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BRIRST Al Al i Sty Al i
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(1) hmsEER
O=7=VE U LEE10mgl HET) JiEaER  40C - 75%RH [k ZEERE (PTP &3]
HEHEE =N LRAF IR
<JHHE> &H5 BH AR 1R 1% H 35 A 65 A
. _ N BP2901 e e Bk e
ﬁ)(/ S - N ”r‘-'
<YIREODT )V T—T (2 ThHE> BP3001
R BP2801
(EMEROG, SRANVATHEDEERIE | BP2901 A — — pay
%, B o~ o7 0—) BP3001
e — BP2801
i Eﬁ ) =5 T A — N N N N
PR (EEZ_;17>I\77 1) BP2901 WA e Bk ke
: BP3001
WAt (%) (Eidissg) | Dreool 2.3 8.0
< 15.0%LLF > BP2901 3.0 — — 5.2
: BP3001 2.5 6.3
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<3047, 20~50%> BP2901 40.5~43.7 35.1~43.1 38.9~44.2 41.1~44.0
‘ BP3001 39.4~44.0 41.0~43.9 40.8~44.6 37.9~44.8
vis VI (%) BP2801 53.4~58.0 53.2~59.0 52.7~58.2 54.4~58.3
H 604 35B5%> BP2901 55.8~517.7 53.0~58.6 54.1~59.8 54.8~57.7
s 7o 0 BP3001 55.5~57.9 55.3~58.8 54.4~59.9 53.9~60.6
I (%) BP2801 | 100.2~101.7 94.8~103.1 95.5~100.7 97.2~101.6
12 %FHEJ 70;ui> BP2901 98.8~102.1 96.0~101.0 97.5~101.5 98.0~101.2
RLEANEREA BP3001 98.7~102.7 99.4~101.5 96.0~103.1 96.8~103.9
SR (%) ¥ BP2801 101.2 102.7 103.3 99.5
£ 93.0~107.0% > BP2901 102.5 103.0 103.1 99.0
: o0 BP3001 102.1 102.0 102.8 102.0
X1 EVERIR D DT AR v MM DALE ORERRIR D BT AR v NI BEERIEN GBT- ARy F XD EL 720,
X2 FTREBICHTIEAR (%) —  RFEH
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HEHEE =RV PRI
<JHHE> &E5 A AR IR 1% H 35 A 6 » A
n CP0301 i an o .
<Y (b7 v g | P00l 3 i e i
HeRRR CP0301
(EMER G, SRANATHREEERIE | CP0401 WA — — WA
h, EEsa~w NTT T 4—) CP0501
HUEHIR (8 e 157 4—) | CP030L o o N o
1> CP0401 A A A A
CP0501
Wt (%) (R | OD080) - 62
; 0401 2.3 _ _ 75
<15.0%LF > CP0501 2.7 25
EHE (%) CP0301 | 36.7~38.9 33.4~39.8 31.4~37.2 30.8~41.4
505 90— R0% CP0401 | 36.9~40.9 40.3~41.6 36.7~39.2 34.4~385
: CP0501 | 36.7~38.9 33.6~39.0 37.0~39.7 30.7~38.0
v e o) CP0301 | 50.5~52.0 50.5~54.7 48.2~518 19.8~56.4
H " . CP0401 | 52.4~55.3 55.7~57.7 51.0~55.6 50.2~52.6
1 <6077, 35~65% > CP0501 | 50.5~52.0 49.3~55.0 51.3~54.2 47.6~53.6
B (%) CP0301 | 95.3~97.1 93.9~97.3 93.4~96.7 99.2~103.6
12 os L~ | CPO40L | 95.0~99.2 | 1002~1036 | 90.6~99.9 92.1~945
. CP0501 | 95.3~97.1 94.0~100.9 95.1~98.5 93.3~97.5
g o 7 CP0301 101.7 102.5 1015 102.8
o 0107 0%~ CP0401 101.7 100.7 102.5 102.0
CP0501 102.0 101.2 101.0 101.8

X1 FEERIIN DRI AR Y MRS T DALEORERAR N DR AR v MEBEEREN DB ARy PR 2N,

%2 FRRIHT B EAE (%)

(2) RMRAFER

BRI H - 2008/11/12

—  RFEM

OC=7 =2V LEE10mgl HET] EHHRGFRR 25°C - 60%RH [HR&aiEEiE (PTP @) ]
HIEE H SN {RAZ I
< Mg > % BH A 12 % A 24 5 A 36 » /1
Pk BP05B1 o s A .
U0 4 L g | BPO5CI A SRS A i)
IP13A1
ek BP05B1
(BYERG, SEANPTHLERIE | BP0O5C1 A A WA A
k., WEsa~ 7T 7 0—) IP13A1
s (4 ~—_ .\ | BP05B1
HIRRR (7 R 277747 | Bposci it it it o
: IP13A1
VEHME (%) BP05B1 42.2~43.0 35.3~35.9 33.7~38.4 33.2~36.0
<30 4%, 20~50%> BP05C1 41.4~42.6 36.1~37.8 36.8~38.2 33.3~36.0
A IP13A1 37.1~37.2 35.3~35.9 32.8~36.1 37.0~37.7
R VEHME (%) BP05B1 57.0~58.1 49.4~50.0 50.3~52.2 49.1~52.7
i <604y, 35~65%> BP05C1 56.4~57.9 50.1~51.3 50.9~52.4 49.1~52.7
s s ? IP13A1 52.3~52.7 49.6~50.7 46.2~46.9 51.0~51.8
VEHME (%) BP05B1 103.2~103.8 95.4~96.8 97.56~99.3 95.3~98.1
<12 B, 7T0%LL 1> BP05C1 102.4~104.8 95.6~96.5 99.3~99.9 95.4~98.1
A IP13A1 99.3~99.8 98.1~102.9 96.1~96.4 97.0~98.8
LeEL (o) X2 BP05B1 99.5 100.5 99.3 97.9
<£f~(1/5)7 0% > BP05C1 99.2 98.0 97.0 98.0
: ’ IP13A1 101.1 98.7 99.9 97.5

X1 EMEEIR D DRI ARy MOHIET D ALE OREHER DRTZ ARy MEEEER) HHET ARy P IR 20,
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OC=T7 =2V LEE20mgl HET ) EHETFRER  25°C - 60%RH [IRi&aiEEiE (PTP %) ]

WEHEH =N LRI
<k > &5 A AA I 12 % A 24 % H 36 » A
T BPO7A1 R o R R
<YIREBDT 4 N ITA—F (L THE> 311307131 Ea EA B EA
07C1
fifesB kR BP07A1
(EMERE, SRAMTHRBOLERIE | BPO7B1 e ke Bk ke
*h, #WEIsa<~ N5 7 4—) BP07C1
S (4 —_ . | BPO7A1
W W7 B b7 47 | pporey e e e o
; BP07C1
HE (%) BPO7A1 39.2~39.9 37.1~37.9 36.7~36.9 36.7~317.0
<3025, 2050%> BP07B1 39.1~39.8 37.1~37.3 36.0~36.5 36.1~36.5
‘ BP07C1 38.5~39.7 36.6~37.1 33.4~35.7 36.0~36.4
v I (%) BPO7A1 55.0~55.6 52.1~52.6 51.4~51.9 51.4~51.9
H <60 5. 35~65%> BP07B1 54.8~55.6 52.0~52.4 51.4~51.5 51.5~51.6
L 7 0 BP07C1 53.6~55.6 51.2~52.1 47.3~49.9 51.4~51.5
. (%) BPO7A1 | 101.4~102.5 | 100.9~101.7 | 99.4~103.1 99.3~103.1
<19 HER T0%LLE S BP0O7B1 | 100.6~101.2 | 100.5~102.6 | 102.0~103.8 | 102.0~103.9
‘ BP07C1 | 99.8~101.8 | 101.1~101.4 95.4~98.7 101.9~103.9
SR (%) % BP07A1 98.4 98.2 99.1 97.3
©93.0~107.0% > BP07B1 98.2 98.1 97.7 98.7
BP07C1 100.4 98.0 98.0 98.6

1 BRI BT AR > NS B LB DB B A b %, BRI BT Ay b E 0 < 720,
%2 FRRICHT B EHE (%)

(3) BoIRIEDOLENE

SRERFEHEWIR] : 2004/10/1~2005/1/20

OC=7=xVUErLEE10mgl AET] HEEAE 40C DL, KUEEA]

HEEH =BV PRI
<k > 5 BA AG I 2 1% H 2 % A 3% H
IEN RIRBD T ¢ | RIRED T 4 | RIREBD T 4 | RIRED T 4 | IRIREBDT ¢
<YIRED T 4 IV I FPO3B1 | VAa—F 4 | Mha—F 4 | Vha—F 4 | Vaha—F 4 | Vbha—TF 4
aO—F 4 VT EE> N T T T VT EE

N VEHTE (%)
E <304y, 20~50% >
wEHE (%)

FP03B1 30.4~33.6 31.6~34.1 33.0~37.6 32.6~36.1 32.4~33.8

PE | 604y, 35~650> | FPO3BL | 45.9~49.7 | 47.1~49.2 | 485~52.1 | 47.2~50.9 | 47.4~514
n=6 <12?§Eﬁ$7g§jﬁuk> FP03B1 | 93.7~96.7 | 93.8~97.7 | 97.0~102.8 | 99.3~103.1 | 93.7~95.6
- 9?% 12/)"7)' OX/ - FP03B1 99.3 99.0 98.1 98.1 98.0
(&%&f#) WE (kg) n=10 | FP03B1 3.6 3.6 3.7 3.9 3.7

Ko RTRBICHTOEAE (%)




O=7xVE LV LEE10mgl HET) a3k 25C - 75%RH (s, B
HEEH =RV RA7HAM
<> &5 BRIk Iy 2 1 1% H 2 5 H 3% H
PR RIRBD T 4 | IRED T 4 | RIRBED T 4 | IRED T 4 | RIREBED T ¢
<HARBD T 4 IV I FPO3B1 | VAha—F 4 | Aha—F 4 | vha—F 4 | Lbha—F 4 | Lbha—TF 4
a—7 4 VT HE> N& N N N VT BE
N aguny 0,
¥R <3(§2é@20(~/";0%> FP03B1 | 30.4~33.6 | 28.1~32.3 | 32.3~33.3 | 30.8~32.9 | 31.2~33.1
ruu; e (%) FP03B1 | 45.9~49.7 | 43.8~48.0 | 47.2~50.0 | 46.5~47.8 | 46.6~48.7
<604y, 35~65%> : ) ‘ : : : : : : :
_ BHPE (%)
n=6 <12 W 0% 1> FP03B1 | 93.7~96.7 | 93.4~99.1 | 98.7~102.5 | 99.9~104.0 | 94.3~95.4
aa (%) *
< 93.0~107.0%> FP03B1 99.3 98.6 98.4 98.1 97.9
(2%E) W& (kg) n=10 | FP03B1 3.6 2.6 3.1 2.8 2.7
X BHTREIIKHTLIEAE (%)
O=7=VE LiE10mgl HET) ME%k 257 - Bt [D65 I, Ssia]
HEEHE 2k Fahg o &
<> FH BHAA R 60 /7 Lx-hr 120 & Lx-hr
PR i . .
8 VIR NN ‘;K/\ (N IR (VN
<UD T 4 LA FPO3B1 0;5?_@;)47‘/4 7/ fs 0;5?_@;)47‘/4 7/ fs ﬁiﬁ‘f_’i@;; y/ s
AT A T EE> ‘ 7 g
N | 0,
wo| 30(2;3% %O(N/";O% - | FPO3B1 30.4~33.6 30.0~34.2 33.6~36.2
H e
BHPE (%)
P <60 %), 35~65%> FP03B1 45.9~49.7 46.3~50.0 49.4~50.5
AP (%)
:6 ~ ~ ~
n <19 W5 0% 1> FP03B1 93.7~96.7 94.7~99.4 98.1~101.2
am (%) *
£ 93.0~107.0% > FP03B1 99.3 98.8 97.6
(z%&fE) WE (kg) n=10 | FP03B1 3.6 3.8 3.8
X BHTREIIKHTLIEAE (%)
FRERESEHIR : 2004/10/1~2005/1/20
O=7 VUV LEE20mgl HIET) M 40C X, K[UBERER]
HEEH 7k el
<> &5 BR hA Iy 2 i 1% H 2 5 H 3% H
IEN RIRCOD T 4 | RIRED T 4 | IRIRODT 4 | RIRED T 4 | RIREBD T ¢
<YARED T 4 IV I FP04C1 | NVbha—F 4 | Nha—F 4 | Vha—F 4 | Lvbha—F 4 | Lbha—TF 4
a—7 4 VT HE> NE N N N N
YR HH | 0,
¥ <3f;§j%0(fgoo/> FP04C1 | 26.5~31.3 | 27.6~31.9 | 28.7~31.9 | 31.2~34.0 | 29.2~31.6
~ 0
H :
A (%)
P <60 4. 35~65%> FP04C1 | 42.8~46.7 | 41.9~46.9 | 44.7~46.7 | 46.0~49.1 | 44.4~47.3
BHPE (%)
:6 ~ ~ ~ ~ ~
n <12 BRI, T0%LL k> FP04C1 | 91.8~94.7 | 91.7~96.1 | 97.9~101.0 | 96.2~99.9 | 91.8~95.7
G (%) *
< 93.0~107.0%> FP04C1 98.8 98.1 97.7 97.9 98.1
(2%&E) W& (kg) n=10 | FP04C1 3.9 4.0 3.7 3.9 3.9

K RREICHTTOEAE (%)




O=7 VUV LEE20mgl HIET) a3k 25°C - 75%RH (s, Bk
HEEH =R RA7HAM
<> &5 BRIk Iy 2 1 1% H 2 5 H 3% H
MR RIRBD T 4 | IRED T 4 | RIRBED T 4 | RIRED T 4 | RIREBD T ¢
<TRBD T 4 IV I FPO4Cl | NVAbha—F 4 | vha—F 4 | Vha—F 4 | Vha—F 4 | Vha—TF 4
a—F U TEE> Na N N N N
- EHME (%)
B | 2304y, 20~50%> FP04C1 | 26.5~31.3 | 26.7~29.9 | 27.0~30.6 | 27.8~31.2 | 26.4~29.7
E E (%) FP04C1 | 42.8~46.7 | 41.0~45.5 | 41.8~454 | 42.9~46.4 | 41.4~45.0
<60 %y, 35~65%> : ’ ‘ : : : : : : :
_ EHYE (%)
n=6 <19 1. 0% 1> FP04C1 | 91.8~94.7 | 92.5~95.5 | 95.2~99.1 | 97.2~99.8 | 92.7~95.7
am (%)
<93.0~107.0% > FP04C1 98.8 98.1 97.8 97.5 97.6
(&) WE (kg) n=10 | FP04C1 3.9 2.5 3.0 2.8 2.5
X BTREIIHTLIEAE (%)
O=7=VEr LEE20mgl HIET) MaiE 25T - B [D65 e, XA dr]
HEHEE 2k Falg Y &
<> FH BHAARE 60 & Lx-hr 120 & Lx-hr
PR . . .
N R IR D (VN IR D (VN IR D L A
YD T 4 LI FP04C1 %ﬁf;;;;ﬁ @ff;;;;ﬁ @ff;;;;ﬁ
a—7 4 VT RE> ’
. BEHPE (%)
; <304y, 20~50%> FP04C1 26.5~31.3 28.6~31.8 29.9~32.4
BHPE (%)
P <60 %3, 35~65%> FP04C1 42.8~46.7 44.3~47.0 46.0~48.5
AP (%)
:6 ~ ~ ~
n <19 W5 0% k> FP04C1 91.8~94.7 93.1~95.9 95.2~99.1
G (%) *
<93.0~107.0%> FP04C1 98.8 97.7 97.5
(z%&M) WE (kg) n=10 | FP04C1 3.9 3.8 3.7

Ko RTRBICHTOEAE (%)

7. RRERVERROREN

A L

8. AL NEAELL (MEBILFHEIL)

RZM LR




9. BHtE

(1) B
=72V LEE1Omg HET I L O =7 = V¥ L 20mgl HET 1%, HASRDIT/MESR S 3
HICED NI =7 = VE ARBEEOEHBUSIZHEEG L T\ D Z LB ER STV D,
GRBRIFIZKIZAR Y Y )b_— |k 80 Z SN L 72 900mL % AV, 23 KIWIEIZ L Y | 75rpm CTikBRA4T9,)
T LR

N B VR
30 % 20~50%
10mg 60 5y 35~65%
12 70%24 1
30 7 20~50%
20mg 60 5y 35~65%
12 70%24

(2) ¥R

<=7xVEV L 10mglHIET ] >
BIEIL DLW ARSNGB A BT A VSO —IEICOWT K 94F 12 4 22 B E3RER
55 487 T HIER)

ARER A
PiE AR EHREBRE SRk
[al#n%E K OABRIE © 75rpm (pH1.2. pH4.0. pH6.8. /K)
GRBRIEIZAR Y VY L_— |k 80 0.3%%sHN)

(s ]

- pH1.2 (75rpm) TiE, HEAERFIOFHEHLEN 30%, 50%FITH LT 120 430 3 BBV T,
AR it O VA HH SR I A HE R 0 S IIVA 3R = 15% D FPHIZ 8 - 72,

- pH4.0 (75rpm) TIE, HEHERIK|OFEEEHZRD 30%, 50%. 80%FFITdd 3 FEAIZR VT, ARfhd
SRR SR AR HE LA O S EVE HI SR £ 15% OFFAIZ & o 72,

- pH6.8 (75rpm) Tix, FEAERIK|OFIIE RN 30%., 50%. 80%(TITD 3 BEAIZIB W T, ARfHD
SRR R I IAE VE A 0D AR [ 28 = 15% D FEPHIC 8 > T,

« 7k (75rpm) TIE, FEHERE|OLEREERD 30%., 50%, 80%fFro 3 BEAICIH VT, AL T
PSR AR LA O SR H R £ 15% D FEPHIZ b o 7o,

Vb Aol HZd) 2 2 =514 (747 — b L#E 10mg) &g L72fER, 2 ToRBRIKRIZHS N T
(% 58 ih D A FRIRIEMERR T A BT A > ) OFEEMEITES LTz,

10



(VA HH At )

B %)

pH12 (75rpm)
L= 80 0.3%3EEN0

—— — Dz R 10mg THETL]
=== FHS— bLEIImg

TERE (%) pH4.0 (75rpm}

100 AU L= 80 0.3%FA0

80

60

40

20 —e—— 3 ULEE0mg TEET)

== FH5— }LE10mg

120 0

480

40

30 60 90 120 240 360
BER () BRI (4
FEHE (%) pHE.8 (75rpm) FHE (%) 7k (75rpm)
100 AL N— 80 0.3%E 00 100 )V ILN— 80 0.3%5F0
80 80 T _ -
60 50 I

40

<=7Vt L 20mgl HIET) >
BIEIRSL O FRISENRBR T A R T4 VSO —HIEIC O T OERR 94 12 H 22 B E3RGER

%5 487 S HIER)

BRI

E - AR T

T R ERTE

/X Rk

[l S ORI - 75rpm (pH1.2, pH4.0, pH6.8, 7K)
GRERIZIZA Y Y L_— K 80 0.3%%sHN)

[t ]

20 —e— - 7V LEE10mg THEET 20 —e— — 7 3 L 10mg THIEET
. - 4= FHZ— FLEmg . . - 4= FHZ— FLEEI0mg .
0 120 240 360 480 90 180 270 360
BERA (59D BEfA (590
(n=6)

- pH1.2 (75rpm) TiE, FEAERFIOFEIEHEDN 30%, 50%FITF LU 120 43D 3 KAz T,
AR O SR = TR A O SR 2 £ 15% D AR 8 > T2,
- pH4.0 (75rpm) T, HEAERFI O VAR 30%. 50%. 80% UL D 3 FEAIZIHB VT, A
SRR R I IAE VE R 0D AR 28 = 15% D REFH I 8 > T,
- pH6.8 (75rpm) Tl FEAERIKI O IR HERN 30%., 50%., 80%(TITD 3 HEAIZHB VT, ARfHLD
SRR SR AR HE LA O SEREVA HI SR £ 15% O FFRIC & o 72,
<k (75rpm) TIE, FEHERAIOLEIRHEED 30%., 50%, 80%fFITD 3 FEAIZI VT, ARihDFH
TR IR E LA O SR R £ 15% D FHIZ b o 7o,

PLE, RO 8 2R ERE (747 — b L#E 20mg) &8 LR, 2To

(%38 dh DM FHI RS T A T 1 2] OHEREIES LT,

11
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(Vs H h )

BHRE (% pH1.2 (75rpm) FEE (%) pH4.0 [75rpm)
AL L= 80 0.3%E00 100 VL= 80 0.3%FN0
80
e 60
P == 40
= —e— = Z U LLEE20mg THETY 20 —— 7V LLEE20mg TBELY
< | === 7H5-FLE20mg , - 4= 7H5 - FLiE20mg
30 60 90 120 0 120 240 360 480 600
BRA () BERA (40
FAE (%) pHE.8 (75rpm) BAFE (%) & (75rpm)
A L= 80 0.3%T00 A VL= 80 0.3% N0
-7 ||l e -
R Dt oS er S
—— 7V EE20mg TEETL —— DU L 20mg THET
EER 755“5—Hlﬁmmg . . - Pﬁ'i—hLﬁQUrng
120 240 360 430 600 120 240 360 430
BERA (5 BERA (5

(n=6)

10. B -aF
(1) FRMNMRELGER - BF. NEIFRRLER - AEICEHATLHER
% L7
(2) A%
(=Z7zxPEVLEE10mg THEI)
100 #& [10 #& X 10 ; PTP]
1000 #£ [10 £ 100 ; PTP]
(Z7zxPEvLfE20mg THEI])
100 #& [10 #£X10 ; PTP]
1000 #& [10 £E X100 ; PTP]
(3) PHEBE
% L7
(4) BROME
PTP : RUEbE =L 7 4L A, TIAI=LE
Pao—: RUZFLLUFLIXZL—F « TAI=TA  c RUZFLLYTIFR—FT 4N

1. BRRHEh SR
LR L

12. