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(1) hnidaER

O=7xVE CREE1Omg THETL]  d#iER 40°C - 75%RH [HK&ELEIFRE (PTP fl3) ]
HIEHE B 7y k LRTFHIRE
< K> & BHAGHEE 1% A 37 A 6 % A
. R0O07
PR R008 e o o o
<HERIROD T 4 )V a— hEE>
R009
. R
BatE 007 \ \ \ \
(%1) R008 SRy SRy SRy SNy
: R009
R007 2.5~2.8 2.1~2.2 2.3~2.5 3.3~3.6
Kor (%)
7O E S R00S 3.0~3.1 2.5 2.9~2.4 2.4~2.8
: R009 2.5~2.9 2.4~2.8 2.3~2.4 2.5~2.7
N RO07 | 23.3~289 | 21.7~275 | 22.7~28.1 | 21.6~26.5
I /| (y
- Zf,”u\ﬂz éN; . RO0S | 22.4~286 | 24.4~289 | 23.3~289 | 23.4~289
7 ° RO09 | 23.6~28.9 | 24.0~289 | 23.1~29.2 | 23.1~28.4
P N RO07 | 46.3~54.6 | 44.2~56.0 | 47.1~55.5 | 46.3~55.7
i M (%)
<240 45, S0~5E%> RO0S | 47.4~56.1 | 47.9~56.2 | 46.0~56.2 | 46.2~56.4
P : RO09 | 46.8~56.7 | 48.8~56.4 | 46.8~55.7 | 46.1~56.0
N RO07 | 73.6~93.8 | 71.8~97.0 | 72.6~95.3 | 71.6~82.9
EHEE (%)
<360 4. BBULLL> RO0S | 75.3~95.3 | 75.0~97.0 | 70.7~94.0 | 70.6~96.7
: RO09 | 75.0~91.9 | 74.9~97.1 | 76.0~97.7 | 70.5~96.0
. R0O07 100.1 99.4 99.5 99.2
e (%) ¥
05,0~ 105.0% > R00S 99.3 100.4 100.4 100.1
‘ : R009 101.8 101.5 101.2 100.9
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. RO41
PEIR RO42 e e e e
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Bk RO41 . o o R
(%1) R042 A WA A A
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L) — M (%) RO41 2.8~3.6 3.3~4.8 3.9~5.8 2.9~6.6
(& & 7=275R) R042 2.1~39 2.6~4.5 3.5~4.8 2.7~3.8
<15.0%LL F > R0O43 2.2~3.3 2.7~3.4 1.1~1.6 1.6~2.8
VSHIPE (%) RO41 24.4~285 | 25.7~28.7 | 24.2~26.7 | 23.0~27.1
<190 5 20~29%> R042 21.6~27.3 | 24.4~27.6 | 24.5~26.7 | 25.2~27.8
7 ? R043 23.2~26.1 22.9~26.7 | 22.5~25.6 | 22.3~25.4
IR e (o RO41 47.7~55.7 | 53.1~55.7 | 47.7~53.3 48.0~54.2
H <24(f,ﬂ\j @3;@560/ N R042 47.7~54.1 46.5~52.3 46.6~54.9 | 47.1~54.6
T 7 ? R043 43.8~55.1 45.9~52.4 | 45.2~49.3 47.6~52.0
VHIPE (%) RO41 72.6~88.9 78.3~92.3 74.1~91.2 71.4~84.6
<360 5. 6% L > R042 73.8~88.7 70.0~82.1 73.4~85.1 71.0~86.4
7 ? R0O43 71.2~90.7 71.6~82.7 | 69.5~87.4 71.4~85.6
SR (%) * RO41 99.6 99.5 100.0 100.1
950~ 105.0%> R042 100.1 100.9 100.2 101.0
: e R043 99.5 100.5 99.7 100.6
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FFIE)— M (%) RO41 3.6~5.0 2.0~4.9 3.8~6.9 3.8~7.1
(B &R =R R0O42 2.6~3.4 2.3~3.9 2.7~3.6 3.4~4.8
<15.0%LL F > R043 1.9~2.3 3.3~3.9 2.5~3.0 1.6~2.5
. RO41 25.3~28.8 | 255~28.3 | 24.0~26.9 | 23.2~274
NN J 0,
- 12?,53 @251"/)290/ N R0O42 21.6~27.5 53.1~55.8 | 24.4~26.9 | 25.3~28.1
7 ? R0O43 23.4~26.4 | 46.7~52.6 | 22.6~25.6 | 22.2~25.5
7 . RO41 48.9~56.0 53.1~55.8 | 47.5~53.3 48.4~55.3
EHEE (%)
H 2940 45, 39~56% > R042 48.3~54.6 | 46.7~52.6 | 46.7~55.4 | 47.4~55.1
2 7 ’ R043 44.4~55.6 | 46.0~52.4 | 45.4~49.3 47.6~52.3
. RO41 74.8~90.1 78.5~93.0 74.1~91.5 72.3~86.0
NN | 0,
<36(f,ﬂf @6;;))% > R0O42 73.7~89.7 | 69.9~82.9 73.6~86.1 71.2~86.7
7 ? R0O43 71.6~91.2 72.0~83.1 69.9~87.6 70.8~86.4
SR (%) * RO41 100.3 100.0 99.5 98.7
95,0~ 105.0%> R042 100.8 100.2 100.3 99.8
: e R0O43 100.2 99.2 100.3 99.2
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HER RO22 o e e e
<YHBEOa— NEE>
RO23
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A . . . .
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RIFI—ME (%) RO21 1.6~3.0 1.8~2.9 0.7~2.4 1.5~2.2
(B &R =R R0O22 1.2~1.6 2.3~2.8 1.7~2.3 1.3~1.6
<15.0%LL F > R0O23 2.3~2.6 2.1~2.3 1.9~2.4 1.4~1.7
. RO21 21.2~23.3 | 21.1~244 | 21.3~255 | 20.7~23.9
WM (%)
<120 45, 20~29%> R0O22 20.5~25.2 | 20.4~23.0 | 21.2~254 | 21.1~24.6
; R0O23 21.3~23.6 | 20.8~23.7 | 21.2~23.2 | 22.6~25.5
v - RO21 43.7~49.0 | 41.0~49.0 | 39.0~46.6 | 39.5~44.6
EHEE (%)
H €940 45, 39~56%> R0O22 43.6~50.4 | 41.1~47.1 | 41.9~49.7 | 39.1~50.1
P 7 ° R023 | 43.8~49.1 | 42.4~50.8 | 40.9~43.9 | 42.0~49.5
- RO21 65.8~80.0 | 66.5~79.5 | 659~72.3 | 67.5~78.4
M (%)
. . R0O22 67.3~84.6 | 66.3~81.1 | 65.6~72.1 | 65.8~83.0
<360 7. 65%LL E>
RO23 69.5~79.1 | 67.7~82.4 | 65.7~71.3 | 67.7~82.7
] RO21 100.3 99.1 100.0 100.3
e (%) ¥
R0O22 100.2 98.7 99.3 100.0
<95.0~105.0% >
RO23 100.8 99.4 100.6 99.8

K1 BEOMIS, EATRBOLENEE, $Eru~ 7T 74—

K2 RRBEISHTDEAER (%)

(2) R

O=7=VE L CREE1Omg HET] EHIRAFRE 200C - 60%RH [ aLEERE (PTP @) ]
HIEE B VAN LRTFIIRE
< HiIHE > &5 BH AR 12 » A 24 % H 36 » H
126J
PER 150L1 o e e e
<HEERIKBD T 4 )V 23— NEE>
15211
126J 24.1 24.7 23.2 24.8
VR (%)
150L1 22.9 23.4 25.3 26.7
<120 45, 20~29% >
0%, 20~29% 15211 23.2 23.8 24.7 26.2
VA . 126J 52.1 53.7 49.4 51.0
NS Ai 0/
i (E/H\jr (%) . 15011 46.8 46.9 52.0 54.4
Ve <240 4y, 39~56% >
15211 51.7 49.3 50.0 54.0
. 126J 78.8 82.3 74.9 77.1
NN 4| ()/
FhE ( 0)\ 15011 73.1 73.4 80.4 81.6
<360 %y, 65%LA E>
15211 83.9 73.4 75.5 81.9
. 12 100. . 100. 100.4
i () * sota | e ons o8 0.1
<95.0~105.0% > ' ' ' '
95.0~105.0% 15211 97.4 95.7 97.3 98.8

X FRBEISHTOIEAR (%)




O=7=VE CREE20mg THET ]  RERARER  20°C - 60%RH [H#&wIEEiE (PTP w35 ]

HEEH =2y b PRI
< HIKE > &5 BH AR 12 » H 24 % H 36 » H
150J1
2 151J1 e o e e
<HAROD T 4V — FEE>
155J
N 150J1 24.3 24.4 24.9 23.6
NS i V)
it (%) 151J1 23.7 24.6 25.1 24.3
<120 4y, 20~29%>
155J 24.9 24.6 925.1 24.8
i e (o 150J1 49.9 53.2 51.6 49.3
H <24g},”u\%3é~°)560/> 151J1 48.9 51.1 51.6 52.2
T 7 ° 155J 49.8 52.3 54.0 52.3
150J1 74.8 80.8 76.7 75.3
BHYE (%)
151J1 72.2 74.9 75.9 79.5
<360 4y, 65%LL F>
7 otk 155J 74.2 78.0 82.4 79.1
. 150J1 99.2 99.0 98.5 99.9
i 06 * 151J1 98.7 98.9 99.5 99.3
<95.0~105.0% > : : : :
155J 100.6 100.7 100.6 101.3

X FRBEITHTEAER (%)

O=7=xVE CREE20mg THET] EHIGRAFAHE 20°C - 60%RH [HfkolwiE (N7 wdk) ]

HIEHE B = LRTFHIRE
< K> &5 BHAGHEE 12 % A 24 % A 36 % H
. 150J1
PR 155 e o o o
<RFRD T 4 )V 23— >
179K
. 150J1 24.4 26.0 25.6 25.8
WM (%)
€120 4. 20~29%> 155 24.9 25.6 26.0 26.2
‘ 179K 24.8 24.4 24.9 25.8
N 150J1 49.9 55.1 54.7 53.5
@ VM (%)
<2404 39~56%> 155 49.8 53.6 54.1 53.3
P ' 179K 51.0 50.6 51.9 53.3
. 150J1 74.8 80.7 81.7 79.5
it (%) 155 74.2 81.7 81.4 80.5
<3604y, 65%LL > : : : :
- o2k 179K 78.3 77.4 78.6 79.2
. 150J1 99.2 98.2 97.4 99.3
4B (o P
<9§'i13’; 0% 155 100.6 101.0 100.4 100.6
' e 179K 101.2 100.3 100.3 100.0

X FRBEITHTEAER (%)




O=7x2V L CREE40mg THIET] EHRFHER 20T - 60%RH [fK&KAERE (PTP @it) ]
HEEH =2y b PRI
< HIKE > &5 BH AR 12 » H 24 % H 36 » H
150J1
PER 155 o o e e
<IRFBED T 4 )V b a— E>
179K
N 150J1 25.0 24.8 23.9 23.1
NS i V)
it (%) 155J 24.4 24.5 22.9 24.3
<120 4y, 20~29% >
179K 292.9 23.5 292.9 24.0
P N 150J1 51.2 53.1 50.1 475
NS ,i (y
o 24{5’,@ ) é:)5 . 155J 50.9 52.1 48.7 53.0
T 7 ° 179K 49.4 51.5 49.0 52.2
150J1 76.4 80.9 75.4 79.2
BHYE (%)
155J 76.4 79.7 73.8 82.0
<360 %y, 65%LL >
360 77, 65% 179K 75.1 79.6 74.2 80.2
. 150J1 100.2 98.7 99.9 99.1
i 06 * 155J 100.6 100.7 99.9 100.5
<95.0~105.0% > : : : :
179K 99.0 99.9 100.8 99.8
X ERBICHTIEAR (%)
(3) MmEIEREEDZENE
SKEREARY © 2005/4/1~2005/7/21
O=7 =B CREE20mg [HIET] Madk 40°C LEX, [UEEHR]
W= =k RAFH
< HIKE > &5 BH A 2 4 1% H 2 4 H 3% A
Pk WIREO | WIREO | WREaD | BREaO | BIREO
. 110G1 7 4 VA 7 4V 7 4 )V 7 4V 7 4 IV
< ¥R @@7 /I/.A:I"—‘}\ﬁh> - -
AT g * SR | m— REE | o— REE | o REE | o— R
BHYE (%) n=6
<120 4y, 20~29%> oqy |215~23.5|21.2~23.1|215~23.5(21.9~25.7| 21.2~22.8
<240 4. 39~56%> 45.6~49.4|46.3~47.5|46.9~48.2 | 46.3~50.1 | 42.8~50.1
<360 4y, 65%LL k> 74.5~78.6|73.8~77.6 | 74.9~78.8 | 75.9~79.1|70.1~79.7
a8 (%) * n=3
110G1 . . . . .
05,0~ 105.0% - 0G 99.8 99.0 99.5 99.3 98.7
(Z#1H)
110G 1 9.8 10.1 10.3 10.4 11.3
fHE (kg) n=10

X FRBEITHTEAER (%)

10




O=7 2V CREE20mg [HET)  #o¥E 25°C - 7T5%RH LG, Bk
HEER =R CRATHIH
< HiIHE > &5 BH A 2 4 1% H 2 4 H 3% A
oS RIRED | PWIRED | WD | IO | YWIREO
. 110G1 7 4 VA 7 4V 7 4V 7 4V 7 4 IV A
AT g * a— g | o b | o— REE | o b | o R
WM (%) n=6
<120 %7, 20~29% > 110G1 21.5~23.5(21.9~23.1(22.2~23.5|24.1~26.0| 21.5~24.1
<240 %7, 39~56% > 45.6~49.4 | 47.5~50.1 | 48.2~50.8 | 48.5~51.1|47.6~52.1
<360 %y, 65%LL > 74.5~178.6|73.8~79.9|74.9~81.0|76.2~79.7|76.2~79.1
PN =N 0, * —
&E (%) 1 n=3
110G1 99.8 99.8 98.4 98.3 98.6
<95.0~105.0% >
(ZE&1H)
110G1 9.8 9.7 9.6 8.4 9.2
fHE (kg) n=10
1 FTREICHTIEREE (%)
W2 —E T 4 LA, R
O=7xVEY CREE20mg THIET) Madt siE (256~30°C), BB [D65 IR, KR
HEEH =R Tt &
< Wik > Fa BH AR 60 77 Lix-hr 120 5 Lx-hr
[EIN 110G1 WIRED T 4V I | WIREBD 7 4 VA | IRIREBD T 4 )b A
<IEFBOD T 4 Vb a— EE> o— ME o— NEE o— MEE
EE (%) n=6
<120 %7, 20~29% > 110G1 21.5~23.5 21.9~23.1 21.5~24.1
<240 47, 39~56% > 45.6~49.4 47.5~50.1 47.6~52.1
<360 4. 656%LL > 74.5~178.6 73.8~79.9 76.2~179.1
P=N x —_
S (%) n=3
110G1 99.8 99.8 98.6
<95.0~105.0% >
(25 1i)
110G1 9.8 9.7 9.2
WE (kg) n=10

% BARCHT BERE (%)

7. RRERUVBRBEORES
BN

8. AL NEAELL (MEBILFHEIL)

AZM L7g

11




9. BHtE

(1) ¥R 2
<=7Vt CRH 10mglHET] >
BIEIR S DY R SEMRR T A R T A O BUEICONT (B 1345 H 31 B [EHKEF
A5 786 B)

B SA
HEE [l % (rpm) AR (pH)
23RV 50 1.2, 3.0, 7.5, /K.
7.5 KU Y _— |k 80 1.0W/v%FsIN
100 7.5
200 7.5
[FlEE/ SR T MK 100 7.5
200 7.5
HIE

- pH1.2 (50rpm) TiZ, 120 43 DRFAUZISUN T, Al O I3 S AR ERA O SR R+ 15%
DOFIPHIZH > 7=,

- pH3.0 (50rpm) TiE, HEHERIEK|OFEFR D 30%., 50%. 80% LD 3 KEAIZIBUVT, A
@ﬁ%ﬁﬁ%iﬁﬁ%ﬂ@$%@ﬁ¢+w%@ Iz o7,

*pH7.5 (50rpm) TiL, fEHERLE| O SFHAH RN 30%, 50%F1T M Y 1440 45 D 3 Bl B\ T,
AR O S-SR TR YE A O SR 2R = 15% DRI > - 72,

-k (50rpm) TiE, PEHERIKIOFIGEHZRD 30%, 50%FE K TN 1440 43 D 3 FEAIZE T, A
it O -2 HH SR A HE L 0 SR R = 15% D FEFHIZ B o 72,

- pH7.5 (50rpm, RV Y /LxX— | 80 1.0%¥sHN) T, FEAERIK|O IR HED 30%. 50%. 80%
FHED 3 R RUTISUN T, A D143 3R AT HE LA D SE4 95 R + 15% DFEFHIZ & > 72,

* pH7.5 (100rpm) TliE, FEHERIK|OFEFRHZRN 30%., 50%FIT KON 1440 53D 3 FEAIZIB
T AR DR R AR ERGR oD SRS H R £ 15% OFFHIZ & > 72,

- pH7.5 (200rpm) TiX, FEAERFOFLLEEHFER 30%, 50%HIL &Y 1440 53D 3 KERIZH0
T AR DRI R AR HE R D SRS HH R £ 15% O#EIFHIC & > 72,

- pH7.5 (Hl#E/NZ2 %7 > ML 100rpm) Tl EERIFOSFELEEHFEN 30%., 50% i &Y 1440
53D 3 WERIZIBUNT, ARG O LV H SR TAR HERL A 00 LRV HI 3R = 15% OFPHIZ 8 o 72,

« pH7.5 (A3 A7 v ME 200rpm) Tl FEHERFOVEEHERD 30%, 50%(10 KT 1440
53D 3 REIRITISUN T, A O 5P SR TAR HE R 0 SR H 3R = 15% DA IZ 8 - 72,

YLk, KO HNZEE 2 ERA] (747 — k CR§E 10mg) & g L7zfiR, & ToRBRKIC
WT MERIEI G OEWFRIREERRT A R T A4 ) OHERBEIEE L,

12



(¥ HH )

EHE (%)

pH1.2 (/% FILIE 50rpm)

BHE (%)

pH3.0 (/% FIL7E  50rpm)

13

100 | 100 }
L e — A
80 80 R ®
60 —e— =Y CR#10mg TAET) || %0 |
40 | - & = 7 45— -CREE10mg a0 |
o | 20 | 2 e~ J: UK CREtIOmg [BET
0 N -y ———¢ o oy . —ﬁ‘—Tﬁ?—I\CR‘ﬁEmmgl ‘
0 30 60 90 120 0 240 480 720 960 1200 1440
BFE (430 BFE ()
BHE (%) pH7.5 (/% FJL7E 50rpm) EHE (%) o (S EILIE 50rpm)
100 | 100
80 I 80 L S
----- A -————
A-—- _3
60 | - o 60
40 | 40 + AA
20 L s —e— — 7z UCREI10mg THETL] 20 ‘A" —8— — 7z CREE10mg THET]
— & — 74 5 — CR# 10mg - = F 45— }CR3E10mg
0 L' 1 1 1 I 1 1 0 L' 1 1 1 1 1
0 240 480 720 960 1200 1440 0 240 480 720 960 1200 1440
BFfE] (430 BEE] ()
BEHE (%) pH7.5 (/% EJLiE 50rpm) BEHE (%) pH7.5 (/% FJLiE 100rpm)
100 | AL — 80 1.0%500 100 ¢
—e— — 7 - Y CRE10mg TBEL
80 L 80 L
———————— A
60 L 60 —®
40 L 40 g
20 L 20 A —8— =7 1 CREE10mg THEL]
- & = 7 & 5 — CR&i10mg
0 L' 1 1 0 L' 1 1 1 1 1 Il
0 120 240 360 480 600 720 0 240 480 720 960 1200 1440
BEfE] (400 BERE] (4D
BHE (%) pH7.5 (/% FJLiE 200rpm) BEHE= (%) pH7.5 (B 245 » +iE  100rpm)
100 100+ —e— = 7 1P CREE10Mg THET Y
80 r B A 80 r — & — ¥ 45— FCR#E10mg _—A
60 | —o 60 | =—= ®
40 L 40 L
20 L —e— — 7z VE/CREI10mg THETI. 20 |
— & — 745 5 — -CR& 10mg
0 L' 1 1 1 1 1 1 0 L' 1 1 I
0 240 480 720 960 1200 1440 0 240 480 720 960 1200 1440
BFE (930 BFE ()
BEHE (% pH7.5 (BEE/VR4T w FiFE 200rpm)
100 }
80 r ,ﬁ"d _________ A
60 —o
40 L
20 L —e— =717t CR#f10mg [BET
- & — 74 Z— FCRFTI10mg
0 L' 1 1 1 1 1 1
0 240 480 720 960 1200 1440
BEfE (430
(n=12)



<=7x=VEr CRE#20mgl HET] >
BFREIRT DO LA SRR A BT A L HEO—MIEIZOWT CER 18455 A 31 B 35
FEEF 186 )

eSS
B [l % (rpm) ARk (pH)
RRVE 1.2, 3.0, 6.8, /K,
50 0 . 3
6.8 R U YV )L— | 80 1.0W/v% iRl
100 6.8
200 6.8
[EHR/ N2 7y ME 100 6.8
200 6.8
I E

-pH1.2 (50rpm) TiE, 120 43 DERFAUTIBUN T, Adn ORI SR TAEHERIF O FEIEE R+ 15%
DOHFFHIZH - 7=,

- pH3.0 (50rpm) Tid, FEAERLIFOFLEEHFED 30% 1T K Y 1440 43 OFf RIZBW T, RO
S SATVES SR AT HE R D B R £ 15% D FEFHIC & o 72,

- pH6.8 (50rpm) Tid, FEAERLF|OFLEEHFED 30%, 1T K Y 1440 43 OFf RIZEBW T, RO
SPRAT S R AT VERLA D SRS R £ 15% D FEEPFHIZ & - 72,

-k (5Orpm) TiE. HEHERIF| O SEEEHIERDN 30%AT 0T K ) 1440 43 D AICIBUN T, AL D
R SR AR E R DSBS R+ 15% D HEFHIC & > T2,

- pH6.8 (50rpm, AV Y /LxX— |k 80 1.0%WsHN) T, FEAERIK|O IR HED 30%. 50%. 80%
FHED 8 R UTEBN T, AR5 O 5 H R I IAEAE A O SR R £ 15% OFPHIZ H > 72,

- pH6.8 (100rpm) Ti&, FEHERAIOFEAEH D 30% 1L K TN 1440 73 OREAIZEBWT, Adbb
O LTV SR [ TA HE L) 0D SE LV HE 3R = 15% OFIPHIZ & o 72,

- pH6.8 (200rpm) TlE, HEAERFOFLEE D 30% 1T KT 1440 73 DEFRUZIVT, Adh
O L5 Y R I TAR MBS O SRS HH 3R+ 16% D #iPHIZ & - 72,

- pH6.8 (5N 27 > ME 100rpm) Tl FEERIFONEE D 30% 1T M O 1440 43 DI
JRIZHBUNT, AL O SV H SR AT ME R 0 SER VA I SR = 15% DRI 8 - T,

- pH6.8 ([HlHiE /N2 7 > ME 200rpm) Tl FEERLFONEEE D 30% 1T & O 1440 43 DI
ST HBUNT A O SR SR AR HE R OO SRR 3R = 15% D FEPHIC 8> - T2,

PLb, RO NS 2 FERG (747 — T CR §E 20mg) & g L7fR, 2 TORBRIKICE
WT TMRFEEEGOEYFRFEEFERRT A N7 A ) OHELBEIES LT,
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(¥ HH il )

Bfal (43)

EHE (%) pH1.2 (/% FJLiE 50rpm) BEHE (%) pH3.0 (/% FILiE 50rpm)
100 | 100 }
- a = 7% %— CR#20mg
60 —e— — 71U UCREE20mg THET 60 r
40 - & = 7 55— CR$20mg 00 L 000 A== ==m===== 4
20 | 20
0 G : —-—a'__-"*:-o O 1 1 1 1 1
0 30 60 90 120 0 240 480 720 960 1200 1440
BEFfE] (430 BEE (43
EHE (%) pH6.8 (/% FILiE 50rpm) BEHE (%) A (8 EILE 50rpm)
100 | 100 |
80 | —e— — 7z UK UCR$20mg [EET) 80 —&— =7z VL CREE20mg THET
60 | - & = 74 5— FCR#E20mg 60 L = & = 753 — |-CREE20mg
-------- i) 40 ——————==3
20
1 1 1 O 1 1 Il
0 240 480 720 960 1200 1440 0 240 480 720 960 1200 1440
BFfE (430 BEE (43
EHE (%) pHB6.8 (/% FJLiE 50rpm) BEHE (%) pHB6.8 (/% FJLiE 100rpm)
100 | L — 801.0%FR10 100 r
80 | —®— =713 CRE20mg THETL 80 | —e— = 7 1 /CREE20mg THET
60 60 | - & = 7% 35— CR#20mg
40 T R 2
20 20
0 1 O 1 1 Il
0 120 240 360 480 600 720 0 240 480 720 960 1200 1440

Bl (43)

EHE (%) pH6.8 (/% F L% 200rpm)

BHE (%)

pHE6.8 (@ /2~ » FiE 100rpm)

15

100 | 100
80 —e— — 7 1 JE/CRif20mg TBET] a0 | —e— — 7z U UCR$20mg TBETL]
- & = 7535 — CR§E20mg — & — 7 45— |-CR##20mg
60 | 60 |
40 + R A 40 A e e e == =
20 |, 20
0 1 1 1 1 1 1 O 1 1 1 1 1 Il
0 240 480 720 960 1200 1440 0 240 480 720 960 1200 1440
BERE (430 Bl (4
FE (%) pH6.8 (El&E/ 27+ FiF 200rpm)
100 |
- & = 74 35— CR§20mg
60 |
R 2
20
0 1 1 1 1 1 1
0 240 480 720 960 1200 1440
BERE (430
(n=12)




<=7x=VEr CR# 40mgl HIET] >
BFREIRT DO LA SRR A BT A L HEO—MIEIZOWT CER 18455 A 31 B 35
FEEF 186 )

eSS
B [l % (rpm) ARk (pH)
RRVE 1.2, 3.0, 6.8, /K,
50 0 . 3
6.8 R U YV )L— | 80 1.0W/v% iRl
100 6.8
200 6.8
[EHR/ N2 7y ME 100 6.8
200 6.8
I E

- pH1.2 (50rpm) Ti&, 120 53 D SIZIBN T, A5 O K3 H SR I TR HERIE O SEI PR R+ 15%
DEFAIZ B o T=,

- pH1.2 (50rpm) Tl 120 43 D AIZISUN T, A G O I TAE AERLF D A9 H 3+ 15%
DOEFIZH - 72,

- pH3.0 (50rpm) Ti&. 1440 4y ORI T, A O H R T HERIF] O SR H 3R +
15% DHIFHIZ & - 72,

- pH6.8 (50rpm) TiE 1440 53 DRFSUIZIBUN T, A O IR H S TR AERLE O R H 2R £+ 15%
OFPHICH - T2,

- 7K (50rpm) TiE. 1440 43 DEFICI T, Adh O VR0 H SR I HE R O R R £ 15%
DOFIPHIZ B o T2,

- pH6.8 (50rpm, AU Y /LX— k 80 1.0%IRM) Tl HEHERAIOFEEEH D 30%., 50%. 80%
FHED 3 R U T, A D 159 R AR HE LA D P45 2R + 15% DFEFHIZ & > 72,

- pH6.8 (100rpm) Tik, 1440 43 DEFSITIBWNT, ARG O L ER H SR 1T AERIE 0 A ER H SR +
15%DEFHIZ & - T,

- pH6.8 (200rpm) TIE, 1440 2y DRFSIZE T, A GO IR H SR A ERLE O S H PR H 3R +
15% DHFIFHIZ & - 72,

- pH6.8 ([Ffiz/ X A4~ bk 100rpm) Tik, 1440 43 OERSIZIBV T, A5 O LR H R TR el
FI O SEER =R+ 15% DO FPHIZ 8 - 7=,

- pH6.8 ([Hl#iz N Z 47~ bk 200rpm) TiE. 1440 43 OIS T, AL O SR H =R | A e
FI O SR =R + 15% DO FiPHIZ 8 - 7=,

Pl KOs 28 22 ERA) (747 — h CR §E 40mg) & Hlg L72fiR, & ToRBRIKIZE
WT MERIEIE GO EWFRIRERR T A T4 ) OHEREIES LT,
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(¥ HH )

EHE (%)

pH1.2 (/% FJLiE 50rpm)

EHE (%)

pH3.0 (/% FJLIE 50rpm)

100 100
80 80
60 | —e— — 71U CRE40mg TBETL] 60 | —e— — 7 1 CREE40mg THETL
10 | — & — 7 45— CR§E40mg 10 | - & = F 5 35— ~CR#F40mg
20 | 20 | )
0 — - = -—— -=- | 0 I I I 1 1 1
0 30 60 90 120 0 240 480 720 960 1200 1440
BEfE (41 BEfE (47
BHE (%) pHB.8 (/% F JL;E 50rpm) FEHEE (%) 2 (50rpm)

100
80
60
40
20

0

L —e— — 7 3 /CREF40mg THETL]
- & = 7 % Z— CR#{40mg

- -—0

0 240 480 720 960 1200 1440
iFE (7)

100
80
60
40
20

—e— — 7z E/CREE40mg THETI]
- & = 7% Z— CR¥f40mg

ad

480 720 960 1200 1440
e (&)

BHE (%)

100
80
60
40
20

0

pH6.8 (/% FJLiE 50rpm)

r A L— 80 1.0% N0
| =——— — 7 1 CREF40mg THEL
- & = 75— CR#40mg

750 900

450
B ()

600

BHE (%)

100
80
60
40
20

e

pH6.8 (/% FJLJE  100rpm)

—e— — 7Y CR¥40mg THETL]
— & — 7 % Z— |-CR#F40mg

n
A

720 1200

B (5

960 1440

FHE (%)

pHE.8 (/% FJLiE 200rpm)

FEHE (%)

pH6.8 ([Bl& /%24 » FiE 100rpm)

100 } 100 |
80 80
60 —e— — 7 VK CREF40mg THETL ] 60 | —e— — 7V CREF40Mg THET ]
0 | — & — 7 % Z— CR#F40mg 40 | — & — 7 45— CR#T40mg
20 | O kg A ] 20
0 Il 1 1 1 1 1 0 1 1 1 1 1 1
0 240 480 720 960 1200 1440 0 240 480 720 960 1200 1440
BefE () B (40
BEHE= (%) pH6.8 (EE /2« FiE 200rpm)
100 }
80 |
60 r —e— — T UK /CRET4A0mg THEDL ]
40 o - & = 7 55— CR#F40mg
20 | - T4
0 M 1 1 1 1 1
0 240 480 720 960 1200 1440
#rfE (590
(n=12)
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10. 75 - o

(1) FRNADELGER - AR, NENRHRLESE - QRICET 5158

L7
(2) A%
<=7zxYEYVCRfE10mg THEI] >
100 & [10 #£x 10 ; PTP]
500 #& [10 & X 50 ; PTP]
<=7zxYEVCRfE20mg THEI] >
100 #& [10 & X 10 ; PTP]
500 #& [10 & X 50 ; PTP]
500 & [T AF v 7R M NT L WAL ]
<=7zxYEYVCRfE40mg THETI] >
100 £ [10 & X 10 ; PTP]
500 £ [10 #& X 50 ; PTP]
(3) FPEEE
Y LR
(4) BHROME

PTP f%% Ry
PTP :ARUHLE =T VA T =L RRL RV ZFL
Er—: 7320 h - RYTFLUTIFZ—bT g bh |[Fry T KIzFL
WOlgEAl R E VT A

1. FEBHEINhLEHME
(IXI. 2. ZOMOBEEEE] OESMR)

12. TOH#
LR L

18




V. ARICEYSEE

1. BREXIEPHR
O EAE, & F2E Vs, 8 i s i e
OBME, FAIPROIE

2. MEERIEHRICEET 5FE
RE STV

3. HERUVAE
(1) BERUVRAEOHES
< B MmESE >
WH, RACIE=7 2P e LT 20~40mg 2 1 H 1R N# 595, 72721, 1 H 10~20mg
K0 EH 2L L GBS TR RS 5, 7235.1 H 40mg TEIRA 2723561215, 1 [ 40mgl
H2m* CHETE 5,
<EBREMBENLEE. SOEESDELE>
WHE., RACE=7 =22 L T20~40mg Z# 1 H 1 [ O#&% 545, 72720, 1 H 10~20mg
L OEGEHB L, LEIZS UEREET 5,
<BDE, REBOE>
WE, RACIE=7=2V e LT40mg 2 1 H 1 [BEROEGT5, ek, R Ul Esgd
D, EAEIZX 1 H 1B 60mg &5,
(2) RZERUVHAEORERE - B
MR L

4. AiERUREICEHET SEE
BEEIN TR

5. ERERAHE

(1) BET—3aNvr—o
MER R L

(2) EREREERER
AR L

(3) AERGERHR
Pl v/
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(4) BRI
1) AREREERER
<BoLESE, BREMELEE. BFhEttsnTEE>
1711 EREIEER (FRE)
O ME_ETHREEHEER
ﬁ71/t/CRﬁMMg%151E4~6 A % 51402, JERHIm E AL BAEICE L2 o T
AREME ) e B 351 il & 2 BEIC T’ﬁ7m/t/CRﬁ4Mg%IH2EXi151E8
@ﬁ&ﬁbt&%@W%%&U#%%EF@A~X74/w1HZE&%%.M&mammHg1
H 1 BB GHE : 146.4/95.6mmHg) 706 OZ L&D i/ “FFHEIL, 1 H 2 BIEGHET
11.1/7.7mmHg O{& F, 1 B 1 5T 3.7/3.6mmHg O FTH Y, WEERICHEH2MICA R
RSB BT,
40mgl H 2 [l GHETIE 177 B 16 41 (9.0%) 12, 40mg1l H 1 [l 58 CTlE 175 B 17 41 (9.7%)
(CER AR A B 2 S CRIER AR bz, 40mgl A 2 [AEERCOEARFEM X, W 3 #
(1.7%) . fEfL 261 (1.1%) S TH o729 9,
2) REMHR
<BoLESE, BREMELERE. BFhEttsnTEE>
1711 EREIHERR (ERAE)
QFEMBEM6 A 5 HER
=7V CREE4Omg % 1 H 18] & AL 0 AEFHILS OB A Z 2 BRI DS L%
LR M 2SR B AR L7Ze o o ARIEME E MEE RS 71 #lic=7 = U > CR # 40mg %ﬁ: 1
H 2 BlEMoETER%Z2 52 HEFHES Lz s &, S L OEERMEDOX—2F A
(150.6/93.5mmHg) 75 OZALEOFEEIfEIL, 19.1/18.1lmmHg DK F 2R~ L7z,
B H-Bibat% 52 W E TIZ 72 HilH 21 il (29.2%) (CEGRMR AR E 2 S 0REIEHARRD b,
7REERNISENR 5 51 (6.9%) . BRAEE 3 5] (4.2%) % Toh o729 6,
(5) #BFE - WBIFAR
MR L
(6) AEMEHR
1) EARERE (—REARKRE. HECARERE. CARKLRAE), RERFRT—4A
—RARE. RERFTREBRAROAR
U ERR L
2) RBEHBLELTERPEORARNITEREL-FAE - AROBME
% L7
(7) =ttt
<BDE, REBOE>
17.1.2 BN I HER R U H MR
ENTHOME, BESRIEREZTNENE% %L LT=7 =2 CR § 20~60mgl A 1 [A]j#Hi
EIC K DRI DHRBRA T L7 D9, /o, BOEZXIRIC=7 = E L CR # 40mgl H 1
[, 20mgl H 1[H, XO=7 =01 H 2EEGRA (=722 LEE) 20mgl H 2 [F%
el 2 MARRER 9, BARIMEZ SR IC=7 = V" CR # (20mgl A 1[5 X Y Bi#4 L. 40mg
S5 60mg ETHE) &, =YY (bmgl H 1HXVBE L, 10mg & 512 15mg F THY
) A bl 2 S ITHRER 104 F2kE L7,
BROEIZ KT T 2 AL 73.4% (94/128) . BARLIEIC KT 2 A 2131% 88.2% (45/561) Th >7z,
BIERIX 196 B 13 6 (6.6%) (258D AL, FERBIEMIXER 7 41 (3.6%). BHEIHL - DI
TY 44 (2.0%), SHEEK 2 6] (1.0%) % ThH o7 710,

ot
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VI. EMEBICEYSEE

1. FEENICEEHSLEMNIIILEYH
Tk Ravl %k CaF v Rr/LHEH
EE  BEOH LAY DREE - IRF L, O LELZRTH L,

2. ¥BEER

(1) {EREREL - VEFFF
=7 = VIO BEIHGHERYE Th 5 Ca OIS F1 5 & OV N~ 3 A Z 8 LT,
M ZIEET 5 & & ISR M E R A2 S8, JraiE/ER & DIEEERG T v A DU
VER % & 5 g 1) 12)0
18.1.1 2HMIBEIROILIRIZ LV AR MEEGT 28 S, BEI ORI RBEEE- = H 57,
F BB AN A L COMEREL W 5 120 19,
18.1.2 LI A FRBAIICILIR U ORIGER 2 989~ 5 & & BRI TR O3 E A e U, 7 i
2 P95 2 LIS X0 DR M~ DOER IR AG 2 N9 5 19716,
18.1.3 ATP, CP 4w =¥ — ) VLA MOHEEZMHEIT 22 LIk DO R L F— 1T
VAFYGE L, REBRFIRREICKT DA e 5 17,

(2) ENERMT SRR
18.2 MEIZKIXT R
18.2.1 % - WP SRE A RE M & i R R 43 11 1 (8] 20~40mg & 1 H 1 [8], 8 MR &5 Li-%A .
IS0 Je O i £ 1 3% H5-RiT D 169/101mmHg X v . #5514 2 # B 121% 149/89mmHg. 4 ## H
(21 143/88mmHg, 6 # H (21 144/86mmHg, 8 i H1Z1% 141/85mmHg &, AEZRBEIENRD &
TS 18)0
18.2.2 % « PARSEARREM: & I E B 27 B2 1 B 20~40mg % 1 H 1 MR O# 5 L7254, EH
WEBYD /T A =2 Th L IED HNEZE KR OFEERZ B L2 MTT 2 &7 < | 24 FEEIZH2 Y

BB IED T 5 19,

18.3 i - 2 HMITHRBICRIEFTERA
BREBHI K AZ 5 u glkg Z FRARAIER G- L 72 RBRClE, 5 3 R I EIIMENEFIIK T L, A=
RBRHNEEE O B2 5 DI HE OB & RRE MBI OB BB b 5, EEINBLE RO
DI, FARMEICITAEEOEEITRD S 12,
18.4 BRERICRIZTEHR
18.4.1 JHRIEBA M KICFRAIRN L G- L 72 28R Cld, Rt EL s 2 652&l% 1~5ugkg T, 3
r glkg DA, MR MIEEITIZIE 100%EMT 5, £7- 3001 ghkg R AL LI-G6. Bl
BTG 10 0% O8N LIZ U, ERE 2 RefLL ERfRE 9 5 19,
18.4.2 EHMARIC 1 H 60mg 24 4 » AMH 52 Ui AR O #G L2, ZEBIRET ~T
itk 1 % IR DML O EEIIGER 2 L EBARYA O, IROKE S LHLICARIC
T 5 19,
18.5 DI RIILF—RMRUVBRFHEBECRIZTTIER
18.5.1 MEBAMRIZ 1, 3, 101 glkg Z FRARN G- L7228 Cid, DAEITIE & A 23, T8
FRIEILZALE4 10, 20, 31%IK TN L, RS OLHERRIEE &IX 8. 20, 33%HA7 5 19,
18.5.2 FRIZ 2mg/kg = 1 H 2[a], 4~5 HMH 0 UK TG L% O LT, 90 Mok
MR R O L% 30 A O FRERRFIC A b HIR(bEy U B LREOIR T & Offifa b= R U7
WD Ca & BOHIMABIH S5, FREFHSLHREANO ST RLX—Y VER{bEY (ATP, CP)
WRFFS D 17,
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18.6 ZD DA

18.6.1 M/MR

BRI KA 134 0 4 p glkg % B ARPICRRBE B G- L 72 28R CId, (Al REREMARICFR A L 72 AR U 7 K
F7NFuxF Lo NTIME TO Mn £ A F i/ MO TR & O MR IE S R EUIA B T
% 20)0

18.6.2 BE{zE

PRI BR i KA e i s % 100% 8032 HED 3 ugkg 7°5 10 u glkg Z EIRNEL S L7235/ T
X, in situ DIEOBEEGEIIIH ST LARERET 5, 30ugks £ THET S EEERE
REfH & B ARG R OBERERIGHNIL E LITIERT A0, TNEH8 20, 30 I U POIERIZE EF V|
{a] & B 55 2 R S 70 20,

(3) {EFARBRSME - FritmE

MG R R L
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VI. EMBEICET HRE

1.

I R EE DHERS

(1) ARLEDGOPRE

RUERR L

(2) BREABRTHERBSAOPRE

16.1.1 BEEES

e A (12 B1]) 12 20, 40mg ZHERAOKELH Lzt &, =7 = VO mBEPRE X TIgMIz
HERE L. #5440 3 R &80 12 BRI v — 27 L ir o 7o, BeaiEigE (5 +S.E) 1% 20mg
B 5-C 25.7£2.8ng/mL, 40mg 5T 48.244.3ng/mL Th - 7= 22,

ARENVE B I ESE R IC 40mg 2 1 H 1[EIE 1 A 20 2 8EKR N EE Lz L &0 b7 7R hARE
EARIREEIX, 1 B 1EE5 T 26.7ng/mL, 1 H 2 [FEl#% 5T 68.1ng/mL Th o7z 29,

16.1.2 £YPFHNFF1EHER
D=7z YEYCRfE10mg THETI]

HBIREI S DL EHR SRR A R T A VO —EWIEICOWT (CERk 1345 H 31 0 [E#K
R 786 5)

=72V CRE 10mg THET.] XO7 ¥ 7 — K CREE 10mg %, 7 a2 A4 —"—JE|Z L%
NEN1EE (=7 =2V & LT 10mg) MEEMAS FICHE R OEZERR DL L Tt =
T UEUVRERZIE L, o iEyEiE T 2 —4% (AUC, Cmax) (22T 90%(5 % X ik
W CHEFHIEAT 21T > 7245 5. log (0.80) ~log (1.25) D#EEFANTH Y | WAl D AW FHIRZFMEN
MR STz 29,

HENRE ST A —F (HERRF)

HIE/NT A—H BEINT A —H
AUCo-48 Cmax Tmax MRT
(ng * hr/mL) (ng/mL) (hr) (hr)
=72 CR
174.8+95.3 11.5+5.9 6.1+3.7 14.7+2.4
$% 10mg THEETL)
747 —F CR
. 199.4+t131.5 12.0%+=5.0 5.84+4.1 13.4+3.6
#€ 10mg
(1 885, Mean*=S.D.. n=20)
(ng/mL)
20 -
—— — 71 YECR#EIOMg [HETI]
i -&- 745— NCRiE10mg
ﬂy
£ 151 o7 BB - 157455, Mean%S.D., n=20
7
I
(ol
e
7}?_;
=
0 T T T T T |
8 16 24 32 40 48
BEfE (hr)

(S R R HERS (R R F)
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YRR N T A =2 (B#%)

HIE/NT A—H BEINT A —H
AUCo-48 Cmax Tmax MRT
(ng * hr/mL) (ng/mL) (hr) (hr)
=72 CR
205.1£95.9 22.4+14.0 5.1£24 11.4+3.2
$% 10mg THEETL)
7 X% Z—k CR
. 204.0£79.1 21.9+11.1 5.8t2.3 10.8+2.1
#€ 10mg
(1 8E¥%5.. Mean*=S.D.. n=19)
(ng/mL)
351 .o
—— — 71 ECREEIOMg [HET]
% -#- 745 — hCREEI0ME
Ef‘ B - 1355455, Mean=SD.,n= 19
7
I
C
=
P
E
2
48
BEE (hr)

(SRR R HERS (R21%)

MAEHR N NS AUC, Cmax 50D/ 7 A — & (3, #ERE ORI DL + IRp 55 03Bk
R K> TERRD RN D D,

@=—7xzP EYCRfE20mg THETI]
BIREIR L DLW FH R SRR T A R T A VO —FWIEICOWT (CERk 1345 H 31 A [E#K
FAE 186 5)
=7xVEY CRE 20mg THET.] KO7 ¥ 7 — K CREE20mg %, 7 a2 A4 —"—{EIZ L%
NENL1EE (=7 =V e LT 20mg) EEMAS FICHEE R OEZERR DG L Tt =
TV RERRE L, BN EBYEIE T A —4% (AUC, Cmax) (22T 90%/=#8H X [Hi%
W CHRHRINT 21T > T2 FE . log (0.80) ~log (1.25) O#PHN TS V| Wil O AW FH[RISEVEN
R Sz 29,

HKHENRE T A —F (HE )

HIE/NT A—H BEINT A —H
AUCo-43 Cmax Tmax MRT
(ng * hr/mL) (ng/mL) (hr) (hr)
=72 CR
" 315.21t124.8 26.2+12.4 3.1t2.6 13.4+3.4
$€ 20mg THIE L)
747 —F CR
333.6+151.8 26.6112.9 4.2+25 12.6+3.7
#E 20mg

(1 ge# 5. Mean*=S.D.. n=19)
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(ng/mL)

40
—e— =7 1Y CRiE20mg [HETL]

-&- 745 — FCREE20mg
R - 188155, Mean+S.D., n=19

w
o

PES A ANATRNE B =
- N
<|D o

0 8 16 24 32 40 48
¥ (hr)

i SRR B HERS (RE R )

HENRE ST A =4 (BE)

HIENT A—H BEIINT A —H
AUCo-43 Cmax Tmax MRT
(ng * hr/mL) (ng/mL) (hr) (hr)
=7 CR
. 432.7+297.3 49.5+30.8 4.5+2.4 11.3+3.7
5% 20mg [AET)
7 X% Z—k CR
428.5+257.2 49.84+29.1 5.4+2.8 10.2+2.5
#E 20mg
(1 8E¥% 5., Mean*=S.D.. n=19)
(ng/mL)
80 1 e o
—eo— — 71K >CRiE20mg [HETL]
£El -&- 745 — bCREE20mgE
IR
60 B% - 185855, MeantSD..n= 19
P
T
40
=
=z
e
B 20
0 &
48
RERE (hr)

(5% IR EEHERS (%)

MR AN NS AUC, Cmax 5 00/37 A — &3, #ERE ORI OEREEH + I 55 O #ER
R K> TERRDAREMEND D,
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®=—7xzPEYCRfg40mg HETI]

BIRES S DL EHR SRR A R T A VO —EWIEICOWT (CERk 1345 H 31 A [E#K
R 786 5)

=7 xVFY CREE4Omg [AET] KROT X5 — bk CREE40mg &, 7 m A4 —"—hic LY Z
NEN1EE (=7 =2V e LT 40mg) EEMAS FICHEE R OEZERR DG LTt =
T UEUVRERZIE L, SO YEiE T 2 —% (AUC, Cmax) (22T 90%f(5HE X ik
W CHEFHIEAT 21T o 7245 5. log (0.80) ~log (1.25) D#EEFANTH Y . iWiHl D AW FHIRZFMEN
MR I Tz 29,

HENRE ST A —F (HERRF)

HE/NT A—H BENG A—H
AUCo-48 Cmax Tmax MRT
(ng * hr/mL) (ng/mL) (hr) (hr)
=7 CR
794.47+369.2 54.0£13.7 2.2+1.6 14.8+2.8
$E 40mg THET )
7 47—k CR
. 742.4+275.1 52.3+19.7 3.0+2.8 14.63.0
#E 40mg

(1 gg 5. Mean*=S.D.. n=20)

(ng/mL)

80 )

—e— —7 1 JE > CR§g40mg [AET]

i -#&- 74 Z— NCREE40Mg
%_E 60 1 AR - 158185, Mean£S.D., n=20
7
I 404{¢7
£
> !
& 20, —
= \‘T\_‘

oe_ L T

0 8 16 24 32 40 48
MAE PSR R HERS (R i)

YRR N T A -4 (B#%)

HENT A—H BENG A—H
AUCo-48 Cmax Tmax MRT
(ng * hr/mL) (ng/mL) (hr) (hr)
=7 CR
957.12401.2 79.1t25.0 5.56+3.0 12.8+3.2
#E 40mg THET
7 47—k CR
. 948.6+306.1 80.8£21.5 4.5*+1.0 13.3*£1.6
#E 40mg

(1 gg# 5. Mean*=S.D.. n=20)
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(ng/mL)
100 . .
—e— —7 1 UECRiE4OMg [AETL]
juk -&- 7 45— NCREE40Mg
aﬁ 80 | A4 =1
+ B - 138155, Mean=SD.,n= 20
7 601
T
£ a0q|/:
<
= ;
% 201 T
odtl . . , . :
0 8 16 24 32 40 48
B (hr

(AR R HER  (R21%)

MAEHR N NS AUC, Cmax 50D/ 7 A — & (3, #ERHE ORI ORI + e 55 OBk
R K> THRRD RN S 5,

(8) il
B R L
(4) BS - ftAXOEE
(Tvir. 7. #HAAEH) OmEZSH)

2. EYEERENTA—4
(1) BFAE
AN -y
(2) BRIGEEEH
MR L
(3) HEEEEH
BRI L
(4) VU753 VR
AN v/
(5) HHEHE
MR L
(6) Ttk
MR L

3. BEE (KE2L—>av) @
(1) A
LR L
(2) 185 A — S EMER
B L

4. R
MR L
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5. 9%

(1) Ii&-kxESFEEE
MUERR L

(2) miE-RAEEEIFEBYE
(IVIl. 6. (5) ki) DOIEZSM)

(3) Eit~DBiTit
(TVIl. 6. (6) #ZFhw) DOESH)

(4) HE~NOBITHE
MUERR L

(5) ZofhoiBB~DRITHE
Z v MZUC-=7 = V% 18 Imglkg O H 5 WITFHIRNE G- L72EBR Tl BEH LY O
(2R D FEHEMERRD T 5, 5% 2 B UINIZHGHEED 97%LL B3 PRI S iz, Win
DOFAFFIZBNTH =7 = DB I PEY ORI ZETEEH 2 23 5 7 AR D i Tunan
27)

(6) MPEEAKEEE
ZUERR L

6.
(1) KREBLLRUCRBERE
BMEE L
(2) RSIcBEE5T 2% (CYPE) OHFiE. F5=
AHNEZFEITTF b7 v— 2 P-450 3A4 (CYP3A4) Ik v REEns,
(3) VEEEHNROERRUVZTOEIE
FMEE e L
(4) REVOFHEOERRUEML, FHELE
FMEE L

7. BEiti
PRACIERZ RIS T, #51% 60 FEE £ T2 60%03MCHM & L CHEE S 7z 22,

8. FSVARR—A—IZBHT S1EH
MR L

9. BNHEICKEKRERE
(Tvil. 10. WEHG ] OEZMR)

28



10. BENDEEZETH8F
16.6.1 BHEREE
R~ RO BSRERR E A A O S EERF IR OB S Lz & &, BEEOZ2VARREM: S T2

H & LT Cmax LTPAUC 2589 145 TH 0 | RE O PR H RO AE L 7z 28 29, [9.2.1
ZH]

16.6.2 FFHBEREE

BEOFHRER T (Child-Pugh 2338 A 8 i) UL EE O FHEEERET (Child-Pugh 43%8 B 8 #4i)
DHHEEFIZ=7 =P GITS §€ (Gastrolntestinal Therapeutic System. KFR5MAHE) 30mg
EHTHNLE Y XTIV 8mg ORGSR (ENRKGR) ZHEERE L& X f@EERA

LHRT=T7 =20 AUC ITFNEN 93%., 253% FH- L. Cmax IXZFHZ1 64%., 171% F&H-
L7230 UEAT—4), [9.3.1 B8]

1. Z0Oith
BRI L
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VI. £t (EAELOZXES) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2R (ROBHIZEIBRELEWNI L)
2.1 RFN ORI Uil BUE OBEERE D & 5 BE
22 LEMEY g v oBRE [MEKTICE VIERPET I BZNNH 5, ]

(fiah.)

2.2 LDJFMEY g v 7 OBFERITMER TG, Wit 77/ —BEORMEIEER A 2OHEITM
Z. EakbEE ZIR, BRSO EERESRO M A 2OBESHBLL Tnd, 208 ) REBEFICAK
Flafeb+ 2L, RAOMTERTERICE Y —BOMTEKTZHK L, EROBEEH L BZAR
H %,

FOEMY g v 7 OBREITZDFRENFONIWEI NN E  RA[HiED s g v 7 L7205
CT52¢bb5, TROLAAZEGICEDEROE(ITEC IO rBZNNH Y | FhEx
BT DL,

3. PDEEXIHRICEET HEE L ZTDER
BIE STV

4. AiERUHAEBICHAETSEELZDER
RES N TV

5. BEELGERNIELTOER
SEELEXMIE
8.1 AU AHHAIOR G ARICHIE LTz & & GERDEAL LIEFDNRE SN TWDH DT, KK
DOIRFEZ BT D53 R CE L, B2 +2Ic(TH 2 &, EBAFICEMOE R LICRIEE
FIELARWE I IWCHERET D 2 &,
8.2 FNICWMEDOMTFR FZEI L, va v 7k EoE#ES, MEERH LD Z &N
bHOT, ZOLXHRGAICIIREERIL L, @YRAEEZITS Z &, (9.8, 11.1.4 &/ ]
8.3 BEEMICESS OFTWVERHLLNDLZ LN LD T, mATEE., BEIHEOERSGRE L
B A EET ABIZEE S5 2 L,
(fi#EsL)
8.1 WU AFEHABLEOEEFHTH 5.
Hov T AFEEHLANC X B BB E 5 B withdrawal syndrome X 1% i Bk 314 rebound
phenomenon (LAF, i3 % B IC XA LEIGEMR ] &35) ORBLUZOWTIEL, BRI O
TLHRCHEM SN TV D, PRIEICEE T2 SCHk 8V 9N LRI %< | DA FEZES O B A Ek o
WHLT DN D, —, mMEAEBRE IR T 5 30k 394030 7e < | ER LRI G A A
L\, ISR R E EF O 72 DI R IEZ Sk UIER b S ST b 89,
UM BT AEHETE 57 —Z I3RS, Bv s AEHHIZEICART LTV 5 30E H
FCIE 100 B 10 BINZIC IS A FREMENR H D L OWENH 5 39, L, KRERGHITH&E
720 Fe b ik Ui AOmEARS AR A & D RBIEDSHEEBNZ H TV 2 B0OMEBE 2 RV, — %
Fe LCITBSRERE LV F RO L LR ERERT 2560820 0RELHH 2, —T7,
B T BE B WD B ERE G kic X 5 R (6 i) oI EF EF2 B HERTAI ACE
BLERFIE 56 CTlE 2/3 I2H BN D DR LT, By v AREHAITIE U3 I LA bR E D
WELH D 4,
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8.2 —MXIZREETEIRIC L 0 MM EDOFIENMHI S 41D Z LITH LN STV LR, EliE =
Jibd i P 55 A A9 2 e I AR NI IR & 0 B BRI REOIR F 2380 25803 H 1 | BRIEIC
&0 Mt B O A 1R & IFEZE A SRR T D fEBRIED B D 4946, F T REETR I K D ki R
BOBIMENZOWTIL, EL—B LRI/ O TRV FEIIH S WEK O —
D& L TMED Tl E N5 I TV D 40, BEERIEICER L TRBREREICEE L, 2MRRE
JEZBETBRICEEL TV ZENEELL, ZOZ LIZREALBEOEEFHELEEZ bR TWH
7 43)-46)

B AEGHIO THEH EOFEE] 128\ TH, AR TEIUTBE O EK T2 29
BENWRHDOT, 20X 5 e E I ZITBE ITRIET 5 7e EiE ) 7 & 217 5 | FOFCHDEE
IR EN TS,

=7 = VEURBEED AR TOBKRBRICBW T, I EOFEEZNEAHE S LT
%o BIWEAE LT MIEME T < MEME) 2803 1 HlH8ME S Cneng, M2 ZE 7
FEBICIEL, WERENGER & R o2 TREE b B E TE Wiz | BERE Lo —RIEE A KD
oAU LEGHIO MER EOIEE] E2BE L, AANZOWTHEREZOBEREEICME D
PR ZEFIE I B D IE B A MU 3R & L OIS EFH L T D,

6. BHEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBHE

9.1 AHHE - IEEZEDOHLBE

9.1.1 KEIIRAME. EEAREOHLEE. MELEDHLEE
MAEYERIEAIC X B2 TERROEAZHBENLRH D,
9.1.2 BEICMEDENEE

BIZEME T T 28201 H D,

9.1.3 MABHTEEFORBROAEERVZHS BLERSE

WEZMEME T T 2BEN0H 5,

9.1.4 5 -MEDLFE (FICEEOESNHBERERS) OHLBE

DAENET L BENLD B 5,

(fi70)

9.1.1 KEMRAIADE CTIE, =7 = VL OEHIZ X0 KM AR D LT HERHEOB M
B TERVER S 55, KEBIIRAIZED H HERIBERMED LR/ L-BFI=7 = %
BH LI 2 A, FiKBENAR LT & OWRENH S 49, F 7= ifiE i K OV P A i ifn - 5E o
BFIC=T7 2V B RE LIEE 2 A, MiKIESENRELL | BEARAER OB F B AL E B
HENTND 4950,

9.1.2 RANIFEIEAIO 1 FETH D08, BEEDSS (B2 IX, FEAD OHBTHEHR IR 560
HY, FTOLIBGAETHLMEEZ T D AREMENH 5, FRHCUHEHE 90mmHg LT o EAEK i
JEQOBEIIIEETDH &,

9.1.3 BHEZ BT, BIENIEEERIOREICH YV, ERETARAEML T 5D,

BT IR 2 ARIR R E SN2 2 LI XV ATAMIXED L, ETEEBARIC K - THERFS
NTW5, ZORECRIMMENEERNZ2HT =7 2V 285 Lk, hAROHD & &
HIZMJERBINAR T Lz &L OMERH B 52 59,
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9.1.4 1815 o MMELARBEERG L LT BEL “HEERRXFABRICBWT, =7 = VB H
(80mg/ H) ., gAY Vv FEM (160mg/H) & 5 WIZmAIBEH O 3 BETER2h 8 ik
HL7EZA, ABREXLEL LIJEROE(MN =7 = VU BEME SR (24%) L OFHEGRE
(26%) TERO HLATZA, LA~ VL E FHEIMBGH TIIFRO bR oo L OWENH B 59,
FRZHE 0L BINMEHRERED H DB D st L AEICHT2EHEO =7 = U U513,
TV T BAEGUR OWTER T2 B IMER 253 T D Al dH 5 Z E W RB I TEHEY | R
T5Z L,

(2) BHReEREERAE

9.2 BiEEETHE
9.21 EELBHEEEOHLIBE
ARSI L BHEENELLT O BENLSH D, [16.6.1 ]

(fiah)

9.2.1 =7 = VLB MRS R ERARTR R 2 HN S, —REIIX RN E O BH (i

ERIEFTEORENZEH D, Lo Lens, BEBARASEOEE LEHEREDH D BHE T,
=7 2V K DR BESIC L 0 BEESE/A L, BUN KO 2 L7 F =00 EHA
NHLDI, =72V REOHRIEICIVEE L EORENH D 55 56,
B, IR SCEO [3EYERE) OIS, B~ EEOBRERE LS MM EEREICT ¥ 7 —
F CREEZR DG Lo & & BEFORWARRENES MEAEEE & ik LT Cmax L TYAUC 28
14 ThHY . RS OREPHEIACCRIE L ER# LT\ 5d, Zhiddss 3461 To
LlRat T 503, Mg ® Cmax LN AUC 2N D 5% EHEXMEHH Lz Z A, [i/NT
A =5 b HBREE O R WA E IEAERE O 9BS%NEFX M OFENICH 7= Z b, &~
A OB REREREE [ LT F=o 27 VT I A 0 11.1~47.0 (25.8+12.1) mL/min F2EE] (T
L VEMBENEEBEIND Z L EFRNEBZ LN TS 2, L L, EELRBHERELGTD
BEICRHL UL, ERO LB =7 2P NI PAEFELARRESINTNDH I L=T7 =2V
VIRBEEN BRI CThH D T L ABET L & HEILEREIND ZEREEND,

(3) HitkeRERA

9.3 FiREEE RS
9.3.1 ERGHBEREEDOHLHBE

MHREN EF322 0305, FEMIREN EFT28Z2hnd 5, [16.6.2 S

(fiah)

9.3.1 =7 =V VIFMHIECTRH SN 2IATHY . EELRIFHEIEERT O H 2 BE CIXHRIE
L, =7z VECOMPREN ERT5ZENTHREND, EERII=7 = UV U & FZA RIS
BehLzE &, @EAIIEL Cmax KONAUC B 2 ER Lz EOHRERH D 59, FI-FELL
BFIC=T7 2V R LMIRE~OREEZRFI L2 245, MIRMEEZ{INEED Z 21
XU, MIREEZAEIC LR ST EORERDH S 59, PINRIEDO LRI EE R ORI/
LAREELHY . HETDHI &,

(4) XHEREZ=HT 5F
FEEN TV
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(5) bEWw

9.5 ITiE

9.5.1 Tl SUFAEHR L TV D ATREMED & 5 ZeMh I G- 2355121, 169 LA Mk faltt 4 LA
L EHW SN DG ARICOREEET D Z L, BIERICBW CTREARME R ORI BN HE STy
%,
BHICEE L TIE, BFORBRETA 74V E 2SR LoD, S OBEOMERT &7 5700 &
5. EFMERRRAOHEAEZEAL L, AIBEORME DML EolkEdo2 L, 72,
FEASCHA B R O AL W O IRRE & /0 ICBLE2 L. B o i JEAR T 00R VMR A B DA T 25 o0 B N3
D BN HHAIITE B AT 2 &, IR A~OREFICBWNT, BEOMER FENRESh
TW3,

9.5.2 fiifit~ 7 XU LKFOIERNFZ HFHT 25510, MEELZFEERES E=FV 7352
L. [10.2 ]

(6) R¥LIF

9.6 RELIW

ALV EREE LY, B MRRAT~BTT L2 EBRESN TN D,

(figEani)

9.6 HH~OBITHNENMER K OEGRRER 59 602 L - T 5TV 5, Ehrenkranz & (1989)
59} (8 Manninen 5 (1991) V[I=7 = P E L ORAT~OBITHMETH L Z 6, AR
~DEERA R EBI D2V ERE L TWD, Lol AR TOBMARRNAD 20 2 &R A~
DBATIMAERER S5 Z L 72 86 . AAIRATITRAL L 2N EREE LU,

(7) INRZF

9.7 NE%
AN st G & U T IR ER BRI T S L TR,

(8) minE
9.8 min&
& IMLESE D @l E I T 2 A B R (1omg/H) oG 2B 570 CBREOREELZE
RLRPOEEICKEGT 2L, ~RICGBEOREITAE L RWNE SNTWD, HEEIEENEZ
LBENLED D,
ENCHEHE S 7R RBRICB W T, 65 MU EomEimE CORIERIT 206 #ilH 21 Bz 57,
75 LA EO R TOMAREIT D eV BRR AR & E O -RIERREBLENL 4/19 1
(21.1%) T. B, HFEWV, a2 Fa—Lo FH. AST - ALT - LDH @ FH2% 1 #1246
ni-. [8.2 ]
(fiah)
9.8 it DAREME R MLEAE B 6 5] (69~88 ik, F¥J 75.5 %) & IEmhn O ARENE: & i EAE B 8
B (36~60 &%, V¥ 495 ) R LIZT X T —h CREE (20mg $£1 H 1 Bl 5) Oy
HREBR DGR & TRITRT 62,
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EEE I Z BT DI ENRE N T A — % (20mg BE 1 §E 1 [ 5)

Jica n | %5 H |[Cmax (ng/mL) | C2s (ng/mL) |AUCo24 (ng-h/mL)| tiz (h)
o 1HH 40.7+ 9.1 11.3+4.0 487.9+134.5 11.7+2.0
mlnE | 6
) 8 HH 40.8+10.8 12.9+3.9 574.1+175.9 (n=4)
=ty AE S %
N 1HH 434+ 7.2 5.6+1.3 405.2+ 47.1 8.4+1.0
FEE | 8
8 HH 51.0+10.0 |6.3%1.7(n=7) 430.7+ 61.9 (n=6)
Cas : $&5- 24 BEHItE O MAE PR EE te : 51 HENXO'8 HHOWMIAANSHEH Mean=S.E.

AHI20mg $E& 1 FIIRM L7256 (1 HHE) RONER L TIRMLZZSE (8 HE) OWTilcs
WThIEmEE & i LT, FEYENE T A —Z ICHEEITHEO b TV, $14METH =
7 =V ORBIERF T RS ICBW TR Z ET 5 L O REWEIRROZB OREITR L 63
60 AH z Sl ARG DB BB ER L c HBEZAFE S5 2 L a<EHTE S
bOLEEZLND, LLRPL, =7 2 VB ORYERICOVWTINE TICEMSNLT —
BB &, HEmimE I L CE s TR RE O LR 60 6007 U7 T U ZADK T KD
R DIE R VG bNTZ E DM b H D, £l =7 = V8 IR TR S TR~
SNDFEY DT, Il D ERHBERIEIEOE TICE Y . =7 = VO MmETRE D S
SHEBT D WREMED B 5, FHEBR. HH/ NG 2o R & LTEARRBRIZI W T, MEH AR A EE
TR LA TVRWA, FWENEE T A —Z DB RE <, —EOEHA TIE AUC OBINCHE
AR DIER 3 F8D 5TV D, Fe—fRICEEE 2BV TiE, BRI L, EZ AR ORI
T B ORNLZEFIC LD EEDREZ K LT < MBIIROBEFEDI TIZ L0 HEIEE
WEZDBLTNUNERH SN TN D,

ZOXE ST 0D R R AT XM OB EA] & [FERICARH &0 & B 5 A AT
L7l HEICRGTDI L,

7. HE%EHR

10.48EEH
AFNTFEICTF F 7 v — 24 P-450 3A4 (CYP3A4) IZ X W R#@En s,

(1) tREZEEEZTDEAH
BEEN TR

(2) FRFE L ZDER
10.2 HiFAERE (BFRISEET S L)

A4 E BRAER - HEE Tk P - fEbRIA T
L oD 27 FEICIM AR FER Z R T2 2 & 23 d 5, (SR 24800 - FISRIEA I

ey, AFNRBEEOREZFERCBIELGAEOMERK | L2bDEEIX LTV,
2OKFY ., T | TS ST A AKX o E K &

R 5 WA L < IT kT % 72 Sl ) 2R L E 21T
26
B LT A MAIAERM 28T 5 2 L83 5, SEEEE) 24BN - FHERAETC

TT/m—, TETIBREORELEERBE L OBEOMERK|LDbDEEX LA TN,
b — VR T a [ FROOARRFEDIER IR b GG ARA
7F v — VRS | X B A A E S L <X kT el
WY 2R ALE AT O,
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10.2 BERAFE (BRISERTSHCE) (i)

AN

BRAER - HEE Tk

P - fEbRIA

vaxvv

VAR UOMPREN EHTLZERH
Do

AR PR B - g, B, 11
I IR 3780 b gA . ek
I U Y 3% v v o H B2 RE SUIARHK O
P b i ik4 % 720 Bl A ALE AT

- AR Ry (e
WRWA P IF T D K
VBN VT T v 2D
THEDLEEZLNTVD,

VAFTV

AR OMAFRED EA L AERA RIS
ZEnH D,
BEORIEZ R B4 LR E O M FK
TROBERE DIER TR DTGB A A K%
BRIV ATV 052k 572 L
WU ZRALE H1T O,

AF U L & A K
TIHE, KHOHFI 7y —
LT OREF B Z MK 2
—H T, HBRAE TS, K
Fl OW U % H N S & 5 72
EEZHBNTWD,

UILFTE L

AR OMAFRED EA L AERA RIS D
ZERD D,
BEOREZ EERE BEE LR EO M FK
TEOIERDRBD DA AH % i
TN TFTELORG A PIET 572 L)
TRREEAT O,

HEBLE T OFEMIITH TH
DI, UIVFTELREFD
JFE (57~ 7 2 — 24 P-450
BEFR) ROSEIHIL, 7V
T UARIKTIELTD
EEZEZLNTND,

U T — LR BTE E A
A NFaF—n, 7
S — L

AANO M EEE R B L AEMARIND
ZERD D,
BEOREZEERE B L GREO MK
TR DIER D FE D DT 6 K%
WEIZ N T Y —LVARREREAIOR 5 %
kg 2% 72 ST R AL E 21T D

BT OFEMITRATH
LM FUT Y — L REE
RIRAF O (F R~
— A P-450 BEFESR) % 40
L, 7V 77 RA&KTF S
HHHEZEZLNTND,

DAy SV <V
TJxz=krA v
VP S il V4

AFN DA Zh i R EE 3G S AT, VR A3 S
THZENDD,

BEOREZEBRE B L, E BRSOk
CMEFRAED AL OIER TR BTG E
BNI~DEF IV 77 B T == b
A NN B OFGEEFIET 57 L
WO 2R ALE 51T O,

V7 7oy, Jx= kA
N WAl A e =5
BN AEER (T
k7 v — 2 P-450) HAHF|D
RFEMtEL, 7V T7 7R
ERIELEDEEZD
naTnsg,

Zr7ml LA

27 AAOMPPREN EFT25Z &0
H5,
BEOREZEER B2 L BB ES
DIERDBFBEO TG 27 m ) AADH
X RESUIARR OB G52 ikT 57 L
GI7R4L0E 21T 9,

Y

BT OFEMITRATH
LIS, AREIRZ 70 ) BAD
JFE (57~ 7 2 — 24 P-450
FERR) ROLEMEI L, 7
TIUVARKRTEED D
EEZHBNTWD,

I ARY v

WAIEERH DTN EDOHEDRH D,
BH OIRREZEFIR < Bl LA IEE 2SR
D ONTZGE AFIXITy 7 n AR Y O
Gk 4 %7 g 217 5,

BT OFEMIZIRBHATH
203, WO 72 ERIZ
karbnEEZLNTWS,
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10.2 BERAFE (BRISERTSHCE) (i)

AN

BRAER - HEE Tk

P - fEbRIA

HIV 7' a7 7 —EHEH
2 i OV 2N N =
LA

AFO AUC 8 EAI 5 Z EnTREND,
BHE DIRAE & TERTR < BLZ2 LI L o i A
TEOIERDFRD ST 6 AR 2 BT
%78 YR ALE AT O

BT OFEMITRATH
B, KHE Z S DA D
JE AR B R O WU
(CYP3A4) THHT-, ¥
BHINCHFLL . AH O
P SN2 ATREEN B D &
EZHNTW5D,

X¥XTYARAF L - )UK
T AF

AFNO MRS B U AR RS D
BEhnR® 5,

BH OIRRE 2 ERETR < Bl LR E o K
TEOIERDFRD ST E AR 2 T

FXTYRF e H)RT Y
AF 0, CYP3A4 % PH5E
L. RFND7 VT Z 0 A%K
T&ErvEEZLNT

%72 YR ALE 2T O W5,
Wilik~ 772 0 LKA it BE O i FEAR T o4t i A 1 T O 5 SR 23| OF AT IS L 0 B T 1 1 S0 e e
JEHFAD [9.562Z2M] |H5bNDLZENH D, 75 4o T2 20 T 1 ) 708 H 5 S

LHEEZLNTWD,

T —TTN— a—
2

AR OM RN EA- L AEAA RIS
ZEBRHD,

BEOREZ EERE B4 LR E O M FK
TEDIEIRDFE D BT IGE  AA Z R
L7 EHOIREZAT O Ele S L—T T
=YV a—ALDRKRMAEZ LARNE I
HET D,

TL—=F TN = 2—2
IZEENDA A, CYP3A4
ZHEFEL. KFlOZ VT
AT EEDLTEDEEZ 2
LTV 5,

(fi#50)
fth DR 3K

B EDIYFIE T, 1 BEOREAITHIRIEGEONRWGEIT. ZOEAORG &L IR
SELED L LAERBT DR DZBEAZBML T L ADEZAIDEFHBEESHERE ST
%o TIUIMERBFF ORI DK 2 0T 5 Z LI L D HENSUIHEEODEL IR CE, £
BEAWDZLICEVEIWERZLRLTHZENTE DL VIHEBICLD 68, Z0—J THAID
FEERIZE D BB TRWETERREBT 2560550 T, HEETLHZ L,

(LB, AT/ R/
—WRICAERS T D B DR ERI OB FRC X, MED FRVIBTITERET HILERH D, L
B RA TV RANEDMOREER & OO AR 55 MER T EH ORI, 7R 7248
e MEERICEDZBDOEEZ LN TN D,

(77 v R

W77 o5 Tay b — A AR+ohmlEEEE 2 fllc=7 =Y 2BnEs L
2 A, AELIERTRARONTZEDORENH D 69,
200/120mmHg 7*% 150/78mmHg, A ILEAS 232/124mmHg 7> 5 88/48mmHg & &% 7K T
EHROTWD, FRICNALMEOR NS C, BRI EORER S A 5, 2 BE#ZOFES
RFZ S AR R SEIR 258 D TN 5, BT 8 Bl DB CTRIBRZRIRGT 21T > TW D, 2 b DJERF]IT
I EAR FER OBTRITR SO G TV e, ods, BBWEF L LT, =7 =V MER
BRI 2 RIS O MRUE G A, R~ 7 L Bl 272D B2 b T g 1,
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B T
B HEWT A OB BN REIC KT T =7 = D ORBICE LT —ED MRS DAL TR,
BURE R CIRSEBR 2R 00 - FIRIERNIC L D L ZBEZA BTV D T,
—RIZTE Rr Y VU RANT T AEGAITEH D =7 = 2B TSP R IR HTH AL o
AN MG E ST Y | ML IR e /R 2 LOmsilfER 2385V o T, Ao fFH
FRIER D 2N E SR TS 689, L L5, fEHHIC L v BERKIME 20umE 72 D I
MEADIKT WEE - LIEFRRE SN THDO T, MECLEEOK FICEET L &,
(REH 1)
7T 7 v — V5O @ i EE A DR E S IMERE I, =7 =V E L 10mg % 1 B 2 [FEEM
BH L& 2 A, 4T EHNZ MEOIR T 2580 T\ 5 72,
(REH] 2)
TNT V) B — VNIRRT EBFIC, =7 =2 10mg 1 H 3ELHEM&E G- L& Z
A, 16 HEICFFRREEAZ RO TN D, ZOBEITHFFIRED L5 & e 18 B RVREAGR D &
NITeDOARBLBIENTVD, =7 =V ORGETIEL, 7aEI REH Y T LT
BEPMTDIL, 1B ODRERITITOREDOBEZTRD TH 7R ),
PEE
AN AFERFE TR O LD VIR oM PEEN ER L EOREND D
W WAIOPIC LD X oM HREN EH U JEFNZ Lo Ty I v dE BRIk,
DEME), BEZ oy 7 EET, R, Bl - mEE) NFRINL R H D, JF
FRETY T v OMPHRE & DIROREZT=4— L, RERHNIEY Tx 2 0 O &%
THRE, ERETHZE®,
FEHRET OFERITIARTEDR, Ao MEHANC LY T OEE DD ORINOEE N, B
IVT T ADRY, BLUNTDOZ VT T ADHED, ST DA B ORI 7 & OfE 8
MAREN ERTHHDOEEZX LTS ) 7 19,
=7z ETIART L OMEERZBRF LI 1 HE2LLTISRBEIT 5 1,

WY omPRERS
=S Bt 1% | SWefMlt: | 6 WFffL | 12 %% | Cmax AUC
B 5% R (ng/mL) | (ng/mL) | (ng/mL) | (ng/mL) | (ng/mL) | (ng/mL) | (ng-h/mL)
S, 0.6 2.06 0.79 0.67 0.5 2.06 10.16
(0.04) (0.19) (0.09) (0.06) (0.09) (0.2) (0.88)
=7 VEUPRH| 0.84% 2.0 1.11% 0.85 0.71 2.09 12.33%
bmg X3 [A/H (0.12) (0.34) (0.14) (0.12) (0.12) (0.31) (1.59)
=7 VEUPRH| 0.81% 0.11 1.1 0.95* 0.61 2.19 12.53%
10mg X 3 [=]/H (0.1) (0.24) (0.15) (0.14) (0.13) (0.23) (1.63)
=7 VEUPRH| 0.78% 2.05 1.09% 0.88* 0.74 2.23 11.98*
20mgx 3 [al/H (0.08) (0.28) (0.13) (0.11) (0.06) (0.26) (1.28)

Mean (S.E.). *p<0.05 (wilcoxon test for matched pairs)

N (BT1) ZxtBIcyax oz 2WlEEG Ltk =7 =002 1HAHA L, 20%,
TAF VU UHMT ARG LT, VIR ombRE 2R, Cmax (TRETH D0, AUC
=7 =PIV ERICES L,
VAFTVV

=72V EVATFUUOHBICE YV =T 2 DI FREN R LT OmRERH D 80
8D, MAIOHMIZLY =7 =P DM BA U, JEFNS K o T o i E R T L8k
EROLONAZENHLDOT, HFETHI L,
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BT OFEMIIARATH LN, Y AFVURFMREZIKT S, =7 = POz
H 7Y — A TOBERICE DMRBLOGZ MG U, Peilt 2B X1, iz & L,
REZ LRG0 IEZ 00U AF VU NHBERSWEIH L, HEEO pH % LH S8, =
Tz UE VORI EEIMSEDL LN EZ LB D,

STV E VATV OB EZBRE LI 1 F1E LTSI T 5 80,

W=7 =V OEYFRELREERICKIET VATV T =F VD

Cmax tmax ti2 B AUC (12n) | AUC (BFEFD) | g2 UV 7 Z | M)+

(ng/mL) (h) (h) (ng+h/mL) | AUC (BAh) | > A (I/h) | (mmHg)
A 46.1 1.33 6.22 153.7 100 0.069 127
40mg/ H (10.6) (0.21) (1.28) (44.6) (0.011) (2.5)
=7
t ooy 56.4 1.17 4.48 187.2 131 0.064 103
T =T

(12.0) 0.17) 0.64) (48.3) (18 (0.010) (3.9
(300mg/H)
=7z
S 87.7* 1.00 5.55 245.6% 174 0.042% 95%*
FE R

(19.1) 0.0) (1.03) (55.2) (18) (0.008) (3.1)
(1000mg/H)

Mean (S.E.). **p<0.01. *p<0.05 (=7 = V" Hl & DLK)
BEAEZXNRII=T 2V E VATV XIIT =F U OFREEIC DWW THRE, 7=FT 0
EOPFREIETIEAEBERZBLITRDO LN TWARWVWR, Y ATF I O AEETCII=7 2P
@ Cmax & AUC WA EIC ER L. BENEOEMRNED Sz,

UITFTE A

TN IEFR =T 2P E AT TP LAOMHAIC LN =7 = P O EEN 5 L

To b OWENDH 2 82 83),

FREEFOFEMIAHTH LN, PLFT LN =7 =2V O EZMIHIL, =7 =V

DI VT FZUAERFEELTEDEEZEZL LTINS 89,

2. BAORBHIIIFRBEEREF b7 0 — 24 P-450 A5 LTEY., LabFELT P-450 4+

i (CYP3A) TR#@tSND Z &nnd, PFHAMIC=7 = P O FREN AT 285 & LT,

— AR D K 5 7R ATREME B HEE S 41D 89 ¢

OWAINTA LIfER, DLTF T B LANREHRS P450 IS b2 &k, =7 =
DA,

@P-450 TRF SNV NF T B LMW, P-450 & HAREE % 3 2 LIREE LI < WEAER
EEKTHIEICLY, =7 = U ORI,

=72V E VAT TELALEOMAEERERR L 1 HIEENT 5 89,

TRERHIRET 6 Bl &2 X G =7 = D OIEYBRBRIC KT TV NTF T B ARG O R &

=72V OMPREIT EA L, AUC 23 140%H0 L 7=,

FU 7Y — L REIE A

=72V E N T VRIEBEAIOA T 3ty —v (ROBAKD) EoftHicky, =7
TV OMPREN ER LI ORERH D S, FHICE Y =7 = P O FREN EA- L.

KM RFTEE L TWHDT, EETDHZ &,

FHMFOFEMIRATHLIN. A R T aF Y —AR=T7 =D DOIFRIC BT 5 REETH
HF b7 m— L P-450 fEHF R, FFIZ CYP3A4 [ZIBWHFEMEZ RT DT, =7 =V DOIFR

BWRIH S ND D EEBEZ BN TND 89,

=72V EA NT aF Y — L DA EZ RS DIEGIHE & LTSI 5 89,
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68 k. &M, BRMNEEIE, f bT7a)h Yy — 1o UL 2EEL2FE, 1 EHE 2 HEO/ LA
PR R BV EDN B, 3EIHDO NV AFERFIZ=7 2V A FF7aF Y —/L B Rax
A NT ATy = (EEAEY) OMFREZAE, =7 =0 T 7iREI 12.Tng/mL
THHoTMN, A4 b7 a3+ — HFRRHE 56.1ng/mL £ HEIZES L7 (Student’s t-test, p=
0.0011), F/-MEDFREIT 147/83mmHg TH o720, 4 b7 a2+ — A GFHBEIZIE
128/72mmHg (21K F L 7=,
U770y, Zx=h Vv, DALY

FEIERAITHD Y 77 B OBRGIZE D IFROEDEHERDFEI N, PP THD
AN ORFPMEESI N D7D, OFHEDOIERBNBTE T 2560 H0 2 LML ILTND 80, =7
VELEV Ty BV OHAICL Y =7 2 VORI TRENSE LT, f)E 580 - 8D
R EFNED AL 89F 2RO T2 L OMEDNH D, IFHFHITEE OREEZIEEHESBIEL, =
7=V OROBIINBO NI E . MAICEE TR ETET LI L,
FHEFIZOWTIE, V77 BV U 7oy — 20y NRHESE (F 7 v —L4 P-450)
EHEL, =7 =V rOPEEENRE @D, S FT ATV T o DT EEL, (FH%E
BIHSHEDLHDEZ X HILTUND 8D - 88

=7 xVE LY Ty BV EOMAERICLY =7 2 D O MAERIREDMET L7 ES]
ZLLTITHEIT 3 % 89),

e MiEh =7 = P E (ng/mL)
B (57) SRR YT e UL L
0 10> 10>
60 45.8 47.7
120 39.5 89.6
180 30.3 71.5
240 16.9 45.7

Nl DN D & 5 BARIERE T, V7 7 B O L2 =7 = DV O TR E
ZRat, V77V 0T 2V O MmEPREMET LTV,
STV EHEETHASEIE L E AN B COMHICLY . =V O EEN
KFTHEDOHRESONHLZ LR ENSL, IR~ EBE L OF 7 o—2Ah P-450 FHE/EMAIC X
D, =7 =P ErORMMMEESN, =7 = P OMAHEEINME T4 5 ATt /g 90 X T
WD,
Zral hA
=T 2V EREMHIRITH DA X 7 n ) AALEOFRICE Y X7 0 ) AADM P EEN A
L7z OBENRD D 0 9, &7 0y AAOMPRER EF L, JEFIC L > TEBHEERES O
JERDN BT D AN H DO T, HEETDHZ L,
FHETFOFFMIIAHTH LN, =7 =2V 4 7 v ) AR ITFBICBNTTF h 7 m—2A4
P-450 3A4 (CYP3A4) TR#Mz=ZITHLBZ2x6NTRY, fFALIEEA. #2711 ) AAORGH
N7 2PN L BAMICHESR, #78) AROMFEER FRTHL0LEZ2 51T
NG 9D 93)
=7z s rul) AALOMAEEMNZBE Lz 1612 2L FISHEIT 5 9,

39



WY 70U LsZxD1 HE (mg/H)

\ =TV | =72 VUV VIERGR | 270 ) AREERS
¥ (A) p fE
(n=22) (n=28) (%)
1 10.1+3.3 10.5+4.9
30 9.3+3.2 10.5+4.6 11.4 0.44
90 7.9+3.4 10.7+4.6 26.2 0.03
180 7.3%+3.0 10.4+4.0 29.8 0.004
365 6.0+2.7 9.7+3.8 38.1 0.0004
Mean+8.D., % : JEE (%) = [GHRGH—BG5H) SERGH) X100

i

PIBMEE 2 RIC=T7 =T e F 7 n ) AZOMEENZ L b A7 747 (RiAE) &
BRIC &0 B,

=7 2 VU CREFTIIIRICHER L, #2700 ) AZOEM T ERE (5~10ng/mL) Z R
THLOO—HEPARICEDI LTS

S aARY

=7V EREMGIRICH DY/ ARY EORICE Y, TERIEE] 2H5bhed
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Eey a2 Alembic Pharmaceuticals Inc.

W44 NIFEDIPINE tablet, extended release
FIHE - ik | 30mg. 60mg. 90mg

INDICATIONS AND USAGE

I. Vasospastic Angina

Nifedipine extended-release tabletsareindicated for the management of vasospastic angina
confirmed by any of the following criteria: 1) classical pattern of angina at rest accompanied by ST
segment elevation, 2) angina or coronary artery spasm provoked by ergonovine, or 3)
angiographically demonstrated coronary artery spasm. In those patients who have had
angiography, the presence of significant fixed obstructive disease is not incompatible with the
diagnosis of vasospastic angina, provided that the above criteria are satisfied. Nifedipine
extended-release tablets may also be used where the clinical presentation suggests a possible
vasospastic component, but where vasospasm has not been confirmed, e.g., where pain has a
variable threshold on exertion, or in unstable angina where electrocardiographic findings are
compatible with intermittent vasospasm, or when angina is refractory to nitrates and/or adequate
doses of beta blockers.

II. Chronic Stable Angina (Classical Effort-Associated Angina)

Nifedipine extended-release tabletsareindicated for the management of chronic stable angina
(effort-associated angina) without evidence of vasospasm in patients who remain symptomatic
despite adequate doses of beta blockers and/or organic nitrates or who cannot tolerate those agents.

In chronic stable angina (effort-associated angina), nifedipine has been effective in controlled trials
of up to eight weeks duration in reducing angina frequency and increasing exercise tolerance, but
confirmation of sustained effectiveness and evaluation of long-term safety in these patients is

incomplete.
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Controlled studies in small numbers of patients suggest concomitant use of nifedipine and
beta-blocking agents may be beneficial in patients with chronic stable angina, but available
information is not sufficient to predict with confidence the effects of concurrent treatment,
especially in patients with compromised left ventricular function or cardiac conduction
abnormalities. When introducing such concomitant therapy, care must be taken to monitor blood
pressure closely, since severe hypotension can occur from the combined effects of the drugs.

III. Hypertension

Nifedipine extended-release tablets are indicated for the treatment of hypertension, to lower
blood pressure. Lowering blood pressure reduces the risk of fatal and nonfatal cardiovascular
events, primarily strokes and myocardial infarctions. These benefits have been seen in controlled
trials of antihypertensive drugs from a wide variety of pharmacologic classes including nifedipine
extended-release tablets.

Control of high blood pressure should be part of comprehensive cardiovascular risk management,
including, as appropriate, lipid control, diabetes management, antithrombotic therapy, smoking
cessation, exercise, and limited sodium intake. Many patients will require more than one drug to
achieve blood pressure goals. For specific advice on goals and management, see published
guidelines, such as those of the National High Blood Pressure Education Program’s Joint National
Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure (JNC).

Numerous antihypertensive drugs, from a variety of pharmacologic classes and with different
mechanisms of action, have been shown in randomized controlled trials to reduce cardiovascular
morbidity and mortality, and it can be concluded that it is blood pressure reduction, and not some
other pharmacologic property of the drugs, that is largely responsible for those benefits. The largest
and most consistent cardiovascular outcome benefit has been a reduction in the risk of stroke, but
reductions in myocardial infarction and cardiovascular mortality also have been seen regularly.

Elevated systolic or diastolic pressure causes increased cardiovascular risk, and the absolute risk
increase per mmHg is greater at higher blood pressures, so that even modest reductions of severe
hypertension can provide substantial benefit. Relative risk reduction from blood pressure reduction
is similar across populations with varying absolute risk, so the absolute benefit is greater in
patients who are at higher risk independent of their hypertension (for example, patients with
diabetes or hyperlipidemia), and such patients would be expected to benefit from more aggressive
treatment to a lower blood pressure goal.

Some antihypertensive drugs have smaller blood pressure effects (as monotherapy) in black
patients, and many antihypertensive drugs have additional approved indications and effects (e.g.,
on angina, heart failure, or diabetic kidney disease). These considerations may guide selection of
therapy.

Nifedipine extended-release tabletsmay be wused alone or in combination with other
antihypertensive agents.
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DOSAGE AND ADMINISTRATION

Dosage must be adjusted according to each patient’s needs. Therapy for either hypertension or
angina should be initiated with 30 or 60 mg once daily. Nifedipine extended-release tablets, USP
should be swallowed whole and should not be bitten or divided. In general, titration should proceed
over a 7 to 14 day period so that the physician can fully assess the response to each dose level and
monitor blood pressure before proceeding to higher doses. Since steady-state plasma levels are
achieved on the second day of dosing, titration may proceed more rapidly, if symptoms so warrant,
provided the patient is assessed frequently. Titration to doses above 120 mg are not recommended.

Angina patients controlled on nifedipine capsules alone or in combination with other antianginal
medications may be safely switched to nifedipine extended-release tablets, USP at the nearest
equivalent total daily dose (e.g., 30 mg t.i.d. of nifedipine capsules may be changed to 90 mg once
daily of nifedipine extended-release tablets, USP). Subsequent titration to higher or lower doses
may be necessary and should be initiated as clinically warranted. Experience with doses greater
than 90 mg in patients with angina is limited. Therefore, doses greater than 90 mg should be used
with caution and only when clinically warranted.

Avoid co-administration of nifedipine with grapefruit juice.

No “rebound effect” has been observed upon discontinuation of nifedipine extended-release tablets,
USP. However, if discontinuation of nifedipine is necessary, sound clinical practice suggests that the
dosage should be decreased gradually with close physician supervision.

Care should be taken when dispensing nifedipine extended-release tablets, USP to assure that the
extended release dosage form has been prescribed.

Co-Administration with Other Antianginal Drugs

Sublingual nitroglycerin may be taken as required for the control of acute manifestations of
angina, particularly during nifedipine titration. Drug Interactions, for information on
co-administration of nifedipine with beta blockers or long-acting nitrates.
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Drug Name Category
F—A N7 VT DOBIA Nifedipine C
(2024 4 6 HR)

2% ROME
F—A ~Z U7 D458 (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.
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