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—o
0 L L L L it U - -
4] 60 120 180 240 300 360 0 60 120 180 240 300 360
B (min) BRI (win)




pH1.2 &Y Y/L~<— | 800.01%W/V il pH4.0 &RY Y~ —F 800.01%W/V &N
(50rpm) (ZI31F B VA H b (50rpm) (2331 B VA H Hhif
pH12 1YL= b 80 0.01% W) PHA0 HJ 2L e< 180 0.0L%W/VIEIN
(50rpm) l= BT BIEH (50rpm)LZ 3} % ¥ i iRE
100 100 F
8 f : . 80 :
ey D EENFIO T 6% bzl O EEREIO T B 6%
t | i |
g 60 7 60 |
T%\ —— HU T I AR e[ T2 07 \?_a’J — DT AR T2 0T
AT ——me EEERFNEER] dme) oo ——Cr= EERRIGTH Ame)
20 0t
u - | . e
0 30 60 a0 120 0 60 120 180 240 300 360
BEE (nin) B (min)
pH6.8 AV V/L_— 1 80 0.01%W/V IR pH6.8 &R U V/L~— | 80 0.01%W/V #iN
(50rpm) (21 B IEH AR (100rpm) Z354) % ¥ Hi iR
pH6.8 A1 vl h 800.01%(W/V)igHI . )
N s 3o pH6.8 A v Lt~ | 800.01%(W/VIENT
(50mpmic 513 SRR (100rpm)ic F1} 5 FEHHERHS
100 100 F
e S0 0 f T
& s
§ 60 | % 1RAEDUHI T 9B + 10% % 60 | % AT HIO T E + 10%
& 40 —— T I EE2mal T T7) £ 40 f &— T LR mel T 30w
——O=- ERLE(EEF 4me) ——O—- MAEBE|(FEA dme)
20 20
o & ‘ ‘ : : : : 0 e . ‘ ‘ . . ,
0 60 120 180 240 300 360 0 60 120 180 240 300 360
B (min) B (nin)
O 2 DY H =R

AR LU AU 36 1 2 BRI O fE 2 DR HRIE, il L 72~ TORHBEBRE TR W

T, WA RTA v OHERLEIEA LT,

2) BT HIE E Amgl 7R T 7

(5ik) iRk

N RLE

pH1.2, pH4.0, pH6.8, /K. pH1.2*, pH4.0*, pH6.8*

Bk W% 0 50rpm
100rpm pH6.8*
N FRAF L HlT128y 'L

* R YV L_— K80 0.01%(W/V)EFsN



HEHEAE

B E T EEE D) B OE K&
pH1.2 120
pH4.0 360
pH6.8 30 HE S BRI B C L BRI 0 T
360 YT H SR DB O PHGH SR D £ 9%
50rpm K 360 HFPHIZH B,
pH1.2* 120
pH4.0% 360
pH6.8" 128 BE S h BRI B C L RBR LK o
i B35 L SR SR HE R O SEHIPR R D £ 15%
100rpm | pH6.8* 120 DHEIPHIZ D 5

¥R YV LR_— K80 0.01%(W/V)EFsiN

(FER) B THNZ o gEdmg 1717 7] LARHERGR (707 L 2EE 4) OBEHZEEIOH

SRR S T,

ARVI% e ) 7E W EEEHER (%) e
EIf e (47) T2 YE | AR L

pH1.2 120 1.0 1.0 ey

pH4.0 360 0.3 0.4 ey

30 7.4 8.8 N

pH6.8 360 11.8 14.1 LE

50rpm K 360 3.1 3.5 ey

pH1.2* 120 7.1 7.9 wWE

pH4.0* 360 8.3 8.4 wWE

. 30 51.1 49.7 N

pH6.8 120 86.7 85.8 LE

N 15 35.5 39.9 N

100rpm pH6.8 120 36.9 376 Sk

pH1.2 (50rpm) (Z351) 5 VA H dhfR

* R YV L_— K 80 0.01%(W/V)#Fsin

pH4 .0 (50rpm) (Z351F D¥E HH#R

(== )4 FE 5%

pH1.2(50rpm)iZ 5} 5 B H HHIE

100

80

[

40 |

0

TR B O F 19 B B £ 9%

—— N T el T 20T |
==C-= {ZERH|GER]. 4me)

30 60

B (nin)

90

120

10

pH4.0(50rpm)i Bt B HE S

100 -
. W+
:’ -
= 60 | D RENROTEIEHE %
S
- A —— I THLAEEmT T
o L - O EARBIEEAL, dmed
P )}
0 &0 120 180 240 300 360
BFFE (nin)




pH6.8 (50rpm) (Z351F 5 ¥a i hif

7K (50rpm) (ZBT DR dhfR

pH6.8(50rpm)iZ B4} 2 iFH B
100
e SO F
@ % B FAE B 0%
= 60
’i —p— 1T B FEAME T E 7T
Zop L ——O=- AR g
20
0 ‘ . ‘ ‘ ‘ !
0 60 120 180 240 300 360
B (min)

A (50rpm)iZ B 5 HHERE

100
e 80
s § EEREID T E £ 0%
H
i 60
/?_é\ —p TR FE AT 27T
— 40 | == EENE|(ER dmg)

20

0 - ®

0 60 120 180 240 300 360
B2 (min)

pH1.2 KRV V1X—} 80 0.01%W/V)Esin
(50rpm) (Z351) B VA H dhfR

pH4.0 KU VX— | 80 0.01% W/ V)&
(50rpm) (Z351) 5 H R

pH1.2 7 vn-i— F800.01%(W/V)EM
(50rpm)IZ B 2 1 H HERY

100
. 80
i ; o
H % EERFIO FHFEEL9%
1 60
% —— LTI AERAmg T IT7)
2o |

==O=-  RERAGER. m2)

0 30 60 90 120
R (nin)

pH4.0 7 vil-2— T 800.01%(W/V)FH

(50rpm)i= B3 2 M H S

100
.80}
&
H § IEERH|D T E L 0%
1 60
o —— AT e T 2T
2ol

——O=-  EERA R mg)
20
0 : n : ‘ i
0 60 120 180 240 300 360

B3R (win)

pH6.8 R VU VL~<— | 80 0.01%(W/V)FEIN
(50rpm) (ZI31F B ¥ H

pH6.8 KU VX — | 80 0.01% W/ V)&
(100rpm) (Z331F B ¥ HH iR

pH6E.8 1 v jlwi— k 800.01% WV
(50rpm)iZ HiF B HHHE

100

80 r

60 %%%Q&ﬁ'mﬂ?ﬁli&ﬁﬁiﬁ%

(»= ) $4 EE 4

40 —— T EREAme T 27T

=—=C==  (ERAEGEER. 4mg)

