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(1RS)-1-(Cyclohexyloxycarbonyloxy) ethyl
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K 3.5mg/mL
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(1) TR

OB Ly THEASELD INIG) Jn#ERER 45°C - T5%RH [H&ELEEE (PTP £l3) ]
FRBR E S 2 2013/9/18~2015/8/21
AR H I TRAF IR
< Hitk > sy BH AR RE 1% H 34 H 6 # H
: )fg; “;; ﬁgﬁiiﬁ o W o WA
S IRABORGE > 130815K
o LR e ﬁggiiﬁ a — — TN
(SEAN AT AR B 7 1) 130815K
e B 130813K
FERER (HPLC) n=3 | 001 4K e SReS A SReS
SRL> 130815K
fHNE)—PERBR (%)  n=3 |130813K| 1.17~2.62 1.29~2.90
BTN v LFEFIL|130814K | 1.51~1.79 — 1.51~2.11
<15.0%LL T > 130815K| 2.66~3.82 1.39~1.53
BRI PR (%)  n=3 |130813K| 1.51~2.59 2.76~3.69
TLAuYE Ryt [130814K|  1.53~2.13 — — 1.72~2.38
<15.0%LL T > 130815K| 1.34~2.34 1.85~2.40
wWHtE (%) n=18 130813K| 96.5~98.9 97.1~ 99.6 | 95.6~97.6 93.2~95.3
HTFHNE L XTI |130814K|  96.4~98.8 96.6~ 99.9 | 95.8~98.4 93.6~95.1
<45 %y, 80%LL k> 130815K| 96.0~99.8 97.6~100.2 | 94.7~97.5 93.0~95.5
wHE (%) n=18 130813K| 99.8~102.6 | 97.7~101.7 | 96.7~100.0 | 95.6~98.3
T AuP U LRE [130814K | 98.3~101.0 | 97.5~100.4 | 96.7~101.4 | 96.9~99.3
<30 %y, 80%LL E> 130815K| 98.7~101.4 | 97.1~ 98.8 | 956~ 99.0 | 95.9~99.0
i (%) %2 n=3 130813K|101.45~102.20{100.91~101.32| 99.86~100.63| 99.74~100.48
BTN v LFtF | 130814K (101.96~102.48/101.12~101.70(100.58~100.86/100.77~101.12
<95.0~105.0% > 130815K |101.63~102.96(100.75~101.13/100.06~101.39| 99.87~100.72
“E (%) %2 n=3 130813K [100.64~101.23| 99.93~100.62| 97.50~98.61 | 97.40~98.05
T Au PR VR | 130814K (100.93~101.62(100.54~100.85 98.44~99.20 | 97.86~99.21
<95.0~105.0% > 130815K [100.66~101.88| 99.57~100.06| 98.62~99.70 | 97.36~98.06

%1 :RRT# 0.8 DEE&EWE -

%2
— BRI

1.5%LLF, RRT#70.9. 1.1 XU 1.2 OEZEYE : 0.5%LL T,
RSN OE 2 OFEZEWE - 0.1%LL T, WEBWE : 4.0%LLF

CRTREISHT 2 EAR (%)
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AR S I - 2014/8/20~2015/8/21

ERER  45°C - 75%RH [H kAR

Be (PTP A1) ]

RERTE H 2k PRA7 R
<Hig > e B L 1A 34 A 6 # A
: jﬂg s Eigggﬁ o e o WA
<RI D FEHE > 141009K
141007K
FesB B n=3
" DR 141008K Sk — — TRy
(SR AT B 7 1) 141009K
S 141007K
FUERER (HPLC) n=3 | 1) 008K e A e A
<HK1>
141009K
BRI —PEBR (%)  n=3 |141007K| 0.91~1.22 1.42~2.56
HoFHNE L LFEFIL|141008K| 1.84~2.78 — 2.51~3.41
<15.0%LL F> 141009K| 0.96~1.96 1.89~2.07
R —MERBR (%) n=3 |141007K| 0.74~1.34 1.35~2.40
T AP RUVEEE | 141008K|  1.53~2.08 — — 1.44~1.99
<15.0%LL > 141009K| 0.79~1.08 1.07~1.73
WM (%)  n=18 141007K| 94.7~97.1 94.6~96.4 93.2~95.6 93.0~95.1
B FHALE L U LFEF[141008K | 94.6~96.6 94.5~97.4 92.4~96.1 91.6~95.5
<4574y, 80%LL b > 141009K| 94.4~96.3 94.2~96.2 93.0~96.2 92.8~95.1
WM (%)  n=18 141007K| 97.0~99.3 96.7~99.5 | 97.1~101.1 | 90.7~97.7
T AP RV | 141008K| 97.3~100.9 | 98.1~101.7 | 97.7~102.5 | 93.9~98.6
<304y, 80%LL E> 141009K| 97.2~99.5 96.6~99.5 | 97.0~100.1 | 92.5~98.7
&8 (%) *2 n=3 141007K | 97.92~98.47 | 98.15~98.53 | 97.28~98.02 | 97.25~97.48
BTN E e L FEF L [141008K | 99.04~99.52 | 98.66~99.31 | 97.58~98.06 | 97.33~97.89
<95.0~105.0% > 141009K | 98.79~99.37 | 98.76~98.84 | 97.35~98.09 | 97.18~98.16
&' (%) *2 n=3 141007K | 98.14~98.56 | 98.64~99.02 | 98.13~98.93 | 97.07~98.10
T AP _UVERE | 141008K | 99.16~100.03 | 99.21~99.82 | 99.15~100.10| 97.92~98.57
<95.0~105.0% > 141009K | 98.10~98.36 | 98.65~99.31 | 98.01~98.42 | 97.24~97.58

%1:RRT# 0.8 DEE&EWE -

%2
— BRI

1.5%LLF, RRT#70.9. 1.1 X' 1.2 ODEZEWE : 0.5%LL T,
RSN OE 2 OFEZEWE - 0.1%LL T, WEBWE : 4.0%LLF

CRTREICHT 2 EAR (%)




(2) mofEREDZEM
OH AT HEASE LD INIG)

HRERIAH
<K >

TRAF I

ELED]

3% H

PR n=3
<RIE D FEEE >

R D FREE

WD FREE

wHME (%) n=3
(BoFHLE s T LFEFL)
<45 4y, 80%LL E >

97~98

97~98

EHEME (%) n=3
(7 a3 LR
<3047, 80%LLE>

97~98

98~100

“h (%) ¥ n=3
(BoFHLE s T LFEFL)
<95.0~105.0% >

100.1

98.6

8 (%) ¥ n=3
(7 a3 LR
<95.0~105.0% >

99.0

97.4

(ZEMH) #HE (kgf) n=3

4.0

5.4

X FRBISHTOEAER (%)

OB AT EASE LD INIG)

25°C - 75%RH [ - Bl

ABRTE H
<JRHE>

PRAFIHIE

ELED]

3% H

PEIR n=3
<R D FEE >

WD FREE

YD FEE

wHME (%) n=3
(BoFHLE s T LFEFIL)
<454y, 80%LL E >

97~98

97~99

EHEME (%) n=3
(7 a3 VR
<3047, 80%LLE>

97~98

99~101

ah (%) *2n=3
(BoFHLE s S LFEFL)
<95.0~105.0% >

100.1

100.3

& (%) *2n=3
(7o U LERE)
<95.0~105.0% >

99.0

98.3

(&5 #HE (kgf) n=3

4.0

1.6

X1 RO bz
X2 RTERICKHTHEFEE (%)




OB AT ThRAFE LD INIG) #a3E Bl 60 5 Lx-hr

RERTE A T 5
< HiKg > BH AR 60 77 Lix*hr
PR n=3 L .
¥ D FEE RO DOFEEE
< DR > WD FEEE WD FEEE
wHME (%) n=3
(B FHLEy v LXEFI) 97~98 98~99

<4545y, 80%LL E>

wWHE (%) n=3
(7 hu o N LER) 97~98 96~98
<30 %y, 80%LL >

i (%) ¥ n=3
(B FHLEy LXEFI) 100.1 100.1
<95.0~105.0% >

“a (%) * n=3
(7 ha PNy LRE) 99.0 96.2
<95.0~105.0%>

(%) W (kgf) n=3 4.0 2.5

M FRRICKHT D AHE (%)

O LT TRESE HD INIG) #adt 40°C [ - KR %]

BRIAE H PRAF AR
< B > BH AL 3% H
PR n=3
OGS =4 OGS B
<UD RO FEEE AR D FEE
wHME (%) n=3
(B FHLEy LXEFI) 95~96 94~96

<45 45y, 80%LL E>

wWHE (%) n=3
(7 hu o N VR 98~99 98~99
<30 %y, 80%LL >

BFE (%) n=3

. 100

(BT LEy S LFEBFIL) 99
BEIER (%) n=3

(7 A8 D ) 100 100

(%) wE (kgf) n=3 4.9 5.6
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OB Ly THEASE HD INIG) #Aa%E 25T - 75%RH [ « B
(GABRIE H PRAFHA R
<Hikg > BH B B 3»H
PR n=3 " .

IR @?%”,-1 ‘f)</\ 0)/%%”,-1
< Yo b > AR D FEEE WAR D FEEE
mHE (%) n=3

(B FHLEy v LXEFI) 95~96 95~96
<45 4y, 80%LL E >

BHYE (%) n=3

(RN =B QI 73} 98~99 98~100
<30 %y, 80%LL >

RAFE (%) n=
*\\3‘%?’?4— (%) n=3 100 100

(o FHLry v LFeFiL)
HIFHE (%) n=
Esz‘f 0‘\n ° 100 101
(T e X Vigth)
(%) wE (kgf) n=3 4.9 2.2
OB Ay THEASEHD INIG) #Ea%E BotsE 60 7 Lx-hr [KUERSR]
BRIE H gt &
< s> BH AR 60 77 Lix*hr

PR n=3 . .

