.2 40.9 4.7
7K 1
180 93.9 86.9 7.0
100rpm | pH6.8 | 15 97.5 97.0 0.5 i =85% X1X*£15%
GRHHR)

pH1.2/50rpm

pH5.0/50rpm

100 | 100 ¢

75 ¢ wr
v i
i t
® 50 | oSt
— ) —— 7 111 UL BE5mg [DSEP)

25 —e— 7 LU bE5mg [DSEP) %

\ . ===O==- /LR A 7 EBmg
===0-=- / JL/NA 7 §Ebmg
0 . L . 0 . . L
0 10 15 0 10 20 30
W5fE] (min) ¥ (min)

pH6.8/50rpm

100 |

*>——o—
______ o ==

75 | --==0
i
H
% 50 L
%

25 H —— 7 L VB U EESmg [DSEP)

-=-0--- /LR A 7 fEbmg

66 120 1;30
FFfE (min)
f2 B3 =45

pH6.8/100rpm

100
15
s
H
50 |
%
95 | —— 7 L1 Tt Ebmg [DSEP]
-==0-=-- /J JLRR 7 §EBmg
0 : ‘ ‘
0 15

10
Ff (min)

25 —— 7 L1 Ebmg [DSEP)

-=-0--- J LN A7 fEBmg

30 60 90 120 150 180
K (min)




Iv. WANCEE4 5 H

3) 7LATEE 10mg IDSEP]

(& & HR 5% N ERRAOAY FRIRIEMERBR T A R7 40 CEAL 184 11 A 24 A JERFEIRE
1124004 %5) . FAL 1945 A 30 A FARFEERE) (CHESE, 7Ar Y8 bmg [DSEP] A4
HERUE L LC, BB A S L7z,

RER L - BR—MERBRE TEHRBRIE/ S Rk 128D,
RBRSEAE
ARERIE R © 900mL IR 37+0.5C
A OB pH1.2  BARSER Ha HRBREE 1)K
pH5.0 # 7= Mcllvaine DOFEEE
pH6.8 A AEES HE R 2 1K
7K H ARSE 5 5 g K
Bl 5 % : 50rpm (pH1.2, pH5.0. pH6.8, 7/K) . 100rpm (pH5.0)
HIERYE A RTA COHERED S B, OGS T 2B T > TRSMZHIE Lz,
[pH1.2, 50rpm] . [pH5.0,100rpm]
RIS AR ERR DY 15 S AN ) 85% L I3 256
ARERRLAI Y 15 3 LANIZ Y 85% LU EIRHT 200, XUT 15 /312315 2 s LA O R H =R D E
HERLA D IR R £ 10% OFFHIZ 5 5
fiH 22 DOFRHER - FEAERIE O TS 85% LA RICET 5 & & | SRBRIUAI O FH IR =R £ 15% O i
D b0 12 MHH 1ELELT T, £25%OEPHAZE R 5 6 DRV,
[pH5.0, 50rpm]
PSR - ARERR 73 30 23 ANIZ P 85%LL BEEH L 72 W56
BUE S U7 BRIFR I 0 W) TREERLR O S EER H RS 85% LA 1 & 72 2 & & | FEYEILA| D PR PR R
P 40% KON 85% (I D X 78 2 WEAilZ 3T, aRBRILA D H PR 3R DS A HERLA 0O SE R HY 3+
10% DOFPAI 3 5 H>, F £2 B9 Ol 50 UL ETH 5,
18 2 DF R FEAERIA) O LR IR 85%LL RICEET 5 & & | SBRIAI D T-H 3 H =R £ 15 % O HilH
DO 12 EF 1ELLT T, £25%DHEPHEZE R 2 6 DR,
[pH6.8. 50rpm]
SRR - ARERIAIAY 30 4 LANIZ ) 85% LA RV HT L 725G
BUE S A7 BBRIEHNZ d W) TR HERUA O P IER RS 50% LA E 85% 1T L7g & & | FEUERIAI
BUE ST BREER 31T 2 IR R D 1/2 ORISR 2 )38 2 78RR, R OBUE Szl
BRI 35V C L BRBR A D SR 3R S R HE LA 00 SV HY 38 + 8% D FEPHIC b 5 7>, XU £2 B
BOENRB5LLETH D,
18 % DFSHER - FEYERIF O PR HRD 50%LL EICEL 85%ICEE L & & akBRELH| o 57
RKE12% DAL R 5 H DN 12 HF 1 HLLT T, £20%DHFHZE R 5 & DA,
[7k. 50rpm]
R - EEAHERLA] Y 15~30 312 ) 85%LL s+ 254
T HERLE D P VE D3 60% M Y 85% & 72 B3 4 72 2 BRIV C, BREBRILA| O SER H R 3
TEHERLF D IR HIEE £ 10% OFPAIC S D 2. T £2 BIELOE2 50 LLETH 5,
{2 DR  FEAERLE O ST H DS 85% UL RICHEET 5 & & | SRBRELK| D FHEE 3 £ 15% O HifH
EHEZ L0 12 % 1EMF T, £25%DO#PAZEZ D H DR,
ABRAER © TR TOREHEBREIC W TIE &N 72 2 8% 0 B RA O A PR R SRR T A K7 A
VI OHIEFEEE A LT,