0 60 120 180 240 300 360

R (nin)

pH6.8 A7) v ls— 1 800.01%(W/V)iFEN

(100rpm)iZ 517 2 1F HEHHS
100 |
- —4
W
e
Ht
= 60 §$¥§§gﬁljqutgi§$$1m%
%
= 40 —— LTI E Al T 27T
% ——me AEIERIE(EEE] 4mg)
0@ . - - y '
0 60 120 180 240 300 360

EE (min)

3) W TYNZ U BE8mg 727 7
(HiE)

T R L

A OBR W 0 50rpm

100rpm pH6.8*
FRANE HlZ12y BV

X RVE

R

11

pH1.2, pH4.0, pH6.8. /K. pH1.2*, pH4.0*, pH6.8*
* R Y Y — K80

0.1%(W/V)isin




I E FEYE
~ o R N
| R “@jﬁ i S
pH1.2 120
pH4.0 360
pH6.8 360
7 360 HE S - BREFE BV T, RBRELA
* 20 DIV S RO TRV 0D
50rpm pH1.2 120 +9%DHEHICH D,
pH4.0* 60
360
15
pH6.8™ - BUE SN =RV T, SRBR LA
= O KIS HE D B 0 STV R 0D
100rpm pH6.8* 20 +15% DHEIFHIZH 5,

* R Y Y — |k 80 0.1%(W/V)FRMN
(FER) BTV NZ U 8E8mg [ I 7 7| CAEMERAF (7r 7 L REE8) DOEHZFEIDOFIL
PEDMERR S LT,

S | oo e R SEEEHE (%) e
B RIR | CEERFR (4) A BRI I E
pH1.2 120 0.7 0.6 A
pH4.0 360 0.5 0.2 iy
pH6.8 360 7.4 8.2 A
K 360 1.9 2.2 iy
30 15.5 16.1
50rpm H1.2* A
P 120 26.9 28.8 H
. 60 15.1 15.9 N
pH4.0 360 30.0 31.9 A
. 15 45.8 41.9 N
pH6.8 30 83.1 80.3 A
. 15 66.3 73.5 N
100rpm | pH6.8 30 5.6 96.5 ke

pH1.2 (50rpm) (Z351F 5 ¥ g

¥ RY YV LR— 180 0.1%W/V)HEIN
pH4.0 (50rpm) (Z351F B ¥ Hdh#R

pH1.2(50rpm)i H5iF 2 IEHI AR

100 ¢

80 -

60

(== ) $} EE 35

40 |

0 r

% EHERAD FI9F R E Lok

—— T ILE R M T 37T
==Cr—- EMAGEAL Bmg

30 60
e (min)

90 120

pH4.0(50rpm)iZ 3507 2 FEH HER

v § BB T 54 0%

(=) HEET

—— LTS M T 27T
==0== REMAIER. smg

0 *

0 60 120 180 240 300 360

B (win)
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pH6.8 (50rpm) (Z351) 5 ¥aH dhifR

pH6.8(50rpm)i= B4} 2 IHH B

100 +
e S0 F
fg % AN T 5 £ o
K 60 -
’?z —— T HILAESmel T 2 07)
2ol - EEREER Bng

20 r

0 ‘ ‘ y . +

0 60 120 180 240 300 360
B (min)

pH1.2 KV Y ~x—k 80 0.1%W/NV)EsI
(50rpm) (ZI31F B ¥ H i

K (50rpm) (ZI51F DI H R

K (50rpm)i B 2 1 RS

100 -
e 80
E § EERAID FEF T 0%
i 60 -
’%T —— T I FERmEl T 20T
= 40y ==O=- EEWAGHAL Gmg)

. —

0 60 120 180 240 300 360

FF (min)

pH4.0 KRV Y 1_X—} 80 0.1%(W/V)¥shn
(50rpm) (ZI31F B ¥ Hi iR

pH1.2 A7) v lesi— k800.1%(W/V)E
(50rpm)i it & IEHIHhER

100
§ TREMAD F97F B+ 0%
80 -
—— T B iR Eme T 17T
60

==O=- FEMA|FEAL 8mg

(=) 3 EETF

0 30 60 90 120

FEfE (min)

pH4.0 T v jlei— 1 800.1%(W/V)iEil

(50rpm)iZ F5iF &I HEEE
100 |
§ TEERED FR L E 0%

e SOOF
=3 —  NUF LS EESme T 20T
% 60 | ==Cr==  EHERIE|(FEH] Smg)
%
— 40

20

0

0 60 120 180 240 300 360

EE (min)

pH6.8 RV V/L~_— k 80 0.1%(W/V)FN
(50rpm) (ZI31F B ¥ H i

pH6.8 KRV Y )L~<— k 80 0.1%(W/V)EN
(100rpm) (Z331F B ¥ HH iR

pH6.8 A1 v i— 1 800.1%(W/V)FEN
(50rpm)tZ Bt 2 1 HHARS

100

rS . @
e 80T
7
H . S
% 60 TRERAO FF L FE L 15%
%
Zoao f —— LTI ERme T 27T
=== R (31H] Smg)
20
0 X ‘ ‘ ,
0 30 60 90 120
R (nin)

pHE.8 A1) v ils— k 800.1%(W/V)ET
(100rpm)i= #5073 5 1R B

100 a - Py -
.80}
&
H
= 60 §1g£@ﬁw|®$m;@m$iﬁ%
%
— 40

—— LTI FEBmel T 27T
=—C==  RIERALEH]. 8mz)

0 30 60 90 120

EE (min)

4) HoTHNE U EE12mg 77 7 |
(1)

aEERiE Nk
A Bk % : 50rpm

100rpm pH6.8*%

U RN BHUHF & 1212y B IL
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pH1.2, pH4.0, pH6.8. /K. pH1.2*, pH4.0*, pH6.8*
¥R YV LR_— 180 1.0%(W/V)ERIN




HEHEAE

B AR | CHERR () e
pH1.2 120 . e . .
pHA.0 360 HIE S - s BRI RN 3o T BBR LA 0 3
6 s e | MR BRI O P RO £ 9%
7J< 360 $Ei\-g?)}c6o
« 30
50rpm pH1.2 190
. 60 . e
pH4.0° 240 BE S h BRIV T sBREAl o
5 PP H 2R DR HE A DO SRS R D £ 15%
pH6.8* DHEIPHIZ B D
30
. 45
H4.0*
100rpm | pHA4.0 940

