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X
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B <A F A 20°C/E ik (&RHE) 1A RHBRICETOIERTFTAZED Hh
FE [ L PTP /& R EIEN T o T2
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e
ngf BT OBEDIET & A5
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(2) IR OLEN

RERFE IR : 2004/7/23~2005/7/28

O7x=2F Y 7 =F UV UERAEE 30mgSANIK)  #4)

RO ZEME  25°C - T5%RH O, B

ABRIE H =N FRAT 3R
<HiK > &5 BA hh 1% A 2 5 H 3% A
MR n=1 R RAY ARV ARSI R R A A AN B s R AY A AN Bk A A AY A
<HTWVENWEENWEDOT 4| 1053913 DT 4 IV DT 4 IV A DT 4 IV A BDT 4 IV
VAT —T 4 T B> a—T 4T | AT 4 VTR | a—T 4 VT | a—T 4 TR
#iERER (HPLC) n=1 . . . .
HLE %; ) n 1053913 e WA e WA
1>
mHrE (%) n=6
<154, TO%LLE> 1053913 76.9~80.5 86.0~97.1 87.9~93.0 87.8~93.2
LB (o %2 —
am (%) n=3
< 95.0~105.0% > 1053913 98.87~99.78 | 96.90~97.84 | 98.63~99.42 | 99.13~99.63
(Z51i) 1053913 130.0~140.5 81.5~93.0 78.5~98.0 89.0~103.0
fEE (N)  n=10

%1 : MDL102,038 : 0.5%LL . MDL46,016 : 0.2%LA T, ZERCLASNOfE x OFEFWE - 0.2%LL T, &
FFE - 0.8% LT

X2 RFRICHT D EHE (%)

BRI : 2000/5/26~2000/10/19

7N

O7 =X V7 = VU 60mgSANIK ) MEMRIEDZEN 25°C - 60%RH [, BAjk]
BRTE B =R PRA7HAM
<> &H5 BH AAIRE 1% A 2 5 H 35 A
PR n=1 PR AV LAYl /AN NS B AV AV il AN N5 Be: VAV il AV il A S R VAV fll ARV ll A
<HFTWVWIEWNWTEWEED 7 ¢ | KK1999051 | (D7 ¢ )L A BDT IV 0D 7 4 IV A [P
Jb b — NEE> a— M o— ME a— M a— M
MRS (HPLC) n=1 N B B N
“1> KK1999051 WA Sk
B (%) n=6
<154y, T0%LLE> KK1999051 | 92.6~98.4 87.6~97.3 85.7~101.0 89.8~102.3
&R (%) % n=3
< 95.0~105.0% > KK1999051 | 101.00~102.05 | 101.59~102.65| 99.30~99.99 |100.62~101.77
(&5 f) KK1999051 | 150.9~191.1 | 119.7~153.0 | 121.5~159.6 | 128.4~148.2
HE (N) n=10 : :

1 : MDL102,038 : 0.5%LLF, MDL46,016 : 0.2%LL . LSOl 2 OIEZFWE : 0.2%LL T, #4

Fixe -

0.8%LL T

K2 FORBITHT2EAER (%), —  RIE

OT7 =XV 7 =V UIEREESE 60mgSANIK)  MEEMRREDOZENE  25°C - T5%RH [, BH K]
HBRIE B 2k FRAT 1R
< Bk > HE aLGLE 1% A 2% A 37 A
PR n=1 R A AR B R AY A A AN R A A A B R AY AR
<HTWEWEWED 7 ¢+ | KK1999051 | D7 4L | DT 4L | DT 4 Vs | BDT 4 LA
Jb b a— N EE> a— kg a— hEE a— kg a— kg
#iEHE (HPLC) n=1 N B B R
(HPLC) < 3%1> KK1999051 A A
mHE (%) n=6
<15 4. TO%LLE> KK1999051 | 92.6~98.4 92.7~97.1 92.5~97.4 97.0~101.0
ABE (o 2 —
&8 (%) n=3
< 95.0~105.0% > KK1999051 | 101.00~102.05 | 101.31~102.28 | 100.43~101.75 | 100.99~101.75
(ZEfm) KK1999051 | 150.9~191.1 98.1~129.9 | 101.7~120.9 | 102.9~118.5
fHE (N)  n=10

%1 : MDL102,038 : 0.5%LL . MDL46,016 : 0.2%LL | ZEGRLIShOfE 2 DFEFE : 0.2%LL T, #4

BWE : 0.8%LL T

K2 FREISHTDEAR (%), —:

ENES




O7 2x V7 = F VU EEESE 60mgSANIK)  fEA4E  30°C - 75%RH [, BH ]

AERIE H =R PRAFHAM
<k > T ALGLE 1% A 2% A 37 A
PR n=1 R YAV AN B R AVl AY AN B e AV sl AV /AN B R AVl AY il A
<HTWVEWVWEWNWEDO T ¢ | KK1999051 | D7 1 L A BDT 4 VL D7 4NA | DT 4N
IV T—T T EE> a— hEE a— hEE a— hEE a— hEE
WERER (HPLC) n=1 N N
(HPLC)  <31> KK1999051 A A
mHE (%) n=6
<154y, TO%LLE> KK1999051 | 92.6~98.4 77.6~99.7 82.0~90.7 93.7~98.1
=N 0, ¥2 —
a8 (%) n=3
< 95.0~105.0% > KK1999051 | 101.00~102.05 | 101.836~102.73 | 99.88~100.03 | 99.88~100.88
(B 1) KK1999051 | 150.9~191.1 98.1~128.7 | 106.5~126.0 | 110.4~127.8
fHE (N)  n=10 : ) ) : : : : :

%1 : MDL102,038 : 0.5%LL . MDL46,016 : 0.2%LA T, ZEGCLASN Ol « DFERIE - 0.2%LL T, #838
B : 0.8%LL T
X2 RREICKTHEAE (%), —  KE
7. RBRERVBERRORES
A L
8. AL DESEIL (MEILFEWEIL)
P RAN
9. BHitk
(1) HHH
7= X Y 7 =V U SE 30mg [SANIK) N7 = %V 7 = F ¥ U BE 60mg [SANIK ] 13,

@i

HARSEDHERLERICED DN T 2% Y 7 = F UV UHBEREOWRHFKICES L TV D Z &R
ER I TWND,
(FBRIKIZK 900mL Z vy, /S RAEIZ X Y, 50rpm TRERZTTH)
VB
TR HiE R[] W
T XV T TR 30 4 0% -
(30mg, 60mg)

(2) ¥ HAR
BAKR (7 =%y 7 =) VU HipeE] WHRBRIZHES T 5,

10. B3 - A¥

(1) ERARELER - AF. NENERLEEH - QEICEHT 5188
% LR

(2) A%
(7xxV 7+ 2 UiERIESR 30mg ISANIK])
100 &£ [10 #E X 10 ; PTP]
(7xXxY 7+ P UiERRIESR 60mg ISANIKI)
100 §& [10 $&x10 ; PTP]
140 &£ [14 $£ X 10 ; PTP]
500 #& [10 #E X 50 ; PTP]

(3) PRBEE
% L0



(4) BEOHE

PTP: Rk =Y F o Ta—rShRN V=1 /-OT 4 VA T =T LHE
1. BRRHIhERME

KB L

12. ZDth
RE YGRS TE e L



V. ARICEYSEE

1. FEEXRIEEHR
O7 L X—Eik
OF F/737
OMEHRE (BB - KR, BT IEIE. 7 PE—MRER) 1TfE> % 95

2. MEEREHRICEET 5FE
RE STV

3. HiERUVHAE
(1)%%&0%%@%%
HE, AT 17I#/7I+//ﬁ&ﬁ&bf1@6m@%1Hzﬁﬁmﬁﬁﬁé
THH %thMﬂ$%®m 72XV 7S UUERE LS L TC1E30mg & 1 H 2E, 12
AW ROYN') i?:%/7:+//ﬁ%ﬁkbflﬁ6%g%lHQ@%D&%T%
mE. ERIZ iDL HIERT %,
(2) RZERUVHAEORERE - B
MR L

4. AERUARICEET 5EE
FEEIN TR

5. ERERALAE

(1) BRT—2/8v4H5r—3
MR L

(2) EREKZEEFER

1) HEEERE""
@%ﬁk%%%ﬁ8%%ﬂ%’ 72X Y T = F VU 20mg LR G AR L, Rett A

BLARNLIAREEE L, 240mg FCTHEIE G L7ZFR, WThoRGEEICB W T BMMREIEREITA S
mt#oto%fﬁﬁ_kwf\7;%/71+//ﬁmEQMmg&5®1MT\&5%25_%
JET i AST (GOT). ALT (GPT) KOVLAP @ RN H SN, #5144 2 H £ TRIFNIC
ELTIE, ARdS, PP, (R  OEYE 12 LB BRI L A bR o Tz,
UEOFERL Y 7 2%V 7 =) 2 R 20mg~240mg F TOHAIFK 528 2 AT BT
HoT,

2) REHSHR *
AR AR A AR E L, 72X Y 7 =7V U 1 7] 60mg, 120mg KON F TR %A 1
A2 7 BMRKE#RSY LifER, BALEAEFLEIVThLREC @Bk TchoTz,
FHBEOREHATH » & bBHEO®E N> TERITER LIRA Th o7z, MKMAETIE, 7=F%F Y7 =
+ U R 60mg K& O 120mg #H- D4 1 T AST (GOT) K ONALT (GPT) @ bE&H. 7&K
5 TlE 14T ALT (GPT) EFRNH LA, WW%&%E%%R

M, PRb$. e, RIEM OMERE 12 FHELEXICR T RIZA N2 T, 7=2FY 7 =)
VU 1 S ANAT b= T e RS H }: }ifﬁ KR ERTH OZ 2 8 By s CHlE
L7=DEX QTel HYEWE N1 HERKEDEIZOWT, WO a8 IR, IR EHR

BRREIA NI T,

U EOfERXY 72XV 7 2 VR 1 [0 60mg & OV 120mg @ 1 H 2 [0 7 HFKE &5 O 2.

BHETRIFTH- T,
E) RACBT A ARFNOARAEL 1R 60mg, 1 H 2EITHD,
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(3) AERGERFEAR
MU ERR L
(4) BEEMEER
1) ENEREERR
1. BEALEITHAERIGHER
<BHEEHLT>
OB HEZRRIB IR T 5 7 7 AR R H G R & (o) 2
T AU B ROHFZIZBNT, BUEERFZERE (12~65 ) I L7 =% Y 7 = F VIR 1 [
20, 60, 120, 240mg 1 A 2 [l 4 @KL L72#E R, 77 B RICH LABERIER X 27 ORI 235780
Hiv, TR EFBEOZEMENRD 5Tz, 60mg OIERA 27 O/ % 20mg % EFIY . 120,
240mg & RIFEE CThH o7, 1M 60mg 1 H 2 & EX/HEHELEZEZ ST,

796k 20mg  60mg  120mg  240mg
G() 1 1 1 1 1 1
-0.2
75\
W o4
FA
A0 T LSE
a *k IR s
o 1 p<0.01 7° 51" & DL
%
{10 1
B
-1.2 ELd
-1.4
BRERED A BB OFE N DHA 2T (MPS) OELE
BRERED A B OFE N DHA 2T (MPS) OE{LE
. " o 514 FE p fE
HE! N % = ¥ A 1. o N
B EREC ) BEE ey | PR [Tiamee | wooes
75 ¥R 90 1.92+0.09 | 1.43+0.08 | -0.47+0.07 —
20mg 91 1.85+0.10 | 1.000.07 | -0.88+0.07 0.0001
60mg 86 1.98+0.10 | 0.86+0.08 | -1.07+0.07 0.0001 0.0001
120mg 89 2.04+0.09 | 0.88+0.07 | -1.07+0.07 0.0001
240mg 83 1.81+0.08 | 0.69+0.07 | -1.18+0.07 0.0001
L)+ SE
SN IB AT (MPS) DEA{kE (Protocol Correct)
7T R 20mg 60mg 120mg 240mg SRR
SEAI%K 59 57 62 64 67 0.0001
% -0.54+0.08 | -1.04+0.08 | -1.11+0.08 | -1.10+0.08 | -1.20+0.07 '
L)+ SE

7 2%V 7 2 F D 60me B SREORIERIEH T 21.3% (19/89 ) TH Y . EARIERIX
B 10.1% (9/89 ) ThH o722 ),
1) AR 2 AH OKGB NI 1 [ 60mg, 1 H 2[ITH %,
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@ENY

FRADEMESIHRIZ BE 214 fla R L L, 7 =X Y 7 =) 2 4R 1 [0 10mg, 60mg X/ 120mg
D3IMEOWTNANE 1A 21 FHEELCSYEE) 1HBES L, BFAGKICL D000 M OFZ
OIRBED A 2 7 YGEE 2 FEFHMIEE & LT, Zhuak It B S TR bR 2 e L7, &
DOFER, 60mg #EM N 120mg #ETiE, 10mg BEIZH LARICAREA 27 L OVEREEE O LN 45
iz, —7J7 60mg fE & 120mg FEOMIIIAFAHEHE & b AERZEITZA LT IRIEFEEROSEN
maNTz,

MO FEFANER Th HIEL 21T 10, 60, 120mg HOWTHOHAERRICBWTHAEER
IO ST,

UboZ binb, 72XV 7= VU EBEOWESEHEITZ 1 60mg 1 H 2B TH D &Yl i,

0 -
_] -
PN
5 FH+SE
i, |
A
|
7 3T
)
£ 4t
it SRAERANEHRTELR
%
-5 F
-6 1 1 1 1
10mg ¥ 60mgE¥ 120mg B
RER
FHEFNGF A 27 2 &E
FHEFNGF A 27 2 &
M & B 10mg #* 60mg ¥ 120mg #f
iE Bl % 74 68 72
Feh-pifE. (1) +=SE) 5.68+0.25 6.40+0.21 6.19+0.26
Bt A a7 AR
- + - + - +
() + SE) 2.12+0.34 3.563%£0.33 3.561%£0.36
10mg vs 60mg+120mg : p=0.0005
K EEDRE 10mg vs 60mg : p=0.0042
10mg vs 120mg : p=0.0040

T xX VT =SV 60mg B 5 REORIERFEELIEIT 25.3% (19/75 #)) THY ., EBIEMIT
IR 10.7% (8/75 ) K OMBEUE 4.0% (3/75 %) Toh o749,
) RAICBT AARFNOABHEIL 1 E 60mg, 1 H2ETHD,

12



<FHHT7LLX—HRE>

OFZN%
T AU I WTEHIMET L — M ak
ﬁ%@iﬁﬁﬁm@ﬁ%%imbto
KEFEHMET LLX—MaK (SAR) B#F (12~65 %) 570 Blic L, 77 RHDWIET7 =F Y
7I+y/wMﬁ1tum mOXi2Mmg152EH4H%&5LEﬁ%\T“T®&5ﬁf77

WCHLAFHER AR a7 ICAFERYGELZ RO (P=0.003),

uL_iD1E6Mg1Hzﬂ&ﬁﬁiﬁﬁgf&ék%z%nto

W2k LT, BKEREET LV — BRI T 2 S sk —

7" 7R 60mg  120mg 240mg
0.0
-0.5 A
7
z 10 1 19+ SE
7 15 *p<001 TS5 EREDER
%
“: -2.0 1 *eok
=
25 4
sk
3.0 - *%k
7PM Reflective TSS*OHAERIA 27 D&
7PM Reflective TSS*OHAERIA 27 D&
. " e e 5 4R IAFHTHT p M
‘J:E [ %3\‘/ ~ /j‘R = =7 P X
TR EEEC | BERE ) ommy | AR Timmme | suoen
7SR 141 8.88+0.14 | 7.35+0.19 | -1.56=0.20 —
60mg 141 8.81+0.14 | 6.25+0.21 | -2.64+0.20 0.0036 0.0001
120mg 144 8.960.15 | 6.54+0.22 | -2.41+0.20 0.0026
240mg 144 8.82+0.15 | 6.31+0.22 | -2.58=0.20 0.0003
Pt T FRIRERRAT 12 FERE o Total Symptom Score )+ SE
T xX VT =V UERE 60mg # 5 REORIERABIIRIT 14.2% (20/141 ) TH Y | ELREIERIX
SHIE 2.8% (4/141 %), D F VRO AMERED 3% 2.1% (3/141 %)) TH-o729 7,

E) RANICBT AARFOABHAEL 1 E 60mg, 1 H2ETHD,
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@ [EHN*2

N DZEHIET L —MEm R OBE 307 flaxtRE LT, 72XV 72V U BRI 117 60mg,
120mg X7 7 EROWF o E 1 H 2\ 2 #@E#EE L, B HEIC X 2 8MEREOIRERZ ED
2 a7 & FEFHEEE & U C, ZhugxdE HE R TRERT SRR A J i L7z, EoRER, <
LA E, &, REROEHATICEWT, 778 RHETIIA a7 BB D bivenoic
(+0.07) DIZx LT, 120mg #ET-0.31 (77 B AREE L OXILOWE : p=0.0561), 60mg & T-0.36
(77 BAREEE OXIHLORE : p=0.0244) L H#EE BRRED R 27 OB RRD Hiv,

BIER OFBUEIZIB W TIE 7 7 B AEE, 60mg #, 120mg BEOWT o &R EMICB W TH A ER
EXH N hoTe, T, BEERLOIIGED Lo T,

Db Z binn, 72XV 72 P UHEBEOHSEAEIT 1Bl 60mg 1 H 2 [\ TH 5 & fillrs vz,

0.5 —
3 0.’1 i
SE 0.3 4
02 4
-ﬁ- 0.1 4
i 0.0 4
A -0.1
> 02 4 n=105
= -0.3 4
f& "0 1
it 0 e
A= n=100 1 psyesp)
-0.7 - T T
A RN 60mgif 120mgt¥
K HERER 3 ERAF A a T B b &
K HERER 3R AR A a T B b &
7T v RRE 60mg #f 120mg Af
il 2 105 100 102
ke (F¥+=SE) 6.74+0.14 6.64+0.14 6.68+0.15
BeG1% (F¥ESE) 6.81+0.15 6.28+0.16 6.37+0.18
ZiegE (F¥ESE) 0.07+0.18 -0.36+0.18 -0.31+0.17
77 vAREE vs. 120mg #f p=0.0561
ST O E 7T R vs. 60mg A p=0.0244"
60mg Ff vs. 120mg £ p=0.7255
X HAEH BeHFTA a7 X EHERE p=0.0788"

% : p<0.05, T :p<0.10 (ZHIEHADIH)

7 =XV T =) VR 60me G HEORITEAFEIIRIT 9.9% (10/101 F) THY ., EREIEMIX
RGOV E MBI 234 8.0% (3/101 i) Tdho7=*2),
W) AR 2 ABNOAEHEIX 17 60mg, 1 H 2 TH D,
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2.

<HANZ&HE1T27 FE—tERER>Y

FRADT b E—MER G R BE 411 HlaedB L L= 7 T bR xR S B Fhi sk BR 2 520 L 7-, i
ANBEWIE E LTy 78R RE LHBEE L%k, 72X Y 7 27 VU HBEE 1B 60mg X3~
ZvR%Z1H 20 1 EMES L, EEFEEEE XBE BRI L D0 0A A 2T ORHE%OELE
L L7,

Z DFEF FRHTRIGE & 72 5 72 400 BT 350 T LB ZE I 1 B O D I X 27 OIELIHE & kF 5 i84R
i CEABIEIIR ORZD 3 M) OFHEOXEITT =% Y 7 =) U Ui 51 T13-0.75, 7
T2 REEGRETIX-0.50 ThoTo, MR O P NDH AT &L L3080, 2

BEMICEERZENRD B (P=0.0005), 7 =XV 7 VU OEENT ST,
50
—o— 7 ¥V 7tV R
48 é)\“ - O - 77K
16 b (CE¥ +£SE)
”
w44 B \_“
: 3
3 42 P
40
38 T Soxvrorvsmmian n=201 n=201
TSR n=199 n=199
a0 o % 40 1 e 2 01 1
W G-B11% DD I A 2T
NPIA 3T I
. 7 V7 D% e
B o5 B =X =T 75 e
praf 3]
EOf & 201 199
. L 4.68 4.79
X oE B4
RGP CEEGR F R 3 H ) [4.59. 4.78] [4.68, 4.89]
P R 22 A ] 3.94 4.29
(&8 O®MN S 6 HZEOKRME TD 6.5 HE) [3.80. 4.07] [4.16, 4.41]
-0.75 -0.50
ARfL B
Ak [-0.88. -0.62] [-0.62. -0.38]

CEEIfE, [95%(EHIX M TR, ER])
Flo, DOBA T OREHBREZAL DL L, B 1 HZELVDPOHEA T ORERIKTRRD L, %)
ROFBBUTESCHTH o7,
BERORBERICENT T =2F Y 7 =2 F P UEMBER G L 77 B R R G TIIAEREITR )
770 JEIRBICIE. IRE. MBET YA EY ER. FRIZZAERALNED, I RESEHEORKRREND
1% %2 CTHRELIERIZ, 72X Y 7 = F U UEBER SHICB O CGRO b o7z,
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50 —O— 7 ¥V 7=+ Y MR
<§”..<} _____ SO -7 KR
15 | QS - (FH£SE)
U . T
@
EN
240 |
poz |
T
35 F
e
201 201 201 201 199 198 197 197 197 196
- 199 199 199 199 199 198 198 198 198 197

SHA  2H®  1H® X8H 1H#% 2H# 3H#% 4H#HE S5H#E 6HE%

= n Bl FEEAYT 2 U7 o F U ORI, FEET S L RIFOFEL
BERER g um AR mngs (7544 . 41 Ramm
P 2 H

NDIHA 3T DRSHER

T xX Y T = VU 60mg # 5RO RIERRILIRIL 23.2% (48/207 ) TH Y . ELREIERIX
IR 3.9% (8/207 %) ROMIBEE Y Ly F5 1.4% (3/207 i) Tdh-7-8),

<INRIZE 1T B LLEREER >

O/NRICIIT BT L X—MR% L) 2
INBOFEHHET LLX —MaRBEENG L L7 7 vRx B e RN AR % e L7, &
ZEOIKEFHINET LAV — R RBE (6~115%) 935 Bkt L, 77 EARHLIWVE 7 =XV 7 x
F U KRR 18] 30mg % 1 A 2 [ 14 ARG L, &0k (K Lo, 8, & -0 - - Ho
FEAA. HOFES « IR « R, &) ZFHh L. SPHEZRGFHER A 27 R GRi0b 02 EE
FEEPMERAREE & L,
ZORER, AFHERA 27 OBRERINL OBLRIT T 7 REE-1.21 L7 =% Y 7 = F VU
W GRE-1.94 EHEBERENPEO LI (p=0.0001), 7 =XV 7 o F VU EBEOHMEN TR S
7o
BWERAORBBEE IS\ T 7 =X Y 7 o PV UEMER G E 7 7 B A CIIAERERETA LN
o7,

IR TxX YT F
(n=469) (n=463)
0
a
»-f 0.5
Ak
#*
A 1
ha |
T I
D 45 -1.21£0.100
fk
LY T
Kk .
~1.94+0.101 s
. “P=0.001

TR EDHER

ARHIER % =7 DL L
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Q/NRICBIT DBEMET LA —MERR KT b & — PR fF 2
INEOBEET LA X —RaREZ KR OT NE—MREREZEEZXIRIC, 7%V 7 =) U UERBE
e (T~113%0% 15 30mg 1 H 21[A], 12~155%i% 1@ 60mg 1 H 2[A]) HAHWIREIE L LT bF
T 7NV R A ey (1A 1g1 A 2[8) 285 Lz HEREERBRS Eii Sh iz, @
T LA —MERRORBRTIE, < LoARE, &t GAOGFAaToZb&sd, 7 he—M
KRR DR TIZNPAHA T OB L&A FTEFMMEE & U TRl L7z, TOREENG . sk}
TH7 2%V 7 =) URBESEOIELERREES Lzt 0 1Y

IR ENEERBRE (227 Bk P+ SE)

RRBE 58 JiEBil%k & 5-ail AR RN R QoW *
Tx¥/ T
N Ut 64 6.09+0.20 2.06+0.19 %wx§ﬁ§§@3-0227
g | PT7= 95% T IEAEIR A EIR : 0.172
7 VR R 63 6.10+0.19 -1.83+0.20 GELPERAE=0.9)
FAvmy 7
TJxX /T x
S B T 77 2.32+0.05 0.50+0.06 %@%ﬁﬁﬁ:&%o
Hz 1 % ThrFT = 95% A RME AR 1-FR : 0.185
7 VR R 85 2.38+0.05 -0.58+0.06 (FELPERRFE=0.37)
A DA
R ERIA QT R OERE E LR L LT 21T, EE SO 2 BEOEDSHEEEROZ D 95%
MUERERRA EIR AR L=,

INRIZB T DIEEET LV —MEBRBEICBWT, 7% Y 7 2 VU R GO BIVE R
L 5.3% (/7561 THY. FRREIWEMIZER 2.7% (2175 #1) ThHo7='1),
Fo. T hE—MRERBEICBNTO, 72XV 7 = F Y U ERRIEORIERRERIT 10.8% (9/83
#i) THY ., EREIVERIIER 3.6% (3/83 ) Th-o7=1 12),

2) REMHER"
EFERAB LI T =% Y 7 =)V R 240mgl H 18] 12 » AMB X 60mgl H 2 [0 6 » HH
Wbl W EROBE LIzt &, 78R ERROLZEER OERERRB D b GMNEANT—4),
W) BRACBIT A AR OABHREIL1E 60mg, 1 H 2ETH 5,

(5) #BFE - WBHFAR
OmpE*> (hF4)
65 kLl E OGRS EE 20 BT =% Y 7 = F 3V U HERE 80mg % HEHEEG U 7- o AT B AT
ThHoT,
E) RAZBTA2ERFOEBHEIZ 119 60mg, 1 H 2EITHS,
QB HERERE Y (T AU W)
JVTF=r27 077 A (Cer) 80mL/min LA T DA DEHREREE 29 flzxtRICT7 =%V 7
= TV UERRYE 80mg & Hi[AlE - L 72RO AL, BREEOHEEEICHPDLTRETH -T2,
W) BRACBIT A AR OABHREIL1FE 60mg, 1 H2ETH 5,
OfFHREREE > (T A U W)
Child-Pugh 73T A, B X' C1 O AN DIFHEREREE A AT dEE 17 fla kg, 7=%V 7
= VU 80mg & BRI G L7 REO B, HFEEOEIEEIZH )DL TR TH -T2,
) RANICBIT 2 A4 OAZRHEIL 1R 60mg, 1 H 2ETHD,
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(6) AEMER
1) EARERE (—REARKRAE. FECEARERE. SARGELRAET). RiER
—AE. RERTERBRAEARONS
MR L
2) RRFHELTEREFEONBRIIREL-RE - RROBE
L7
(7) 0t
1) BRAICE T 5ERERRR
Q7 =XV 7 =F T UVEBEFEICOWTRADRBIZERZ B 255 & Ulc g el (T k4
214 f) KON DOZFEHIMET LV X —PESREE ZxtGe & Uiz R (AT x4 307 f51)) 723
Ehi STz, FHRBORBRTIL, DA K OB OAFHERA 27 OBbEE . SRk ORRTIE,
< L% fE, &t IREROGFHERA 27 0B bR s FEFHMEER & L CRHiiL=Y *2),

]H

BT — 5~

<

ER TR (1) (ERA= 72k FH+SE)

. . » o e
op- 35} FEAF g5 A B
POE- 35 e H-RE JiE B e 51 A (A BT
N 10mg 74 5.68+0.25 | -2.12+0.34
G == Ik ‘Z/\ =(0).
e 60mg 68 640021 | 353+033 | P~ 00042
‘ 7SR 105 6.74-0.14 | 0.07+0.18
ZRH LV X — &R =0.
T VR R 100 6.64-014 | 036018 | P~ 0024

o EREBRICBWCEMESERZIE 1P 10mg, 60mg, 120mg © 1 H 2 [F# 5 FEHIMET L L ¥ —
PEERITT 7 EAR, 110 60mg, 120mg @ 1 H 2 [ 50> 3 FEHlE CTHMi S =23, b 5
B PEEIFRRIZ 1L 10mg & 60mg DIED H A FHIPET LAAF —MEERITT 78R & 60mg Db
BOIZEFZNEINR LT,

@7 =% Y 7 =S VUMBESIC L HRADT FE—REREG L LT T e R R E SR
BERBR L, AR AT OBLEE FEEEE & U CHEM LY,

ENEEERRAR (2) (A AT ZE V¥ +SE)

. " o BE
4 s ik
X G RE Be 57t JE B BeH-mii A& (45 BT
75 ER 199 479+0.05 | -0.50+0.06
I:Q._—/ EPEEI'% =0.
7 b e 60mg 201 1.6870.05 | 075007 | P~ 00005

Fo. BADWSE « R L OREE 5 FEIE &2 R T b —RERRRIRIC BN T, B ERIEZOD
WwH AT EEE LT, TNEI-1.89 (95%FHE XM : [-2.26, -1.52]) K 1-2.85 (95%[EHE X [H] :
[-3.50, -2.20]) OEE\ERH LN 1),

2) MNRIZE T 5ERERKRR
(T'V. 5. (4) BEERIRER ] DOESH)
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3) BIMERPRELAE ©

WA TR Z X RIS L= 7 7 A —EERILEGBRICKS T, 7=F% Y 7 = U U HEEE I

FSRRICH UERA T OFEERBONRENT,

BATERBRR (ERADFELE THLSD)
e ¥ 15 1 s K 2 5 B (;§§;ﬁ>

°Z R + - +
WS | T s [ restoin [ rorroor] P00
T kT IR 21x 3 T

o ERisA T ERER (12~15iaate) X7 7 REexME LT3~4 HEZHWT 1 H 2 H#&E
D AT > TWD D, NTHERICIZ T TR & 60mg DD I AR LT=,

4) FBAEBREICHT IEE

17.3.1 FHEBREICHTIRE

O FEERANCT =% Y 7 =27 R 120mg P, RO 22 I VKR O T TR E T E
B, 3A1 37 v A A —_"—TEAELNHEERE L, V—7" 1 AJJRBRICKIETTEEL R L
LE. ZTORBITE -MROME 2 X I VIRICHAFRINESL, TTRREFRETH T2,
E) RACBT2AFOEBRHEIZ 118 60mg, 1 H 2ETHD,

@ fEFERAIC T =% Y 7 = VU HEREE 120mg, B IR OPie AX I VEEK DT TR E T HE
M., 7 A4 —_"—TZNENHEEE L, R o oilEiRes: (PET) 2 W TE~D%
ITTHEEZBRFLIERER, 72XV 727 VXA RMEEOE 247 20 Hi ZBFEO 5T E A
EHoniehole, o, HWRIMKSHRREICB N T 78R EEN Lot T,

@ FTE I TUAX—BEIL, 72F Y 7 =SV UHEE 60mg, R OHe 2 Z I I 7L
n—w&@f?tﬁ%:égﬁ 4K 4] o A F—NR—=TENENHEEEG L, ¥ Iab—F—
LECToABHEERENICRITTREZRG Lz & & ERE NIRRT TRERE ot 2 4
IUVEICHARFRITNEL, TR EFRETH-Y GFEAT—4),

5) DOMERISHT EEE 19 . 20 =6)

17.3.2 DMBERARITTRE

O RADOEHHET VAT —MBRBEIC T =% Y 7 2 F P U 110 240mg P £ T1 H 2 [0 2
WG Lib &, 77 REHEE LT, QTe FBOAERZ(LIZR ONigh otz 2 20 (SLH
ANT—4),

@ HEERANCT =% Y 7 =V Wi 110 60mgl H 2016 % A, 1[0 400mg ™ 1 H 2[0] 138
W&w2mmg1a1ﬁmlﬁﬁ&§bf%\7?tﬁmwa\Qk%%®ﬁ§ﬁ%@maam
f£7§‘0f’21) 22), %6) (/571‘.)\7 &)

@ BEFRRAB FEHRIZLIZT) 2ua~v A, v OEMMHBERORBRRT (7% Y 7 =)V ik
#5 1M 120mgl H 2\ 7 HH, =V 2 <A 3> 18 300mgl H 4[F 7 HiE) 2B\ T, §HHIC
K0T 7 2%V 7 2 F DURERN 251 EH LA TH QTe 78 EOLEK Z & 27k
IR A DN e o 72*T, [10.2, 16.7.1 S ]

@ Cmax PG ERGRFO 10 (5L L& 2 D55 T TOMFHIBW T, LDER~DOEEIT R AF
FROWEMb 7% m%hﬁ#o%*mzs(%lkf—&)

® 72XV T2 UUEREICIZ n— b Lzt MO KT v RVICRET 5 AT
B HITUVRUNS),

) RANCBIT DAFOARHEIX1F 60mg, 1 H2[ETHD,
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VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
b AH IV Hy A RS

TR BED D LB ORIEE « ZIRFIL, RFOBMNLELZSZRT D &,

2. ¥B{ER

(1) YERBREGL - VEFARFF
TxF Y T 2 F VU, BRI 22 2 H ZREEFEM Z EEH S L, A TRIEMEY
A NI A IR A . AFBRERIEEIHIER R ORIV AT ¢ iR E A 2 R
*9)

1) X% S VN REGERERY

DOER4%2 = U ZBHICHT S8
TxX Y7 U UEBEIE. Ty FRIMEEREARIZBWTH-E U 7 I 0Ok A I VHIEFEER
~OfEA ELE Lz, Kiffitx, 176=36nmol/L. (CF¥fE+S.E., n=4~5) Th-o7=,

QENLEY MEHERERADOER S S VFERNMBISHT SR
EAE Y MEHEBEAORBNEYE (2230, TRFLal o, EH Y 7L RO DV
VL) WK DIHMER I T D T =X Y 7 =V R (0.1~1x mol/L) OIERIZ OV THRFT
L7,
T2X VT 2V UEEERIF0.1~1 u mol/L Tk 2% I L O FEROSHEREA A I TBEI L, L

MWL, TEFal o HANT T AKROMEA LS T ML 0EERE SN AIHNEIC R LTI E s &
E& R hotz, 72XV 72 F VLB ON e 22 I AERNITHEE D53 1E & A5 L 7= 1% T $ 120
%Fﬁﬁ?%%}’i:ﬂ l/f:o
(A) ® Control (B) @ Control (C) @ Control
O 7xF¥Y7xFI EREE O 7xFxY7xF U EME o v=XyuxbUUERE
0. 1 umol/L 0. 316 gmol/L, 1 gmol/L
120 120 - 120
100 100 100
5 80 80 80
i
= 60 60 60
=
K
49 40 40

20

20

6 5 4

20

-Log EAZ I VBE (molL)

By MEgHEGERDO & 22 I VGEICHT 57 =% Y 7 2 F U U ERE O R
CEHfE+S.E.. n=5)
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120 - 120 - 120 _ ® Control

T 0 Z7xx vy HEREHE
1 umol/Ls
100 100 100 |
80 80 80 L
2
2
B 60 60 60 |-
&
=
a
40 40 40
20 20 20
1 1 0 0oL
9 8 7 6 5 4 5 4 3 2 1 5 4 3 2 1
-Log TEFAITY CBE (mol/l) -Log Ab/SY 7 LBE molll)  -Log HE{bA/N Y Y ABEE (moll)

BTy MEHEIGEAO T F a2 ) > e Y UL BV T DRI D
Tx2x Y72 P VU Qe M) OBR (FAEES.E. n=5)

@FILEY MEHEEEADER S = VBERIRIZHT 268
FAE Y MEHEEERD & 2 X I VST 5 7 =% Y 7 = 2 VR (107~3X 106mol/L)
DIEFNZ OV TRHET L T2,
T xX Y 72U UL, 107~3X106mol/LL Tk A X I U ORESUS AR A AT VATERE L
Tro 72XV 72 FPUBEBIEO L 2 X I ISR S pAfifiE7.52+0.18 (FHfELS.E.. n=4)
ThHoT,

100
o Control
80 I O 10 B mol/L.
“' 3X10 ~2 mol/L
£ -A' 10 -61110UL
E 60 - - 3%10 6 mol/L
&2
=
.K
® 40 |
20 |
0
[ 1 1 1 1
10 -7 10 ¢ 10 -5 10 -4 103

EX#F IV (mol/l)

TxX V72U UBEBEOELE Y MEHREEAD E 2 X I NI 2 2058
(CF¥E£S.E.. n=4)
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OB R EBRERIEAOER 2 = VERINEILEISHT B/ER

R L E S — )L TR LT A X OB ERD b 7SN E IR~ 7 — T L&A L, L &
Au—7 =R 7Tl L, BEEREAZFER L, e 2% I (0.3~3ug) XFE7=z=L71
v (1~10pg) Z#EIRNES LICREOFEREOZEICHT 27 =% Y 7 27V g (0.03~
3mg/kg) DOIEFAIZOWTHE LT,

T xX YT 2 F VU EENK0.03mgkg At AKX I RGOSy K ONREENCERS T A LITLD,
b AL I UFHRERE O T IS S vz, 0.3 U8mglkg 1%, FH2RH% TH B A X I UIEREK
JGEMH Uiz, 7% Y 7 2 D UEBEIZ T = =L 7 U U K BRERIE QBN R LTI

XX 20o7=,
=70 - —e~— Control
—— XEIGH®
E _60" —rh— E%Oﬁ&
E —o— BE1205%
< 50 -
ﬁ
B -40
e
A
& 301
H
B -2 -
e
-10 4
0 S EAFI Jxz=bLT7
0.3 1.0 3.0 1.0 3.0 10.0
BE (pg. ia)

R R AL IBERAEA D & A X X UFFEMEILRLE T == L7 U R AE IR 2% %

70

60

50

40

30

20

10

T XV 7 2 F YV UWEREE (0.03mg/kg. iv.) OFEH CEHE, n=5)

~70r
5 601
E
£ -504
B
B -404
N
N
&
nal
£ -204
b

0

—e— Control

o BEI5H%
— H5600%
—o— & 51205

_10.. %
ERAZFI Tz 2

0.3

FRERR IR BIEARAR D & A X I VBB MENR L O 7 == b7 U U FE A A (269 %

1.0 3.0 1.0 3.0 10,0
BE (g, ia)

70

60

50

40

30

20

10

72XV 7 2 F VR (0.3mg/kg. iv.) OEH CE¥MHE, n=5)
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-10- —e— Control 70

—— BH1%
—~60- —a— 56051 | 60
% —o— B 512092
'-_E/ "50— B 50
T _4l R
g -0 40
S - L 30
i
- 20 L 20
B
= 10 - i
g LAY 7= 77U 0
0.3 1.0 3.0 LO 3.0 100
AR (pg. ia)

JRBE R 2 BETAE AR D & A2 I VBB MEINELR D7 = =17 U B3 M E NG 532
72XV 7 2 VU (3mg/kg, iv.) OERH CE¥E. n=5)

®OFEILEY FOERT X UERSEIMEICHT 2R

R L E X — VR FOELE Y RV, B AZ I U OFIRNE G XD BB D KGERTO
FRICHT DT 2% Y 7 2 F D UEBEOERIC W TR LT,

T XY 7 2 VU (0.1~6mg/kg) X, B OKG1IRRI%RO B A X I UERAGERI EA AW
fil L. Z®Dose-Ratiozfii (b A% I v O EGEBREZ 20545 5 ~FATBE) S 5 DI/ FKA| D
&) 130.34~0.76mg/kg ThH o7z, 7z, 7=F Y 7 = F VU HMH (0.05~1mg/kg) DOFARNE
HTHHEG100 L8057 DO b A X I UFERKGERDT R Z2$l L, % ®Dose-RatioaoffiiZ, 1%
30.03% 1*0.07Tmg/kg T -~ 7=,

2) FIHILAT 4 T—4—BEEMHEER
ORBEARBEMFEERRU7 FE—HEREABERMEOAMRNSOE RS = Vit UIC@EA
FRIHMIFEEER ) 5 DECP (3FEAEREEA A > ER) RULTCEREICx T 54EH
BRERE ANRIE MLAFHE R ER e OV b B — MR E 2 BB RS L A LBk 2 Hi e FIgE HUR TR L | Wi s
HE A I UEENDINEFNC L VIE Uiz, Fio, AR MAFREEKZ A-23187 CHIK L, iF
it £ 5 ECP X OLTCs% ELISAIEIC X 0 IE L 7=,
72XV T o UUERET, bit FgERUARNKIC K B EHE AR IR ISR D o v A 2 2 UilE
Bt A1 1 mol/LT24.8+4.9%, 10 u mol/LC74.2+4.9% (CE¥E+S.E.. n=6) Ml L7, FEEIC. T
t MgEFUARIRIC L 27 b B — PR R BE R M A mER2 6o v 22 I ilEifE% 1w mol/LT37.2
+5.9%. 10 mol/L.C84.65.6% (FHfE+S.E.. n=6) #ifil L7,
F 72, A-2318THIBKIC K 2 fEEE A KA MAFERER 2> H O ECPEEAE%0.1 1 mol/LC29.6£7.2%., 1 1 mol/L
T37.7+£7.4%. 102 mol/LC73.6+3.5% (CE¥E+S.E.. n=6-7) il L. LTCLEHES 1 1 mol/LC
47.3%£6.0%, 10 mol/LLC52.0+7.0% CE¥fEES.E., n=17) #ifil L7z,
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e Ry
701 —o— il 5%
601 T I 75
*
50 I T T :\S
40 50 ;E_f‘;
F

30

20 ,___.__——{ kb ok 25
Tt :

104 {,/

LAYIiERE (BERYIVEHIIHT 5%)

avho—i 107 0% 107 106 10°

72 F V7 = F Y i (mol/L)
it MgE PURRIBIC K 2R AR MAEEER NS O v XA ¥ I ilEREC kT 5
T xX VT 2 F T SRR OB
CE¥ME+ES.E.. n=6, *:p<0.05, *** : p<0.001, WilliamsiREIZ LD 2> b —/LEE L D)

60 100
= COexrsviEs
) —o— U
0
2 [ _
x -0
u
=40 { I I _
& S
2 ]
& 304 L50 i
o 8
¥
N v
;,\f k% [&
fa 10 {"/ T
A

0

ayio—r 107 10% 107 10° 10°

ZxFV 72+ Y HEEE (mol/L)

fik MgE FURRIC L 57 b & — PR REE R M A IR b O 2 I R %
T xX VT 2 F YRR OB
CE#fE+S.E.. n=56, *** : p<0.001 Williams BEIZ L% = b m—/LHE & O k)

24



QHEEENBRMAETEIILEY FOREFRANBEBRETIVICH T2 E XM S®E BALF) D4 I Hh)L
AT4I—2—EIZXNT HEH
ELEY MEIVAT LT I (OVA) CTHEENE/EL, SHM%ZICSY hoULE X — Vil F ¢, OVA
(Img/kg) DOFFIRNEGIZ XV BE SN HXGERILO EHZHE L7z, 72, BALFHOr A =2 R
zrEEELE, 7%y 7 = VU2, 54 U8.2mglkg & PURE G- OTOS AN O B 5
L7,
7xXY 72 F VU (8.2mglkg) X, PURFEFEXOEIGL LA 2 M 5 & FIRFIZ, BALFHIC
Wl 24 2 b o BEERD SET,

1. 200
p<0.025

P
~ 1.000
-
$
e
3 0.800
AY
H
=
£
n 0.600
\_
[m]
H
i 0. 400
i
B
£
k] 0. 200
H
1%

0. 000

= 2. 0mg/kg 5. 0mg/kg 8. 2mg/kg
AAER=N PEE PP ELT 2T

72X Y 7 2V UERER ORGSO v MR RGBT UIZ ST ABALFH O
oAby 5808

CEYEES.E. . n=12[XBHE N7 =X YV 7 = F 2 VIE#EES 2mg/kg #E]1.n=8[% D1l ], Student

DHREIC L DL 7 2% Y 7 =7V U RS 2mg/kght &L DHER, 7 =% V7 = 7V VIR
ODHEZER L T2t BN CAEZER L)
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3) IFEEER. REHY A FHA ORUHMBERSFICHT HERY

OFEMCITFRIRICK VFERSh D RMGE RN SO REEY M Fh A VR UHAESES T O
HRIZHFERBRDEE. RIS T H%EH

ZEEIMET VL X —MEE B D B U7 kIR R A AT Y = VBT T 7 A — XTI
PEAL L7= b MFBRER & & & ICKEER L, K5a% Byl it S o RIEMEY A R B A > K OSICAM-1 (7]
TPERIREE S 2 1-1) ZWE L7, F 7SR BRI EE 28 1510 X V% S D IR ER O i OY
b b A PRI~ D2 & IE LTz,

72XV 72 F VU (109~103mol/L) 1, TEME(LAFFRER & & b ITHRER U 7z Skl B R i
BT AIL-8K UVGM-CSF (JEkikk~ 2 07 7»—Y oo =—Hli%HK 1) OFEE, sICAM-1D % HL % i
U7z, F 72 SRl BRI RG2S 1S X 0 308 S 5 IR Bk e A K O PN RS HIIE ~ D 8235 & #ifl
L7,

p<0.05
l
p <005
400 |
R NS
%
& 300
s ®
5 ° .
L 200 4 ‘t
°.° t
= $ °
100 ° 4
I
o
0
0 10*mol/,. ~ 10®°mol/I.  10mol/L

¥V 7T oK
WEMAL e MEERER & e U= i T LoL o — Mk R I8 BB B SR L RORE IR R N S o

IL-8EREICKI T2 7 =%V 7 = 7V U EBRIE O 5
(AR F—% L hfili, n=6, #iiE L7-Mann-Whitney #i7&. NS : p>0.05)
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p <0.05

[
p <0.05
2 [ |
= 8 1 p <0.05
M I
ko o
S 6
P
B
5_‘) [
8 4 o
1 =
% °
2 1 0
' 8 :
: I
@
" L
0 10 °mol/LL 10 °mol/LL 10*mol/LL

7x¥V7 2T KRR

IEME L b SRR ER & JhEE8 U 7= ZEiME 7 UL —ME B % ER A e BB BRI | BRI s & D
OM-CSFlBfIcxT 2 7 =% V7 = F 2 U HEsE O3 5
(AsF—% & hiefii, n=6. #lilE L7-Mann-Whitney )

p <0.05
45 — [
p <0.05
—~ 40 H |
“g a5 p<0.05
Y B 1
X 304 °
&
A 25 *
T 204 e ®
= — e
S 157 s . o .
D S
5 o |
: o
0
0 10™*mol/L 10mol/LL 10mol/LL
Z¥V 7 FY ol

TEME L b N AFERER & k538 U= 26tk 7 LL X —ME B 8 B8 i Sl B SRS - B &
SICAM-1RBUCHT A7 =%V 7 = F P U ERRIE OG5
(@57 —# & HdfE, n=6, #fiE L7-Mann-Whitney i)
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!
p<0.05
|
20 - NS
p<0.05 I
iy
= 15 -
N + 3
g{m- NS s ® s
vy |
: + 3
Py P
0

SF—medium SF-medium
CM 10°mol/.  10°mol/L 10 *mol/L

+
1073 mol/L. 7%V 7V il PR S Iz 1. 3]
+

CM
ZREIME T UL — M B R I HE I SR IS B R ER R B (CM) Ik W iEs s
IFBRER DWE IR T 2D 7 =X Y 7 = F P U ERRE O R
(BT — % & Rl n=6., ffilE L7-Mann-Whitney #/E. SF-medium : fEIfjHE5 1, NS : p>0.05)

W
=
|
‘o
A
=]
Lo}
(57}

s | NS
& 40 - NS |
% p <0.05 1
% ]
% 30 + 0 a8 o
Jrivg °
2 NS B -2
[ ] [ ]
20 - | o ° # .
o -3

10 1:‘ H ¢
: +
0
SF—medium SF-medium
5 CM 10°mol/L.  10°mol/L. 10 mol/L
103 mol/L, 7=¥ V7o VUM 73V 7+ UERE
+
CM

ZREIE T LoV — PSR RS SR L SR I E R MR R B (CM) Ik 0 asnd
WEERD B N MAENEHI~DOEE I T 27 =% Y 7 =T U ERE O R
(&5 7 — % & hfE, n=6, il L72Mann-Whitney /. SF-medium : 1 j&5E5H1, NS : p>0.05)
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4) thOZRERBR VA A UF v RILIZHT HHMNME

i 2 DFEFEATIZ RIS T 57 2% Y 7 =2 F U U IEREO BRI 2 e Lz,

T RUF U v ar, as, BZAER, 5AAKH Y mi, me, ms, ma, msZ AR, 1 b =25-HTia, 5-HTaa
ZRIK, ZxF=UNKi, NKeZBEROLM D207 5F ¥ RVHTH 7 =% Y 7 = F 2 Ui
S OBREIT D TR AN o 72,

2x¥XV 713 PUBREOERZBTHRUA T U F v RILICHT SHMN

S o i i ICs50 (1 mol/L)
ERZ I H: 7 v MK 0.341£0.070
7 RLF U a1 7 v M >10
as >10
8 >10
DAY v m1 SN ~>10
ms >10
ms >10
ma >10
ms >10
tm h=o 5-HTia Z v M >10
5-HTsa ~>10
LA N T BT RV 7 v hfid >10
R NK; E/E Ml >10
NK» [ N2 >10

*1) B FARD Y UEEEET v A =— AN LA Z —DOINRMIIE A UEEE
*2) b MZEHNK-2 ZEKEZ~ 7 A3T3 RSB A L8 (HSKR-1 #1f)
(CF¥E=S.E.)
5) IRUIE7 LILX—REIZHT BER*Y
OOAET LV — k4 5 EH
T =XV 7 = F VU110 & ' 20mg/kgl X ELE v MOEME (T Y DRMEKIMLE) %
BN ST 2 2 LIV ERIND T T TORMEZLERE Lo o 7=,