IV. BFIZRE4 5 IEH

BHEHICHS TSRS (FLADEVEE 10mg IDSEP] RUBRERK D FHAHEDLE)

e PR R (%) e e
Y ESs W] | 7 oo v g | 7 A U Uk S HE | (7 Lm P8 U 8E 10mg
() | 10mg DSEP, |5mg [DSEP) | (ifikH) 'DSEP| DU HISRM)
pH1.2| 15 87.2 90.6 3.4 1 =85% XiE+£10%
5 44.0 46.2 2.2
pH5.0 3] +10% I f2 B%=50
120 89.2 85.2 4.0
50rpm 5 42.7 44.4 1.7 N B
pH6.8 1 +8% X% f2 % =55
360 87.6 83.7 3.9
10 58.5 57.3 1.2 . .
K 1 +10% X% f2 B3k =50
30 86.2 87.3 1.1
100rpm | pH5.0 | 15 102.2 102.6 0.4 1 =85% XiE+£10%
(AHE#R)
pH1.2/50rpm pH5.0/50rpm
100 | 100 |
-------- =" _ e
L e 75 b OO
wo | A VA _,—O’
T okt _owy
2% —e— 7 A1 U 5E10mg [DSEP) 2% —— 7 Ln Yt E10mg [DSEP)
-=-0--- 7 Au V¥t Ebmg [DSEP) -=-0--- 7 Au VYt UEE5smg [DSEP)
°? 5 0 15 °e 2 % % 120
i (min) i (min)
pH6.8/50rpm 7K/50rpm
100 | 100 | %
e T5 L B
i
5/: @ 50
25 ——— 7 L1V E10mg [DSEP) 25 | —— 7 L1 Y E U EE10mg [DSEP)
-=-0--- 7 A1 V¥ U $Esmg [DSEP) ---0--- 7 hAn Yt §ibmg [DSEP)
0@ : : : : : : 0 : : :
0 60 120 180 240 300 360 0 10 20 30
i (min) i (min)
pH5.0/100rpm
100 |- ﬁ -~ —e
75 +
b
i
Tos0t
% —e— 7 41 UL §#10mg [DSEP)
B --0--- 7 A1 V¥ U fibmg [DSEP)
0 ‘ ‘ ‘
0 5 10 15

] (min)



Iv. WANCEE4 5 H

BREBEEETOT7LOYEY 10mg TDSEP] DEXDBFHE (%)

102.4100.7101.2 |103.4| 99.7 | 97.9 [102.7]102.3]103.1]105.0 |102.6 | 105.0

Mﬂz/%%w@ﬁﬁ:wﬁ~$ﬁ%M$:wz% LR : 102.2% TR : 72.2% HE
50r§n1 1 2 3 4 5 6 7 8 9 10 11 12 -
89.5 | 90.9 | 86.3 | 97.6 | 94.2 | 86.0 | 94.2 | 83.0 | 73.2 | 81.3 | 82.9 | 87.1
pHMy%%%@%ﬁ:moﬁﬁmWEM$:%z% R 104.2% TRR : 74.2% HE
50r§n1 1 2 3 4 5 6 7 8 9 10 11 12 -
819 | 81.1 | 96.8 | 91.1 | 91.9 | 93.9 | 90.6 | 89.1 | 96.5 | 80.1 | 86.5 | 90.3
pHmy%%w@%ﬁzwoﬁimWEM$:Mﬁ% LR : 99.6% TBR : 75.6% HE
50r§n1 1 2 3 4 5 6 7 8 9 10 11 12 -
86.8 | 90.4 | 87.1 | 79.0 | 88.1 | 95.2 | 84.5 | 84.9 | 88.4 | 90.6 | 86.1 | 89.7
K/ A& LEIGIRE A 2 30 47 | XA - 86.2% IR 101.2% TR : 71.2% HE
50rpm 1 2 3 4 5 6 7 8 9 10 11 12 -
85.8 | 86.1 | 90.4 | 87.6 | 75.0 | 96.8 | 92.0 | 89.1 | 80.3 | 77.8 | 84.0 | 89.9
pH5m:%%ﬂﬁw%ﬁ:15%?¥@%mﬁ$:um2% IR 117.2% TR : 87.2% HE
 00roml—L 2 3 4 5 6 7 8 9 10 11 12 -
P 1

10.5%% - %
()EFEENDELRSR - Q. AENEKRLERS - BEICEHT S1HER

UERR L
(2)ya %%
7 LY BE 2.56mg [DSEP) : (PTP) 100 #&
1000 &2
(vNZ) 500 §E
7 v U e BE bmg [DSEP) : (PTP) 100 &
1000 #&
(»XZ) 500 g
7 LY BE 10mg [DSEP) : (PTP) 100 #&
B)FiREE
PR
(4)BHEOME
PTP 4l %% :
P T P :ARUfe=r T
e — RV FLy, TAI=A, BUIZFLUTFLIZXL— FNEET ¢ LA
2 F AR
NT o Ak

A F L ARV F L
Xy AR Tur Ly
8 %2 5 K




V. SANCEE4 5 H

1131484 S 0 5 A8
AR L

12. 2D
LR L



V. 1BRICET HIEH

V. ‘aRICEI SIHE

1. EEXIEHR

4. HEEXTHHR
O smEE
O BRiME

2. REXFMRICEES HFE

5. MREXIHMRICEHET HFE
AFNIRFERDPER TH D720, BERBREBET DN LERDEIIIZRBBIFFTE 20,

3. H ;’f&lﬁﬁﬁ%

6. HiERUHE
<fE 2.5mg. & 5mg>
T I A
WHE., RAZIEZT L2 LT 25~bmg % 1 H 1REROEET S, 28, RIS CE TR 2038,
TRAR+ 255812 j:lElllﬁllOmgi“Cf BETAHZLEMWTE D,
WBHE. 6Ll Eo/NRICE, TAarY Y LT 26meg & 1 H 1 EROKET S, k. Fln, (KE, JER
LD EEREET S,
ﬁbr
WE, RACIET AP E L Chmg 2 1 H 1 ERO#ELET 2, 7ok, BRI Ul HEHER T 5,
<#E 10mg>
%mff
WHE. AT 2P LT 25~5mg % 1 H 1EEA#KLET S, 2k, RIS U EE 2 23,
NRART725AIE1 B 1B 10mg T THEHETHZENTE D,
59%@?“
W, RAICIET A e L Thmg 2 1 H 1 EROEET S, ek, ERICIE Ul EHERET 5,