(R BTV NH o8 12mg 77 7 CHEMERIA (a7 L A 12) OEHZEEHORE

PPEDHERR S e,

¥ RY YV LR— 180 1.0%W/V)IEIN

N Rv o SR (%)
" B ) E 4y . = | E
I BRI | CHIERER (9)) TR ] HE
pH1.2 120 0.1 0.0 ey
pH4.0 360 0.0 0.0 A
pH6.8 360 3.5 3.4 ik
7K 360 2.8 3.5 wWE
30 44.3 41.4
50rpm | pH1.2* Ay
120 85.8 88.3
. 60 43.6 46.8 N
pH4.0 240 83.4 88.3 e
y 15 50.8 45.3 N
pH6.8 30 89.1 85.7 i
. 45 38.6 42.5 N
100rpm | pH4.0 240 84.3 89.9 A

pH1.2 (50rpm) (Z351F B ¥AH dh#R

¥RV L_— k80 1.0%(W/V)EIN

pH4.0 (50rpm) (Z351) 5 ¥ H dhifR

100

80

60

(== ) 3 EE 3%

40 |

20

pH1.2(50rpm)i £ 2 H shHg

§ TRAERIED FHF T L 0%

—— DT IR 2mel T 2T
=== EEWH|GERL 12mg

0!'—.—.—.—.—.—.—.—‘

30 60 90 120

FEf (min)

pH4.0(50rpm)i= 4 2 iFH B

100
e S0 L
it
H
w60 ¢ %%ﬁ%wl@%@;‘amam%
k2
o —— T E 2mgl T 177
w | 0= EEBEIER 12m
 emese o o . o o o
0 60 120 180 240 300 360
B¢ (nin)
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pH6.8 (50rpm) (Z351) B ¥AH A

K (50rpm) 23517 D ¥ HHh#R

pH6.8(50rpm)i= B1F & HH dh4E

K (50rpm)iZ Bt 5 i HekE

100 100
e S0t o 80
,‘E E % IZHERWAID FHF L E L 9%
g O %&aﬁ.@ﬁm%m;@mma% g 80
T v —e— LTI Zmel T 3T7)
A —e— LT T 2T 37 oo --O=- RENRIEAL 12mD
2w | === ERAGERL 12mg 50
0 ’&4—0—4——0—9—; . - P . ;
0 60 120 180 240 300 360 0 60 120 180 240 300 360
FERT (nin) B (min)
pH1.2 KRV Y /L~—}k 80 1.0%W/V)EI pH4.0 KU Y L~x— L 80 1.0%W/V)iFN
(50rpm) (Z351F 2 B HI AR (50rpm) (Z351F 2 ¥ H{ iR
pH1.2 1 v Ltk 80 1.0%(W/V)EEH pH4.0 1 v Ltk 80 1.0%(W/V)ZE
(50rpm)i” Bt 2 B EEHE (50rpm)i= BT &5 A S
100 | 100
w0 f R P = E
i i
i 60 | g 60
? § EEmAD FiE S % % EEREID THEHE £ 15%
40 = 40
—— NUT IR 2mel T 25T —— F LT R 2mel T 207
20 == REMAIEEAL 12m2 20 Qe FEERIEFEE], 12me)
0 ‘ ‘ ‘ : 0 ‘ ‘ : : : :
0 30 60 90 120 0 60 120 180 240 300 360
FER (nin) R (mind
pH6.8 KU V<— |k 80 1.0%W/V)¥Fsh pH6.8 KV Y /~— k 80 1.0%(W/V)Eshn
(50rpm) (ZI31F 2 VR H R (100rpm) (23317 B ¥ H el
pHES (rIj’O'J yﬁf\ 3; ;;&ﬁ;igw)ﬁﬁﬂn pH4.0 FY Vs k80 LO%(W/V)EN
BOTpII BT S (L00rpm)ic 514 5 g
100 | 100
80t P 80
e ./ it
H Lo H
= 60 e = 60
/?_é\ § EEMAID FI9FLEL15% ’%T § TR F19E N FE L 15%
= 40 | W, = 40
,/ —— DT ILE R 2mel T 2T —— DT AR 2mal T 277
20 ——Crme {EEBIE| R 12me) 20 ==O== REBF(EEAL 12mg
0 510 15 20 25 30 35 40 45 0 60 120 180 240 300 360
FER (nin) I (mind
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10.

11.

12.

() B ~ D &

BTG b 2mg [ 771, BUFYNAE b dmg (77 71, B THAL b
8mg (X7 7] ROH U THNH U AE12mg 177 7 (X, AARERFERLSFITED D
N T g s LR FABEORERBICEES L TWAZ ERERINTWS,
(FiE) BHRBRE SRk
ZefF - [AlEEEC 50rpm
BRI 900mL (ARVY Y L_— 120 1giZ/K &1 2 C100mL & L 72{%)
(FEF) 45 O 75%LL E

HEFRIRERR

Y LR

HFE P OAE A OREEAERE

SO TT B E R R 252~256nm M Y 302~307nm (2T DR K)

HFDDEMAT DEE:

Wik~ ~777 4 —

i

A LR

EAY DATREMED 3 5 At Y)

FEixE 1

2-Ethoxy-1-{[2"-(2 H-tetrazol-5-y1)-1,1 -biphenyl-4-yllmethyl}-1 A-benzimidazole-7-carboxylic
acid ethyl ester

HiYE I

2,3-Dihydro-2-ox0-3-{[2"-(2 H-tetrazol-5-yl) -1,1 -biphenyl-4-yllmethyl} -1 A-benzimidazole-4-
carboxylic acid 1-{[(cyclohexyloxy) carbonyl]loxy}-ethyl ester

Fefx B I

2,3-Dihydro-2-ox0-3-[2"-(1-ethyl-1 H-tetrazol-5-yl) -1,1 -biphenyl-4-yl |-1 H-benzimidazole-4-
carboxylic acid 1-{[(cyclohexyloxy) carbonyl]loxy}-ethyl ester

i E IV

2,3-Dihydro-2-ox0-3-[2"-(2-ethyl-2 H-tetrazol-5-yl) -1,1 -biphenyl-4-yl]-1 A-benzimidazole-4-
carboxylic acid 1-{[(cyclohexyloxy) carbonyl]loxy}-ethyl ester

HmE vV

2-Ethoxy-1-{[2"-(1-ethyl-1 H-tetrazol-5-yl) -1,1"-biphenyl-4-yllmethyl}-1 H-benzimidazole-7-
carboxylic acid 1-{[(cyclohexyloxy) carbonyl]loxy}-ethyl ester

Kk E VI

2-Ethoxy-1-{[27-(2-ethyl-2 H-tetrazol-5-yl) -1,1"-biphenyl-4-yllmethyl}-1 H-benzimidazole-7-
carboxylic acid 1-{[(cyclohexyloxy) carbonylloxy}-ethyl ester

13. FENRDELGRS - NN RRLGBHRICEHT H1ER

A% L7

14, Z it

16



2.

3.

ARICET 5EE

ShEER L% R

B THNH EE 2mg - dmg - 8mg - 12mg [ 7 7| OEA

e IMLESE B SRR v I S

BT H NS UEE2mg - dmg - 8mg [ T 7| ORE

TRORET, 7o U4 T v v B REEE L ER OGN EY) T WA
PP A (BRI~ HH )

<HEEXIMRICEET HFERALDIFE>

BHELTFL2DGE

() 7> oA T vy B BRRER L ERB G2 L D EHEENTOI TW R WEE IR T D2 A& 0
ARMEITHER SN TE O, KANL., 7o AT oo MBS ER D S8 0 2 T
HFaZ e xFHIET 5,

(2) 7 v T T vy AR SR L EAI OB R DA IR BB D ARKI DG ENE R OV 4
P, WNST AT v B BREERIAER & ARF & O LT 56 OB M & OV e

flERE S LTV,
RiERUVAE
TS B 2mg - 4mg - 8mg - 12mg [ X7 7 | O%E
I ESE
DN
WE. RAIE IR LIED T LE Ly Xt F ol LT 4~8mg R O#KE5 L, MLEIC
JEU 12mg FTHET 5, 272 L, BEFAEIHEITIE. 1 A 1 2mg O &5 2 Bia L,
MEEIZG T 8mg £ T &ET 5,
NG
WE. 1L E 6 MARMo/NRIZiZ 1 B 1L BT LZy LTl LT 0.06~
0.3mg/kg X #5325,
WL 6L EO/NRIZIZ I AR 1IEA T A2y X FL LT 2~8mg AR O #EE
L. HEIZSU 12mg £ THEET 5,
7L, BEEEZEIGAIIT BHENOEGZMG L, MBI U T 8mg £ THET S,
BEEMEEITE @, AT IR LB T AE Y LT ALE LT 2mg 5
RO EBL, LEIZGT 8mg £ THET S,
BT IVE L BE 2mg - 4mg - 8mg [T 7 DA
TRORET, 7o VAT v BRI ER O G2 HEE TIX R WigGs
BrELASE BE~PSEE) W@, RAKIX LA LR T LE Yy vLdeFue L
Tamg N HREAOFRG BB L, HLEIISE 8Smg FTHEHETE S, ok, FAlE LT, 7
AT vy R ERILIANC K D RISk T S 2 L,
<RAZERUVAZEICEET SFEALOFE>
=NEEDEE
NG T 2581213, RAOHELZB R W &,
BHELTFEDGE
$£ 5-Br AR IR O ISGHE H 23 120mmHg A O BE . BREF 219 8%, FIURAIZOFH L TW bR
F. DREOEEEDOEWVEFEICIE, 2ng/ HNOERG BT 52 L, 2ng/ 5%, K
JEREOEWERIZxH 2 BB T2 B TH L2 O T4l E B2 TiThanwZ &,
AFNOBHIZ LY | —iEORE MR T2 EZTHENRH 50T, PEEGR, KO
dmg/ H., 8mg/H ~DHERHTIL, MEEOBEZ 72TV, BEDRD LTSS ITITR
HA2HIET 57 E O R IEEZTo Z b,
B R B HE

(1) BBRT—2/\vH5r—2

BARRNA

17




(2) ERER=HER
MUEER R L
(3) BERARZFIEGER
MUER L
(4) 1RZRMIEAER
MU ER e L
(5) HRELAOEAER
1) BEALEITRERIGHER
MU ER e L
2) LEEEAER
MU ER e L
3) REMER
MU ER L
4) BE - FRRERIGAER
MM ER L
(6) ;AEMIER
1) ERABERE - BEERARERE FHIRE) - BERTEREBRAR (MREERKHR)

BRI L
2) RBEZFHELTERFEDHNENIIER L -REBOME
BRI L
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VI. ZEHEIE(CET HIEH

1. REZHICEEHLLEYXTLEYE
T HT oy MRS
BYNZ TN TN SNV PIF s T IPNNE FNNAFIZ L AR I A
AL H
TUTFT v AR R EIE
TF I YN~ LA S

EE : BEOH LM OREE « DRFIIRFTOBMN LELEZRT D5 L

2. EBE{ER

(1) YEFREBGL - fEFKERE @
Ta Ry 7 THY ., ROBGHENTIEERBEM I T L2 LR 0 IERZRIT 5, B
YTV NE AL, T VAT N ZERO 9B AT ZRREBRMISEA L, 7T U4 T
VUV OABMEREZRET S Z LI Lo CRIEMERZELT, /bbb, MEFEHO AT %
RIETT oA T v I e L TEOMEWFEIER Z M9 523, R/ EZN LIl
TOT N RAT v ERHERICRT 286 S BEEERICBE T 5 B2 6T 5,

(2) FEshFEqH T SAEBRRE
MY ER e L

() YEFAFIRER - AR
MU ER e L

19



VII. EMEREICREI SHE

1. ImHREOHR - AIEE
() BRLADGMPRE
EER R L
(2) &EIMHRESERRE
(VI-1-(3) BPRABR CHERS S Avio i P ) DS
Q) ERARHER THER SN I=MmHRE
AW R [R] SRR

ARBUAN T I EI L O AW LRI T A R T4 (EHEFE4A8T S, Fhk9FE12H 22
H) | BREELOEYFHFRENRBRTA RT4 50 —EE GRAFAER0229%510
B, FRK244E2H29H) T HEHL,

HTHNE U EEAMg (7T 7 BT HAE U EE8mg (777 KO TH L%
VEE12mg [ 77 ) CHEHERLE] (T oL REE4, T L AEES KOT 0T L AEE 12)
. IaAF—N—RICLVENENLEE (BT AZy v LFEFLLE LT 4mg, Smg
KON 12mg) fERERR A B o R EERE 0BG L iR b T oL REAZRIE L, 55
Ni-syEhie < A —% (AUC, Cmax) [ZOWT 90%(E X FBIVEIC THEFHIENT 21T - 7= 5%
#. log (0.80) ~log (1.25) OHPFANTH V. WA DALY FHIRISENESHERE S iz,

Flo, BT NE UEE2mg [ I 7 7 ) 1X, [EEDNELR 580 EFERA O £ 71 R
R A RTA | IZHEDE, DTV NE U dmg (77 7 ) BEHERIFILE Lzt & K
HEEINE L, EMFENICRSE L RS,

1) W TH B8 dmg (77 7 |

HE/NT A—H BEINT A—H
AUCo-30 Cmax Tmax T2
(ng * hr/mL) (ng/mL) (hr) (hr)
~ _ 1/ N ”rL»
NETINSIGEANE | o1 00939 | 44.86+11.12 | 51417 | 7.51-1.04
r 77|
915
iTE%ﬁJ 456.91794.4 39.93+11.17 52+1.4 8.74+3.20
(BEAI, 4mg)

(Mean=*8.D., n=29)

(Mean=S.D., n=29)
l —e— NVFTDILI UERAME [T =T 7]

-—o--- {RERE (FAl. 4mg)