. AR D B RO FEEE
<UD RS RIR A TE G A BE
BHMYE (%) n=3

(I FHNLE Ly T LFEFN) 95~96 95~96
<45 %y, 80%LL k>
mHE (%) n=3
(7 a2 R VEE) 98~99 97~99
<3047, 80%LL >
=77 (o —
j;%ﬁé (/o)‘ n=3 100 99
(I ry Xt FIL)
SER (% =3
Efzfﬁio(o)“n b 100 99
(RN =B QI 73}
(EfE) W (kgf) n=3 4.9 3.5
. RRNZRUBRREROREN

AR/

. fuFlEDERAEELE (MEIEFMHEL)

L Lgn
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9. At
(1) BHBRE
B AVTEASE LD INIG) ROV A2 7TEEAEE HD INIG) (X, BAEFFEEMEFIZED LN
TH TNy LR FIL s T An PRV OEH B ICES LTV D Z L SR
ENTN5,
(FRERIR IR BB SR 2 W% 900mL % vy, 7S RVEIZ XK Y | 50rpm THRERZ 1T H)

T B
D% AL AE IR ] B
BTV NE L L FEFIL 45 4y 80%LL I
AN =RV AN 3 30 47 80%LA

(2) BHEERY
<A LT PELEEELD INIG, >
BRERHOEDFHIFRGENERBR AT A KT A VEO— 5L EICOW TR 24 42 A 29 B HAHRA
% 0229 55 10 75)

(hoTHLEY S LEFEFI)
ARERZRAT:
28 AR BHEBE N RVE
[Al#E% K OGAERG « 50rpm (pH1.2. pH4.0. pH6.8. /K. pH1.2 (0.1w/v KU YV L~_X— | 80 ¥
). pH4.0 (0.1w/v AR UV b=— K 80 )., pH6.8 (0.1w/v AR UV /L=— K 80 %)), 100rpm
(pH6.8 (0.1w/v AR U Y /L_— K 80 ¥/N))

CHIE]

- pH1.2 (50rpm) TiX, 120 5331 2 A O ¥ HH SR IR UERLA 00 S )P HH 22 = 9% O #ilH 1”&
-7,

- pH4.0 (50rpm) TlE. 360 53T 35T 2 A 0D ALV H 58 [ AT HE L) 00 2 57 H 38 = 9% D i PRI &>
-7,

- pH6.8 (50rpm) Tid. 360 53 (Z351F 2 At D ¥ H 32 I LR YE RS O S P H R £ 9% O iR I &
<77,

- 7K (50rpm) Ti&, 360 43 1T 31T 2 A it O SR H SR I TAFE UERL A 0O SR H 3R = 9% D FEPH I > - 72,

- pH1.2 (0.1w/v ARV Y x— K 80 #h, 50rpm) Tik, FEAERIKIZ 120 31231 5 EEAEH RO
1/2 OSEEE SR A R R A& OV 120 3128V T A O SRR H SR HE R O SRR H 2 9%
OEPRIZH - T,

« pH4.0 (0.1w/v 7R U Y Lb_— | 80 #H, 50rpm) T, HEHERIKIN 360 /32 BI 2 EEEHED
1/2 OSFEJPEHER & R R A& OV 360 S5 123U T A O SRR HH S 1A HERLA O SR HH 2 9%
DFFNZ I > T2,

- pH6.8 (0.1w/v AR Y Y /L— K 80 ¥RA, 50rpm) TiE, HEHERIF| O FEIFR D 60% K% O 85%F
WD 2 R FITIBN T, AL O LV 3R AR HE R 00 SR H R = 15% O FPHIZ & o 72,

- pH6.8 (0.1w/v 7R U Y L_— | 80 #AI, 100rpm) Tl HEUERIKI K OAGMNIZE I 15 53 LANIC
¥ 85%LL EIAH LT,
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Vb, Ay TEAEE LD INIG) ORBES D T4y v LF T MICONT, W &1
A (=37 RE5E LD) & Mg L7cAER, 2 TORBRIKIZE W T MEREERROEY A5
PR A KT 4 ) ORERMEEA Lz,

(P H )
BEHE (%) pH1.2 (50rpm) BEHE (%) pH4.0 (50rpm)
100 Do FHILE s L FEFI 100 Do FHILE s L FEFI
80 | 80 |
60 —e— 1 LY PEEHLD (NIG) 60 —e— 142 PEEHELD TNIG
40 — & = 2% PEMSEELD 40 - & =1 = PEEHLD
20 20
0 o—0— - o || oon ' ' o
0 30 60 90 120 0 90 180 270 360
BFfE (53 BFfE (53
EHE () pH6.8 (50rpm) EEE (%) 2K (50rpm)
1007 DY FINEy DLRETIL 0T AUFHLEY DLEEFI
80 80
60 —e— 11 1 PECEHLD TNIG) 60 r —e— 11 4.0 PELEHLD TNIG)
40 t — & =1 =% FESEILD 40 t - & = 1= FEEEELD
20 20
0 L'.d‘_"r ! ! \ = 0
0 90 180 270 360 0 90 180 270 360
BFfE (53 BFfE (53
BHE (%) pH1.2" (50rpm) BHE (%) pH4.0 (50rpm)
100 0. 1wiv% 1) L~ — 80 G0 100 r 0. 1wiv% 1) L~ — 80 G0
0 | HUFHILAY VLFEFIL 80 | HUFHILAY VLFEFIL
60 | —e— 1 L PEAEELD TNIGY 60 | —— 1 4 FECSHILD TNIGY
40 - & = 3 = PECEHILD 40 - = 1= FEIESILD
M_--z--—-s = SR ER
20 R - A- T~ 20 -
O b 1 1 1 1 O 1 1 1 1
0 30 60 90 120 0 90 180 270 360
BFfE (53 BFfE (53
M= (%)  pHB.8 (50rpm) = (%) pH6.8 (100rpm)
100 | 0.1w/%7T 1) L~ — 80 =0 100 | 0. 1w/v%1 ') )L~ — 80 &0
o | PYTHILEY DLEET g | AVFTILEY ULFEFIL
60 | 60 | z
40 | 40 |
20 | —e— 1 4 FECSHILD TNIGY 20 | —e— 4 FECSHILD TNIGY
- & = 1 =% FPEETELD -2 =12 FEESILD
O b 1 1 O b 1 1
0 10 20 30 0 5 10 15
BFfE (53 BFfE (53
(n=12)
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(FLADEURYLEIR)
ARERZA:
28 ARG BHEBE N RVE
[al#R%E K OFRBRIE : 50rpm (pH1.2. pH4.0. pH6.8. 7k). 100rpm (pH6.8)

CHlE]

- pH1.2 (50rpm) TiE, FEAERFI R OATIT E HIC 15 5 LANIC Y 85%LL Vst L=,
- pH4.0 (50rpm) TiE, HEAERFIR OATIT E HIZ 15 53 LANIC Y 85%LL BVt L=,
- pH6.8 (50rpm) TIE, FEHEREILOAMITE HIZ 15 LN 85%LL By Lz,
« K (50rpm) TiL, f2 BA%UT 46 UL LTI enoTz,

- pH6.8 (100rpm) TliE, HEHERIAIL OAMIE E HIZ 15 LN 85%LL By L7z,

PlE. BATTHEASE LD INIG] OAZIRS T LB P E L RIUJVEEHEIZ O T, IR 28 % 1 vkl
Fl (2= 7EASE LD) LEHELZRR, KE2R<E2TORRIKICBW T MR ERSOEYFR
FIEEMERER T A R T4 ) OYHEREEIES L,

(VA H )
EHE (%) pH1.2 (50rpm) BHE (% pH4.0 (S50rpm)
100 | FPLOSEUADLEE - --- A |00 ?LLD-;JE;&L—JL!EE I
#0 _-" 80 | -
G0 G0
a0 rz 40 -
20 ey N L TESHLD TNIG) 20 | —a— 1) L TERSELD TNIG)
- & = 31=2FREHLD - & =21 =V TFEREHLD
0 f.r ] uipﬁ . 0 b ] A ﬂEni& .
0 10 15 0 5 10 15
B (4 B ()
EHEE (%) pH6.8 (50rpm) BHE (%) 7. (50rpm)
100 | FLOSE AL B 100 | FLAZEYALILEE
a0 - a0 —— 11 L FEIEFILD TNIG)
. - 5 =& =1 FEELD
-
£ - =i
0 « frp= fr =l
20 —— 11 L FEEEHELD TNIG)
— & — 1= FESHLD
0 b 1 N i 1 i 1
0 5 10 15 0 a0 120 270 360
Bl (5) Bl (47)
BWE (%) pHE.8 (100rpm)
100 | PLOSEVADLEEA = ===
80 -
B0
40
a0 —— 11 L TESHLD TNIG)
= =3 L FEEHLD
00 : :
0 5 10 15
BFle] (9)

(n=12)
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<J AP T EEEEHD INIG) >
BIEI OEW IR SRR T A RIA SO EICTOWTCER 2442 H 29 H  HEARA
#0229 %5 10 =)

(hoTHLEY S LEFEFI)
ARERZRAT:
28 ARG BHEBE N RUVE
[l#R% K ONRBRIE « 50rpm (pH1.2, pH4.0. pH6.8. /K. pH1.2 (0.1w/v RV Y /L_X— |k 80 ¥R
). pH4.0 (0.1w/v AR UV b=— K 80 )., pH6.8 (0.1w/v AR U /L<— K 80 #®)). 100rpm
(pH6.8 (0.1w/v AR Y Y /L~_— | 80 ¥/N))

CHIE]

- pH1.2 (50rpm) TiX, 120 53IZ351F 2 A b O ¥ H 3R TRE E RS O S PR 3 £ 9% O iR I &
277,

- pH4.0 (50rpm) “TlIE. 360 53T 35T 2 A 0D ALV H 38 | AT HE L9 00 2 R HH 38 = 9% D i PRI &>
>77,

- pH6.8 (50rpm) Ti, 360 53IZ351F 2 Al O V- va H 38 A HE L) O S ) VA H 3R £ 9% O RiaPHIZ &
<77,

- 7K (50rpm) T, 360 43T 31T 2 A it 0 SR H SR I TAFE UE R 00 SR H 3 = 9% D FEPH I > - 72,

- pH1.2 (0.1w/v 7RV Y L— |k 80 ¥/, 50rpm) Tid, HEHERLKIN 120 43RBT 5 A HRD
1/2 OWEIE N F 2 - TRE R L TN 120 5312380 T AR O SRV SR I AR HERLA O SR 3 £ 9%
DFFHIZH > 77,

« pH4.0 (0.1w/v 7R U Y L"— | 80 ¥/, 50rpm) T, HEHERLKIN 360 43RBT 5 A HRD
1/2 OYEEHF 2 - TRE R L O 360 43123830 T AR dh O SRV HH R AR HERLA O SR PA R £ 9%
DOHFIPHIZ B> T2,

- pH6.8 (0.1w/v 7R Y Y )L_— | 80 ¥RAN, 50rpm) Tik, HEHERIKI O SFEIIE ISR 40% M Y 85% 1+
WD 2 R RITIBUN T AL O LV 3R I IARAE R 00 SR H R = 15% O FPHIZ & o 72,