RFEZERUVAZDHRTERE - 1B
MR L

4. RZERUVHAEICEET 58

7. BERUVAZICHEET 538
<#g 2.5mg. % 5mg>
6 WLl EO/NRA~OEEIZEE L TiE, 1 H bmg 227202 &,

5. BRPRAUHE
(MERERT—% /Ny 75—
LR



V. 1BRICEEd HEH

(2)BRER R ER
MR L
RAERGIERAER
MR L
(4)REERDERBR
1) BMHERIEAER
MR L
2) REMHR
MR L
(5)EFE - WEARER
ZUERR L
(6)BEAfEF
1) FERABERE ( —BREARERE HEEABERE ERARBLERAT)  HERTET —I—X
FE, WRERTERERABRONE
MR L
2) ABEEFHELLTEBFEOHNBXITERL-AE - RBROME
MR L
(7)Z Dt
< &I EfE >
ERERFREAER
AReMEE MRS T 2820 ( TFR) BLE, HEREFNIIFR<) X 85.8% (467/544 f) ThH v, —
HERILEGRBRIC L > THOAFOF ARG D 40, £z, BEEEZ LS @i EAEIC R LT 80.0%
(28/35 i) . FESER MEIEZS LTIk 88.9% (8/9 ) OFZhFEE R LT 89,
ENE MARRER
T ErELThmg & 1 H 1A 8EMEEG#ZIZ, IUEHIMEA 140mmHg LA EZ 7R3 85 305 %
TRHITTC, TArYE Y E LT 10mg T bmg & 1 B 18] 8 EME G L & & oIk D~ — 2
FTA ML OELEOEHEIX, 10mg #E T 13.7mmHg DK F, 5mg # T 7.0mmHg DK FTH V. Wit
FICHRTRNCH B RENR DN,
R RE 2 & 0REH ORBRIT, dmg BETIX 3.9% (6/154 f5]) 12, 10mg BETIX 9.9% (15/151
) IR BTz, mHE (10mg) 5K ZV-IEDS & WBHEE TR 541, bmg #£ T 0.6%. 10mg #£ T 3.3%
Th-o7210, [11.2 ZH]
ST, kB L L CHEM L -RHEERRTT o0 2 LT 10mg 2 1 B 1[E0@EE LT 52 MRI#
G U7zBE WHEBIME DR — 2 F A L in b OB b EOFHEIL, 15.6mmHg O F 4 7= L7z 10,
<IRIDME >
E NERR S ER
PEIZRH T B A%0% ( Tdss) BL k. HERGEFNIERLS) X 74.0% (108/146 #i) TH o7z, FHABID
ARNRITITAEIERE 82.0% (73/89 #i]) | Fi{EMLHILIE 61.4% (35/57 i) T 7z 1215,
<%hREE>
ERERREER
T ha U SOV EE A B LT i (70 5L ) ISR T B s M ERE IS )T D A 2D 1L 86.5% (45/52
B) . BeUMEICTT D AR 82.8% (24/29 ffl) TH o7,
RITE O FBIZRIL 3.8% (5/133 ) | BRIRRAME T I1E 3.0% (4/133 #) ThH o7z, ERBIEMITDE



V. 1BRICET HIEH

SHOEXTHY | BIKMAEMOLHE)IT AST, ALT X AI'P O LHETH T,
<ZEDh>
MR ICRIFTHZE
BRI 2 A 0F 2 ARREM @ MEERE 43 fllc T An P R VEEERE 1 H 18] 2.5~5mg  (—i DIEH]
(213 7.5mg £ THE) % 128G L TORRENCITIT L A LREBE G2 o119,



VI. RT3 2 A

VI. ExhEFEIEIZEY 5I18H

1. EEPMICEESHHILEYMRITILEYEE
1,4-Ve b)Yk Cafipidl (=7 vy, =NV TUEUE)

EE  BEO H DA ORRESUTRFIZ, OB CELESZRT L L,

2. FEBEEMA

(1)4F FRERAL - VEFRHEFE 1719
RIS DBEEN AT D L S 7 BT v R RN S L. ST ~0 Caz* DA Z A S5 = ki

&0,

ek L5 RO A L8 0D A AT 2 e S 5,

ANy DEFUEM ORIUIER TH Y . FifilTH 5, £7o, OLEHEERIZE <. mERFIENR O b
Tb\éO
(QEMERMF T HHABRAKE

18.2

18.3

18.4

R E4EF

KfEEmMEREET L (EIEBRBIET v b, BHEEIEA X) ([ZBWT, BHEREG TIE TR
FHDFER CEAFHERIFI AR VW2 EXRO LN TR Y | @5 THmEORBE L2 L3R
5N TS 19,

BmMECES DOEEE~DER

BHESZMEDahl 7 v MC7 A Yz 10 EEL i 592 2 L kv s 5 it B
RO MIRBINR O AR IS, 7 4 7 ) VLA S O mAE R AN IIH S,

M AE Sy FE @ LT 7 > M7 Av P 3mglkg/ H 2592 Z LIk 0| fE EF- oMl &
OMEAZRDGED DALz, E7o, LE OB, B OBIEIEERI . SRERIEEBRILE ., JRNE S
DIRZEDFEA S I S T HNH] S dufe 2020,

IR 1 A

Bt 7 v MOIRIZIW T, I/ FRER R O DA REEN 2T/, 7 aw D8 B HRE Tl i
BRI H AT /) O [ AMIEE S 4L, FHEEPN Ca2m BEOHINAIH Shiz, kN ATP BEX 07 L
TFU UBBEOBIE bIEES L, DREER SR Sz,

F a2 MR HDRIC BV T, A= dp/dt K OVERIGEHTEIXE T L, DFMBENEE LD L

22,23)
o

(3)5 FASEERBRRA - F4RE5R
B L



VIL_ Y Ehielc B4 5 IH H

VIl. EYEREICET 5EHE

1. MAPREDHR
(1aEREEMGILPRE
ZEERR L
QEERFABRTHRRAIN-OPRE
EMFRREEREBR
1) 7LRATEVE 2.5mg IDSEP] 24
7 Lu P EUEE 2.5mg [DSEP) & /WA 7 §E 25mg &, 7 0 AA—_"—JEC X ZnEh 18 (7
LA YE L LT 2.5mg) BEMAS I RERER O &S U CiiE P RE(GRREZRIE L, 5507
FEENRE T A —% (AUC, Cmax) [T OWTHEHENT 21T o 7ok . mAI O AW PRI SRS HER S