20 |

FRE A I S B ESE
bomm———llg

B
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2) BT HNE U EE8mg (737 7

HIE/NRT A—H BEINT A—H
AUCo-30 Cmax Tmax T
(ng * hr/mL) (ng/mL) (hr) (hr)
~ —_ 1/ N ”rL»
PATINTGEBME | geo 110087 | 811642612 | 4.8+412 | 7.71+1.95
(777
v
PR 881.8+2184 | 71.58+21.87 | 56+1.8 | 873+2.83
(524, 8mg)

{ng/mL)
100

60

40 +

KR\ A S NI B EE

20F F

(Mean=S.D., n=20)

(Mean£S.0., n=20)

--o--- FEERE| (§2E]. 8mg)

—e— HYFHILY VEE8me[r =77

\"—-——'ﬂ—-—r—ﬂé

4 8 12 24

3) WoTHNH U EE12mg (77 7]

30 (hr)

HIENT A =X

BENRT A4

AUCo-30 Cmax Tmax T
(ng * hr/mL) (ng/mL) (hr) (hr)
“ /qu-/li& ~ B 1395.81+368.1 124.34+45.22 4.6%x1.2 8.01+t2.58
12mg 77 7
i
jTE%ﬁJ 1284.4+337.9 112.52+38.39 50£1.3 7.89+2.25
(FEHI, 12mg)

(ng/mL)

150 -

120

90

60 -

P11 NG I A S 5 =

30

(Mean=*8S.D., n=30)

(Mean£S.D., n=30)

—e— AVFHIIVERI2mg[ =07
-—-o--— RN (5EA. 12mg)

(5

30¢hr)

MAE R N N AUC, Cmax 50 /R%F A —Z 1%, #ERE ORI, ARIR OEREUE 5L « By S
DORREMIZ L > TR D A[REMEN S D,
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OREE=";
R L

6) B - HHAROLE
R L

6) BEM (KE2l—>3) BFICE Y HE L -RNERBEEHER
B L

2. EMRERANTA—4
(1) fEAE
M ER e L
(2) RUEREEL
MU ER L
@) WAATRALZEY T«
MM ER L
(4) HEREETEHD
BT INH EEdmg T2 7 7] 1 0.0941+£0.0134 (1/hr)
BT NH U EE8mg (727 7 1 0.0947+0.0205 (1/hr)
B THNH EE12mg (/727 7 0.0931+£0.0225 (1/hr)
®) VIUTIUR
MU ER L
6) NHBEE
MU ER L
() mMBPEBFEEEY
MG % 7327 L OFREEFRIT 99% L ETH S,

3. TR
MR L

4. o
(1) Ik —AxREFT @@
MU ER L
(2) Mm% —RaAEBEAPSAETE
U ER L
) EHt~DFBITHE
v FOEEMBE ORI T2y L F AP EREIROEET S L.
10mg/kg/ H LA _EORETHARIZKERE DTN RO ST & DREND D,
B, Ty FOHRKAOI, HDHWIRILM ORI T E s L F VR AR E
L7256, WTivh 300mg/kg/ H THAFIZ/KBIEDHEMMNRO b L OWERH 5,
4) BERADFITHE
MM ER L
(5) oo~ DBITHE
MU ER R L
5. R
(1) (BB R N BHERR
MU ER e L
(2) KEBEE5I L8F% (CYP4S0%H) DD FiED
FILRFIINT AT T—F . CYP2C9
Q) MEEBHROEERVZNDEE

DR L
@) REMOELEOERRULLE
TR L
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6.

1.

8.

(5) SEHABMOEERI S A — 5
BB L

Bttt
(1) BEMERGL B U RS
EERR L
(2) s
ZEER R L
(3) HEMERE
ZEER R L

bS5 U RAR—2—IZBT B1EHR
M ERe L

BITEICLSBRERE
EERR L
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Zefl (ERLOEESF) ICEY5IER

EENBETDHEH
RZM L7

EZRBELE0ER (RAEZZET)

QLR (ROBEIZIFES LGNS &)

(1) AR DR xF UiBUE OBEERE D & 5 HBE

(2) W TR L C WD afREMED & D iF N (V104505 iEhm, RmE~0FE ] OES
&)

B) 7TV AR LT VR E R G ORERFEE (2720, MOBREREZIT- TH ki
EDay ha—nURNEFELL ARROBEEZRL)
[JEBBEMEN Zarf . BERERSE . & U ¥ AMUE R OMRIMED U 2 7 BN EE ST
%, ]
(TVI-6. BB 73 FoARR VR & Z O L QYL 71| OESR)

MRERIIZRICEIET 2EALDIEE L T DEH
TV IBRICBT 2THA ] OHESH,

BZERUVHEZICEEST SFERLDEE L ZTDERH
[VIBEICEETHIHE ] OERM,

BEREREFLTOEH

EEHES (ROBZIZITERCHRETEI L)

(1) WHIPEBENRSAE D & 5 BE T B CREBRIAZ O H 2 8% (TVI-6. BE /e JEANER
& O K OWLE L) OB

Q) @BV v AAED RS (VI-6. EEREANER LT OHEHB K UWE L] OESH)

(3) BfEED I 5 HBE
EEOREIEIC L0 BEENELTIBEZNRHY, 72, hoTHLEy VLT
BUF) OWENE LR L2 OERKHERIC BN T, BEEOGINBEER T REOEK CTH o722
En. 1 H 1B 2mg oG EGT R EEREICRG T2 L, 1 (VI-11/0 RS
~OEL ) DESMH)

(4) HEEDH D BHE
[FFSREN B LT 2 BN B D, Tl IWERE D T2 D7 VT 7 ABNKTF
THZENEE SN TWDTD, VENSEEZBIGT DR CEEICKRS T2 L, ]

(5) FEHEBE DBEERE D & 5 BE

(6) miln ([VI-9. @i~ h. ) OEZR)
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EELGEXRMIR EEDEHRVRESE

BELREAMEER

SEERCEELDREHE

(V) W RMEBENREAE D & 5 BE IR B CEEBIRRAZ D & 5 BHIZHE W TE, Bt &OwR
DRRERIR AIBIEOIK TFIZ L 2RISR E 2 B S 2 BENRH DO T, IHE LT
RV SN GEERE, EHITBET D &,

2 &EH Y T AMFEDOBEFICBNTL, &8V U AMEZEEIELIBEZNNH DD T, 1H#E
ERD ARGV ST SN AL A ERRE, SAITET S Z L,

Fo. BHEREE, 2V b e L ARBORERBEFICLVMEY Y v MEREL 20090
BETIE, &V Y U AMIENEHTIBZNRHLOT, MIEL Y UV AMEIZEFEET S &,

@) 7TV AR LU 7w BRI AT 256, BEERSE, &P Y U A ifE K OMKiLE 2 E 2
TEEINND DD, BEOREZBLZLANGEEICKREG TS L, 2B, eGFR M
60mL/min/1.73m2 R OBEERZE DO H 5 BE~DOT UV AX Lo 7<)V & ORI
DONTIE, BEESDEB2VW MBI SN DG EZRERETD 2L,