QML T LV — k4 5 EH
72X VT 2V U1 O8mglkglt T v MICOVAZFARNES L, [FFRIC 7 Y- FHIOVALTE

FAEBIBE TICR 5T 522 L ICXDBREND ERELZIMHEI Lz, 202N 7%V 7 =
F U ISR L W R SN AT LV — SISk A IEIE SR ST,

T 2x YT 2 F D UEBERIRNE S O T v h iz & Arthus G54 5 55

s ik Eit N SEAFEZA R N A RS

(mg/kg)  R# (mL-hr) (%)

S K — iv. 8 2.27+0.04 —

T XV T VU 1 iv. 8 1.71+0.07* 24.7
3 iv. 8 1.64+0.04* 27.8

0.5%CMC — p.o. 8 2.21+0.06 —
PN 50 p.o. 8 1.52+0.06% 31.2

CF¥)E£S.E.)
** : p<0.01 Dunnett® % M HBAR EIZ K 2 R KB G#E & O g
##: p<0.01 StudentDt# E 2 L 50.5%CMCH 57 & D LLk
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(2) RMERMITLHHARR

1) ELEY MRRER7Z LILX—HEREZICHT SR
FAEy M OVA CRAEL. 3 BRE%ICREEICEBMGE L-, sBieso 1 BRE%IC2y RS E
Z —/VIFEE T C 5%0VA 1mL O SPERTEAIL &0 Bl Sh D SEERO LR 2E L, 7 =% Y 7
=7V I 20mg/kg ZHURER O 70 SRNCR ARG Lic, 7 =%V 7 =F VU EREOR S
(2 &0 B 5 RGO L3 S vz,

900

800

700

600

500

400

300

SR AUC04s DIEINE (cmH20 » min)

200

100

p < 0.0001 p < 0.001

=i £ AR OVA OVA

E 22N

CcMC cMC ¥V 71V R

T x¥ Y 7 2V UEBER O S OFLE v SHURSE R ST BRI 2R
CFHEES.E., n=17-20, 5 HE 20mg/kg, Student @ t-#E)

2) ELEY FOERISUERERERSI ST SR

TEIVKOX VTV UMBETOENALE Yy MEHENICE AZ I 1uglsite 5L, ZOEKZIC
1% T/ 27 V=R 1mL ZFARNICE G- LTz, 20 0% ICEM) & BUm e S, 1550 4 FIEE L |
LA I VENBEGICE VAL A AT RN O BEREZJE L, mfEZ ROz, 7%V
7 xF VUL, 0.4~3.2mg/kg b A I ARG 0 2 BERIENICR DG L,

TxX Y72 F VU (0.4~3.2mglkg) OROFGIX, TG 2 FEEZ OB X ¥ I UEER K ER
P& ABEIRTNCIE Uiz, £72. 7% Y 7 =7 VU (1.6mg/kg) ORZZINHIVE R ORI
HEIL, 5 2 IR RIH 2~ L. Z0%, MflERIZR 2 1ZHES L,
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175

150

125

100 —

&Rt (mm?)

50 _0_71:‘;771')'&7‘71?&&

25

0.4 0.8 i 3.2
A& (mg/kg. p.0.)

T2 X Y T 2V UEBEROKRSICLAELE Y MIBITA
b A X I VRS R SIS IEIE R o F BSOS R
CEY)fE+=S.E.. n=6)

3) Sy - BRHHRBZERETF 71 5% >— (PCA) RIGIZHT 24ER*Y

T v A8 EEFEFE PCAICKT 57 2%V 7 =2 F VU BEBEOIERZBSI LT, 7% Y 7 =2F T
HieHE 0.03~1mg/kg Z OVA 45 60 73 ENZERIRN&E G- LTz, 7 =F Y 7 = F U U HEREIT 0.03~
Img/kg OFARNEL- T, 7 > b~ 48 Ke[FIFE PCA St % F EKIFHIZIH L7z,

90

& Eo02% i

COd7=%v7oF+y /HERHE

-
[}

&
(=}

@
(=}

-
=

()
(=]

IRV AT N —iRHR (ug/site)

[
(=]

—
(=]

(=1

0 0.03 0.1 03 1
i (mg/kg. iv.)

T xX V7 =2 F U UEBETIRNE 50T~ b 48 FEREFEIFE
SZHEET 7 4 7% — (PCA) BUSTXT 2 %h%E
(F¥fE£S.E.. n=6, Chacko-Shorack DH[AEKRE (p<0.05) THEZEDHD)
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4) N7 ULX—RBICHT HER Y
7 =XV T =Y UM 20 KON 50mg/kg IZHREENEE~ U A O HA R JE I LY 7 VL EBAA T S
CEICEVBRENDIENOEEZMHEI L, THIRIZE > TH &I SNDEERDOIVET L)L —

BSR4 2 M ER 275 LTz,

T XY 7 2 U UEBER ORGSO~ AL S U VRS RIS xE T D 3R

FA & E e HE 24 R O B 0 JBJE GRS
(mg/kg) &K (103cm) (%)
0.5%CMC — p.o. 10 3.9+0.3 —
IZE S AZE S RN L3 20 p.o. 10 2.6+0.2" 33.3
50 p.o. 10 2.5+0.4" 35.9
L R=ym~ 10 p.o. 10 1.2+0.3% 69.2
S fE + S E.

*: p<0.05, **: p<0.01 Dunnett ®Z E KBTI L D 0.5%CMC %51 & DLl
#%: p<0.01 Student ® t BIEIZ L B 0.5%CMC 51 & DL

5) BeBIREEILEY FORBRFRABERRARGICHT SER*Y

E/VE v bz OVA TREBNEME L, 3RS~ F e — /Ui, OVA (1mg/kg) OFHIRIA
BHTEEINOIZERIO EAZHE LT, 72X Y 7 = U UEBRE 2~8.2mg/kg ZHUEE 5O

ﬁj\ﬁﬁ Lff‘x D &5‘ I_/fu.o
TRV T = F ORI
F-% F BARAEH Bl L 72,

mL - min)
i
(=] [=]
[=) o

[
o

70

60

50

40

30

20

FUHESREME (+—/{—7 O0— AUCo-20 INE,

p <0.025

. 2~8.2mg/kg O O &5 CREENEIET /LT v FOPURBERKERII L

]

= s By A

2. Omg/kg

5. 0mg/kg

8. 2mg/kg

ZrX¥VT71FT A ERE

T2 XV T 2 F D UHBER OB DT LT v MR SE N S w5 s R
CEHE+S.E.. n=12 MBS L7 =%V 7 = F 2 U e 8.2mg/kg FE], n=8 [Z D],
Student O t HEIC L DKIBEEL 7 =%V 7 =F VU R 8.2mg/kg BEL DHEE, 7 =%V 7
=PV UERIE O EEAER LT 5 — i E S BN T HEFEDREOBHE 1 ~O 505k % i

L 1 &AE ) DA E)
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(3) {ERZRIERFME - Fribs
AT ZIZBNTRADT & 7 FAEIERE xS & LTe 77 B RIEME R B 5T iR
ZEME L 722,
757 Y AERIERE 66 Bl LIEMIRBERBRENCTT ¥ 7 VI 2 3E L UERZF R L0 6,
T2V T 2V R EE 60mg H D WX T T bR A EEE G L, FEE I £ TORM & B
L7z, ZTOFER, 772 REHRE 100 3k L, 723V 7 2 VU ERIEREG 60 0L, 7=
XV 7 = U USRS O e N BB R S e (p=0.018),

@7IXVIIFT U UERMERSERD
SEFHERRATDOELRE

D 7%V 72+ o EBER

BT S N LINSERIZE Ob

-20 | (n=33)
1 [ R E
(n=33)
-25
-3.0 *
_35 | FHMEESD
£ *:p=0.05 {(vs S5 EHE
HIRI 1
-4.0
¢] 20 40 80 80 100 120 140 160 180 200 220 240 260 280 300 (%)
BE5HREME
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VI. EMBEICET HRE

1. IpREQHTE

(1) ARLEDGOPRE

B R L

(2) BREABRTHERBShOPRE

1) BERAICSIT 585

OHERE OB

< T =XV T 2 F Y UHERE S 70 20, 60, 120 K TN 240mg >* !

ERER N T 451 8 BiliT

\CHAARR O #E LTz & & o3ERpEhE 2 et Lz,
T xRV T 2 VAR O R EZ NI IIET I &AL, tmax X 1.9~2.2 B TH > 72, Cmax

KO AUCow i3 & IR G- RIS LIHEINREO bhviz, HREO tip ITIR5EICLD

HHIT 7.7~13.8 Rl TH o7z,

1200

1000

800

600

400

200

MAEH 7 =% Y 7 =F 2 A (ng/mL)

AARNBEERAR I 72XV 7 = F D ERE D 7B 522 g
HEREAORG L& 7 %Y 7= F VU RE
(B pbrE iz L0 Bk, FMELES.D.. n=8)

£ 5% FM (br)

AARNERERAE A7 2 72 F VU GBRIE D eV 2 EBEFRRRORS L&D
T2 X VT 2 U BRI N T A —H (A A RE I X D)

T =XV 7= F VU S 2 20, 60, 120 KON 240mg A 22

£Z Ik

e

S B HE T # 5 fiis

INTA—F 20mg 60mg 120mg 240mg
AUCo-» (ng-hr/mL) 545 (29.6) 1445 (35.8) 3412 (28.4) 5045 (29.8)
Cmax (ng/mL) 83 (30.8) 248 (45.0) 564 (39.1) 845 (37.0)
tmax (hr) 2.1 (35.3) 2.2 (38.5) 1.9 (387.0) 1.9 (44.5)
tyz (hr) 7.7 (22.3) 9.6 (59.5) 13.8 (64.9) 8.6 (24.6)
CL/F (L/hr) 36.7 (26.8) 44.4 (41.1) 35.0 (26.7) 48.7 (37.5)

FEIE (CV%). n=8

1) RRAIZIS T DA HF DK

7- 26)
—o

RHEIZ 1M 60mg, 1 H2ETHD,
BB, RBEIORLEA T BV E 7 2% Y 7 o2 F U U 60mg 1XYW FMINCFRZETH -



OIERE NG

<Tx2X VT = FVUERBE S 7L 60 O 120mg > *

AHARMNERRAS 27 =Y 7 =7 VU EEE 7 720 18] 60 L O 120mg %, Z2EHREC B AR O
G EON H 207 HEEROES Lz L X ORI G% & S RER 5% O S ENRE & it

L7,

FZ7 7 Loor (BREERTE) OHRNL, T T =% Y 7 = VU REIREGK 2 B ETICERIR
RRICIE LT, BRI GR; & R GR O BHREAH) N T A —Z Ok b3, RKER D REIZ

R DEHBEMIIA S8 o T,

700

600

500

400

300

200

100

MY 7 =% Y 7 =+ 0 BB (ng/mL)

0

|||||||||||||||

-4 60mg HERS (0=7)
—— 60mg RIE®KE (n=7)
- # -120mg HE#H S (n=8)
—0—120mg & 5 (n=8)

R T el Wl s -

1H2H3A4A5H 0 1 2 3

05
(20}

BIE Y b R 4 S R (o)

AARNERBAB AT 2% Y 7 = F D U ERRE T 7 2L & 22 E R B [a] K O

KEROARG LEEEOMBEFR 7 =Y 72 F D U RE

CF#fE+S.D.)

AARANEEBAB I 7 =XV 7 =T DU EgE D 7L 2 228 A O
KERABELFELXDOT7 2% 7 = F D HMMBEIRE T/ NT A — &

1 [\ & 5 =
I E) TR 60mg 120mg
RTA—H HA[A] % 5- A otk 5- R 5 A otk 5-
n="17 n="7 n=§8 n=§

AUCo-» (ng-hr/mL) 2050 (15.7) 1900 (41.6) * 3302 (38.7) 3616 (17.8) *
Cmax (ng/mL) 314 (18.7) 315 (39.4) 444 (52.0) 532 (27.7)
tmax (hr) 2.4 (29.3) 3.0 (48.1) 2.6 (26.5) 2.4 (25.6)
tiz2 (hr) 9.1 (32.0) 8.5 (27.0) 12.7 (35.4) 10.6 (60.0)
CL/F (L/hr) 27.8 (14.7) 34.3 (41.1) 41.2 (58.2) 31.8 (17.2)

E) AR A2AROABEHAEL 110 60mg, 1 H 2[ETH2D,
BB, ARIORLEA BNV E T 2% Y 7 o2 U URERESE 60mg IZAEMFEMIICHEE TH -

7- 26)
—o
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2) IMNRIZET S8

OpER A &5
T~15 %/ NE< 7 =%V 7 = F ¥ UEREESE 30mg, 60mg > *1?
INROBEMET LR —MEBEBRBEIC T =% Y 7 = VU EEEESE 30mg (7~11 7% : 50 #fil) KO
60mg (12~157% : 19%1) # 1 A 21 28 AMMER ARG Lz &, RRGRO7 =%V 7
=D AUCoEZENZE 4 851lng - hr/mL &% ' 1215ng-hr/mL, Cmax /% 150ng/mL K& O}
185ng/mL TH -~ 7=,

300

250 F

200

150

100

50

Mg 72572+ V781 (ng/mL)

— A A 7-115%) 30mg B AR 5-Hefe 1] (n=50)

HA A (12-157%) 60mg FEAEI 3% 5-7:42 @ (n=19)

—O— (&%) HLEA (7-12/8) 30mgH [0 1#%5- (n=14)

—

P40 ()
INRT UAX—MEREBEEIC T 2%y 72 F D UEMIEEZR G L&D

T2X Y 7= F Y omEEE
(AARN: vIalb—ygr, SMEA  EHESE)

20

24

INER T U —ERREEIC 72X Y 7o U UEBERE R E L2 XD

TxX VT 2 VYN RE ) N T A — X

(E) &/ T A =2 ORIk
a : NONMEM (T £ %~ A AHEE

(3) #=H

B R L

2 v oN— N A MENT

36

. A fhn " AUCo- Cmax tie CL/F
R o | BTE | PR D) | emb) | () (Lihr)
B R o [T 30mg 50 851325 150+77 | 15.8+10.8 | 40.1+14.6
e 12-15 | 60mg 19 1215+269 185+77 | 12.3+ 9.2 | 51.6+10.9

%
5¢E}6f§g%§w 7-12 30mg 14 10914400 184+88 8.8+ 3.0 | 29.1+10.5
2 A W95

(F¥£8.D.)