76
EMBENEE /NS A — 4
AUCo-144 Cmax Tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)
T Ahua UV EE 2.6mg [DSEP) | 64.24+12.77 1.48+0.24 7.7£1.9 43.9£8.2
J VSR T BE 2.5mg 67.45+17.10 1.55+0.25 7.6X1.9 41.8+£6.7

(mean=*SD, n=19)
(ng/mL)

—e— 7 AU YV 5E25mg] DSEP
—O0— JVINR 7§ 2.5ng
mean=SD, n=19

EREETTHE

0 24 43 72 96 144

P 5.4 W (hr)
MEFRT7LOSE R LIS REDHTS
L35 PP ENE CNE AUC, Crnax 500787 2 — 2 1%, #E ORIR, MiKOMIBEL » FEHS% ORBREMH k- TR
LAREVER B 5,
2) 7LOTEEE 5mg IDSEP] 24

7 Lu P bEbmg [DSEP) &/ ANRAZEEbmg &, 7 0 AA—_"—IEIC XV ZNEN 18 (T L1
VB E LT bmg) A B FICH R BRI O G L CligE T oRZE(LRRE 2 JE L, 5573y
BHE/{T A —4 (AUC. Cmax) [T 2O\ THEHENT 24T o 7ofE R, WAl 0 LW 2RSSR S,



VIL_ EYEhfelc B9 5 HH

HMMENEE /NS A — &
AUCo-144 Cmax Tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)
7 AT EE bmg [DSEP) 159.01£63.16 3.67+1.36 7.3+1.3 38.41t8.3
J VSRR T BE bmg 151.75+52.03 3.391+0.97 7.2+2.0 40.11£9.8
(mean=*SD, n=20)
(ng/mL)
5 i —_
M —e— 7 A1 V¥ V4§ 5 ng[ DSEP]
4 L —O— JVNA 7 §ES g
T mean =SD, n=20
3
R
N
=3
% 2
1
0 24 48 72 96 144

Be 5. 1R (hr)
MED7 LOCE VR LBIEREDES
MIEPFREI N AUC, Cmax FED/NT A —HF L, #ERE ORN, MR OFREEE - FEEEORBRSIFIC L - TR
DAREMEN B 5,

7 L0 Y E V8 10mg IDSEP]

7 Lm Y BE 10mg IDSEP) 13, T8 &R 5% 0 ERRA O LM FHI R EMRER T A R T A~ (OF
B 18 4F 11 H 24 H  SKAFAIE 1124004 5| ([2HES&, 741 V8 bmg [DSEP) % fE HEfiF|
Ll & EHEIHNE L, AWENICRS E kSN, [NV.6.Q2).EREXRKDEMEMREE
HERAA RS A VICEDCFHEAR 3)) 0HEASH,

HEks - RERE

16.1.1 H[Al# 5
fERERRN 20 iC 7 L P & LT 10mg & B G- L 72RO i P 0 Tmax (FRAE) |
Cmax, AUCoast X TF tig (X, ZHZ74 8.0 FFfH], 5.84ng/mL. 278ng * hr/mL M 35.1 K§fi] T
HY ., SEANL I UIRER, FERTH -7 29,

16.1.2 iEHRE
FEHERR A 6 ] CE¥4EN 83.5 /%) 107 AP e LT 2.5mg 2 1 H 118 14 ARRKE#ES L
S AEOMET T Au U REL, B 6~8 HRZICEFIREBIGEL, UZOEHITRD N
oz, EEHEH (14 HB) © Cmax &N AUCo~2ahe (ZFNFH 3.5ng/mL & T 61.8ng *
hr/mL TH v, #E&EER (1.4ng/mL & OF 19.3ng * hr/mL) O 3 fETH-o7=, HKE5PIEHE,
i3 PR LR L. Bk 5 B B I21% 0.24ng/mL &7 o 7z 20,



VIL_EYyihieIZ B4 5 I H

()b &H i
MR L
LBE -HHRAEDEE
16.2.1 BEDFEE 2
fEEERANICT LB & LChmg & 7 0 A4 —/N—JEIC K 0 ZEEREUIRBICHRBR O&E S L5
BOEYERE T A —FICHBZITROONT, 720V ORI KIEFTRFEORE I VAN
DEEZBND,

2. EMRERI/INSA—4
(MW AE
AR L
(2)RULEEE
AR L
(RYHKEEEH 2
BEAABFEERSE (15)
T am P U bE 2.5mgIDSEP) | 7 A m P U8 bmg [DSEP) |7 A1 B 8¢ 10mg [DSEP|
Kel (hr1) | 0.0163£0.0031 (n=19) 0.0187+0.0036 (n=20) BA) L 2P

(mean=+SD)

@HoIVT7SUA
s Rk L

(5) 3 T
s Bk L

(6)ZF Dt
AR L

3. BEE (KEal—>a>) @
(1) BB#7 75 3%
AR L
(2)/%5 A — S EHER
WA R L

4. % 1
(1) RARER iz
R L
(2)UR R
AR L

5 o #
(1)1t % — B BE P @1
HMERR L
(2)Ifni% — Re BERE P @@ T4
MR L




VIL_ EYEhfelc B9 5 HH

B)EF~DIBITHE
MR L
(4 BER~DBITHE
MR L
(5)ZF DD~ DFEITHE

MR L
(6)MIFEAMEESE
16.3.1 MmiEEARGA
v himsEE H

R 1D

A
(DA HERAL R R BHRER
AR L
QRHIZBEE5 T 2EBER(CYPAS0 H)DHFiE. HEER
MR L
RWEEBHROEERUVZTDEE
AR L
GREMDOFEOERERUEMEL., FELE
MR L

o
(EEH LR VR GAEAT—4)
16.5.1 JRH P 2627

L OREERIT 97.1% (in vitro

FsETIE) Th ol

BERERRA 6 fllcT Lu P & LT 2.6mg Xid bmg ZHEHRE N5 LA, IRPICREKRE L
THHE SN D EIBIT N E < WO S RIZE O T bR ARZ(L AP SR 3% 5% 24 BRE £ Tlo#
&K 8%, 144 K E TIZKI 8% Th o7, £7- 2.5mg Z# 1 A 1[A] 14 AMEF G L2856 DR
R I B 5B 6 B H CIRIZTERRBICEL, 6 B ELREEO 1 A Y7z OREEO R kR

13 6.3~7.4%Th o7,

TR 2 Bl UC-AEk T v P 16mg & BRI A% G L7296 &5 12 A B £ TICER G HU6E
D 59.3%IFTRH, 23.4%IXFPICHME X 4L, BE1% 72 K £ TORTBERED 9% NKREIETH -
2o ZOMIZ IFEORFWARO LI GMEAT—4)
B, INHREMWICITT 2TV E Lo SEIERITRD ST,

(24t 2

[VIL7.(1). BEt BRI R MR RR ) DIHZ S
(3)HEitt RE

[VIL7.(1). BE BRI R UNRRR ) DIHZ S

. PSS URR—E2—ICEET B 1ER

DR L
| BIEIC L BREE
DR L



VIL_ Y Ehielc B4 5 IH H

10HENERERT IBE
16.6.1 AP REREE B 2629
RN JFREZS B (Child /3% A, B) 54IlIc7 An Vv & LT 2.5mg & HEHE G L7256 o i i FE e
BN T A — ¥ ZEROEDBY T b, WA L, 5 72 BRSO 5

BIZER L, tie. AUCIEROREMEZ R LENEERITRD N -T-, [9.3 B3]
(ng/mL)
5 -
o Fi¥refERE (n=5)
o o fEERA (n=6)
1l 14¢ *p<0.05
=8} Q’ - mean+SE
y- ! 0.5'_
i3
Y RN
0.1 E Sl o
612 24 48 72 % 120 (B4R
® 5 % K
Tmax Cmax AUCo-w tue
(hr) (ng/mL) (ng-hr/mL) (hr)
JF A RE ke & R 7.2+1.2 1.9+0.2 104.0+15.5 43.0+8.0
23530 PN 7.3+0.4 1.64+0.07 68.1+5.4 33.3+2.2
HEEME : n.s.
mean=*SE.

16.6.2 /IR 29
EMEEREICT 2Ar Y & LT 1 H 1.3~20mg Zff 5 U 7= RHER SRR OR R, 2V 7 7
Z - CE#ME) 1%, 6~12 7% (34 ) T 24.9L/hr. 13~17 % (28 f5l) T 27.9L/hr LHEE SH, BRAICET
B LR CTH T GHEAT—4) |
) NEBEFIZBWTAKIOAR S - 1 Bl H&EIX 2.5mg Th 5,

16.6.3 m&rE 30
EARSMLESE R 6 5 (B 2, &4, FHER 79.7m%) 7 0P L LT bmg AR, KO8 HEKHE
B LI 6 OFEMTRE T A — X IROMY Th D, HEES LGE, HFEEERA (5 6. FR4E
22.3 %) 1ZH L. Cmax, AUC IFHEICEMZR LA, tie ICHEEITBO bk oz, RIEH G
FEFEFEOMBFH 7 2 P E U REIIEFRE LD bE<HB LN, 2O — U IEFREICHEL L TBY,

BHEE TEOEEPERT BRI bhkinoTz,  [9.8 B
AR L EAE A AR A
Hi[m[ 5 -y AR e - B[ 5 -1k AR e -
Cmax (ng/mL) 4.24%0.08 14.9+2.22 2.63+0.35 7.5140.32




. Y EhREIC B D IH H

Tmax (hr) 7.210.49 8.0x1.8 6.710.42 8.0*t0.7

tiz (hr) 37.5*t6.0 47.4+11.3 27.7+4.6 34.7+2.7
AUC (ng-hr/mL) 116.9+8.4b — 63.2+5.5 —
AUC : 0~48 FFfEfE (mean+SE)

a) p<0.05. b) p<0.01 (vs f&EEH)

1. Z Dt
B R L



VI Zzs4efh (B EoiEEss) (CBId 5HA

VIIl. £ (ERLOIESE) T3 HER

[

ERNREFDER
Y LN

%

N
|8

BAREFNDER
CEBE (ROBHICIIEBRELEWNIE)
bk Ra vl U R AWK LIRBUEOBER O & 5 BE

3. PEERIEHRICEET EE L ZTNDER
(V2 3BEXRIEHRICBEET 538 OHEAESH

4. RERUVAZICEET 5FE L TNDER
['VARERUVAZICEET 53FE] OHAESH

5. ERLGERMIE L EDER

8. EELEARMIE

8.1 BIEEMICESKOEVWERHLDOND ZENH LD T, @AME¥, ABIEOERE/GR A O Bk E
BETHBRICITERESEL 2 &,

8.2 AT ufn e e R 23 e < BB kR B ARIRR BEANRDGFED B D DT, AFIB G LRI oK
FEAlZ T2 & &id, HETCICRGHRBICHET 2R SHEICERGT L2 L,

6. RENERZEZHI HBEEICHI IR
(WEHE - BMEEZFDHLHESE

9.1 AHHE - BIEEFDOHLEE
9.1.1 BEICMENEVES
SOICMEMETT2BENRH D,

©
N
I8

ﬁ
=&
|
W
W

9215%7%% EEEDHLEE
BEEICEOCBERENE T2 2203 d 5,

(B)FFHREEE &

&
9.3 HFHeefEEERE
H R TEE IR G T 5 2 8, EHE (10mg) KBV TREERORBRNEE BTN H 5, AH
TR SN D 70w, i HR R O SR R K OV A B — R AR R i (AUC) 23 K72
ZERHDH, [11.2, 16.6.1 &H]

AEFEREEET HE
BRE I LT



VI 24tk (B Fokss) (355

(5)4E 5

9.5 IR
It SUFAENR LTV D ATREME D & 5 2RISR G- 9 2 55121, TR LA SEDSfERMEZ RE1 S &l
ENDGEEICOREET D Z L, BER TR &5#5&%%%%&0 PRI IER S5 2
ERROHNTND 3D,

(6)i=2L1%

9.6 RILWE
B EOF IR ORARBOARMELBE L, RAOMKR TP ZHE+52 &, v MRIAT~E
T2 2 LHmESh TG 32,

(7 NR%E
9.7 /MNR
IRHAEMEN, AR, FLIRE 6 MR O 2 5 & U B REBR 3520 L TVh7Ru,
(B)&tnE
9.8 HkhE

EHE (2.5mg/R) oG 2MMT 2R EEEICKREGT 52 L, RICBEDOREITFE LI R0E
SNTWD, RAENRERER Tl g A s < | L R BRI 23 R < 7 DA 2338 5T 5 30,
[16.6.3 Z 1]

. HHE{ER

10 #+BEEA
AFNOMRFHTITE L L TR AHEESE CYP3A4 NG5 L TWAH EEZ BN TV D,

MBFRZER EZFDHEA
BRE I LTV
QFtEEE L ZFDERA

10.2 ftEEE (BHRICEET S 8)
AL % EEARIELR - dhE Ak W - fERRIR 1
e EVER 248 5 2 Al B EER BRI N D BENLH D, MHEIIERAZE®RT L BEN
NHD,

CYP3A4HZEH TV 209,V RORDOAFTELED | KFORBDHESICILE S
TR~ Af PRI Y, REOMPRENEFA Lz & | D AREEREZ LN D,
CIVFTE LA DRENH B,

U hFENL

=<K LJENL-TU
EL

A Tafy— 1%

CYP3A47#%EH| AFIOMHFEENMETTIBENNH D, | KB ORBDIEE D A[EE
R IV RV - HMEZ LD,

TL—TTIN—=YTa—RA | REOBEERIMEBINIBZNLRD | L —T 7=V IZE&FEND

B R BAFNIORBEZREL, A
Hlof FyEEN RIS A EE
PEREZ HND,




VI Zzs4efh (B EoiEEss) (CBId 5HA

FEHN A4 R RIER - H1E 1L HEFF - SRR
UNRREF UNZAEF L 80mg (ENAAROEH | BFIXRHTH D,

&) COFHICED, YU RREF D
AUCH 7T% ER L= 0HENH 5,

Zr7ma Y LA PRRICE Y 2 70 ) A A0mMHFPRENE | AREFEX 70l 2RF, FEL
HL, BEEEZEDX 70l AAOFIEMN | T CYP3A4 (2L W REEnd
REPATHBENLRD D, JFHEFCEY 70 | 2o, KV 270U AR
UAADIMHEERZE =4 — 1L, LB | OREAPEE S D et
CCH7un) AAOHEERHETL L, | Babhd,

8. BIEA

1. B8l¥EFA
WOEWERNS bbb Z B35 DT, BELE o147V, BENEO bN=GE8I3EE5E2H1ET5
I CHOREEITO Tk,

(MEXGEIER & HER

1M1 ERGEER
1111 BIFERF#R GEEERB) | FFEEERES. |E (0.1%AT0)
AST. ALT. v-GTP & BS540 IF¥EREER S b Z &N D,
11.1.2 |EBRERE (BUEARP) . AmBRED (0.1%AK0) . m/MRED (B ARB)
1.1.3 BEITOvY (0.1%HKiH)
WK, DEVFEOIHIERRHHLNDZ LD D,
11.1.4 TERSEHBLARAE (BHE RB)
A, B, CK EH., M ERORFIA 7y ERERG b E1IcE, &5 2Hik
L. BURMEZITR S 2 &, £, BRTHMAIEIC X2 BB ARORIEICHEET L2 &,

(2)ZntnEIEA

1.2 T DD EIERA

0.1~1%A¥ 2 0.1% AT ™2 HE R
ALT, AST® EH. | y-GTP L5, 3 K
JiF g | FHERERRE . AL-P,
LDH » L5

VISV ETY (B | Mo, WIS, TEXIIEET | RIR
fE B & | BT | B | 2 R, DB, rh, SR

B, MR T
T e SHWIE, FIR, SRS
% - BRIE AR
b g g | DR GRS, | B, SRR, R - O PR | B
M HORm. CRZe. MR, B
o R o N L . 5P
i s | BUN B LT Fo LR BUR - WRR. | RS, HeRiE

AR A, RIEMGE, R &EAGE




VI 24tk (B Fokss) (355

0.1~1% K" 2 0.1% AR * 2 e NG

miE=L 27— EH, CK 5.

R o T
U, BEIRIFE. R T N oMM

i " FRILER, ~TJ oy, AMMERDOD ., | m/ ML

7
B IMERIE N, 2RBE
L e IO, CAMIE, HBBUE ZIGHEE., Mk, M
o o E _
I
. e CEAIZ kD) AN

e
T
e
I
[

LU, B, B, S, BRE | ZMelE, HE, SR,
B OWTT. W%, FEEN BARE . | REBEN, RERD K
N, REKE. 2T MY Y | W, EAR

WA %0

£1) 10mg ~OEEIZL Y EHEEICRO b= (9.3, 17.1.2 2] |
1E2) FEHLBE RS (3 AR A & S e,

9. %Fﬁﬁﬁ%t&@?%%

10.BEKS

13.BERE
13. 154K
WEDORMMEILIRIZE Y . v a v 7 2G0E LWIERKT & NMRIREEZ 32 L0352,
13.200E&
Fr SR 7R fREE SR IT 7R, Kﬁimﬁﬁé$ﬁ%wtb BEHTIZ K DBREBITAD TR,
Eo. AFIRMERZRITEEK Z&S LE, AF 0O AUC 1% 99%EA L, iR 2 Iefil# Tldk 49% 3R
DLl &b, KK a&%ﬁ®@ﬂm%k%&Lfﬁﬁﬁﬁﬁﬂﬁwfhé&ﬁiéhfwéw

MERALDIE

14 EHALEDFE
14.1 ZFFAHFOIE
SEBITROIHERT 2 2 &, DFIRICERT 25A121E, R0 E 30 BUNICHEHRT 2 Z &,
Mzﬁﬂﬁﬁﬁwﬁﬁ
PTP wdEDIEANL PTP > — h 2B H0 L CIRAIT 2 K 948875 2 &, PTP v — OIS
BB RS BRI~ U, IR E B 2 L CHERIAR SO EE R AIHEZ %45 2 &#%
5.