(@) BEERIZESS O FEV, S62XRH6LbNDZENHHDT, EFfEE, BEHEOE
IRERREESEWMEIRET IRICITFESESLZ L,

(5) FifraT 24 FFRNIFHRG LW Z ERNEE LW (T o4 T oy v D2 RERFIR G- o
BEIL, BN O FPic v =07 o O F T L R OMBIERIC X A EE R mER T 2
fLZAREMER B D)

BMEEDNSE

(D) AANOFEGIZ XY, FNICMESZIET L, va v, Kb, —BEOERE LR
HREDIKRTZ2EZTEBENNHDLDOT, FHCROEBEEIZERET DAL, VEIVEMSL,
HET AT, BHE R OEE OREE H B LN Dika (7o 2 &, (TVI-
S8.AIEM I QEXZREIEM & WIWIEROEZR)

DIEEFFDOEE

EEELFIEREPDESE

DFIRFIREFDEE (FRIHTFRIRAIE 5% Bth L= B
DIEF Y LIMEDEE

HIBEEENDHLEE

LT ENEE

BELTFEDGE

(D @, X2V 2A8H, FRAEEHT 2, e, REIOEME S COH LML L
Ty,

(2) NYHA OHRE AV OB O AR BT ISR D ARA O FMEIZMESL LTy (SR
7R,

(3) KEWARSBAE T FAZEMEE K FLODAHIE D & 5 BE XBE O MER T2 & 724 & JERA
BT HEZENWNHLOT, BIEE+DI2ITY Z &,

@) AFN O EIZ LY, B EE T, BHEERTHIWVITENZEZTB8ZNNH DD T,
FRZROBEIZEGT 2561, fE, BEE. BiofiE (~EVre %) KOEED
W2+ BB LN b & 52 L, EEICGEET S Z &, (IVI-8.AEH]) (QEKA
RIVER & PR D TEZ )

DILEEfTFDEE

DEEELRFIEEEIPDESE

AFIRKIZRE L DEE (FRZHTRIRAIE 5 % Bilhs U2 B3
DIEF ) D LMED EE

SBEENDHSEE

G)EMEDEE

DONYHA DB EEN I EOLBMEEENS MEE DAL ESE
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1.

HE%EA
(1) HtRAZEELZDHEH
BAROANA
(2) HREFE L ZTDERA

GHREE (BHRICEET A L)

AN %

B AEAR - HIE T ik

BEFF - fabRIA+

B o LIRS
PR

iRV U LENEFTHZENRHD
DT, TEETDHZ &,

KHFNOT IV R AT T 5w
WXV U T AEFREVEH R

Zvna /)5 THZLIZkD,

o RUT A fa ik« BRI B REREE O b
F LA 5B

L/ v

511 o LFERRF

| PR FURAFNTIRBEE Z 1T TV D BEICAKA | FURAI TR EZ T TV H BE

2= AN N
UL F
T REE

2RO THRETD5E, BEEMDHE
My LOBENDHLDOT, DENGH
A7 BHEEICRG TSI L,

WIT V= U EMERTLE L TV D
BENELL, REIBREH LT
A%

FURXLUT
< ILERIE

BEREREE, moh U v AdE K OMEK i
EEEZTEBENND D=0, EHERE.
MIE A U o7 2 M OV & -3 1 S8R
T5H5Z &, 728, eGFR 2 60mL/min/
1.73m?2 Al D EHEREEE O H D B
~DOT VY AF L7 )VERtE & O
WZHOWTIE, 1R ESCTe 2GS0 2
Wrsh oG5 aRERETAHZ &,

BRIV L= T VAT
URMEEANEREN D A
BEMEN S 5,

TUSATIY
L ERBRREE
!

EREREREE . AU U U A IIE K ORI
JEAEZTRBENN O D120, BHEAE.
Mg U 7 Sl M O & 453 IS8 42
THI L,

BEHICE Y L= -T v UFTF
VU REERN R END
AREMEN B D,

) Fro L

UF o LAHENREINTNDLDT,
UVF o AEPFRT2EEIE, Y
FULEEICEETLHI L,

BIRME IR IT DY) FULOHE
WX AMEHE S 4% o

ROFEFNZ LD

BT LT LA O

[VII-6. &2 72 FEAREE &2 D

OFRIRFE SN T | B LA BERRBR CIX, ALoff | #ElA R OWE 715 OEO B
WBGA Mz BIZAKNZ T2 & b | DAREOHE] O@WEE
D747 | <BHA SOOI FHOMKMEDIREEHE

vy | EREL . DOBENSWVOT, ML

L ER | 2 H0ICBET52 L,

K O B A [

baill
(2) v — 7 FI R

e XA Y

v AR R

F R A
ERXTOA R | BIEEANREET 5 Z L 035 5, FHEAT v A FYEHREHA -
H oK tEgE A COX-2i& R BHEHN T M 45 ik
( NSAIDs ) - VERZBHET AT a AR TS5
COX-2 #{RrIpE YORRERETSZ NG,
=521 B2 R 2 6k535 & & 2 ATREME DS
AU RAR bHrLEZLN TS,

ok BEEOHHEE TIE, SDICEHKE | IEXT a4 FHEERERA -

BEALT2BTNN DD,

COX-2E R ER|D 7 1 A &
770V A REERIC X
., BMREMETT 572D &
ZZHNTW5D,
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8.

BlIEA

(1) BMEROME

AHN A P pAE AR A S O BIE T SRR DS AT & 72 2 i 2 380 L T 7y,

(2) EXGEIER EMHERK

)

BEARLGEIER (BEARH)

(1) MERE: HEm, DE, &, W GEESOMIRZER & T2 MERERS Lbhd 2 &
N DO THEE+3I2ATV, REPRBO NG E &G 2L L, @Y7 E %
1752 &,

2 Yavy., £, BHHEEK: va vy, MERTICHEY e, EEENHODLRS Z
ERHDHOT, BIEEFHITATV, M, TR, ERREKER & L DILGEITiE, B
HITHEY) R LE AT D 2 &, FRCIEENT ., eE 2 EdERET . FRAB G- H 50
FOAREOBETIIVENOREEZMG L, MET 256 1EZTOREE+HoIcBIZ L
RINBIRZITATO Z &,

(3 AMEBREE  cMBEENRHLDLNDL ZENRH LD T, BEL ATV, BENRD
LNT-HAIIEI A FIE L, @OIRMEEZITY 2L,

@) BHYUDLME : BEELRED VT AMIEND HDONDZ ENHDHDT, BEE 51T
W, BEPERO ONEAICIE, EHICERAEESITO 2L,

(5) ATH#EEEREE. #|JE : AST (GOT) . ALT (GPT) . y-GTP & _ER%5DFHERERE S, &
JENRHODONDEZ ERHDHDOT, BIEET2IATV, BRENRO NG ICITRE %
ik L, #@UIRAE AT 2L,