(4) BE - ffREOTE

<BEORE>

BEORE<HEAT—H., 72XV 7+ ERIERE 120mg> 'Y
RN B F 22 BlIZ 7 0 A A —"—JET, ZERELROEER (@ENE 5 55g) K7 =%V 7
=V UHERRIESE 120mg A HERRO#E L7z & & EEEHICHASEHZ G RO AUCo& Y Cmax
ILENEI 15% K TN 14% D LTz,
AANCEBWTS, 7B AF—"—EC XD TIERWA, 7 =% Y 7 =V UERBE N
B#HEHEE Lz L&D AUCH-& O* Cmax 225, AMEA & FERO B FORENRHELE ST,

oy

W

o
T

—

[~

(=]
T

th
(=]

M 7 =% V7 = F o fEE (ng/mL)
(]
(=]
]

(=}

-o- ZERERF
- R
. e o
0 1 2 6 8 12 18 24

& #%F5 (hr)

SENEFERATFICT7 =% Y 7 = F VU ERESE 120mg % Z2E R L VM4
HMERAOBGE L EXomEFT 7% 72 F D EE (EYE+£S.D., n=22)

SEAFERER A B FIC 7 =% Y 7 =V R EE 120mg & ZEEH K VR
HERAOBEGLZ XD 7 2% Y 7 =27 VBRI NT A —&

IR Eh eI 5051k e (%)

NG RA—H ‘% (A ZefErE (B) A/B 95%15 #H X [
AUCo» (ng-hr/mL) 1642 (27.6) 2014 (38.1) 84.9 [ 75.3~ 95.7]
Cmax (ng/mL) 236 (31.0) 289 (47.9) 85.9 [ 72.7~101.5]
tmax (hr) 2.6 (53.5) 2.5 (48.0) 102.3 [ 86.2~121.4]
tiz (hr) 16.3 (29.4) 12.8 (32.4) 128.2 [112.7~145.8]
CL/F (L/hr) 72.4 (23.3) 64.5 (41.8) 117.8 [104.5~132.8]

E) RANCBT DAKOAGEHZEIL 1F 60mg, 1 H 2EITHD,
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<PtREOFE>

EYEEER
TR F & %102 L= 3 AR ORFHZ O W T F IR Lz, BEHIC L v g7 =%
T2 U UREN 2 FIC ER LEGEEIZBWLTE QTe 2 EOLEREE OEZEMEICHEIEA DI
727357, Cmax DGR B GO 10 5L E L 2 DT TORFS biThha, R LE
MA~DEEIT e | AEFZOEMERD AT, EYWHAERICL2MEFT 7 =Xy 7 =2F D0
BED EFICENT 2 LEE~DOREBIT /N EEZ LN,

@ IU z[j.?/])c/r/zﬂ\ *7), %x14)
TERERRA B T 18 BIlC 7 = %Y 7 = F ¥ VIR S 81 120mg 1 A 2@ U 2p~A 2
1[81300mg 1 H 4 [0 7 HEPHH L CREROELG Lz L&, MiEh 7 =% 7250 Cmax 1
TRV T = F D R R G OR) 2 (51 ER LTm, —H ER T ) R m oA O U PEREE I,
PFRC K B B3 otz

1400

% 1200 + O~ Hig ¥
[-]
- -o-{tAm
# 1000 |
2
o 800
%
N
™
& 400 F
H
E_ 200
8%
2 o B
0 SH6B 0 2 4 6 8 10 12 24 36 48
EOBEM
Y BIROREBEREERM (ho)

EFEMRANB FICT7 =%V 7 = F U U ERENIESE 120mg 1 A 2[E[E =Y 2~ A 22 300mg
1H4E7 HEPEH L CRIEROFKE LIZEEDT7 =% Y 7 =)V v g E#S

WIMC BT 2 FEEORR (n=19) TH, FREOCMBEF 7 =XV 72 F VUV RED ERMBR LR
oo ZOMIEFT 2% 7 = F VU WRE EROMTIZBWRBRN L, PHEEAOMEICLS 7 =%
V7 x2F DI VT T AOK TR ORIEROHEINZERT 0 L fE Sz, [10.2,
17.3.2 ]
T =X T 2O UEBIETIESEL 7 =% Y T =V UHEEEEE 60mg 1ZAEMFAICFSETH
o729,
@ 4 hmF = * 1
fERER AN+ 23 BIIC 7 =20 Y 7 = F O VI 720 1 [8] 120mg 1 H 2 [|® &5 hady —u
§E400mg 1 H 117 HFPHH L CRAERRNEG Lic b & MEh 7 =% Y 7= F DU REig 7 =%
VT =Y R R GO 2 5l R LAY, R R o — VRIS, BRI X D
I ol NEANT—4), T 7 =%V 7 2 F P BRE FROBFIIT) A~ A vk
[l & HEE STz,
) BRAICEBIT 2 ARKOARHEIL 1 [Fl60mg, 1 H 2[FTH D,
RBAREIORLED T BNV E T 2% Y 7 =0 U UHEEESE 60mg I3 AR TH - 1=,
@ ART T =L *1e)
fEFER N BT 23 BINC 7 =% Y 7 = F O VIR 781 120mg ™ O 11 BRRTE 1 RFRIATIC
AAT TS = NAT N EZNTH 40mg KTV 20mg ZHEIRG LIc L& 72XV 7= F VU
FEtE OB REICE B I e o T GMEAT—4),

38



@ KEALT VI =0 b s Kb~ 7 3 o0 AER R <10
TR NS 1 22 Bl 7 = %V 7 = ¥ R 1 7 2L 120mg P O 5 15 SRS KER L 7 L
= b Kb~ T XU AERRFEEBRG L&, 72XV 72 F VD AUCes0 KO
Cmax [I7 =%V 7 = ;¥ VIR I 5RF 0K 40%) LT GMNEAT—4#), ZHU3kiEzik
TNAI =T LKL~ TR T LN T =XV 7 2 F V0 —FICRET D 2 LI X 0 R EN
BWoOTrZlickaboEIN,
) RACBIT DAFOARHEIX 1 F 60mg, 1 H2[ETHD,
RBARBEIORLED T BNV E T 2% Y 7 =0 U VR SE 60mg XA A FISE TH - 1=,
(TVIl. 7. FHEAEH] OHEZH)

2. EYEERB/NFTA—4
(1) BBHAE
R L
(2) BAGEETEH
MR L
(3) HREEEH
MR L
(4) JUF IR0 =
FRA : 44.4L/hr (HiEE5)
MR 7T~11 5%, 30mg #45) : 40.1L/hr (1 #H5)
IR (12~1575%, 60mg #¢5) : 51.6L/hr (RKAE#KS)
(5) 2MER
MR L
(6) Tt
MR L

3. BEE (RE2L—>3y) @i
(1) A=
Mgk L
(2) 185 X — S EHER
R L

4. WIR
BEHERA B T 22 BIIC 7 0 A — ST, RO (RISITR) (27 =% ¥ 7 =5 32 4
HEE 120mg P A BERR O G L2 & X 2RI B %R 5O AUCo-o & O Crnax (2 F 4L 15%
B 14% L7=* 1% GHEAT —4),

) RSB B AK OARAEIL 1A 60mg, 1 H 2 TH D,

<BE>
WA ERL* T
UC-7 =X Y 7 = VRIS 150 n g Z 1T v MMLESMAL O —TNICESG L, #5814
U 3 HFEI COFN—TNIRGFBIREN SWINREZ R L, 7 =% Y 7 = VU IRRRIE ORI
ET RS TR bR R L, ZEBR OB CHRRETSH Y | HROKRY (G5 CIE
R LT,
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40 &
—t—+ 151
130 | —0— 2585
—o— Bl
s —h— 58S
B 20
B
=
10
0
0 1 2 3
BER (hr)

UCT =X T = F UV A RET v LRI OA— T RIS LTz & & OWINE
(F#fE+S.D.. n=3)

5. 9%

(1) mi&-fxBaFTmiE
Pl v/
<5/;%%‘> *18)

UC-7 =% Y 7 = F VU AT » MIZ 1.0mglkg BN G Lz & & BE5% 15 5 TR E W
A e & 1O RETR I A o L7208 i e & ARV VIS RE R S (if 5% vP O BEIR S 0D 1/24) TH D |
ZEAEWABIT L2V ERE T,

(2) miE-RAEEEIFEBYE

Pl v/

<BE>
UC-7 =% V7 = F VUM A IR 18 AHO T ¥ MC 6.0mglkg RAKL Uiz b & Btk 10
W ORMRD -5 N K O T O i RE R B2 | X R A IR O 1/2 TH Y . LI RREAICE
D UTe, MR OB RERE T 5% 4 B CREMEZ R L7eh, BHERMEOR 1/6 LK<, 24 K
M ClImmiRE (4 K o 13 12Hd Lz,

UC-7 =% V7 =2 U UBEBIE AR T v MZ 6.0mg/kg FRO#H L= & & ORI T RER

FEAS 1 5[ 4 WFRE 24 IRffH]
i3 16.5+0.6 8.4+1.3 0.5+0.2
AR ER 11.0+0.7 4.4+0.4 ND
T ik 142.2+40.3 75.6+17.7 3.6+0.8
S i 1175.4+442.1 613.5+98.9 12.5+3.1
HrEL 8.0+1.5 6.0+1.6 ND
T 7.83+1.5 5.2+0.9 0.6+0.6
e 9.8+2.6 8.5+1.8 2.1£0.7
G 0.8+0.1 1.4+0.3 0.5+0.4
JiE V2P ik 1.8+0.2 2.9+1.0 1.2+0.4
Ji V2 if i ND ND ND
ESVIN ND ND ND

FEEES.D. (ngeq/mL XiZg)., n=3, ND : E& FRLLF

FEDOT7 ox Y 72V UEBIERES 7 =% Y 7 o7 U U REICHE
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(3) Eit~DBITHE
EUERR L
<BHZ 1> Y
UC-7 =XV 7 = VU Z A O T v MZ 6.0mglkg R O#E Uiz & & FLitF i ged
FEITH G- 4 FEM ClcmiREIZEE L, Z OREIXMAERRE L IIEE Uo7, Uik, mEHReE
EFRL LT HERE Tl LTz,

100
—O—F#
= —o— 1 #f
2 10 |
s
£
& 1 :
01 i 1 I 1 i e
0 4 8 12 16 20 24
¥l (hr) .

UC-T7 =X Y 7 = UUEBE AT T v MOROESG LIz ED
REAME R O O e (CF¥fE£S.D., n=4)

<H#H2>50
B 4Bl (33+£45%) (T A7 =F Y 60mg 1 H 208, 4 HREG 21TV, A EROFLHH O
TNT 2TV ROT =%V 7 =P OMPREZREFRICIE L7ofi R, 707 =7 V23
B OISR SN, 72X Y 72 F PV OEMEERT A—F I TOEY Th -7z,

BAMITN T 2 VU EBRG L EEDT 2X Y 7 2 J VU EYENRE NN T A —H

FLiF T 4%
Cmax 41+16.4ng/mL 309+120.5ng/mL
tmax 4.3hr 3.9hr
tie 14.2hr 11.7hr
AUC 320.4ng*hr/mL 1590ng- hr/mL
L/ gE AUC B (0-12) 0.12~0.28 (¥#0.21+0.07)

(4) BMEA~DBITH
DR L

41



(5) ZofhoiBB~DRITHE

MM ERR L

<7}3%> *18)
UC-T7 =XV 7 2 VUM AT » M 5. mgkg RO E L& &, 3L A LMk TRE
% 1 RN R RO REIR E Ao L. HALE OIEDF RN G- & FRRICIF R OV Crin o 1o, 5%
72 WEfE]CUIAT, REE. B R OFIEBMREE O HUNRENR R D BN T= DA T, EHLLISOFE CIdhk
FHERIIME S e o7z,
BT M UC-7 =%V 7 =V U 28 0 JUTFHARNE G- Lz & & 5% 1~8 FEffIcE
\F 2 BURRE D I ER~DFEAT I MIE FHERREIC K L 51~T2% Th o 72,

UC-7 =%V 7 =V UERBIE L HET ~ M 5.6mglkg A% E L7z & & OB REIR L

fuikid 1 FRER 4 B 8 IREfH] 24 IF§[#H 72 K
Jilik:H3 9.8+3.9 4.7+1.3 2.9+0.6 0.1+0.1 ND
FRIMmER 5.7+1.9 2.5+0.6 1.9+0.5 ND —
it 0.8+0.1 0.5+0.6 0.5+0.4 ND —
TR ND ND ND ND —
AR ER 09+1.1 0.6+0.8 0.8+0.8 ND —
PN 7.2+9.5 9.4+6.6 ND ND —
KENR ND ND ND ND —
SE ND 1.9+2.2 ND ND —
i fi 4.4+27 2.94+0.9 2.5+1.2 ND —
ALk 11.0+6.7 6.4+1.7 4.8+2.1 ND —
fifi 19.0£11.2 15.8+4.6 15.7+£4.7 1.7+0.5 0.4+0.3
R 13.5+7.0 12.1+4.3 5.1%+2.0 ND —
JIELfik 9.1+6.4 5.0+2.0 4.4+21 ND —
k= 14.2+9.7 7.5+2.6 6.6+3.6 ND —
FHE 1.1+0.5 1.8+0.4 45+1.7 2.6+25 0.9+0.3
B & 41%25 2.9+0.9 2.5+0.4 ND —
BAEHR 5.2+3.6 3.310.6 2.3+1.3 ND —
B 5.3+7.2 ND ND ND —
Jil=3in] 12.4+2.8 7.2+1.8 2.9+t2.5 ND —
i 10.3+7.7 6.3+4.4 3.2+1.3 ND —
B gk 126.1+39.0 91.9+54.9 43.7+22.5 2.0+0.8 0.4+0.3
H 2154.7+1610.4 | 933.0+538.9 7.4+5.4 ND —
N 246.6+104.8 65.7+26.6 13.2+1.3 ND —
NI 7.6+4.9 115.3+218.0 678.5+424.0 4.6+5.5 ND
S hisk 801.0+t271.4 496.6+278.0 281.9+149.3 47+1.3 1.9+0.7

M £ES.D. (ngeq/mL XX g). n=3~4, ND : EEFRLUF, — : FBERERR
JFEDOT7 2x Y 72 VUEMBIERE 7 =X Y 7 o F VU REICHRE

(6) MPEAMEAE*""

EFERANIC T =% Y 7 =V U R 40, 200 (X 400mg ™ 2 1 H 2[R AKEG L- L&, &G

%1 LY 12 O 7 =% Y 7 =F 20O in vive I2FT 5L
7359ng/mL DO EHRH T 60~82% (69.4+5.9%) Th -7,
) BRAICBT HARAOERHAEIL 1 F 60mg, 1 H2[TH 5.
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6. fti

(1) REBERTREER
FEACRBENT, b FCRABAR 7 2% Y 7xF U0 & LTIE RPICHEELTHE GME
AF—4),

(2) REICEAE5T 58K (CYPH) OHFE. 5=
HMERR L (XY 72V UEBEITIEE A SRS RR,)
<HE>*2
T XY T 2 U UERRE AT >~ MIZ 30, 100 XX 300mg/kg, 1 H 1[a], 1EMKEROBS
L., fcf&d&h1% 24 Wi OV 1 HE OKRE%L O CYP & &% O K MM iR 2 HE Lz,
Bk 5% 24 FERIZB W T DT ROEERIZE W TH CYP & &35 Rl & oI EITRD b
otz
TR LY NT 4= OB FALIENE (CYPLA IEMEOFREE) 13 100 &Y 300mg/kg #5-#E T
DEPIEEDIR TR DN HBERFMEIZA DT, 1 HMORIETEIE L,
(3) PEEEMNROEERUVTOEE
MUERR L
(4) REVOFEEOFTERVFESEL. FHELE
MU ERR L

7. et
AT -8B 7 =V 7 =7V U S 7L 60mg Z BRI 05 L7- & & D54 48
R E CORP 7 =%V 7 = F V0 OFHRBEEIERIE, 11.1% Th o7z, *°)
TEFERRA B 112 1UC-7 =%V 7 = F U U IR 60mg A HERR NG Lz L &, #£54% 11 A
FCORKOFEFOBEIEILIL.5% T HELZ R T HEDIZEA LT 7 =X Y 72T THY
FPITH 80%. JRHICHK 11.5% P S =*20 UEAT—4),

8. FSVARR—A—IZHT S1EH
MR L

9. ENMFICLIBRERE
(TVIl. 10. WE#EE] OHZBMH)
<BE:TNTxFTU>
TN =)V 120mg/ H B GRFO MEENTIC L 2 MEF 7 2% 7 27V 07 VT 7 0 A3
20mL/min Toh-7-°%"),
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10. BEDEREFTHRE
1) BREESEEICE T H5HRNEE
<HNEANT—H, 72XV 7 = VU 72 80mg > *
RN OB ERE 20 Gl 7 =% Y 7 = F VUMY 721 80mg ZHMAHRE L&, 7
L7 F=2 7 V7T T A 41~80mL/min XN 11~40mL/min OEFIZB T 7% 72 F v
D Cmax 1R L, TREN 1.5 5RO LT 5@ < SERHEEIEZhEh 1.6 5 &
W18 ERMNmoT-, Fiz, BEE (VL T7F=02710 752 :10mL/min LLF) IZBIFS7 =
XY 72T V2D Crmax (TN UL 1.5 55 < SFEHERNEEENE 1.4 F R 72, b,
BEMITIBRFCTHo72 Y 22,
) RRAICBIT 2 ARFOARHEIX 1 E 60mg, 1 H 2[ETH D,
BRBARBIOR LI BV E T 2% Y 7 2 U UHEERESE 60mg ITAEMFEMIZRE TH -T2,
2) FEEEEBREICE TSR
<HEANT—H, 72XV 7 o F VU UERE D 72V 80mg >+
RN ORFRRERE B3 17 5] (7 v 20— APERFREZE 10 B, © A VAT 5 5, 2 Dfh 2 i) 127 =
XV T 2 F U 2L 80mg A HEIRE L & & IFRERERTICB TS 7 XY T o
FUroEyEREIL, HREMOSHLRKE | FEEOREICL 2ENBIBO 2 TR R0 -
72, Child-Pugh ¥ CTB X Cl Tho7mBED 7 =2F V7 =2 F VD AUCo«1% 2176ng-hr/mL,
Cmax 1% 281ng/mL, ti2l% 16.0hr TH-o7o, TiLH DEITERAFEIZBIT HEOENEN 1.2,
L1, 1.2/ CThotz, B, BAEMERE THo/*5) 39,
) RSB T 2ARFOAGEHEIL 1 H 60mg, 1 H2[HETH D,
BRBARBIOR LEDTvNVE T 2%V 7 =)0 VR SE 60mg 1 XA FIIICFRETH - 72,
3) BlRETCOKRANEIE
<HNEANTFT—H, 72XV 7 = F VU 7 80m > * )
65 MLl EOtEFEE G 2067 =% Y 7 =7V U EE S 7L 80mg Z HEFR G- L& DT
=X Y 7 =2 F VD AUCoIE 2906ng-hr/mL, Cmax i3 418ng/mL, tizid 15.2hr THo72, T
O OEITEREAFEEICBIT A2EOZTNEN 1.6, 1.6, 1.1{ETho7z, 2B, BRMEEIREFTH-

f:* 3). 34)O

) RAICEBT A AFOARAEX 1 60mg, 1 H 2ETH S,
BB ARBIOR LI T BNV E T 2% Y 7 =)V UHERESE 60mg I3AEMFHICFE Th - 72,

1. Z0Oith
MR L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2.BE (ROBEIZIFBELLZIN &)
BHN DRIk CIBBUE DB D & 5 B E

(fiE)
WEANOIRM SCEIC B RO E BN I N TV D, YRR 2 R RIEEFHETH D,

3. MEXEIHRICEET SFTELTOER
BRES N TV

4. BERUVAERICEET 3B L TDOER
REIN TV AN

5. BEELGEXRMIE L TOER
BEELEANMIE
(FhBELLE)
8.1 RN AEDO LN WGEITIE, BREEMICOLVESELAR2NWE Y ICEET L2 &,
(ZLLX—1E83%)
8.2 FHIMEOBRE I ET 2581, HRFHEZEZ T, TOHEAMMNPOEGEZHM L, HRFHET
FEECRIUTDZ EMEE LY,
(fi#i)
81 7 =XV 7 = UUEEIX, BMICO 0 EESNDREMENH D05, ZhERDFRD bz
FFEEBREEMEENITTONDLZ EDRWE S, REL,
82 HART LNAF—X [T LAX—HEEBIRETA T4 S5 FUGTRBL RN [RT7 LL¥—22
WA RT A — @SR ETEIE— ) SGIH 3R (1999) 255 & L CRE LT,
BB, TRT VX =BT A RT A —@EME K & IE0E — ) 2013 iR (SETE 7 ) T,
(W IEO BRI L, (LT 2 A ORI BUE T DI & | BE DO HIIEDFRBAEKIZXF
F DU E ST DT, 2 HHT e 2 2 S UERITAER IR T B A ER S LT HEL
IR R CTHRBAAET D, ) BRI TV D,