VI Zzs4efh (B EoiEEss) (CBId 5HA

12.ZDHDEE
(NERERERIE D < HH]

15.1 BREREERICED B
R BILR 1T & TRV, AFNC L AIRETIC LI ECRIENR (OEMEEREET) N Abi- &
DOWEND D,

(2)FEBERERERIZE D < 1H#R
BEEIN TR



IX. FERGEAERICES 9 HIEA

IX. JEERPREERICRI I S 1HA

1. RIEHER
(NEDREHR ( VLEDNRRBICEYT SEE] 20
(QREMREFER

R L
(3)% DD FEHEHER
MMERR L

2. =HHER
(MEER 5 H1EHER
HEER L

QREHREEMHER
MU ER e L

(B)EIEE AR
MAEER e L

(4 ATRTEHER
RUER L

B)EEFRESMHAR
AR L
<HE>
[VIL6.(5)bF88 ) &% O% [VIL6.(6)IBELER DIEA B

(6) B AR HER
HEARDRH L

()2 DI OEHEE
AR L



X. BEHFHEICET AEE

. BHIR S
o Al BIEE,
HhEksy - s
. AXhEAR
BHEhEAM -
. BERETOITE
SIRRTF
CBIRWLEDEES
BE STV

. BEEITEM

X. EEMEERICEY SEE

34 (ZEMERBRAE R HS <)

BEMERLTA R HY, <FTOOLEBY : HY
ZOMOBEFTEM  BELRETIR
[XM.2. ZDMDOBEEER ] OEEZSHR

. AR5 - AHE
7 — R4S

8l LFEERGS (BB —EMSONFE LV AT L)
T QEET 720V ROV L LT, 13.8Tmg L FE2EATH L D%, )

T ATV 2.5mg, T Aa Y U8 bmg, 7 ARYVEE 10mg, 7 Au Y 0D B 2.5mg,
721 0D BEbmg, 7 AP 0D $E 10mg ((EA 7 7 —~ &)

J VSRR T BE 2.5mg. J /V/NA T EE Bmg, / V/NA T EE 10mg. / V3 A 7 OD $E 2.5mg.
JIVNA 7 OD §E bmg, / V3 A 27 OD §E 10mg (V4 7 b U A REERE A S )

=LV, vV )

. BREEAEFAR Y
1989 4 3 1

C BERTEAREABRVARES. EMALERFEFAR. REMBFEAR

1,4-Ve Fat )P rR CafEhiEk (TEL =YYy RV =72V, =P,

BR5E 4 RERFTAEEAR AKEES EMELENSEEAR| REMKEAR
7LODE UiE
2.5mg TDSEP) 2008 £ 3 A 14 H |22000AMX01032000| 201049 A 17 H | 20084-7 H 4 H
7LODE UiE
5mg [DSEP] 2008 4E 3 H 14 H |22000AMX01033000| 201049 A 17 H | 200847 A 4 H
D :\* Ds &
FLRUE G 2013452 A 15 B | 22500AMX00254000| 2013 4E 6 A 21 F | 20134 6 / 21 H

10mg DSEP]




X. EHRHEIHICEY HIEHA

9. MEEXIIZREM. AZERVHEZFENEDFABRVUTZTOAR
(7LBO2EEE25mg TDSEP) . 7L BRI EVEE 5mg DSEP] ]
M - AMEBMNAEA A 2009 4F 10 A 19 A
BN : (ﬁﬁ(ﬁ H=]

WE, RAIZIE T 2P e LT25~bmg % 1 H 1EREO#KGT 5, 728, JERICIG U
T 508, SRR TSRBEICEZ1 H 10 10meg FTHEETDAZZIENTE S,
( D IBANERSY)

ik - HEEMFEH A 2012410 H 2 H
BMANE - [k - AR
-%mrr
WE. AT AP LT 25~mg & 1 H 1[EIREAOKEEGT 5,
¥, JERICIE U BT 228, WRA+HS25E10E 1 B 1 E 10mg FTHET L L
NTED,
W, 6L EO/NRICIE, TAan e L LT 25mg a1 H1REOELES S,
QE\EW\WE\E%_i@ﬁH%ﬁﬁéo

( LB SY)
10.BBEHE. BIMERLAXREABRUVZOAR
A= RO
11.BEEHM
A= RO
12 2 HARHIPR ICEE 9 5 1EHR
AENIEAFBREDOED D TN ERARIT SN TWHERL] 23S LAV,
13.83E3— K
. - o A S (B ST FL e L7k
e 4 HOT (13 #1) &= I R o e o
1185232020101 (PTP100 &)
7LAODE ViR
2.5mg DSEP) 1185232020102 (PTP1000 £2) 2171022F1010 621852302
1185232020301 (#37 500 £&)
. 1185249020101 (PTP100 &)
TLRUE VG 1185249020102 (PTP1000 £2) 2171022F2017 621852402
5mg DSEP|
1185249020301 (#37 500 £&)
FLOCE Ui "
10mg TDSEP) 1223958010101 (PTP100 &) 2171022F5253 622239501




X. BEHFHEICET AEE

14 RI&HBAT LEDEE
ARANIRRZIR L OB REIRNLTH 5,



X #R

XI .
Xl. X [
1. 5IFAXHE

1) (W) B ARAE EW SR R ERS SEEHRE 2007;:27:167, 3 H @t

2) thNERE (ZEM)

3) tENEERE (EHIM)

4) HELEIE) - SRR L VAR, 1991 5 19 (7) : 2853-2871

5) ML T o SEER L VAR 1991 ;19 (7) : 2873-2893

6) HAILFEIIEA ¢ SR L VARHR. 1991 ;19 (7) : 2895-2908

) HLEINE) - BRRREE. 1991 ; 19 (2) : 213-241

8)
9)
10)
11)

12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)

26)
27)
28)
29)
30)
31)
32)
33)

RMETIE)  3EE V5. 1993 5 21 (2) : 505-526
(D FEFIAIE > - SR L 7592, 1991 ; 19 (8) : 3189-3203
Fujiwara, T. et al. : J Hum Hypertens. 2009 ; 23 (8) :521-529 (PMID : 19148107)