(6) EFBBRIIKE : WIEREIENH BN D Z LN DD T, BlELE OITITV., BENRD
LG EIIER G EFIE L, WUREEITY 2L,

(7) HERERRRARE - AR, &, CK (CPK) L&, mhRORBI A/ ner ER%
B & 9 DU RIEN H oD Z L NHH DT, BEE2 DIV, 20k o7k
BAICITEBICEEE IR L, MERRNEETY L,

(8) FAEMEMZ - HEN, nxuk, PRWRIREE o X AR E S AL ) MEMEMR N H Hbnd =
ERHDLOT, ZOLH RGEHIEIHRSGEFIEL, BIERERLVECFOFELEOmEY)
IALEZITH Z &,

(9) IEIMMFE  (KIMBENHHDOND ZENRH D FERFIEETOEETH bV D
T, BIBRE STV, B, 2, Wi, FoOEBEX, E£RKT, R, EikkE
EEND LN EIZIEREEZ R IE L, BURAEEITY Z L,

ZDHDEER

ZDHOEIER
SMEEDGE

B

BB | P, BB, BRD. TS5, ARBRE

8 ]’ B | HFVWD Z52FW | AL 5HF | BFE ITTY., WSMHE, LB

BHARER | Ih, HEE AR, IRE, §0 LUK, O LU U

H oAb & | EG WEME, BRACRR, BERPUR, DERE. TR DR, BRTESRE

i fi | AST (GOT). ALT (GPT). AL-P, LDH, y-GTP® |5
i & | A, BimEkE . AfEkES . ERkiE S, MRS

) fid | BUN, 7 L7 F =00 LH, EAKR

&)

£ 0 b | BEEEL B, SHm, SR, FRE % b ) v A LRR v X7
m—v b5 I CK (CPK) L& CRPLA. M REE LA ik s o8
7 AR B Y U AE, BESEE. R

E1) ZOXHIBRBERICIIREERIETHZ L,
E2) ZOL D BRGEAITIIE, KREFT DR EEURNEEZITH 2 L,
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BELTFEDEE
EBYEOARETIIEmMESNC LSS bR, SboE RILE, BHRERE XU LENH
b <, Mk, BRELOCAMOMEE (~NE7 e %) ICHEL, BEICIS UARA
o DV OF R s, RIS 570 LU R LE AT O 2 L, B, mIEEDOSE ORI
MICHEEPLETH D,

E A

BEEY | BB, T5FE

B I’ || Vb bA EINE, S6o5% HFEW, WK BE, WISMGHE, 13T

AR | UE, IR, AIR, SEER, L OY%UK

oAb B L, DEEYE. ERL, BIEE. D, WRRERY, EE, BRIR, BEAR
J%

it fig | v-GTP. ALT (GPT). AST (GOT). LDH. AL-P®» k5.

m & | A, PmERED . AEEEREE . AmER¥EZ . i/ RIBD

) figg | BUN, 7L 7F =0 LR, EARK

Z O M| mEsrY s ER FREE RS P CK (CPK) L&, B, R,
. VRE. RERE . Bal ATFa—/ R K R U Y AMGE, MR X
X7 I

F) 2ok REAICIRSA2PIET52 L,

(4)

(®)

(6)

HEREFRERBERUVEREEERERE—R

DR L

ERAKRE. GHE. EEERUVFHOAEFERIOBERREREAE

B L

EYT7 LILF—I1d EBERUVHRE

.EE

ZIS e

(ROBHEICERE LGN L)
(1) AR O LBBUEDBERE DO & 2 B

BEHRS (ROBEICIEEIERSTLHIL)

(5) FEANBHOE DOBEEEED & 5 B

BlEA

(2) ZnftnEI1ER
EIIEDISE

BAEA

BB 2 | %P, BB, BRD. TOFE. ARBEYE

E1) ZoXonEalcikbGE2hib+s2 &,
EELTREDGE

BAEA

B BE | %P, EOE

E) ZokoREAICERGE2PIET 22 b

Flin g TIREOREBEBE LR bHEICRG T2 L,
[RIGREOREIIFE LSRN E SN TVD (MEEENEZ 52521035 5). ]
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10. 4EiR. EiR. BRIBFE~OERE

11.

12.

13.

14

15

16

(1) #F SUTIEIR L T D AREMED B D F NTIT G LianZ &, 72, BEHPITEIE A

L72GAIE, EbICEEE2TIET5Z L,
[%%¢%&U$% WZHhHoTHNE Ly X FARBEELT o UAT v N FR
PRI T v U T v R R A EA & G S AU IEE O B TEEAKIERAE, B
W AR O T, FrAERORME, BAR, @h Y U AMAE, SHEOF AR K OEKIE
DIEIZ L2 EHER S B o, BREBAmOLETE, MOKEARENH b bt & O
ENHD, ]

Q) BHF O NG T 5 Z Lz, SUEE TR TLIGAICIIRALETTILSEDL T &,
[Z v N OJEFEY L ORI ﬁ/T#»&x’/V#?%W%ﬁ%%%@ﬂﬁﬁTék
10mg/kg/ A LA EORECTHARITKBIE DR EEMMBPRO Lz EOFENH D, 8B, 7
yb@ﬂ%$%®ﬁ\%éwi§ﬂ%@ﬁ WA TN E L LR F MK ARG LT
e, Wb 300mg/ke/ H THARITKBIEDHEMNRBO bl L OWRERH D, ]

INREADERS

(D) I HARER, %ﬁﬁiyajlhiﬁLUE (1 meAT) 2% 9 DL RMEITMEL LTy (IR AR
W B, FLURICK Ui AR D720

2) 714521?{¢5L£ (GFR) 73 30mL/min/1.73m2 Afii O/ D LT L TU g
U (BRI 22 )

3) /NRZED B MTE TR 2 L) Z N0 T2d, BRSEL NMIED Y U AMEZEE
RBIETH 2 &, KRS, BRI EZ T REE 8B, BiK) OBREFICAR Z &5
HGERMIE ) U MEE LA SE D RN S HMOEF E AT 2G5 IXEETH 2
Lo (V-5 EEHRG ) OHEE) LD VI-TAAE/EM T OESH)

BRRERRCRET Y
LR L

BERS

LR L
HALOEE

ERIZIATRE - PTP A OFEKTI PTP > — bV L CIRAT A L ofgE4 25 &,
[PTP > — b OREMKIZ LV | TS AR EIEREA~TIA L, FIIZEAL AR 2 U CHERRIRE
REOHEERAGIEZORT 2 Z EPHEIN TS, ]