6. RENERZHTHHEEBICEHTIIE
(1) ABHE - REEZEDOHLHBE
BEIN TN
(2) BHEEERE
BRE ST R
(3) HHEEERE
BEIN TN
(4) SFEREERTHE
BEIN TN
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(5) 4w

9.5 TR
B0 SOXIEHR U CW A RTREME D & 5 e tEIZ i, 1R EOBIREN Gtz Enl S Ll S 5356

(COBFEGESTDH L,
(fign)

72XV T 2TV UERBOBMER (v VA, Ty M) IZBWTERTZIEE OB IR SIS &
TWZRWA, & FORBIRICKT 2 ZBMEITML L TR0, i XATEE L TW 5 ATREED & %

W NSRRI & L TG 2@ 5 2 &,
(6) B3I

9.6 RILM
1B EOF IR ORARBEOAEMEL B E L AL OMKGSUT T IE 2 G2 2 &, Bi5R (7

v &) THITHABATT 2 Z el ST g,

(fifa)
TxX VT2V UEBEOEYER (T v ) TEAMIC T XY TPV EREAROKRE
L7 ZAHANHF~OBITRRLNTZDOT, BAFDIHANIC 7 =X Y 7 =2 PV URBE %535

Gaid, AL OME LT P IE AR5 2 L,

(7) NRZE
9.7 NE%
EHARER, AR, IR, $hIRE25gR s LEAIMER O 22 s U= R R 355 L
TRV,

(8) mim¥E

9.8 min&

BEDPED DI GHA T R B AT Z &, BHENMKTLTWD Z N, mHREN
ERT2HAERH D, [16.6.3 2]

(fiah.)

Bl CIEEFRICHS, 72X Y 7 =2 F VU OEYERE T AUC KO Cmax 28 1.6 fFI2 1
ATaomEnds GAEAT—F), Ll MHRBEOERINICET R, mFRED L5
WL AAEERKIE EWER) 1THEIhTnn, =, AAETOMREHEICB TS @iiE T
HAZEORENPVLETH D L OFERIFELN TV, LL, @EE CIEIBEHENMETL TS Z
EMEL BN S bHEEEND 7 =X Y T =S VU UEBE TP REN ERTAEANH 50

T, RENRO LN GEIIREE R A E 21T O 2 &,
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7.

HEER

(1) tRERELZDER

BE I TV

(2) FRAFE L EZDER

(1

10.2 BEREE (BERICEET S L)

FHA H BRAER - H5 18 51 ey - fabRk -+
T AR AHNOMBEFRES LH S5 PHEAOHREICL AR DO VT
[16.7.1, 17.3.2 &[] LOWMENRD D, T ADIE T L ORI R O AN
ERTD LD EHEESND,

KL T V2 =0 A s KEBLIARBIOER 255 S5 2 &R KBILT VI =0 A - Kigfb~ 7%
<~ 7 3F U AEABADDLOT, FFICRAIERN R T ARRAE —BFRCRET D

[16.7.2 Z ] EHEIIRGTD I L, ZECRVRINERELTH L
LD boEHEESND,
TN Z IR AANOMAEFREEIMET U, AEH P HEER OFEIZ LY | AH| DM
BRI T 2BLNND D, PIREMET L7 OWMERH 5,
(i)

<T L E I R>
P EET —% 2 — b (Company Core Data Sheet : CCDS) M U7 /3% 2 KOBEFIRLDOFLE
KA E 2. BRE Lz,

. BEl{ER

11.El4EH
WORWERANS oD Z LN DT, BIEEZHDIITV., BENRD N GEI3Ek 52 H
T 57 Y Bl 21T Z L,

) EXGRIER & RAER

1.1 EX%EIER

1141 2avd, 7FI745F%F5— (TR bEERE)

PR IR, MR, ERRTESS. IEVRHIE, Mdh. WIALEORBUEIRY S & bl ha ik b %
kL, WURAEEZIT) Z &,

11.1.2 FF#EEE, BE (W LEERY)

AST, ALT. y-GTP. Al-P, LDH & bHEOIERERES . HENHODLNL I ENH 5.
11.1.3 |BRIIKE (HEAH) . BMERREAD (0.2%) . FHBKEAD (0.1%A0)

(fi#sh)

11.1.1 AEICBT 2 THREGEHE T a v 7 (WEDIKRTEMED 77 4 7 X% — it B#ESh
TWb, KO CETITEHMET T 7 4 7% —Lii#icn Ty, BRI L0
EEZHNTND,

11.1.2 fiREIC, 7 =% Y 7 =72 R & IRRBROGE T E RV I RIS | SEAHE S
Nz L&z, TERZAER]) 1B LT,

11.1.3 HiR%ZIC, 7 =X Y 7 =7 VU ERRIE & KRR OEE T E 2 WEEREKE, B ek,
FHRERIBD NS SN2 2 2 A% ¢, TERZFEWER] 1TBRR L,
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HIHELR
11.1.1 ay 27, TF7 4 7% —  EREEE, MEERT, Sk, EE, b, Wi
11.1.2 FHRERE S 3H « 2E BRIk, HE, RACRIE, M. IR, M AP, 2 9 FEik,
(RN
11.1.3 MERERIERAE, FMERECD . fr ek - REEL, HEETE
(2) zOHOEIER

1.2 TOHDOEMER
0.1~5% A1 0.1% A i AEEEANBA

R AR SRR IRARL R OT . IR, [, BRARIE S, L O

HEV, RIR, AR
M1k WA, R, CYE. MEYE. |1

THIL, HIERE
W UE Z 9 ¥ R, WAL, BB 175 7 A
JH ik AST k5. ALT k5
ik - AR BEIR PR PR
TE B B, RS
Z DA NI PR E , R S Vi

g, H R ELH

BB | 348 i A 2 & e

(fEE)
FEANCBWCEROONTREMEHIC R IAvay Y (T2 727V rVEmE R TI7A4 v e vy 7 5%
A OEFRRBREE 2 BN LURE LT,

9. BERERRICRITITRE

12BERRERRICRETRE

T VT NGOG IS o720 T Vs U ENBOSRE 2 R T D 3~5 HRlA b AA OB
Hadik4+5Z &,

(i)

7 XY T 2PV URBERATIITER e 22 I Hi ZBFRETER K e 2210 v A
ANV EDT IANAT 4 == —OERENSIERIC LY | 7 LS U RNBOS IR S D
7o, MAEMERENES TREL R ARBERDH L, 72XV 7 o F U UEMIER S % — Rl L,
BEZET 5 L,
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10. BERSE

1.

12,
(1

13.B8EHE
13.1 ER

SMEICOEmESR GRS & L TmHEZ IR L7z 2 Hlo®mE 235 Y . 1800mg Z Ak L 72 AEH TIIAE

K372 <. 3600mg ZARA L7ZJERFI T, HFEV, IRKE D LENA LI,
13.2 E

AANTMABOFEATIZ L > TERETE 22U,
(fiE)

T x2x YT =Y R O B G D R R IR IR T IE TR0, LIS o TEFEAITbI D
JUE, BIH AR % o> g ] 203 <

. HPZED D IR > TV D 5EIIE, Rl sl BRA Y%
brEd 2,

HALOZXE

14 BALDEE
141 ERIZFFOTE

PTP L3 DFANL PTP > — bRV L TIRMT 2 X 9458+ 25 2 &, PTP v — FORARKIZ &

D BEWBLA A BE R AR L, BITIERLEZ R 2 L THEBIAR SO HEERGIHEZ T 2
ZENHD,

ZOMhDEE
) BRERERICE I IER
BRE I TV

(2) FEEREREERICE D <

BE I TV

49




X. JERREREARICEAY H2HE

1. FEEHER
(1) ZEDFIBARR
(TVI. HEHHKELIZRAT 2 HE ) OESMH)

(2) REHREHER

—IREE '

. . By TE s
ARRIH R . TR 2 AR AR A
HERTH H TR V. (P50 BeE#% w5 & PR AE
— 50mg/kg
?g . 100 7 | 200mg/kg LLF @ s L
i i (3) BERER | 200 7 |400mg/kg BL L B REEINHIK
% 400 1| UNERRERD
[ R 800
I P 30mg/kg DL+ OB L
g 10mg/kg | 100mg/kg : 58 B IZ(REIE N
A A " 30 v |
Z HE (4) BN 100 300mg/kg : HAr D AL, KR
& 300 1 | TEEAOERMGHEI, #5 3
M BERILAPNIC 1§12 D% 2 BIFE T
- e 3mg/kg | 10mg/kg AR @ %8 L
ERFI TN gjjg?EQEA%?;Zb fEREA 10 7 |30mglkg : 5 20~30 73tk A %
B 3 30 0 |GEB) D
o < . 3mg/kg
" Ny b EH <A " iy
REREI | e o) | I
EE NN F L
FRT— A
. FUF=—xK| <=UA
s ik 72 A
SR E B s ALHT N K (5 HERER 200mg/kg | R L
A= a7
X Ay hFL—F ~ TR e 400mgrkg | g 2
e |gEn | w3 | EEY | go s |PEEL
I I O I A B e 2
ﬂ% 2 3mg/kg
o | BIRrEA [l PR FA T HE % (10) JEPERN 10 &L
§ 5 30
% ) 25mglkg : R L
[ Bt e | e | momey | 2OmERE somgneg g T (5 i
55 S1EM " 1 f5)
LR E R ~ A o .
IRiG T o i (5) RERZEN 200mg/kg | B L
s |EERETCO
Zzﬁg T AT ?4’;‘ B | 25merke | BB L
RS
VAFLRV T
HiSHT 6 | 2 S v Raie| o | B | 200mglkg | B L
UESED)
v Ry . N 0.3mg/kg
prmy | SWRRROHE  UVE e |1 (el
=S e (2) 3
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SRR o |, @j(ﬁ?@) | ReR SRR
‘ 0.8%
$ B %ﬁg T M 161 |mEmaL
_ 3.2
RELDE 0.4%  04%  EHL
I/ N . ] =
R IR IS :E,Aj& :(Z)/ M 0.87  |0.8%EL L ¢ F I A
1.6 24 WER K2 & DAL
S 10 x mol/LL| 30 u mol/L LAF : 522872 L
H #hiEE) i (5) in vitro 30 ” 100 1 mol/L : B ®i&ESEILHE /10
100 » HEE JEE I )
5 = A5 TEFLaY 0.1 2 mol/L,
Wik vy A ®EALEY S| ’ .
ROMife <) | b () | | 0316 R
NIt
1 © mol/LL .
EAEY | 10 u mol/L AT : %870 L
BN o) | el 1000, mol, : A
3 1 mol/LL
S (BN EAEY | . ” 10 » 10 u mol/L LLF : %872 L
R (30mmol/L)IAE | K (4) VIO 30y 30 12 mol/L B I : Rtz
100 7
E% 3 1 mol/LL
NN — V| |ALEY N | 10 » s 7
?g; 4 W (4) in vitro 30 s L
EA 100 7
{f 10 1 mol/L,
o» L X RN AVRES . ” 30 30 mol/L LAF : 87 L
¥ 5 (30mmolL)iE | #E (5) mVILIo | 450 100 12 mol/L LI I : @z
i 300
” K TEBY e simerlce | 5 P BBEED I /3 B OUREH
xt CRFIE ) i (5) ' MEEE | Fe) R TRk
g P . TR 78 EEES) (WG )
e UERENY) # @ R 3mg/ke | B OUTHEAEE) 11 K
it LR -0 - B L
2 3mg/kg
M 7L RETHSEBE | o o TP 10 7 |EEARL
. 30
TJx=1V7V
- ;2_7;;”‘ T B 0.147melke
v g yoa|FBECE S o0 ey 03467 T
_ £ K OV $0E 1.182
7Yook, i (2) (1.5 BTN
O S B IR A
FEOIEE S
— 0.03mg/kg
Jxz=1v7J T o A X
iz s sk i EEE e | e | 00 s
FEZEAL o (3t 16) 5
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ARRTH BRI5 " # & AR R A
AERTE B FRI 1k PE. (B0) ERE| HE5EE IR R
W, I E A X 0.3mg/kg
dp/dt max, OMAEREE T e (2) RN | 1 2P
W [ R OVK BR B e (2) 3
Uk | it B
; 4% 0.03mg/kg
R wo@ | wes | 00 s
I I (2)
= 3 Vi
iz T R T 30ug e
il . o BT L SR,
f; 17 HH /Lot (CRNIE AN IR/ 7;& (5)/ b invitro | 100 ;ggﬂ & %;‘:Jﬁlfigigﬂh/
% i) L BHE A 300 Sl .
1E 0.1mg/kg
M iRA P 0.2 1 [FHENREICEER L
e - LEX [ BIRE, O i (5) FRA 0.7 n  |MABICERER L
PR/QT f&Iim 2.0 7 |[PREELD QT MfREICEER L
7.0 0
BB
Y% [SSRY7 AN A ALY ? P4 I\ e 3mg/kg 3mg/kg ) )\}! GE L/E E El==R7
v |HEI B P BT " (1) fEEN | 10 }?mg/l;fg%JJJ: RN B
o 30 7 WA DB
R W (B a|ARIER AR Y N <~
1z .\ = ; ay 3mg/kg [ L
Ve VER) A # (5)
xf
e B pEL A L o
A B T A Ul Bl
1/'_:‘ L. pir.
RN E G D, P I < N 3mg/kg |o,
M |y POETREEESOR T | ERR | (TEE
R R R R GRR, RPN | Ty b || PR homgg T AL
gg ﬁ;ﬁ’%%@ﬁkﬁj K™ KO Cl BRI #E (5) - oy [3Omefke : Na'JLOX C1 i/
i
it
. L e 70 L VA I A A5 L
Wi AEA -~ PRI % (5) invitro | 0.1~0.2% | (ECso: 0.15%, ¥&M{EMA & LT
% ) T R=2m 1/31)
() o NJEYS
i 720 =30 NI = N e = = amelk
O | e [HL IEMEARES N Ty~ | BEREN T SV
b IR BEE ] % oyRTS 2T HE (5) ox vivo ;g x e AP
= i
H &4 1 u mol/L
iR IADP ¥EE " (1) invitro| 10 1 |[EELL
100 7
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(3) ZDHtDFREHER

72XV 72 F Y0 QT HRLER O RREMEICE T D MR R R

. - . B TE - .
AR TH B " TR fiis AR Rl
BT REHE |y || BER IR
sy molliyy s it it (k& T
100 » % (ICs0: 214 u mol/L) 73, w[3fi
200 T L7 =7 0.0017 %
1000 LD THHU
TAT) = T AT — )L
3 1 mol/LL ICs50 : 1.0~2.0 1 mol/LL
L2 AV =R P
3 u mol/LL ICs0: 1.0 M
A 2Ty
v MRIREEE 0.1 u mol/L
BSOS 0.3 Iy
HER293 n vi ICs0 : 0.336 12 mol/L,
Mt (HK | 12O gy g | 1050 7 D000 umo
(Kv1.5)% e .
o % gjf'?u 1 [ man
0:3 p ICs0 : 5.62 1 mol/L
10 ! B RTF
e gy ICs0 : 5.75 1 mol/L
1 3 1 mol/LL
f)% 10 »
s R SE AN ) 4 .
) ;J}Jﬁg&;m 10w mol/L{(+)-7 =% ¥ 7 = F U ikl
LE XY IAF ATy F o T T 30 ICs0 : 121 u mol/L
§ 7 L {E 100 1 ()T =¥V T =T VU
7% s - 300 ICs0 : 102 z mol/L
V& 1000 7 e BRI S L
i HERG
3 1 mol/LL g SN
10 HERG & & N Kva. 3 & ik & o i
K AFEZ 30 (IC50: 30 1 mol/L K
3007 X 112 1 mol/L)
1000 7 pmo
Kva.3 W OB S X T V7 = F 2 Tkt
g 5 ooyr, |LC HERG T 0.0012 fif, Kvd.3
. ‘,‘, < 0.0268 {5 & fisH THN
~ 7 AEE L 30
IR meEry
*VHERG X| in vitro 0.1 4 mol/L
0 Kva.3) % 0'3“ L HERG #jfibH {1
P HiL ’ TRAF
5y ICs0 : 0.083 1 mol/L
;u I;lOl/L ey
ICs0 : 2.8 u mol/LL
\ AR L]/E‘n .
A I
feshi ICs0 : 22.8 /L,
30 2 mol/L 50+ 22541 MO
100 7
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. ; By TE . o = gt
R H FERI 1k M. (%) B Beh & IR A
PN I & 3 ) 67 ¢ 4 (Tk )
0uol/L: 7=2FY 7 x=2F T
SIDEEEY AN WD I lE
bFrth, NatFef AT NLE 0.01 z molVL| 10 x mol/L : FW¥7=}y" ViZ 54k
kCﬁ*ﬂm\N“%y_yf% FLOZ o b 101 & (ANg)
T TTIS S AR LR PO Natng. Ca2F il JEAE
v AT %9 2 B il 10 n K+ v #v(Ix)
EEH T XY T =V R
B9 77y V1% 10 1 mol/L
THE (RATH)
TIVHY AN T
5 "‘ 7R
LR HERGT A, . - oo o0 o Eiﬂggﬂgg(% 3 HER(} & U Wild-type
- FVT= TR T in vitro | 100 p mol/L [HERG OV FHOF#MI% LT
kT3 H1EH W wild-type 28 B L2 o 7
HERG Fvil -
% FH)
Smglkg : L
R T  Imee N omg/ig < 5 11 HIc PR BIFAEE
(fE$0) 2R A X ®n 20 30mg/kg : 3 H HLI¥: QTe IR
DR 1 (5) ’ 1A 2mE i
MNSiEE= 5 A1) 7h75Fv" 7 3mglkg 1 5 HHIZ QTc
AR
4% 80mg/kg
1i& 1wﬂ%ﬁ@&ﬁfﬁm(%® N 268mg/kg [ L
B 3 803mg/k
o~ g/kg
?—z 4% 90mg/kg
[ 1ﬁﬂﬁﬁ@&ﬁfﬁm(%m N 300mg/kg [ L
xf 3 900mg/k
g/kg
%_ 4% 100mg/kg
1 6%Hﬁﬁ@§5~w¢@0§m N 300mg/kg [ L
Ui 900mg/kg
RS o 4 3mg/kg B L
QTc M@, LAk, i 10 n  F¥7=Y v 1mglkg Tl QTe Mk
i % @ (1 BRIEEA) B
VIR 0.1mg/kg
e e e 02 1 [TRBIRECEES L
ERE . DR i (5) IR 0.7 1 |LAEITEER L
PR/QT 3 2.0 7 [PRMENO QT MRICEE L
7.0 0
QTc [HFEIZR 2 L
T XV T o F Y UERRE
INVT AT I —)b
HUNRRF
100mg/kg | EF VT~
QTc M % it &
FLT e F I
QTc fEf@=°" 29 | €y b | KRN TAT IV =
TINATF
QTc [HFEIZR 2 L
T XV T 2 F Y UERRE
50mg/kg QTc [HkF% it &

FNT 2 F I
1 Z 52 GERAE)

DC-uozv*

X T AHNRFIORTH D
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(1

| EERBR

EE S A E RS | AES %w7m+9y®ﬁwfyﬁﬂﬁ%%®ﬁ%ﬁkLf%%éhk%ﬂ

ThbH, HERNIT VT = F P 205 L8
B2 DAERIZ X0 KR4 3R
95 LI &, I
TNT 2 F VR LT

DU OB O—EE T T =T B

) HERESHHER

BRI G Ch R N5 TR T
PLE. A X T 450mg/kg LA ETH-T=, 7 v FOFRIRNEK S
50mg/kg LA T ThH o7,

. HIEENS

X7 =2F% Y 72T UNFEN

W STt
_ﬁﬁéhéo7yk&04;_kmfﬁ?w7mfyymﬁm&
WL LU CHELTL, Thbb,
l‘nitﬁﬁ@#i% ey 7o UromEREENL. 7%y 7o)
R T 9 2 & DSRHFRIS AT

FPli C S 1

AIREL B R BT,

IO T, OB EII~ T A, T v T 5146mg/kg

R C OIS D EFEEIL 256mg/kg LA |

Hila] 3% 5 ek B

B b
TR B HAREE (mg/kg/H) HEAES (mg/kg/H)

TR

~ A 3s 4465, 5146 Bt H 5146 LI I
. . Z v b %0 4310, 5146 BOE R 5146 L\ E
7I%;%;+// I #0270, 450 O R 450 L1
e _ . 10, 25, 50, 200, - 25 DLk,
7> F WA 400, 800. 2000 Bl 50 LLF

(2) RERSEHEER

7 =XV T =) VU G IR B W) Tid~ U A ORUER TR o (R EHE NI
Mk, 3AZAERED bNTDOHRTH -7,

B, A X OFERTIE,

B DL

G-

B FE HERTH H it

~ A |15 RS ~ 7 A C#10,000mg/kg/H. 7~ FTKI 4,000mgkg H F

F v b |TK TEE LA, —eRBICE GRS bk o7,
7 oy _.|900mg/kg/ H & CHeH- L7228, WEM:-, Fdt, ZEELIMT
T oax Eggﬁﬁ@ﬁu&gﬂﬁm T BRI T2, MEEERIT 900mglkg/ H &
V) m Hr <7z,
7 10,000mg/kg/ H gtk & TR G- L7225, B DR EHE INH|
r . e v | FEF 8 2R FE OFEARERUL 253800 BV LISh, — ik
O | won [3 2RSS i st BRI, B, LN
i;é o E@%\IEE IXREITRD bR Do T2 R R
i HEC 8,722mglkg/ H . ﬁkE’C“ 10,324mg/kg/ H & *UE‘ﬁéhf:o
tH oy 900mg/kg/ H & TRe G- L7225, W@k, Wik, #5wmE

wx |6 2 DRI Bl s M (i DI o 1o 1b, ﬁ$ﬁg
i 1% 900mg/kg/ H & Hllbr &7z,

R A AR #% 1 # 5 75| 300mg/kg/ H CHREEFEJRA K OMAEIEININH 233780 H i,
B PERBR MEFEMEEIT 100merkg/ H & HIWr Sz,
/T/ 300mg/kg/ H CEEFERD . REBEIIE], Al-P & GOT
- Sk 6 » HMEROEEE O LR, FFRO/NZEEF.OPEIEE KSFED Hi7=23, [
ES PERBR HRER CIImEMER 2RO b, EEMHERIEX 30mgke/
2 R Y
. oy .|100mg/kg/ A Tk, EEKFNFEO Hiv, £l-—HOHE)

P RO (TR 18 ST T T T
o 30mg/kg/ H &l =7z,
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(3) BE=EHEHR
U ERR L

(4) BRARKERER
U ERR L

(5) 4&RERESHERAR
~ U ADZNRRERER & AR R O AZI AR E—35R) [V THEER TR 6T, EE
PERIX, Fo BlEM) O —fkatE & 2 are. Fo MEBEN) O RHABERE. Fi I8 - R IR AR AR DR 4E
ORI U CIREE T 2.5% (I : 4101~4842mg/kg/ H . M : 3594~11587mg/kg/H) & Ml i
7o F2, KRR CTOBRBEIZIENCT/NEEZRRICER L-HERBR CORBESY LH->TEBY ., &
PEEHEIC o Th o722 LRSIz,
TNT 2T DTy b O R ORI 53 ER,. 7 v bOREREME SRR, 7> FOJE
PEII M O AL 5B I B W TR D mtE & & b, R, HARICK T 2 ERHEO 5
Nize CORBNRT VLT 2F PN Db0NT7 2%V 7 2 VU EHREIC X D 6 OB X4
LHIZEEFNETHL-D, 72F Y T =2 DV URBERGIZBW TS T T = F U L AR D AT
AEFIERFEB T 2 A RRIEIIEETER VN, Ko T, MIRL TV D AlREMED & 5 Pk, iR D 2otk
BT O LM G T DEF, TAT =2 F DU L ROER EOEENSLETH D LR S,

(6) BFrHl#REAR
Pl v/

(7) TOftoRHSH

1) ZTERH
R AT 7 AE K OKHE & O TR 2288 B3R . CHO/HGPRT % F\ M B AR - 229K B3k |
< AL A O MERER . T R U L oSERE O e R BB 2 S L7 3, RIS
Tlttchy, BERFEMEZ 2O LB SN,

2) BARE

TNT 2T VDT AKRTT v b AJFIERBREE R 2 5 L7 RER, SABPEIT A0S O &l &
iz,

3) HiRtE""

72XV T 2V URBREFIRNE S L CUEE Ly U AR iETT v M S
TF 74 7% — (PCA) RIGZFH~T-fER, PCA RISITRD b znoTz,

o, TaxV 7 a2 F VU NG L CRBIELEELE Y MO =% Y T o) U U R
EHIRNER G LTT 77 4 7% B RO W2 BIE LR, 257770 7% — (ASA) K
ISR BV Do T,
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X, BEMERICEYTSRE

1. REX5
N N iﬂ/% ﬁiﬁ?—l”m r
W 7:%/7Iﬂ"i/ ﬁi #€ 30mg [SANIK] .y
7 =Xk Y 7 =T VU SE 60mg [SANIK)

VEEl % TRV T o F VU L
2. BHEARM

34
3. AERBTORE

SEIRRTT
4. W EDIEER

FRE Z ATV
5. BAMITEM

BEMERLTA K B
<FvoLky : A
Z OO EE T ER - B

6. R—Hm% - F%hE
Fl—5y : 7 V27 788 30mg, 7 L7 7§ 60mg
7. ERR4EERR
1996 4£3 11 H
8. WERFTRABEABRVEARRES. EMELNEEAL. REMKBREAR
3 B e KGR B SR FLHE L x5 BtA
feoc B
W £H A REH S A 1A
TxX Y T )Y YRR EE 2012 4E 2013 4 2013 4E
22400AMX00343000
30mgSANIK | 2 H 15 H 6 H21H 6 H21H
7 XY T o F D UG 2012 4 2013 4E 2013 4
22400AMX00342000
60mg SANIK | 2H15H 6 H21H 6 H21H

10.

1.

12,

AR ANA

. PIEXREHREM., AERVARZEHENFOFABRVEORE

HETRR. BEKRAREABRVEZONE

BARANA

BEEHME
A L

BREREHIRIZET SH1EH

AFNZ, BEWRIEE$ D HIRITED Ty,
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13. £Ea—F

A4, EE%@?%%%% @%E%%HTF HOT (9 4) &5 %??F%%@%
WA ESE G = — R (YJ =—K) VAT LAHa—F
T=2X) T2
YEBAYE 8 30mg 4490023F2098 4490023F2098 122490001 622249001
[SANIK |
T=2XY T2 )T
YEBAYE 8 60mg 4490023F1091 4490023F1091 122491701 622249101
[SANIK |

14. REHRTLOIE
AFNL, SR EOBREELTH S,
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XI. &84

1.

FENETORTIRE
7 =%V T ) D R RN KIE R ORRN A E & e iR 100 1 EEL IRV TRGE 2 EAR L,

%ﬁéhfmé(%n%$3ﬂﬁﬁh
. BIfEIZ OTC 3L L THRIES AL TV DA,

B,

KETIX 2wk OAEER

KETIE 2011 4E 1 AIZAA »F OTC 3L L TAR
XL C OTC SKoffi i A4 H#

4*urw&w Eon, RARETE (BN AR SIZA LT R ER D) IZ o0 TG A
HOERBBLHRFFL TV 5, EEREICBT 2 &R Z UL FITRT,
FEREICBT B AGRRM (2012 4F 3 HF#HHE)
ESES
G ﬁﬁ H i o HREEHIE HAE X %h 3 FEL O &
FEIMET LV — MRt . 1o s .
Allegra Allergy (OTC) 60mg & KO DOFERZRFZ DT Ejlulglng\mljlmﬁuj:ﬁ?gl;
BE ¥ —
. | 180mgfE | AT 11 180mg 1 H 1 [i]
Allegra Hives (OTC) ° & RS
FEIET LV — R
Children’s Allegra ;iﬁgﬁ&gﬁﬁff AR 12 BB B/
Allergy (OTC) 30mg &E o “ 1[5 60mg 1 H 2 [
Childrers AL 30mgOD #& 6 %A E~11 i EL T o/
1ldrens egra [ 25 %
Hives (OTC) " 18 PESERRIS 1[5 30mg 1 H 2 [1]
KIE Children’s Allegra T L L X — PR . o
. N X 12wl o/
1996 4F Allergy Oral S O DR R DT Ek);%%gi EJ;U‘EIJ:Z |E/|J ot
7H 25 A Suspension (OTC) 30mg/5mL | /L F¥F— TN g .
: 30mg/5mL 2 #BLE~11 BB F /e
Children’s Allegra o H IR I 118 30mg 1 H 2 [f]
Hives Oral (eSS s e
Suspension (OTC) * 2 TR AT AR
. LA E~11 R o /NNR
BT UL — b 2ﬂﬁ§%iﬁﬁ@[f”
Al 30mg/bmL 2 kLA E~11 iRm0/ NR
eera ek O 11 30mg 1 A 2 [A]
PRI 6 » A LLLE 2 BAT O /NR
1[m 15mg 1 H 2 [a]
N N \IE
Somg e | FEMHET L L Gfﬁgﬁffgig”
EU N E - - <
. L YN
1996 £ Telfast 120mg §E | LT LA —PEEK ﬁfé?;ifﬁilém
3A1LHA
T N 12 Ll B/ NR
180mg 6 | (AR ﬁfé?@mffalé“
a : PIEKFRKF O A

D KGR éhflﬁ)ﬂ}iﬁ_ﬁ L’C/’otl,\o

c: MERESFRUTED, AXVA, AV, AUx—F, T4V TV R, F—=ANIT, T
7~7\ NI TNT . KA 74’/1/"7"/1\‘\ AKX — A XY T RN FT BN TEK
RENTz, KBFEH BITEEE (XY R) IZBTLEKRFEAR, B, 77V ARBA T ¥
&J&VCil%%ﬁﬁﬁ_ib%h%hiwﬂinﬂ5H&Uumﬂ£mﬂ27ﬁm ES=V AN
R Th 5,

ZOM, T =%y T =Y U (60mg X 180mg) & 7Y A RV = RV UEERE ORCAA] (B
A AAKEETHEGR - WieInTnd, (ARTET 4 V7 FEASEE LT 2012 4 12 A &R,
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KE O SCE: (200747 H) #8R

R4 ALLEGRA®
TG A 1996 /7 A
iz OD $E : 30mg, #EAI: 30, 60, 180mg, #% MK : 30mg/5mL (6mg/mL)

BHRE X132 R

FHET7LUILF—MHER
AR 2 L Eo/NRICEBIT 2 F:EiET L L — WA REAEIR OFBFNI IS S 1
60

BIEERS
A6 H LB/ T 2 1B MEEERRZ o BRI IR I ST 2 iR ICEIE S D,

MIER O &

<7LITo8%>

FHET7 LILX— MR RVEBEERD

BRARUV 12 @ULDONR :
HELE B3 1191 60mgl H 21[8], X 180mgl H 18], K TARMAT S, BHEREIK T ERE 12X
B E L LT 60mgl A 1 [RA3HELE XD,

6~11 BD/NR -
HESER R 1 (8] 30mgl H 2 B, K TRAT S, BRI T/NEEFIIEBMHES LT
30mgl H 1 HQAHELES LD,

<7LT50 &>
FHET7 LILX— MR R VEBEERD
6~11 mMD/IMR -
OD 81X 6~11 m/NRICOBER TS, #HEEEHEIL 1 [H 30mgl H 2 [, BHEREIKT/NE
BEIIIBBHE L LT 30mgl B 1 HAH#HLEEIN S,
OD $EIXED ETHET 2 L9 IZRFFEN TR Y, Kb Y Ik LTRAT S,
I I ZEREREIC IR S 5,
JRARKEE T U RAZ—@ENLED HE N &,

<7 LI5BOBHAE>

FEETLILX—HEER

2~11 FD/MIMR -
HELEF 21T 1 [\ 30mgl A 2 [A], BRI T/ N EEIIBAHELE LT 30mg (5mL) 1
H1E2Q#REENE, FEHT RN, R ML EISIRDZ L,

BUEEHRS

6 nA~11HZED/IMR :
B ORBIR OHEE A RIL 2~11 s o/NEICIE 1 B 30mg (5mL) 1 H 2108, 6 » H~2 5K
WOBEIZIX 15mg (2.5mL) 1 H 2 [H, BRI T/NNLEEICIE 2~11 I XA A&
LT 30mg (5bmL) 1 A 1[El 6 » H~2AmICiZEHAES LT 15mg (2.5mL) 1 A 1
EIAHESE XD,
fEHTDaMCIE, A ELIED
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BN OFASCE (2008 42 1 ) #0R

fRFE4 Telfast®
HKFRAEH 1996 4F 3 H
FIE BEA) : 30, 120, 180mg

PIEEREESIES

<30, 120mg>
FHIET LV =R BRI O FEER OfRAN

LR O &

<180mg>
B MEZERRIZ 21 O SRR DO
<30mg>

6~118D/NR :
HELEA BT 1 18] 30mgl H 2 [,
6 mAEMD/MNR -
6 A O/ 1T DTS L TR,
B¥AURVER :
INEROE - IFRREREE BE I T 2 AR R O I LTy,
RN E SR E LTz Reik/e U 2 7 8 (8 - FFHREREERE) ot 23 Bz kv, Alck
WCHBEZRET AILEIIRNI EREN TS,
<120mg>
BRARUT 12 ZLLLED/NR
HESE B3 1 151 120mgl B 1 [F &R 5,
TR T2l PAITNT 27V OFIIEENREY TH B,
12 BEKRBDOIMR -
12 AR O/ NRIZ 31T 2 A K O AP IERENL LTy,
B¥AURVER :
Kegk7e U A7 £ (S, B - IFHRBREERE) ICd7 5Bk, 2hooBFICE
WCHEBZRET DILEIIRNI EAREN TS,
<180mg>
BRARUT 12 ZLLLED/NR
HELE B3 1 151 180mgl A 1 [HI &R 5,
TRV T2l PAITNT 27V OFIIEENREY TH B,
12 BEKRBDOIMR -
12 AR O/ NRIZ 31T 2 M K O AR LTy,
B¥AURVEH :
Kegk7e U A7 £ (S, B - BREREES) [T aRBIc I, ZhboBFIZB N
THEEZFRBRTAILEI RN ERRENTWND,

AN BT D7 =F Y 7 = F VBRSO IR HIEAOHE

BHRE X132 R

TULRNERE. S5, KGR (5 - K. BT 5 FEIE. 7 b E— R I
P52 55

MIER O &

#EA4 : 30mg, 60mg

WHE, BRACE 72Xy 7o) VU EBEE LC1RE 60mg % 1 H 2 [BIROBEST 5,

W, TR E 12K O/NIIE T 2 Y 7o F VU EERE L LT 10 80meg & 1 H 2 [A],
12 EO/NRIZE 7 2 Y 72V UERE S LT1 R 60mg 2 1 H 2[ERO#K59 5,
¥, JERIC X VI E T S,
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2. BT EITHEBRERIEER
(1) R~ EICET H1EH
ERICET 5BMER (F—X S UTHE)
ANZHB T EOFEEOHOELHEE A —A TV T EI3R R D,
( VI 6. FrEDOEREAT LEEICHTLIEE] OHESR)

Drug Name Category
F—ANTZ VT D4E fexofenadine B2

(2021 4E 4 AMR)

2% PO
F—Z2 N7 U7 D5FE (An Australian categorization of risk of drug use in pregnancy)
Category B2 :
Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.

Studies in animals are inadequate or may be lacking, but available data show no evidence

of an increased occurrence of fetal damage.

AIRZ BT BIEIG DO GA BT 2 EOEEOZHEIIUT O LB TH 5,
(BERALDEE] ¥
9.5 TR

PRI SUTEEIR L T D ATEEMED & 2 2PEIiE, 16 Lo A tE etz Blm D L s n s
GEIZOHREETH L,
9.6 R
1B LOFRIER ORARBOAIEMELFE L. ZALOMBUIPIEZ RG22 &, EEER
(v b)) THAHTABTTLZENHESN TN D,
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) NREADHREICET H1FHR

KEL BINOIRASCEICB T 2/NEFE~OERGITHET2RNEFIUTO LB TH D,

R

K
(200747 H  IRA3CEH)

Pediatric use

The recommended doses of fexofenadine hydrochloride in pediatric patients 6
months to 11 years to of age are-based on cross-study comparison of the
pharmacokinetics of fexofenadine in adults and pediatric subjects and on the
safety profile of fexofenadine hydrochloride in both adult and pediatric subjects
at doses equal to or higher than the recommended doses. The safety and
effectiveness of fexofenadine hydrochloride in pediatric patients under 6
months of age have not been established.

ERJIN (30mg)
(2008 %1 A IRfFE)

Posology and method of administration

Children 6 to 11 years of age

The recommended dose of fexofenadine hydrochloride in children aged 6 to 11
years is 30 mg twice daily.

Children under 6 years of age
The efficacy of fexofenadine hydrochloride has not been established in children
under 6 years of age.

Special risk groups

The safety and efficacy of fexofenadine hydrochloride in renally or hepatically
impaired children have not been established (see section 4.4). Studies
conducted in adults in special risk groups (renally or hepatically impaired
patients) indicate that it is not necessary to adjust the dose of fexofenadine
hydrochloride in adults.

M (120mg)
(2008 =1 A ¥RfI30E)

Posology and method of administration

Adults and children aged 12 years and over

The recommended does of fexofenadine hydrochloride for adults and children
aged 12 years and over is 120mg once daily taken before a meal.

Fexofenadine is a pharmacologically active metabolite of terfenadine.

Children under 12 years of age
The efficacy and safety of fexofenadine hydrochloride has not been studied in
children under 12.

Special risk groups

Studies in special risk groups (elderly, renally or hepatically impaired patients)
indicate that it is not necessary to adjust the dose of fexofenadine
hydrochloride in these patients.

KN BT 2/NRFE~OEGITET DM LOEEORLHMIUTOLEBY TH S,

[ERLDIE] R
9.7 INRE

ARSI, AR, JLR, SR Z X5 & Lo AR OV et 2 FEEE & U7 B RAER 135206 L

TR,
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XI. {F&E

1. BFl - REXEBICERLTCERYEBETSICH->TOSEER

AEQERICEET SEE

ARIENZIIARBEZZ T TRV EICET 2 RN E END,

REBGIEENHELL TCTOWRVHNELEENTEY, HEThiEEfEN TV 2RBRFIETH LR
EEELLTIRLTND,

ERUEFE DA LR T2 L ToOZEFRTHY . MLFORHEETT O TIERL,

(1) @

MR ORERRER

2%V 7 P UIERRIER 30mg SANIK]
Byt D2 ENE R 40°C - T5%RH OIRAESA: Thi
TA TR EEDAROK R THY , WE KOG

FUAER, MR TV nWEaD T 4 L o—
EITHENTH -7,

FRARVERC 71k - RBR LA 2 bk T L 7=,
SRR FEHEWIR : 2004/7/23~2005/7/28

@ ik 40°C - T5%RH [E, BEAY]
(B /Mt~ fe KA

HERTHH = PRAFHIH

<HiHE > & BH A 1RE 18 15 A 21 A 3 H
SR BAY A il Be AV il AV el B e AVl AV /el Ko R MAY AV il Ko Re AV il AVl
VWD T 4 WD T 4 N\NMED T 4 U NMED T 4 MNED T 4 L
Mk n=1 1053913 |Aa—F 4 o |\bha—F s |ba—F 4 | ha—F 4|\ ha—F 4
TREGURZ R EE0a a7 280 a7 heate A
BOmAK BOMAR BOE BOE BDYR

MERER n=1

(HPLC)  <31> 1053913 STkE) STkE) STkEy i £ STkE)

4B (o o —

ii_—) ((),/1)105 001/1 >3 1053913 [97.57~98.75(97.18~98.34/96.58~97.41|197.50~98.65(97.27~98.62
. .0%

31 : MDL102,038 : 0.5%LL . MDL46,016 : 0.2%LL . ZEFCLS O 2 DFEZFWE : 0.2%LL T, BIEBWE : 0.8%LL T
X2 RARRICKHTL2EEE (%)
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2%V 7 P UIERRIER 60mg SANIK]
Wi O EM % 30°C « T5%RH, 40°C « T5%RH OIRFESIETHE LG, HRIZ S Tunmnz2n
DT 4N bha—T 4 T R EEDAROHRRTH Y, MEROERITHBEANTH 1=,

TRIRVERCTIE « AU 2 FLek TR it L 72,
B FE Nt 11 : 2000/5/26~2000/10/19

@ ik 30°C - T5%RH [EE, BEAY]

(B /Mt~ F5e KA
HERIE H = PRAFHIA
<HiHE > BT BH 4G 1% H 2% A 37 A
R AY A B R AY A A B R R AY Ay AN Bk BAY AV A
PO BT ANET|BDT 4 NLT|BDOT 4 AT | BDT 42
MR n=1 RRI99905L) _ = o ypke | —F 4 v I ot | —F 4 v I fo & | —F 4 v T F
GLHABOHME | FLABOHMAEK | FLHAOME | S HADOHRE
MiERER n=1 N N N N
(HPLC) <31~ KK1999051 A A A A
8 (%) *2 n=3
< 95.0~105.0% > KK1999051| 99.81~100.34 {100.21~101.65| 99.62~101.22 | 99.84~100.51

%1 : MDL102,038 : 0.5%LL T, MDL46,016 : 0.2%LL T, RSO 2« OFEGE : 0.2%LL T, MREBEE : 0.8%LL T

X2 RRBIKT B EAE (%)

@ K 40°C - T5%RH [HEEE. B
(B /M~ F5 KAE)

BRI H =RV LRAFHA
<HiHE > BT BH 4G 1% H 2% A 37 A

O RAY LAY A B R R AY LAY AN B R R AY LAY AN B R BAY AV A
T BDOT 4N | EBDT VLT | DT 4 AT [ BDT A
MEIX - n=1 KKI99908L| = o ppn | —F v ft | —F 4 v 7 B | —F 4 v o o
GLABOME | FLABROHE | FLHBOME | G HADOHE

MiERER n=1 N N N N
(HPLC) <31~ KK1999051 A A A A
8 (%) *2 n=3
< 95.0~105.0% > KK1999051| 99.81~100.34 |100.41~100.76[100.65~101.20|100.19~100.54

$%1 : MDL102,038 : 0.5%LL ., MDL46,016 : 0.2%LL T, LS OE < OFEFWE : 0.2%LL T, HMEEWE  0.8%LL T

%2 FTRICHT A EHE (%)
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(2) HE - BAMRUREREF 1 —JHEBMEHER

2x%Y 7+ T ERIESR 30mgISANIK)

1) ABRAE

[ B e v 5k
TAANY—OER b ERERY  RIK 1 EEZT AR —HNICARTER FrZRL, K
55°CDIRES 20mL AW\ \Eo7-, F 4 AU —ICEE LT b5 HfE%., T4 AR —%FT
15 THEARHE L, IBRm ORI A2 BIE2 LT, RO IENRD LR WAL, B 5 /o kE k.

[FIRRDEAEZIT V. FEERSB ORI 2B LT,
FREOBE T L BB SR WSEEIE, BIE LTEZ5e L, b2 b3 TRl < v

THRIKZEEL . FROBIEZITV., REEBORIL 2B LT,

(gt 1 R
TEBIED NS T2T 4 AN =2 E T 2 — 71T L, K 2~3mL/BOEE THEA L, Fa—7

TIAENARE AR BRI 80D 2 ZAKFIZ L, Eﬂ%%%@ﬂS%mL@mél.EthEﬂ% T B
DEARETEALTCFa—THERBS EXOT 2 — T HNOEEY ORI CEEESBE LT,

SRERFEREIIR] : 2021/11/9~2021/11/10
o F& 5 1K034A

2) HBRER

AR BRI AR I MERR

7wV 7w O RS | WL RO TRIRLE |
30mg [SANIK| LE 5 ALNICHIE B L, | O LT

ARRBRIE, THIRE BERG AN RF7 v 7 (B CiEo) ) ICH¥ECTHEM LT,
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2%V 7 xF P UIERRIER 60mg[SANIK]

1) BERAE

[ AR AR

TAARY—DER M A EREERY , MK 1 EEZT 4 AR —HNIZANRTER 2R L, K
55°COIRY; 20mL W\ EloTz, T 4 AP —ICEZ LT 5 mE%R, 74 AXUY—%2FT
15 THAE RIS L, ABURE ORI A 8IS LT, RO RAENRD G WIEEIL. T 5 /5 iE 4.
[FERDEAE ATV, FAEIRE ORI A BIZE LT,

FREOBIE TR D2 AERE GRS DN WA T, BRI 1TEEZS0E L, B S A cEkEE < il
THIIRZMEE L, REEOBRIEEZITV, RERE RN Z B L,

(3 308 1 B

IO NS T2T 4 AN — 2 RETF 2 — 7108k L, K 2~3mLU/BOMEE CHEALL, Fa—7
TN AN BK) 8 7D 2 ZKEIZ L, HEAME ZOK 80cm L@ SIZEE LTz, FEARZICHEERE
DHEKETFEALTTF 2a—TNEIRS L EDF 2 —TNORIEY OF I Cliatt 2Bl L,

SR FEHIIR : 2021/11/9~2021/11/10
oy FEE . 1K623A

2) HEBRER
B AR BB
D% YT e US| B T R TR L o
60mg [SANIK) L X 5y Ll e R L, | 2EnT e T il L,

ARBRE, THIRE BERG AN F7 v 7 (KR Cizo) ) IT¥ECTHEM LT,
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*1) FNEE

*2) FEAEEL

*3) thNEE

*4) tENEEL
*5) tENEEL
*6) thNEEL :
*7) tENEEL

. TOHOBEERF
#HREMSIH—

B
=

TR AIZ IS T 2 B RE (200049 H 22 AZ&KGE, HIGEE M~ 0.1, (1) )
ZHEIET LV X —BRBE TR 5 R LRGSR (2000459 H 22 H A&GR, B BHE
ZhI.2. (2) )

Bl BT D ENRE (20004E9 H 22 A /KGR, HIGEEEMEEE~I1.3. (2) )

g RERE B B T 2 Y EhRE (2000459 A 22 HA&ARR, HIREEEMEZE~.I0.3. (4) )
FFHERERS 35 RS 1233 1T 2 3B RE (20004E9 H 22 HA&GR, HIFEEEHMIEE A~ T1.3. (3) )
mEAEIZEB T 5.0ER OB (2000429 5 22 H &R, PiEERMEZE ~.1.5. (4) )
T Ru~A e OMEER (20004£9H 22 KRR, HREEEHEZE~.11.2. (1) |
F.1.5. (1))

*8) tENEEL: QTe MIBRIE R O FJREVEIZ B9 2 it (200049 A 22 A 7&GE., R EEMEEE A 1.2, (1))

*9) FhNEEL
*10) tEPNEEL
*11) FEPNEEL
*12) tENEEL
*13) tENEEL
*14) HNEEL
*15) tENEEL
*16) tENEEL

*17) HRNEE
%*18) HNEEL
*19) tENEEL
%20) HRNEE
*21) fPNEE :
*22) FENEE

SR HEIR D

T2 Y T =)D KR 0 SR

R R N Z 31T 2 AR S (20144F1H 17TH7&GE. CTD2.7.6.2)
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