T ArYEY bmg CHRATHRBEITHT L7 Ln B 10mg O EHEEREOL MR
B (2 VN2 7 BEIOD §E - 2009 4F 2 A 23 HAGR, HFHEHEE)
DRAERN =A%~ JEAE & BRIR. 1992 ;5 26 (2) : 683-702

INREERD =12 - ERRFEAM. 1991 ;19 (3) : 355-378
INREERD =12« ERRFEAM. 1991 5 19 (3) : 379-404
DEBE—1F > - SREL L JR9%. 1991 5 19 (7) @ 2909-2922
i GEIE) - JREL LA 1991 ; 19 (8) : 3205-3219
T hm DSV B NSOE B RS R iR E EEIIEE 2021 © C306-311
PGS E) © HARSEE P HESE. 1991 5 97 (3) @ 167-178
IR BOE T« AARSEHSEMERE. 1991 5 97 (2) @ 115-126
Fleckenstein, A. et al. : Am J Cardiol. 1989 ; 64 (17) :211-341
Suzuki, M. et al. : Eur J Pharmacol. 1993 ; 228 (5-6) : 269-274
Nayler, W. G. et al. : Am J Cardiol. 1989 ; 64 (17) :651-701
MR B I1E7 « SRPE & 759%. 1990 ; 18 (Suppl.2) : S339-S345
FENERE (PSRl k)
R AICIIT D7 L1 P B 10mg BRI 5B o0 Sy E g

(/ W82 7 §EIOD $E : 2009 4F 2 H 23 HAGR, HAEREE)
S EAFIED - BEPREESK 1991 ;7 (7) : 1407-1435
Beresford A P, et al. : Xenobiotica. 1988 ; 18 (2) : 245-254
JENLIEEZIE - HEL L JAE 1991 ;19 (7) @ 2923-2932
Flynn J T, et al. : J Clin Pharmacol. 2006 ; 46 : 905-916
Z  #&I1ED> : Geriatric Medicine. 1991 ; 29 (6) : 899-902
PRABLRIE D ¢ I SEEE 1991 ; 42 (2) : 167-176
Naito T, et al. : J Hum Lact. 2015 ; 31 (2) : 301-306
Laine, K. et al. : Br J Clin Pharmacol 43 (1) : 29, 1997

2. ZOMOSEXH
LR L



XII. ZEEE

Xll. Z&%#
1. EHHETORERRT
BRI L

2. MAZE I BERRE B
LR L



XII. i =

Xl 5 &

1. FRF - IREIRICER L TERRERHIMZIT S 12H=> THOSERFER
AREOHEBIZET DR - ARIITARZZ T TRV EICET D FRN G EN D,
RRTEEPHELL TV RVARLZENTEY  H ETHRBSN TV LRBRTIETHON R 2 FHEL
L THR LTV 5, EFEIEFE D REN 25T 5 L TOZBEBERTH Y INLEOREZ/RT O TIEARU,

(1) MEZEOREMEER
1. RBRE®
T AP U bE 2.5mg [DSEP] . 8 5mg [DSEP] & OME 10mg DSEP| O## L 7= eIl 2\ T, 25°C,
60%RH OFMT T, MWXEH T AMIC 2 BERAFE L, TOREEZ B L,

2. HRBRIHEA
PR, E R

WTRORANZ ST BRI, RBRER BREANTH L Z L 2l LT,

(2) BREBEBMEHR
1. REREM
7 Au e 2.5mg [DSEP), #& 5mg DSEP] K&K UWE 10mg FDSEPJ (ZOWT, FRERE BRI 3
T2 - BB OIRIE L | RAEEIRMERBRICH T 2RERET = — 7 Oim Pt & it L,

2. ABRGIE

(1) FAEERRERER - 7 4 AR —DE A FAREREIY | 74 AP —PIA 1 i E2 AT
AR E LA, T 4 AR Y—IZ 55 1 COIRY; 20mL ZW VOV ED | ¥+
v T THLT 4 AR —EBUC LTOIRRET 5 rMKiE T 5. 5 0iklcT 4 A
W —% T 90 15 EE AR L, AR @w%@mﬂ%%ﬁﬂ#é

(2) i i P 3R BB B TR O N BBIR A A X 8Fr. (7L F) ORERET 2—7
(2K 2~3mL/AP DFE CHEA L st 2 st 3 2 IBIR A EA L7212 20 mL
DKREFRCT 4 AR =TI EALTT a—T %I RE, T 0 A
P — K ONF 2 — T PIZIED AT LT e vtk ic &R L &+ 5,

3. WRBRH R}

#OAl & T Ln YU 2.5mg [DSEP), § 5mg [DSEP] & U%E 10mg DSEP)
i 2 BT 20— (20mL vV ), REH#ETF 2 —7 (8Fr.)

fEFH L72K @ REHRUK




XI. i %

4. RERAER
T Au YU bE 2.5mg [DSEP] K U%E 5mg [DSEP) 13, AAEMRERERIC IS\ CTIE. 5 4 AP AREE -
LT,
7 AuY B BE 10mg [DSEP) 3, HREEIGRERBRICRE VTR, 10 LIS HIEE - 8B LT,
F 7o, BEMEREBRICBWTY 8Fr. RERET o — 7 il LT,

(1) AASERRERBR (2) @R
LU K (K155°C) | Kol - IREE—K . R
YA X
5747 104> | 547 10 4
7 Au e EE 2.5mg [DSEP O
7 L P8 5mg [DSEP) O RE N T = —7 (8Fr.)
7 Lm Y EEE 10mg [DSEP) A O
O : 5e4HRtE
X1 IR R TE
A BER 2T AU AREE L2 5 ki, Ed o —T 4 v VBRI L T 2 — 7 BT B b
& B HsIRRE

)
BARREREF1—JITTRET S &F BRNMERICHRYET, . TOBAOERABET—2EHY
FtA
AT—321F. BHABROBREF1—JTZAVCOFERICEITS MR - L2t - BB 2RIETHLOTEHY
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