ZDHDEE
A% L0

Z Dt
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[X. SEERPREBRICRII HTHE

1. FIEHER
(1) FEzhFEEHER (TVI. E$hFEIEBICRHT HIEH S8)
(2) BlRpyEEEHER
M EE e L
Q) REMEERER
MU ER R L
4) ZFoihaZEEAER
MR L

2. HHHER

(1) BEEiESHHHR
MR L

(2) REERSHSHHAR
MEER e L

() HMEFEEFMHAR
M EE e L

4) ZothoHkE
MR L
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X. EEMSEEICAT SRR

1. RHERX5S
B H WFEERNY  E) EBR-BEMSOLFEICIVERTLIL
ARG © REE L

2. AZHREXITEARR
ERHIR : 34 (HABIRNTH > THRRER T < HPNHEMT D52 L)

3. BTiE - RTESM
KA (BIRRAT)

4. EFIRFONLEDFESR
(1) ZERTORFEVWEDBESIZDINT
HUER R L
(2) EFIRMFEHOEIFZWNIZDOVNT (BEFICHEEITARNSHARESE)
(VII-14.8 FH EoiEE ] OESMH
BEMERLTA R EL
<THoLBY : HY
(3) FRAFIFNBERIZDONT
MU ER e L

5. RPBEHZH
BARRNA

6. A%

B THIHE L EE2mg 7277 1 100 88 (10 $£X10)

BT HNE EEAmg (/777 7] 2 100 5 (10 £ X 10)
140 $& (14 $£X10)
500 £& (10 $€<50)
500 §E (/37)

BT HNHE U EES8mg 727 7] 1008 (10 $2X10)
140 #8 (14 $£X10)
500 #& (10 $& X 50)
500 & (/N7)

T THNE U EE12mg [ 7 7] 100 8 (10 § X 10)

1. BRHEOME
PTP @ : AUk =1 - RVl =UTFT 2 - RVZF L ZET7 VAL, TIAI=T A
)
NI RV F Ly (B, R 7eELry (v oY)
8. RE—H% - RxhE
Fl—m o3 - Ta T VAEE2 - HE4 - BES - HE 12
B % a9 rx o) Tn S ALE L TAIYILE L FILAFILE L A RRY
b, AN

9. EFFELEEAHR
199744 A 29 H
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10, HERFTAEZFABRUERRES

o2 s Gl ERE
B FYILE ki omg (X7 7 ) 2014 4 8 J1 15 H 22600AMX00995000
B FYIL L ki dmg (X 7 7 ) 2014 4 8 J1 15 H 22600AMX00996000
T FHILE b 8mg (X 7 7 ) 2014 4 8 J 15 H 22600AMX00997000
TR L bE 12mg (7R 7 7 2014 4 8 15 [ 22600AMX00998000

1. EEEXENSEEAR
2014 4£ 12 A 12 H

12. JREXIHREM. FZERVAELEEENEFOEABRUVZORNE
2017411 A 15 H : ZhREXUIZhHE., HELOHEDO —HAF /A (2mg « 4mg * Smg D)
TRDIRET, 7o oA T v v o EBERBERERER OG5 T WiGE

e oA g (EEIE~ T 5HE)

2019 4F 8 7 28 A : AIE& O H B O — A 5K
I FEAE D /NS 381 D A R OV

13. BEERR. AMBERARFABRVEOAR

BEA=RRANA

14, BEZHAM
A% L7

15, IEHFEFIRERMICET 515

E:

AFNL. BRI 2 HIRITED b TV,

16. &Ea—F
. - o JE A S flh A SR A R . o .
B HOT (o) s | 5 EOBERIER | v g
N D VS
BT YN G 2mg 123822801 9149040F1018 622382201
[r7 7]
N — l/ Y %
BTV N G dmg 123823501 9149040F2014 622382301
(77|
N D VS
BT YIG G 8mg 123824201 9149040F3215 622382401
[r7 7]
S — l/ S ”r"’
? /T;j;f;/jf 12mg 123825901 2149040F4211 622382501

17. RIFfEHLDERE

AANIZ N EORRBEHKLTH D,
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XI.

1.

1)
2)
3)
4)
5)
6)

2.

SRR

5| FA 3k

AR 7 7 BREath - ZEMEc BT 288 GREWNEED

HAZ X 7 7 St - a2 wrEsBRic B+ 28k (ENERH
HARZ 2 7 7 St IBHICEET 2 &8 fEWNEEL

B EdaE O AR g s C-1373, BE)IIEIE, HiL, 2016

HARZ 2 7 7 R &th  EWRa0REMEIC BT 288 GREWNEED
AR 2 7 7 R Ett - g oz EMRBRICEE T 5288 (RENEED

Z DD SE Tk
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XIl. 2Z&H

1. EGEHETORTRER
A% L7

2. BB ITAERIIBER

WFRICEET AiEIMESR (FDA. A—X S 7D H )

AINCB T LR EoEE TEhE, ER, RIS ~o®&k5 ) OEOGHEIILLTO L) TH

Do

(1) #F i UFIEIR L CTW D ATREME D & D Id NICIFR G- L2 &, E72, 5 FITEIRDHIBE L
HAIE. EbicgkSahib+ 5L,
UEE I R ORI T v L F ALK Z G T v oFT v v T2 w5
PRIRT v AT vy SR I E A & R S T i E O BB TR AE, IRIE -
FAEROELE, FrAEROKNLE, BARe, &b Y U AME, EHEOEMA K OEKIEE
2L 2 EHER S 2 UL O M, BHEHE OLEE., MOBKERENH bbbl & oWE N H
S

QAT OWHE NG T D 2 L a2kt RS2 TRG TG IR E TS5 2 L,
[Ty FORBEMRORAIC T L F LA LmtRoksEd 5L,
10mg/kg/ H UL EORETHARIKBIE OFRAEBMPR O bl & ORENRH 5, ok, 7
N DIREIA DI, HDHVFIRA ORI T Z Y L x T IVRAE K Uiz
A WIS 300mg/kg/ H THIAIZKBEEOMMNRD bz L ORENRH 5, ]

H gL R
FDA : Pregnancy Category D (20164-9A)
— 2 NS T OLNE : ot :
7 [N ) 7 D438 (An Australian categorization of risk D (20194:61)
of drug use in pregnancy)

<ZE : SHEOWE>

FDA Pregnancy Category
D : There is clear evidence of risk to the human fetus, but the benefits may outweigh the

risk for pregnant women who have a serious condition that cannot be treated

effectively with a safer drug.
F—A N7 U7 D4FHE - (An Australian categorization of risk of drug use in pregnancy)
D : Drugs which have caused, are suspected to have caused or may be expected to cause,
an increased incidence of human fetal malformations or irreversible damage. These
drugs may also have adverse pharmacological effects. Accompanying texts should be

consulted for further details.
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