« pH6.8 (0.1w/v R YU VL— |k 80 ¥, 100rpm) TI&, HEAERLKIO TR R 40% K% O 85%
FHED 2 B UV T, AR5 O FEIEE 3R AR E LA O IR N £ 15% OFufHIc dH o 7o,

PlbE, B Ay TlAEE HD INIG) OB T Xy v LdeF i onT, IWHEE 2

@@%U (:1:;‘:/7@8/5\% HD) kttiﬁ Lf:;%li:l:%\ é;’(@%tﬁﬁ{ﬁﬂliﬁb T Ff&%@%ﬁl@ﬁi#@%é@ﬁ%
VERRBR A K54 | oHIE A A L.
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(Vs Hy )

EHE (%)

pH1.2 (50rpm)

EHE (%)

pH4.0 (50rpm)

100 | AFHILR L L FEFIL 100 | AFHILR L L FEFIL
80 | 80 |
60 - —e— 110 PEE#HD TNIG) 60 —e— 114 PEAEHD TNIG)
40 - & = {EEHEE (FF, 15D 40 | - & = EERF| (FF] 150
20 | 20 |
0 o0—0— ' ' 0 0 ON : : : o
0 30 60 90 120 0 90 180 270 360
BFfE (50 BFfE (50
80 | 80 |
60 —e— 1.2 PECEEHD TNIG) 60 —e— 11,7 PECEEHD TNIG
40 | - & = EERF| (FF] 150 40 | - & — ZERF FF, 150
20 | 20 |
0 L‘l'-& T N N a 0 M A Y
0 90 180 270 360 0 90 180 270 360
BFfE (50 BFfE (50
EHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 L 0.1wiv% 1) 2 JL~3— 801D 100 | 0.1wiv%t 1) 22 JL~— 80 1D
50 | HortiLas L FEFIL 80 | HortiLas L FEFIL
60 | —e— 1 11 FPECEHEHD TNIG) 60 L —e— 11 L PELEHEHD TNIG)
0 - & - EERF GEF], 150 - & — EERE ($EF], 150
20
0
0 90 180 270 360
BFfE (50 BFfE (50
SHE (%) pHE.8 (50rpm) SE (%) PHE.8 (100rpm)
100 b O.AWN%F U 2 )L~ — k- 803END 100 b OAWN%E U v LA— 80N
60 | HoTFHILew L L FEFIL o0 | HoFHILE s oL FEF)
60 | 60 |
40 L 40 |
20 | —e— 11 L PEEEEEHD TNIG) 20 L —e— 1] 1 PEREEEHD TNIG)
- & = EERF| (FF] 150 - & = EERF FF 150
O L' 1 1 1 O L' 1 1
0 10 20 30 0 10 20 30
BFfE (50 BFfE (50
(n=12)
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(FLADEURYIVEIR)

v ESLE

HiE  BARIR S wHRBE SRk

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

CHIE]

- pH1.2 (50rpm) TiE, FEHEREILOARGITE HIZ 15 LN 85%LL B L7z,
- pH3.0 (50rpm) TiE, FEHEREIL OARMITE HIZ 15 D LANIC Y 85% L0 By Lz,
- pH6.8 (50rpm) TiE, FEHERFIL AT E HIZ 15 LN 85%LL BV Lz,
« K (50rpm) TiL, 2 BA%UT 46 UL LTl eno7z,

- pH6.8 (100rpm) TiL, FEAERIAIL ORI E HIT 15 0 LINIC T 85%LL Bist Lz,

Dbk, #ATTEAEE HD INIG) OFZKST 50 P R NBIIZ OV T, ¥4 H] 258 %45 vl
Hl (2= T7HE A HD) L L72FER, K2R 2 TORRIKRICE W T ERERS DAY
RSB T A RT A4 > OHERAEICHES L,

(VA H ph %)
BEEE (% pH1.2 (50rpm) BHE (%) pH3.0 (50rpm)
100 r ?ADSE’)/\‘DJLE@% ————— A 100 + ?AD?E’)/\‘DJL% _____
80 | -7 80 | _- -
60 | ,A 60 |
rd
40 | L7 40 |
20 | s —e— 11 FTESEHIHD TNIGY 20 L —e— 71 L FESEHIHD TNIGY
- & — [EERE FEFl 150 - & — [EEREF FEFl 150
O L' 1 1 1 O L' 1 1
0 5 10 15 0 5 10 15
B (45 B (45
BHEE (%) pHB6.8 (50rpm) BHEE (%) 7K (50rpm)
100 | FLOUE AL EEE 100 | FLOUE AL EEE
50 | o -- 50 | —e— 71 L FESEHIHD TNIGY
YA g - & — {EERF| (ﬁﬂ, 1?&&)&
L L - - —-&' -—— -=
60 e I
40 |
— & — [EERE FEFl 150
O L' 1 1 1
0 5 10 15 0 90 180 270 360
B (45 B (45

EHE (%) pHE.8 (100rpm)

100 F PLODEUANDVERE
80 | -
60 |
40 |
- & — [EERE (FFF 157
0 L' 1 1 1
0 5 10 15

B (53)

(n=12)

17



10. B - A%
(1) FENRELESR - AF. NEFRKRLES - ARICHAT51EH
P & 2TUaP
(2) A%
< LAvTHELEEELD INIG) >
100 & [10 £ (PTP) x10]
<71 L T HElEEE HD INIG) >
100 &£ [10 §£2 (PTP) x10]
(3) PHEBE
Y LR
(4) BHROME
PTP: RUBfLE =T (L L, T =L
Fao—: 73 b e RV F LT IR— M7 4L A

1. AZRRHESHhLIEME
RUERR L

12. ZDth
RZ YGRS TE e L
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V. ARICEYSEE

1. MEERXEHR
i I
2. PEXTHRICEEST HIE
5.MEERIIPRICEEET HEE
54 WERMERTORBENERDH Y . AHZ @ MERROE —RIGEL L2 &,
52 FHIE LT o THALZy Y LFEF L 8mg KOVT LAr Y& LT 2.5mg~5mg #FH L
TWAEGE, HHVITWTIN— &2 LT 2> e — LSR5 5610, REI~OE)Y &
AR5 &,

3. AERUVHE
(1) BERUVAEDOHES
RAWZIE 1 H 118 (Borghrgy YL Fu/7saPe s LT 8mg/2.5mg Xik
Smgwg)%ﬁmﬁﬁﬁéo$ﬂiﬁmféﬁm% BHUE & L THW RN,
(2) RZERUVHAEORERE - B
MM EER L
4. REBRUHARICEET SR
7T.AERUVAEICEET R
UFOHTFHINAE L L FEFALET LI _RUABEORE - HEZEE 2. BEEIC
HEZRDDHZ L,
<AVFHILEY PLXEFIL>
- mIEE
WHE, RAZIZ 1A 1RO THAZ Y LT el LT 4~8mg 2RO L, LEIIST
12mg £ TH&ET %,
L, BEEEZEOSAICE, 1A 10 2mg »OHF 52 L, KEITS L 8Smg £ THET S,
<T7LADEIRYERIE>
- BIESE
WHE. RACIET 2002 LT25~bmg % 1 H 1FERRAOKET D, ok, ERICE U ey
BT 208, DERATLRGEITIE1IH 1B 10mg FTHEETDHZ LN TE S,

5. BRERALIE
(1) BET—2/1\vHr—2
MU ERR L
BE
tDh T NE L R FIL - T AV R UBRIERAFI O AR BV T, LFD X
IIREEIRT — B2 Ry —VIZONTORENRH DV,
HOTHNGE Yy LFETFN - T Laa P EURUVBIERAGH] (2= T EREEE) (X TR OE
GEETRER (EN) &b RSN,
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1 SRR w4 RBTY A L (SHhi)

1A | SRR BRI AR | fEE A A B B - KA GEER)

B A [ S \ N -

TR | e (R 1 7 a2 F— N AR TG GRS R)

SR | AR s (R M 7 r A F— N AR TG GRS )

B | RO RERR% | A B Ja ARG —N—HERE S GEER)

SR | A2 (R R TR Ja A —n—HEESEE ESH)
W - PEEAEM | S B S RIEES EI

/“’“IH 75 7x AN

WU | AEROZEIE | e 7 SRR s (T RS R)

B | A O et | AREME MRS | 2R EERENRY GFSh)

(2) BREREEHRER
LR L
(3) RERGRRER

RREEE R L ORANTERSRADRIR 2 520 L TV 7w

(4) BREEAEAER
1) EHERETEER
17.1.1 ERE AR

A REME i 1 E A 2 BRI

1H1EICTFTHALEY VLFEFALLT LRI E LT

8mg/bmg. 8mg/2.5mg. 8mg/Omg. Omg/5mg XIE Omg/Omg % 12 BMEIPFH& G Lz —HEMH
B OfERIIREO LB TH S,

N e A 10 B2 I DR A 6

NS EVRIVE (- I DR/ A [ i Y AN

8mg/bmg & H-HEIT

8mg/Omg # 5-# & O Omg/5mg & G-HEIZLE~, X 8mg/2.5mg % 5-#£1F 8mg/Omg 5 HEIC L~

BRRENBED BN TWS,

oy~ ~ Z 7 R AL A 3 k7 7 RpALAL LRI

MmEZ & (mmHg) Mm+Z{b&E (mmHg)
8mg/bmg (n=101) —26.77+10.52 —16.18+8.48
8mg/2.5mg (n=36) —20.15+9.56 —11.88+5.55
8mg/Omg (n=100) —13.91+11.17 —7.79+8.19
Omg/5mg (n=99) —19.91+10.71 —11.23£7.06
Omg/Omg (n=36) —6.22+12.00 —3.00+8.35

CPEIE AR YR 72)

AR T, BRBREMORE 2T eRIWER N 137 #ild 10§ (7.3%) IR DN TWD, E
7eEIER XM CK N (1.5%) THh-o7-,

TUH iR R D

B - PEEARRMEEMEERFEEZFRE LA T HALE s v FRETF X

REOHAB | 137 v U _IOVERE O G O R OV et 2 TS MR
KV R 2.

RO | CEHEREELE. WATHMIE, 77 A RO ek L R
MEAE ek BRI R A& 2R (218 L O0i) 23 Fnd

TR GR ETE AN LRI ME 2390mmHg Pl . 110mmHgA 2>

ARG M) 23 140mmHglA E, 180mmHg R DE &5
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ERERANILHE

(1) ZWkMEmMmERE, BERE & i AE S M ) i AE O #

(2) s HRBLE I BRARRT 48 DL SRR LA B O REESRIC K 2 OFMRIE 2321 T
RE

(3) xHHRBIEHIBIAARTAELINIC VTV LR F LT Ar Y E S
NUNMVBIRIC LD 0PRIEEZ T T0DE F

B 5 J71k

xR (4H) -
BTN VX FADTTERERBIOT Ln VR LR
D778 R 7N ETALEIEE R N 72V Z R O &S

1B (123[) -
BTN E L X FT AT L L TC8me/5mg. 8mg/2.5mg,
8mg/0Omg. 4mg/5mg. 4mg/2.5mg. Omg/5mg. Omg/Omg% 1 H 1[FEI15E/175
TN A ERICRE O RE

TR IE H

N T 7 RPN HRSRII A (AR TR RIS 38 1T % 6t FRBLZR I B i I il 5 O
L&)

Bl EHATIE H

N T 7 RPN M (TR TR RIS 38 1T % 6t FRBLZR I B i R 1 5 O
2 &)

woR

k7 ZREAANLER M= 02 b & (RTE A2 M) 1L, 8mg/5Smght (1014]) T
-16.18mmHg, 8mg/2.5mghf (36f) T-11.88mmHg, 8mg/Omght (100%1)
T-7.79mmHg, Omg/5mght (99%]) T-11.28mmHg CTH -7z, —IoldE 1K
IINTET V% RO T=5f AR E OFE . 8Smg/5mght & 8mg/Omghf, & '8mg/5mg
L Omg/bmglt CHEZENA L (p<0.0001),

k7 ZRAANIGE = 02 b & (RTE A2 2 1L, 8Smg/5Smght (1014]) <
-26.77mmHg, 8mg/2.5mghf (36f]) T-20.15mmHg, 8mg/Omghf (100%1)
T-13.91mmHg, Omg/5mg#t (99%]) <T-19.91mmHgTH »7z, —ItHE
BT ET v E WX R EORER. 8mg/bmghf & 8mg/Omghf, & O
8mg/bmghf & Omg/bmght THEZEN A H itz (p<0.0001),

REBRAEE TERWAFTFEIBEIL, Smg/bmght TT7.9% (8/10141) .
8mg/2.5mghf T5.6% (2/36f1]) . 8Smg/Omghf T10.0% (10/100%1) . Omg/5mg
T7.0% (7/10061)) ThHV , EGREEICABRZEIIR Do (2RE),

(= TE A8 RAFEEL - 2010484 1)

EE AFORE - AR TRACLIBLEILEE (DT v F/Traiv st
L T8mg/2.5mg X |¥8mg/5mg) =& 535, Thb,

2) ReEMHEBR

17.1.2 BREIHERR (ROIBREHER)
AfEMEE M EEREZ SRS LB 1 ED T E Yy VX F I ET hu Ve RV %
DERHEES™ L= R GRER (52 #) CTb, BENRERE L, FHOBEIEALNT, BEL
FifFEay hr—AnELSnTWS,
Fro, BBV T, BRRRAEMEORT 25 aIfEH A 165 filt 25 ] (15.2%) IZRD HT
W5, EREERIZ, BEMEDE VY (4.2%) ., RAHEDEV (1.8%) KTMMEKT (1.8%) TH-o

77

) BT - B2 HREE 1A 1EERE [16.1.2 2]
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etk (62 BEMRYG) v

RO HEY

AREEVEEMEEREFEZ R LE LT AT HALE Ly Y LxeF LT LAV
ROV O G RO B 2 R OB MR R R B,

FEEMR, SR

ER G ALUE

BB sy (—208)
BIEWIBHIE AR, LRI S D T2 v L dEFamg iE8mgh L < I
TAuYErE LT2.5mg IEbmgD W FIND T L D EIMIBEN THON T
WD IR IS R4y 703 A TBIEWIBR A4 R LA BRI OB EFRIC X D18
BRITON TN E 2%
TR HIBA 4GRS (0)

(1) BEEHIMET, BUEEBBGARD SBEEIREONENREE STV RN

(2) b7 7 EEO RN IUREIA N E 23 140mmH gLl b, 230 b 7 7 KD s A4

PNEPEEER M 2390mmHgbL F - %%

ERERANLUE

BIEIBALARY (—2i8)

(1) UM i A S A o afn o R

(2) ANTUHEEA M E 23 200mmHg # 8 2 5 &

(3) BIZMIBHAARTABELUNIC O T Zy v LFdEF LT LV E N
VIR OO RIGR & 2T T

(4) WHO-ISH 19994 & i & B Et 0 [ P2ICEEE RITTR 7 1281
LB O OHED 9B, Tt L 5 R EE W - EREZETLHH &
DR, MM REE, BRA, MR, T U7 i HE e

TR AR (038)

(1) AAZUAE M+ A3200mmHg % 88 2. 5 &

(2) 2WEOREMCTTRICEST2E %
Mg 7 V7 F = AMENEEEE LR 2.0 . ALT XIZAST AN A 1
FRD2.5F L . MIEKA 3. 1mEq/LAM X 135.6mEq/LLL £, MmiENan
125mEq/LA i X 13155mEq/LLL £

Feh5-J71%

BeHHE  hoTH Ly VX TFAR T ATl LTALEERLHL
B, SRRIITHEZIC2E MR N #G7 5, BRI HEITBIEH Cork
JEREANFIC L D IRE L, DB120 F Tl FRICIEW BT R R L OVEERIC
KT HABMEEEE L 72N SH8mg/bmgh i HEE LT ET 5, 12 LRI
ME= > ha—/LOREE L BRMEEZREGHNTHR L, B &2 E a5,
B, KEHEEZEG LZIZHLP 0D 5T, BIEDESA RG5Ok
JEFEOPFH bR & Lz,

BEE

HEE I HEY I

kA WLl H RS S L, i \ I

ks i fih s — A 1238 X b 36 B

AR 4mg/2.5mg 8mg/5mg (Bre/ome s Bme/2ome )
A

C.C. 4mg 4mg/2.5mg 4mg/5mg — 8mg/5mg ry
8mg/5mg — 8mg/bmg ><
N A J v

8mg/2.5mg

C.C. 8mg 8mg/2.5mg

idpb b

AML 2.5mg | 4mg/2.5mg 8mg/2.5mg 8mg/bmg
AML 5mg 4mg/5mg 8mg/Smg 8mg/5mg [ 4mg/Smg ]H[ 4mg/2.5mg ]
| |
-2 0 4 8 12 52 ()
W) BEE EAE: b7 7 R AAALGHE I M 130mmHg A&, 722 b 7 7 RgAAE AL
SR 1L 85 mm Hg A

CC.: hoFH¥Lky vxEF/, AML: 71T
BS IR  WREHE 1 H EB I &Y Th21EM
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AFAE

AEHEG, A ZY A RE, LEFRF12FE0EX, BARA
k7 TR & T 7 B AL 1 £
(BERE TR U 1T % ek RIS A& IRf 5 & DAL i)

T S

EWRE xS L Ule N T 7 RPN RIR M ML & OY b 2 7 e AU 1 1 oD
1R I521H F CORMIHMFFIZ I 1T 2B TR O OE(LEIX, T ZE
-14.02 +8.933mmHg (95% (54X M : —15.397~— 12.651) & (}-22.30 =
13.048mmHg (95%(5#EX [ : —24.303~-20.291) THh 7=,
HEFRRIEHIZRITI-T.9% (125/165%41) TH V| KEBEENEE TCERWEEF
G11315.2% (25H61/16561) (258D B, F72 b OILFEED T VT4, EK T
T OMRAT D VR 3ETH - 7=,

NA BN A v EEFRF12FFELER, RE, BAREREO > H, KEBRK
MEETE WA FRGIL, BT, BRI EROERT 7 > 7 3%
W, BEEMA TR b FRIT y —GTPHEIN, i CPRIEIN, i rf fREEHE N,
ALTHEM, it U 00, i RBINAE 1 TH - 7,

(=T EASE AREFEE : 20104F4H)

HEE  AKIORE - AHEE THRANZIZIALEILSE (B THrd sy v vxeF AT Lave s
L T8mg/2.5mg X |¥8mg/5mg) %Kk HE G535, Thbd,

(6) BF - WEAIER

RAER R L ORANT A - RBRIRIER 2 520 L Tu/ewy)

(6) ARMERA

1) EABRKRE (—REARBRE. FEEARERAE. EARRLEEAE). HERFTRT 4R
—RARE. RERFTRERABRORE

RREEE R U ORANIAE T i AL - 5 O i A - SOEIRTE R R R AR 2 F2hE L T 7ey)

2) RBFUHLLTREFPENOAERITREL-HRE - ABROME

LR
(7) it
LR
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VI. E3hFEBE(ICET HIEE
1. EEZMICEEHSLEMNITILEYE
(T2 v tFi]
TrIOHAT v NRFEEGEE APz ah Ly o) o LE)
[T ha Xy LUk
1,4-Ct Fa bt VDU RN T LMEHEK (=7 =22y, =PV U IERRES)
HE  BEO B LG DORNRE - HIRET, BHOBALHEESRT L2 L,

2. REEHR

(1) {EREML - EFEF
<AVTHLEY PLXEFIL>
N THNE s X FAOBEEEMIL, AR TRGERRIZ W TERLDITINIK S S G
R T E L RICWEFRFOT AT N E AT 1 (AT SRR
BWCT oA T oo L, O R MENMER ZH T 5 2 LiIc k> TET KN
MEEILOKRTIZL D, SHIZ, ATi ZHFKREZN LIZEIB TOT IV RAT v i3t 5 M /E
ﬁﬁ%ﬁé}f{’ﬁﬁﬁ&:*%ﬁfﬁ’ﬁ-b“(b‘é LEZ5N5 99 (invitro, invivo (7> 1)),

"

|:‘>l FooH T )=
hTFF D
~5y =>ﬂ<= b=~

BEEREEEREE

— TRTEFTLLLI
ATFL G
& oy =
t-PA . s s
: FooHATILY
THRER
2 A —
~ ~
(s g var v ) s Pro e

FoSFTIo0

FZIFRTAY

I x« HUTFHILEY AUTFINSY

ER LFEFIL
= [

E( ‘ FooF > I type 1 24k ‘

B, T MRSt T L REE2-4-8- 124 X B a—T 4 — L LV HHR L THIH

<TFLADEURYIEEIE>

T AR VE U RUEBEIZTE R U DRy AMEFERE L COEMEZRT R, EHO%
BIDREIR CRIICTH D L WO Rz F T 5,

Ve R Y PRI T MEFERIIBEENAREE LA LU AT v ROVITRRIICES L.
HIFEN~D B2 7 AOFENERD SE5H 2 L2 X0 | wiECRMINE O i, 2 ihig <85 2,
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(2) ENEREMT SRR
182 LoV —F oA TUIDRICRIZFTESE
i ESE B 74 B CRRBMES MESE 56 1], BREZ ML) S EiEEE 18 #) xRz, Vo7
s vkt F1l A 1E1~12mg OERGHRBROM R, ME L = A5, g7 o4
TV TBERCIIET 4T o MTEBEO EFRR LTS 913,
5% .
MOB L TFHAL L D LFEFI - T LU _RUNABERARIOEBIEFIZBNT, ULTFD XL
9 1B A AT T BB O E STV S D,
1) in vitro X OEW%E % 73R8k D
<HUTHNE L VUFREFIL>
O v Y FHIFBARERAE 3 AL Z A 7 1 (AT ZHEEEOT S/ NEESE AL X A 7 2 (ATs)
ZRWEAWZHBRICB O T, I T L Z EEIRIIC AT Z B RICB W T AT L HEHT 5
MR SN 9,
@Y X RKENRIEA I 2 W73 BR ISR W T, I T2 3 AT ORI 5 Kk
BB E 529, PHREEER A IS S5 Z L0, BAMNEHEETH DL Z LVRB I
7~ 14
@7 X ORI KEIRIZHER %2 W23 BRIC B W T, I T v Z i AT K 5 IUE 2 4l
L7223 LoD ifiL 3 A BV L 2 SGHE LT3 A TSR U CRp R piER 2R L 72 D,
@ v Y 24 RENIR &2 O T2 GRS B O D 2 Bl B MG 5y 18 2 T2 AL O Je OMig R
BICBWTH T & AT/l EIEBEA R ikl E R LTz 19,
ZOWFE LT, BT HNAE ATAL &R ZOREGENLN D OMBBEN BN L EZ D
7 14,
OEEFRFEFINTE T v MZBWT, BT g Xt F /it 0.03~1mgkg THEIZK
L ALIC X D AEROS 28 Uz, /A %hEIE 0.03mg/kg TH V. 0.3mglkg UL LTI
7 REfE % T HIRIT R AL K 2 FEROG &6l U, iIfERIE 24 RefE & Fkt L7, IDso
i (5 0~24 RO AT H 1+ % 50%40 3 5 &) 1X0.07Tmg/kg TH o727,
2) R RN S OB PR 12 331 5 3Bk »
<hhorsFynrzr vidkFr>
QAT AW &2 FESOSHIER  (BERERA)
PLIRHMLE T 20mmHg LA oD 58 2 W 3 GH i+ 160mmHg 33 yEiE i i+ 100mmHg
LI FICBIET % £ T 5 4R TSR AT 2 AfF L2 @R A 5 61 GEf: 21~24 %) 12,
BTN L FETF )L bmg, 2.6mg. Img & 1 BB ORI Z &1 T 1 REaskn
Be b L, e AR E L,
N THNNE L T FETFIUE 1~bmg THEICIKFE L7 ALIC K 2 FEK S ZMs L,
b 4 RERIE OMEIRIE Smg #5EETH 90%., 2.5mg 58 TH) 800, 1mg % 58T 60%
Tholo, %5 24 KL OMGIERIL, 5mg 5 TK 30%., 2.5mg & 5-# TH) 20%. 1mg
BHGRETR 3% TH V. 2.5mg UL LD GRETHHIER 2R bz 9,
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QL= =-T o PFT oy RICKIETEE (R A)
TERERR A B - 9 Bl (4Efiin : 38~54 1%) ZXIGUZ, 6 Bllch T HLH Ly L FETF /L 10mg
., 3BT 7'ARE 1A 1 EREAKSE, fl&kE 1 ARERIC 6 AfERRG LT, 61
AE&E 8 AEICEIM L, miEL =& (PRA)., MM L = (ARC)., MmiE7 >
T TREAL) MET 4T v MR (AT g7 v R AT v g (PAC) .
TUVFT v oERER (ACE) 1EMEEHIE LT,
TR ARG, DT E Y L F AR TIE, PRA, ARC, AL, Al
DUE1IHHBERG®%EFESHE L OICARICES L, ZoREEGR G2V fE I,
PAC, ACE i&MEIZ7 7 v REHRICHN, AERELERD o729,

(3) {ERAZRIENFA - Fribe
MG R R L
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VI

1.

EyEReIcEiv 41EH
meREDHTR
(1) aREtFMHLCODRE
U ERR L
(2) BFRSBRCTHBR S -OPRE
16.1.1 HEIKRE
RN 126 h o THLZy L F AT Lu P LT 8Smg/bmg Bl A BE % HE#& 5 L
7olRg, MACIRIEMERE 0 T & o0 IEEMEREY M-T KO b 2 REGIR D
ENDEN, REIKTH DD TH AL LT udmb snin, HEREwm s 5L 4
YEOT 2u e OMPRECHBIZITRO LB Th b,

)

0
N k_CHg N

hTHINVE v M-I

{ng/mL)
140
1205

100 -

Ty

W T E
=

]
.

0123456 & 10 12 16
FrH- el ()
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(ng! |11L:|

5
4
fi 3]
h
i o]
HE TATIY ¥
14
'} w0 PERR0ED T T 1 1 1 L 1
0 6 12 16 24 36 48 T2
T L iEEEM (h)
S Cmax Tmax AUCo-» Tz
HEYE
(ng/mL) (h) (ng * h/mL) (h)
BT E 78.91+29.6 4.8+0.8 1,117.1+205.7 16.31t9.2
M-1I 10.3*t3.3 8.3*+3.1 346.31t103.1 19.2+t7.5
ThaIr 3.56+0.7 4.9+0.3 120.3+28.5 37.31£6.3

CEEIE AR R ZE, n=12)
16.1.2 £EMFHRFHE (FABRE L DOHLEK)
EER NI TN E L X F AT P L LT 8me/bmg Bladia &G L, &y
DOPFRFE L g L7z, #ER TR OEBROWT ORGSR T THmig & &AW FRICFES% T
HDHTENERINTND, EETEORRICES LIZREOK D Cmax & AUC IXITERD B

DTH5b,
- BT
BT NH VAN =2 %
Cmax AUCo- Cmax AUCo-w
(ng/mL) (ng * h/mL) (ng/mL) (ng * h/mL)
fF 85.4+25.0 1,033.9+243.5 3.6+£0.8 131.5+41.0
Bl & B 86.0+31.3 1,012.1+260.6 3.6£0.7 131.2+38.1
CEEIE AR MR 72, n=27)
B
TN E AN =R
Cmax AUCo-« Cmax AUCo-w
(ng/mL) (ng * h/mL) (ng/mL) (ng * h/mL)
CiaiE 111.5+26.5 922.4+209.8 3.3+0.5 135.8+46.3
il & e 112.1+31.9 950.7+231.6 3.3+£0.7 134.3+33.6

28
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16.1.3 mshh > FHIL4 B ERIEE % FL = Population Pharmacokinetics (PPK) f##f
NTHNE Yy R TR LT RN T~ 168 fil, AR & i EE K OVR s A RE
P LS R AR 30 5], R TE A fF 5 mif)EAE R 18 B, FFRETE A 1k O & i EAE A 8 B, B
224 Bl BE LI 2, 886 BRSO ML T Y& REREME AVC, M, Fi, (KE, I
HEREFERE (AST. ALT). BEEBEIEIE (i~ L7 F =2, BUN), M7 7 I AE K OE fLED
HL o THNE DI VT T A AR, IS FT XA Z 807 1 & OBEN:Z 13
SRR, AFREE R (AST i >40 XX ALT fE>35) ICB 527 U7 T AN 45%K T+ 5 2
ERHEE S TWS, [9.3 BH]

16.1.4 EMFHRFHER (RERFEOHLEK)
<ALYTEEEELD INIG] >
(1) ALY TEAHE LD INIG) 2= TEEAGHE LD 27 v A4 — "—kI2 k0| /RS T-IC
INENLEE B THAZy X FLLELT8mg KONT LY L LT 2.5mg) iR
WA ARG U CHEIEMREY (72 0) EBEROMIERREE (7o)
BEZBE L, BN YEgE T A —% (AUC, Cmax) (22T 90%13 8 X HikIC THERHiR
HraiTo 7ok R. log (0.80) ~log (1.25) DOHFFANTH V| WiHlDOAEYFHIREMEN R I N

16)

- AUTHILE Y

HENRT A—H BEIINT A —H
AUCo-4s Cmax Tmax T2
(ng * h/mL) (ng/mL) (h) (h)
1151.01 99.40
AR B BE [ B34=*1. B7=E2.
T LT A LD INIG) 191719 49867 4.34%+1.23 8.37*£2.94
1059.11 90.19
=3 pasy +1. .63=*3.
=7 BLEEE LD +917.92 9102 4.72+1.20 8.63+3.86
CE¥) =R 22, n=32)
120
100 + —e— H A TRAELD [NIG)

c0mn 2.2 3 T BEABELD
P - BRER, n=232

=

i 4 BE (ng/mL)
& 8

0 i 12 18 24 30 36 42 48
fe 5ok (h)

29




- F7LODEY

HIEINT A—H BEIRG A—H
AUCo-120 Cmax Tmax Tz
(ng * h/mL) (ng/mL) (h) (h)
58.1987 1.7971
A AN [ . +0. . +5.
B 5T BlAEE LD TNIG 159154 403991 4.87%+0.46 36.72+5.54
57.8591 1.7001
=3 AEE +0. H1=E5.
=7 A EE LD +15.9368 103633 4.87+0.46 37.51x5.81
(-] = EEEfR 72, n=23)
3 -
—e— H A Y TREHELD [NIG]
o Y TREELD
2| TPy SRS, n=23

&l (ng/mL)

#S5#OBEM (h)

<HALF7EEHEHD INIG] >

(2) Ay TEEAEH HD INIG) L= 7RG HD 227 g A4 — "—{kI2 L0 EERAS T
WZENTENLEE (BT AFy YL FEFALeLT8mg M7 LY & LT b5me) iR
B O#RE L CiEiEEREY (T2 ) R OUMETREE (7T om0 )
BEZEL, GO YEE T A —% (AUC, Cmax) (22T 90%(5 8 X 1L CREFHiE
HraAT > 7ok, log (0.80) ~log (1.25) DOHEIFANTH U | WA AW FHIFE LMD S L7z

16)

- AOTHILEY
HENT A—H BEIINTG A —K
AUCo-48 Cmax Tmax T2
(ng * h/mL) (ng/mL) (h) (h)
1187.71 96.11
A AN [ . +1. . *2.
B 5T ELAHE HD TNIGH 97873 199 99 5.50+1.24 8.33*+=2.50
1148.60 100.27
== PANy 3 +1. . +2.
=7 kA EE HD +304.03 13101 5.12+1.04 7.93£2.76

(P FEHERZE, n=34)
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140 |

120 —e— h A TRAHNAD NIG]
_ —o-- 2= ¥ TRE&RID
g3 100} Ty = B, n=34
"
2wl
fed
B 60t
H-
%l
2{} B
0 L i i i i i
0 6 12 18 24 0 36 42 48
5 oFE (h)
7LAOCEY
HE/NT A —H BERT A —H
AUCo-120 Cmax Tmax Tz
(ng * h/mL) (ng/mL) (h) (h)
120.8665 3.4811
A3 N r 92+0. 065,
1 5T A E HD INIG 499 3887 £ 0.6176 4.92+0.58 40.06*=5.78
125.0042 3.5498
=3 N +1. 12+17.
=7 BlEEE HD +93 9565 0.6778 5.25+1.59 40.12+7.18
CEE = FEER 22, n=24)
ﬁ _
—e— 1 4 T ECEEEHD [NIG)
N 0- 1.2 37 KA BEHD
E 4l i+ PR, n=24
B
B
e
£y
<
&
=

0 20 40 60 80 100 120
OB (h)
MR NS AUC, Cmax 50D/ 7 A — & (3, #ERE OIR, (RIK OEREREH + IRp 55 0 Rk
R K> TERRDAREMENRD D,

(3) HhEE
MR L
(4) BS - ftAROEE
(TVIL 4. WRIL ) JO® TVIL 7. FHAEAEM] OEZBR)
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2. EMEERBP/INTA—4
(1) BHhAEE
MR L
5%

OH L TFHILE L LTI T LD RV R A A OB 1%, R A 67
ERBIC1L L /R—= R AV RETATHII LD THD Y,
(2) WUEETEH
MG R R L
(3) HEEETEH
M ER R L
5% .
OB FHAE XTI - T LD RUIVBERA R OAZERICE N T, LT X
IMENRH DV,
RN 67 BllCH o TH A2y P LxvF T AP XU BER A2 BRI G L &

& BT OBERMOBEISEE EEIT, WHERHEmM Y T2 T 0.07£0.02 (), TAauy
B UREAET 0.0220.00 (h™1) THhotm D,

(=T HLEEE ARRFEE : 2010 44 H)
(4) VY73 2R
2 HNENT—H 10
<T ha PR LR >
5.9£ 1.5 mL/min/kg
5% .
OB THNLE L L LXETF I T Aa U E U RUABER A OARBRFIZB T, LTO X
I MENRH DV,
<HUTFHNE LFEFIL>
FEER 72 RREVE R TR RS (656 mioRim . BVE. FFHEREER) [CB s Tz ros )7
7 v A1%0.129 (L/h/kg) ThHo7=19,
(5) HHBE
2E HNENT—5 1
<T Aha U Ry VR >
16+4L/kg
5
OB TFHNANE L U LFREFI o T Aa D U RUVERERLAFIOAZRIRIIZB W T, LT &
IMENRH DV,
<HUTHINLEZL VLFBFIL>

FEHERY 2 AR REME R M ERE B (65 mART . BME. IFHREIER) IS8T 20 v T2 v DA%
% 1.29 (Likg) THo7z 19,
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(6) £t

3. BEHE (REaL—Lav) @

SAFT AT EY T 4

55 .

MmoOH L TFHLE L S LFETF - T AP XU ABERAFI ORI T, LTk

IIRWMEND DV,

<HUTFHALEL LFEBFIL>

BHEAT—4]

R A B 8 Bl [4C] A THAFy v LFEF )L 8mg &7 /L3 — WIEN L TRO&EE
Lizl&x, BTHNEDNRNAFTT XA TEY T (1542.3 (34.3~55.6) % Th-o7219,

(Zv b, 4X)

JEHEDT v b, AXIT [UC] HoTHALEY VLR TFAERBRELZEX, AUTHALEZ LD
NAFTT AT VT 41, FNEI 19~28%, 5% Th o 7= 20,

(1) fBRAE

RUER R L

(2) NS A—SEBRER

4.

MM ER e L
5%

MmoOB L FHAE S LFEFIL - T LD E R VBERAFIOARBEICBNT, LTO X

IIRWMEND DV,

NTHNVE Ly LT NEEE LIRS FIE 168 fi, ARREME & i 5E & OVF s A HE
P e L AE FR T HE R 30 1], B A 0F O i EAE R 18 B, TR A 0 5 mifEE R 8 .
224 BN HAF BT 2,886 RSO A > 7 v & YREERIEM 2 VT, M, AR, (KE, T
REfEEE (AST (GOT). ALT (GPT)). ®#sEfafy (G2 L7 F=>, BUN), 717 I
EEONEMEOHEL I THINE D7 )T T A BB, FRHIARL AT AT T 4
& OB AR LA, IFEESE RS (AST (GOT) fE>40 XX ALT (GPT) fE>35) (28I
D7 VT T AN ABRIERTT 52 ERHEE SN TN D 18,

311}
16.2.1 BEOEE

fERER AN 120D Ty X F U7 ra Ve L LT 8Smeg/hmg il A fea BEHFES L
7ol ISV 0 7Y v & 0 Cmax IR THG & ik LTI 2.1 7% (R T @ 78.9ng/mL,
‘% : 160.0ng/mL) (2, AUC 34 1.2 1% (& T : 1,117.1ng - h/mL, &% : 1,286.7ng * h/mL)
W EH Lz, 72O Cmax XONAUC 1B E2B D 7o 1=,

IR T A =4

TEMERE D T B T AP REER
Cmax (ng/mL) |AUC. (ng-hr/mL) | Cmax (ng/mL) |AUC. (ng-hr/mL)
MR T 78.9+29.6 1117.1+205.7 3.5+0.7 120.3+28.5
"% 160.0+36.6 1286.7+214.9 3.1+0.6 122.6+30.4

(2= THELABE
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5. 9%
(1) Ii&-kxESFE@EE
MUERR L
Bk
MOH L TFHALE D LFEFIL s T AR E U RUUVBERRAFI O AR BT, UTO kL
IIRHENDH DV,
<HUTHINE L L FBEFIL>
(7> 1]
Z v N CIEaEE LI < W 20,
(2) miE-RAEEIFEBYE
(IVIl. 6. (5) ki) OIS
P
tDH TN E L LR FIL - T Au D ARUOVBRIERAAIOEKRIFIZBW T, ITFD X
IMBENDH DV,
<HUTHINE Y VUFREFIL>
(7> 1]
HiIR 19 HEDZ v M2 [UC] hoTH L2y Lt F /b Imgkg #fR 0% 545 &, BHRIM
o 140 T, 5 3ERIZICE —2 TH D 0.511+£0.092 4 g/mL 720 | ZDOH%ITHR~ 1T
T L7, MBIRMAEF O 14C IR, &5 24 RRILAZIZ 0.1569+0.023 1 g/mL & 72 V) | RHAKIMAEH
?® 0.06310.004 1 g/mL % E[EY | F5 32 K%l — 27 TH 5 0.185+10.053 u g/mL ([ZiE LT
B, AT Lic, 72, BCIHRBIEOMEICHBITL, &G 32 FFHKZICE—2 TH 5 0.062+
0.017 p glg (T LTz, WRIRMAETIZIIRE(EITRIE ST, BRI T Thoiz,
UC T KRPIC b S =2y, #1532 B % OB E IR T 0.032+0.005 1 g/g 126 LT, F
K TI% 0.024=+0. oo5u g/mL LK<, 48 FEfICE—2 T D 0.045+0.012 u g/mL IZFELT-Z &
D5, BRI EICHEBEZ N L TBITT S S HEZE S 20,
(3) $L,+'\a>?§ﬁ1$
(TVIl. 6. (6) 3w DHSMH)
P
MOH L TFHAE Y L FETIN - T AP RUABER AR OEKREF BT, LT X
IIRHENH DV,
<HUTHNE L VFREFIL>
(7> 1]
HE 14 HEDOZ v M [UC] A THAHry LT Imgkg 2% 0#% 5325 &, Mg
O 1UC X 3BEEIZICE—27 TH D 0.714+0.109 1 g/mL (252 L7, e CF Lz, it 3R
H D MO IR B ARV R E THER L, 3 IFfil#&ICE—2 Th 5 0.151+0.061 u g/mL, 0.118+
0.041 p glg \TFE LTz, IRAIIRT Lic, £z, #it. ARFICREMEITRD ST h T Y
B INERRS ThoTe M, EOWRE S MBI TR S, &5 24 BEfEI#%121% 0.001 2 g/mL (or
pglg) AT E T L7z 20,
(4) HE~DOBITE
MU ERR L
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(5) ZofhoiBB~DRITHE
MR L
5% .
tDh T E XTI T Au DU U RUOVBRERAAIOKRIFICBW T, ITFD X
IMBENDH DV,
<HUTFHNE Y VUFREFIL>
(7>}~
Z v M2 [UC] ATV Zy v UF BT Imgkg R AKRETH &, 85 30 %121 14C
IXHEED 0.806+0.330 1 glg i K E LT, BHMRICILS 0 L TR Y, < O/ TO 14C I
FEEEE 2 B S L <X 4 RRIRRICR A & R o7z, 2 RIS T 2IRE T MIE T 0.374+
0.057 u g/mL L b <, DWW THEE0.323+20.056 1 g/g, HFiK 0.271+0.047 1 g/g. ik 0.232
+0.029 1 g/g. FBE 0.215+0.043 1 g/g. fiti 0.076+0.016 1 g/g. FEE{K 0.066+0.009 11 g/g. Fl
% 0.053+0.005 1 g/g. Lo 0.043+0.008 1 g/g DIETH Y . I 0.004+0.001 1 g/g. FFHE 0.004
+0.001u glg THROLEN- 72, #5 30 7305 72 RERIC/IT T M0 BEIE, 13 LA EOMFRT
MAEFRE L DN S, BT /I/ﬂm‘zﬁ“/l/&U\%@ﬁuﬁT% THARR I LR
ITLIZ WEB 2 bz, UC XL EWOIERINL TH 5 I E.%EP (EOAREE - 4 BB 0.025
+0.002 1 g/g) IZHBITL T2, Sk D 14C 13 24 FRRE 2> SIZIEPEHES K 7975 72 B =%
(A8 TIRWR SIS 72 o 72 20,
(6) MFEEAKEAE
<HUTHNE LFRTFIL>D
HUFY L e FOMIE. 4%t MIET LT S VIRIRICTEIN LT & & DX 87 SR,
EBHIT99%LL ETH D,
<T hua B R VERE >2)
MAEZ LRI FEEFRILIT1% TH D,
5% .
MOB L TFHALE Y L FETN - T AP RUNABER AR OEKREF BT, LT X
IIRHENH DV,
<HUTHNE L VUFREFIL>
(in vitro)

[(UCIH Vv THNE L ET b A XD, & hOMIE. 4% MLET VT 2 UEEIRIT in vitro
<Em (0.01, 0.1, 1, 10ug/mL) L7z& EDOEARMAEIT. TE 99, 96, 99, 99%LL
ThHhOH, WTFnbEmWEEREZ R LI, £72, [MC] M-I &t FOMm{E, 4%t MjE7 V7 2
VYRWRIZ in vitro TUSHN (0.01, 0.1, 1, 10pug/mL) L7=E EDEAMERIL. Wb 99%
PIETH 7= 20,

(Zv b, A4X])

[(UC] I THNE Ly YLXEFAET v b A XIROEKE LT- & &0 UC o fmiEE kS
FIX, FNEN 99%LLEL 96% L ETH Y | WTNOEMMIZIB N TH I T Z o RO O
ORH & IMEE ARV EEZ R LT 20,
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6.

A%

(1) REERML R U R

ATFHNE Yy Y LFREF VIR F LIV AT T =PI L 0GR D T P L 2 A
S, I BT CYP2C9 I L V0 FETEPEAHY M- AR S D 23, ARRelk & i EiE B v
FHNE L X FAEHRELIZLED M-T oM HEE R ORGSR o F L% v ol
R R K OVR R R I K < L CYP2CO OERISZRUZ X B0 v T Vv & v DIl iR FE A~ 5
I netEZ 65,

T, BT HAZ ok CYP1AL, 1A2, 2A6, 2B6, 2C8, 2C9-Arg, 2C19, 2D6, 2E1, 3A4 @
REAEMHEZPLE L2\ (dn vitro),

T Lm Y E AT EIC CYP3A4 (X D ARE S 4, IRPITIIRZE(ERDIZNNT 9 HORFHM 1 FED b
T\ 5 2D,

5% .
B FHLE L L FRFI - T AV RUVEEER A A OAKGREICRB N T, LTk
IIRHENH DV,
<HUTHINE Y VUFREFIL>
(Zv b, A4X]
N TY NG R T NME TOWNOERE TIEEH#) T T L2 AcR@ s, S
DIZ—EM TN v VBIEIC LD BT E o =AG T YL NG ICRET S, —
BRSNS CHRTEPEAE M- LA S 41 5 20,
7 v by A X TOHEE R

CHa
HOOC .
00OCOCHOOC ! 1 HOOC A i ! i NZ MM
N™ "NH | e N N=N
N e N e T | 7~°
OCH:zCHa | +— OCHzCHa N
N b 4

HEFHNEL SLERFL K@mH > TIN5 > \ft‘mmm.n

R1=Glu, Rz=H;

HFHI2 - acyl glucuronide Ri — 00C | 1
(heFHna-AG) N =N
Ri=H, Rz=Glu; ; _-N N-N
#h T HIL 4 2 N-glucuronide | OCHzCH:  “Ro
(HhrFHna-NG) ; N

Glu=glucuronic acid
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T La PR VR >
GrE AT —#)
R ABF 2 41T Ln P2 AR AOEE (16mg) EFHFE (bmg) L7cE &, 741
VB OBE T2 R E TORPUITIIREALKR DT 9 O E AR D S iz 20,

t b TORPRHY

R ]
HyCO0C~ 2. ~COOCH, HyCO0C -~ -COOCH; ]
MG CHLOH MG r P~ COOM H,C00C-_~. -COOH
H-V H=V HiC~ =" ~CHOH
N f H-E
H R ] 1
H,C00C~_~<.COOC:H, HyCOO0C -~ ~COOCHs {H,COCC A COOH
HiC " ~CH,OCH,CH;NH; HyC~ N7~ CH,0CH,CHNH, HyG "~ CHOCH,CHNH,
H H-K '
H-X
AMLODIPINE \
] R
H,C00C_~ ~COOC H; HOOC-._~"x._-COOC;H,
HyC~ N~ ~CH;O0CH,CO0H HyC~ ™~ ~CH,0CH,CH;NH,

H-N
R
1 HOOC-._~" ~COOC H,

H-\I
\ A ; HOH,C~ N ~CH;OCH,CO0H

HOOC-. 2 ~COOCH; H-1

HyC~ N~ ~CH;0CH,CO0H

L -
L H-1 ]
. N e ~COOCH;

HyC~ N=" ~CH,0CH,CO0H
H-"

(2) RBICEET 58K (CYPE) OFFE. F5F

<HUoTFHYALEL FxEFIL>
T NALEY X EFANEINLRXE N RAT S —FBIZ Lo ThH T o fEH X

. BT Y Z AT T CYP2C9 12Xk M-TIICE s 2,
<T b VAR VR >
T AT ORBHTITE L U TEMREEESE CYP3A4 G LTWnH EEZX LTV,
(3) MEBEGBMNROFTERVZTOEE
MU ERR L
(4) REVOFHEOERRUELL, FHELE
<HUTHINE L FRTFIL>
EHERE D T
REIM- TNTIEME A2 R S 720 D,

i
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7. Hkitd
fEFER A 1261 o FH By xR F T Au P LT 8mg/smg LA §E A HE#E G L7
e, JRPICIEREIRTH DD THAZ Ly v TF vt and, RS chsrs o7
P& o+ IEEMEREY M-I KO Lo D8 RERDRHEE S D, #8548 IFfH £ CORFEIRF
HEMRIZIR P A T2 o+ IEEMEGE M-T111.9%, 7 A8 P8 RE(LK 4.8%ThH 5,

RGBT 5 BRUR TR

PRR P EE (5803 5 %)
0~12FFfH 0~ 24 5] 0~48FFH 0~ 12015 ]
IEEREY b T X | 5.958+1.7641 | 8.094+1.9401 | 9.748+1.6354 —
FEEVEREY M-1I 0.765+0.3167 | 1.490+0.4903 | 2.157+0.6857 —
aat RPE=R) 6.723+2.0247 | 9.583+2.3187 | 11.905+2.1112 —
Y NEASS RN 1.630+0.3141 | 2.988+0.4995 | 4.761£0.8752| 6.707+1.3646

mean+SD, n=12
(=7l A AEEFEE 201044 A)
8. FSVRR—A—ICEHT H1EH
PH DR L

9. BNMFICKBIBRER
(TVIl. 10. WE#KE] OHZBMH)
N THNE L ROT La P EATEARGEREN D, BITICX 2BREIZED TIEAW,
P
DA FHNE L LT LRAIOERBIFICIBNT, LTOX I BRMERHH D,
1Mi& 2T
<HUTFHNLE L VLFREFIL>
(in vitro)
(UC] B> TH % % MITEIZ in vitro THRI (0.2, 2ug/ml) LT, ENEOERMEE
FRD & [UC] TN OREFIIENITNIRIZFRAE L CEAZ & LIC volz, LR
ST, BT OBREICHTHNLEZ Y LI EFALERGE LTI T HLZ U NENEL S
i L TR~ T 2EE 1T D72 < BITIC L A MPREOE(LITIFEAERNEEZ LN Y,
(a7 L AgE ARRFEE : 19994 3 H)
10. BREDERZHTSEE
MM ERR L

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

1.

EENBLEFTOER
BEEIN TR

. ERABLEDER

2EE (ROBHEICFBELEWLNIE)

21 AFIORKSH D WMo P Fa el 2 RIEHN 5T 5 @ EUE DB O & 5 B

2.2 fEIR XATHR LT B TREMED & 5 &tk [9.5 S ]

23 7T U AR LU T VARG R ORERFREE (72720, thoREEREEIT> THRBIMED =
VR ARE L AROBEERS) [10.1 &H]

. PDERIIHRICEET HEE L TOER

(TV. 2. ZEESUIZNRICEET SEE) 22452 L.)

. BERUVARICEEY 5B LT DEB

(IV. 4. AEXOHEIZBEET IEE] 22T 52L,)

. BEEGEFNIE L ZOEH

BEELEANMIE
81 AN, WoTHNALHELy XTI 8mg LT L L LT 25mg HHVE 5mg & DR
BHEITHY, Do THALEL X FIALET Lu P RUABEN T ORIERNERT 5
FNRH DT, WUNIARFIOMH Z i 52 &,

8.2 FIEEMICESSOE WV, 562X BRHLLNAZENH LD T, EFEE, BEIHEOEIREE
A1 O A B ET DR ICITER S D 2 &,

8.3 FIiTAI 24 RFANIZIE G- LW Z ENEE LW, 7o VAT v v M ZFREETAIR G- O BF I,
BRI OFIRIc L =0 =T O F T v R OMEWERNC X 2 @ E 2R i ER T A& 2 3 ATtk
Nd 5,

8.4 7 Lm U L AU VERE T M R I S R < T HHIER bRRIR R EESR DR O 5N D D
T, AFEGHIEZIMMOBEER ZERT 5 & &k, ARYCICERGRBICEET 72 EBEOR
BABRE L RN LEEICRET L L,

6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESEOHLBHE

9.1 AHHE - IEESDHLEE

9.1.1 MAILBBHREEOHZBENIABTEHREEOHI8E

B ESP 2 B SR S DA ERE BTS2 2 &,

AUTHNE L LR TOUE, BT EORADCRERE A IRIEOK T X b S B 2
&b BENRH 5,

9.1.2 Bh YD LMmMIEDSHE

RRE L2 G EH SN 2562 kE ., MHITRET S 2 &,

HUTFHNE Ly P UREFL, &Y Y AMIEEAESELIB8ENNH 5,

7o, BHEEREE, o2 e — L RBOBERBFEICE 0 MED ) v AMENE L 220 RV EE T
MmiEH ) 7 MECEET S 2 L,
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9.1.3 BMELREREPORE

MmJE, Bk OEE OREZ +0IcBleZ+ 2 2 L,

HTHNE X EFAORGICLD, FCHERZITIETL, va vy 7, Kb, —if
PEDOBERHASCBEBEDK T2 EZ_ITBZNNH D, [11.1.2 BH]

9.1.4 EF M)V LMEDEE

MmJE, ek OEE OREZ H0IcBleEZ+ 2 2 &,

NTHNLE L FEFAOEGICLY, FNICMENRIRIAKTL, va vy, Kip, —ifd
PEOEBHEASCBHENK T2 IBZhnd 5, [11.1.2 &R]

9.1.5 DXL ESHTIEE

M, BREE EE OREL +SIBIEZT 52 L,

HTY L X EFAOHEGICLD, FCHERZITIETL, va vy 7, Kb, —if
PEOEBHASCBHEDK TZR - IBZhnd 5, [11.1.2 &R]

9.1.6 ¥FIBHEORERDOHSHEF

(2

) BRREEESE

(3

(4

9.2 BieEEERSE

921 BEEEDHSB8E

ME, B OEEOREZ FoICBs LR bEEICE G T2 L,

HoTHNNE X EFAOEGIZED FNICIMENEMIZIKRT L, a vy, K, —if
PEDOBERHASCBEBEDR T2 EZ_ITBZENNH D, [11.1.2 2]

9.2.2 MEEHPDEE

MmJE, Rk OEE OREZ H0IcBleZ+ 25 2 L,

NTHNLE L FEFAOEGIZLY, FNICMERNRIRIAKTL, va vy, Kip, —ifd
PEOEBHASLBHEDK T2 T2 nd 5, [11.1.2 ]

) FrReEEsE

9.3 FrHkEEESE

BUFPNE L LR FARNRER B S E 2 BENR DD, Ein, WHRE L LT
ZLDs YT T UAMEFT S I L AMEESN TS, [16.1.3 B

T AT Y E ANV R CRB S N D70, IFEEO H 5 BE T, R 0T
RO FE — RS R TR (AUC) 2K % = & 83 5.

) AREREERT OF

9.4 H£REREEZF T HE

9.4.1 RIS ATREMED H %K

FIRL CVWDZ ENERENT T v U4 T vV ERBRILER I T o4 T v v T2 FR
A ZER L, B - FiAER~ORE (BA2, BHE - i - BOERAE, HCE) BEOLN
T BIDN A ST 5 220 29),

ARNIOEHITN S, RBEROGEE L EE L CABIRGOLEM 2 EEICRH L, 1B EOAR
PEERMEE BRI B SN DGO EEGTHZ L, £, HEDLERGEITITIROEE
HIFIZHETHZ L, (95 BHR]

(1) AFBEGPAANCEIR L T WD 2R TH L, AAFIEGF L, IRL T RN &%
EHIICHERT 5 2 &, HEPICITRIVHIA LA, BEbicREE2hib+52 &,
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(2) WOFHIZHOWT, KAFRGBRMGEICEZ ICHAT L2 L, £2, HEPLBEIS CHRAY
5T L,
IERPICAFI ZER LS E, kIR -
ARSI LTS3RI DG E R R
EIRAZ ST S50, HEEICHRT S 2 L,

(5) 4w

9.5 iEHF

AR SUFAENR LTV D ATREMED & 5 ZeMEICIT R G- LR 2 & B G- HITAEIR A L 72 5412,
BEHICEEEHIET 52 b RFHROEREICT > 47 v v NSRRI LT v o7
VU AR E A & B 5 ST B CEKIRAME, BRI - HER O L, HAROKDE, B
RAE, \H Y U AMAE, SEEOERRA K OFKEEIC K 5 & HEH S 2 UL oG, SE2EHER
DER., MOBRERE D Lo L ORENRD D,

T Am D ARV ITENY) EER TR RN R G- 5 SAERIIF K OV I N IE R 5 2
ERRHHLNTND, [2.2, 9.4.1 BH]

(6) 7w

9.6 ZELbw
A LW ENREE LV,
Ty FOREME ORI T2 LR F AR OKS5 95 L, 10me/kg/ H UL
FOBETHAEICKBIEDRAEEMARD 5NTWD, 2B, 7 v NOHIRKRHOHR, H 50 iFR
HH OB T NEy e F e FAeHE LA, WTht 300mg/ke/ H THARIZKE
JEDBEIMMBFED HNTWD,
T hu VRIS R FASBITT D 2 ERHRE S TN D 29,

(7) INRF

9.7 MNR%E
AN e G & U T2 R ER R BRI I LT 2R,

(8) EinE

9.8 &

9.8.1 —RICHEDEEITHFELL VL SN TS, MFEEENRZ2BZNLNH D,

9.8.2 7 ARV EUANUABEICONWTIEHEL GG LZHIGT 20 CEEICRE T2 &, KA
YRR Tl IR EE D S < L PRSI R < R 2 EAARD TV D,

. HE#%RA

10.48EH
T Au T ORENTITEE U TEPMRETEES CYPSAA G L CnE EEXL LN TWVS,
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(1

(2

) BtRERE X DER

101 SFAZEE (BFALAGNC &)

AN

BRAER - FEE Tk

P - fEbRIA T

T A% LT < VERE
VYA
CHE R BB A 3 2 A

ELSRROBEERL,)
[2.3 2]

7272 L A DB R 21T > C
bAaBMED =z ba—Nn

FEBEMERN 2R, BSEERRE . &
F VU AE & ORI =D U A

7 HIMDBHRE SN TND,

Loy =T o oF T v R
EVEH NI N D TREEN H
60

) BEREE L EDER

10.2 BiFERE (BHRICEET S

&)

AT T NV

FHNAE BRAER - #5871 USRS
Rt FEAEH 2 2 fth oo 355 FEEEH AR T 2203 5, (TEHBEF D #7225 B EERIC &
B - WAl MEMEHEICEET DL L. 0 BN IHNET 5,
=) A%

71 U 0 IERFRER R A
Arwm /)77 o
MY T LT L E

sy VO VY AVS

VDRVENE

MmigH Vo LMENS BRI 5 &0

%,

BT HNE L L FEFIL
DT IV RAT 1 4y WiV
W& AV T LETRAER DR
THZLITLD,

fERRIR T R B RERREE O &
LB

FI PR

7t 3I R

MU ZanxtF7 o RE
[11.1.2 /]

HMRAI TR Z % T T DA
AHN & MO TGS D56 BEE
MERT 2B N1 H LD T H

BIRETHZ L,

FRAI TR EZZ T T D B
WX = EENTLEL TV 5
BENEL T Hay v
LXETFAMBEZH LT,
FERRIRI -« R Faln IR A -
ZBth LT B

TV ARV 7<)V ERE

BRERERETE . m o U v A iE & UMK
mEZEZ 821 d 5, eGFR
7% 60mL/min/1.73m2 A O EHEHE
HEOHDLEBEHE~DOT ) AFX L
7 VR & OPFHIZ W T IR
W ERL ARV e S LD 5

BERERET D L,

V= =T OF T v R
FIEHAAHE S 5 fTREMED &
Do

T VT vy R E

EREREREE U U U A IUE K& UMK

MEZEZFBEARH D,

BT NE S LFEFIALD
PERICBW T, U F U AHFENHE

BUFHARL L LXEFIL
WX BRMEICBIT ) F o
LDOFIAMERE S D,
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10.2 HiAERE (BFRISEET S )

AL

B AAEIR - FEE 7T

P - fEbRIA T

AT v A PR SR A
(NSAIDs)
A RAZ

BEEAER 350 Z &3 d %,

AT v A RYEVE 280 A 13 i
BIRIENZAT 70 a 7
TV DERERETHZ L
o, BEERZEEE S50
RRMERH D EZEZ BN TND,

EPEED B % B T, S DI
ENELT OB ENNH D,

IEAT v A R RETREAID
0 AR TS YA R EE R
W2k, BiimEME T 57
HEEZLNTND,

CYP3A4 [HEH]
AR
UNTFTE A
U b e
A FT7atry— %

T Au YOI PN B
LBENLD D,

TV R, TN TFTE
LEOPFHIZE D T arTYED
MAREN EF Lz oRERD
Do

T Aur U OREBIHEEIIZ
[REXNDAREENE 2 bR
Do

CYP3A4 #FHiEH|
R R SR

T Aw YO i ENME T
HRENND D,

T AU OMREIMEE S
HAREMENE Z B D,

T —FIN—Ia—R

B EE R EmENsBENRH
50

T —FTN—=IZEENDHRK
MT ha DY DR A BLE
L., 728 YoM
FHAFHARBIENRE X HiVD,

UNARF

T AV U RU)UVERE &N
22 F 2 80mg (EPNARAGR D=
&) LOPFHICLY ., vonzxxTF
>® AUC 28 TT% LEH- L= L D
HERH D,

BFEIAATH D,

Zr7ml LA

VAN =R NIV 3R Y I e
WZE D 27 a ) A AL E R
FH LU BEEEDZ 7Y AAD
BIERAD BB T 2B8EN0W0NH 5, IF
FEFZIZ X 7 0 U A2 E
HE=Z—L MBEILLTH 71
VAADORHBEEZFESHZ L,

ThuvvrEHrsul AR
X, F£& LTCYP3A4 2Lk
#EShozo, PFHIckY 27
2 U LAZAOREMBHEESND ]
RRMENEZ 65,

. BEl{ER

11.El4EH

ROBWER DB BN ZENRHLOT, BlEZ 7TV, RENBD GGk E 2T
1B %70 EREY) R LEZIT O Z &,
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MDD TFHNLE L S LFETF - TP R BERAFIORBRICENT, LTk 7%
WmERH DD,

KBFETCOH L THALE L LFEFIL - 7T A0 UL RUUBEEAHIORER CTIE 302 it 35
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L

. BB T BERERXZIREER

ERICEAT HBMER (F—X 57 HEE)
KINCBITDHEH EOFEEDOEOGH EA—A N TV THEE TR D,
(V. 6. HEDOHEREZATHEEICEHTHEE] OIESRK)

S5 SO

Drug Name Category
amlodipine C
e b5 YT L% P
candesartan cilexetil D
(2023 4F 5 A ER)

F—A NZ U7 D4F5E (An Australian categorization of risk of drug use in pregnancy)

Category C :

Drugs which, owing to their pharmacological effects, have caused or may be suspected of

causing, harmful effects on the human fetus or neonate without causing malformations.

These effects may be reversible. Accompanying texts should be consulted for further details.

Category 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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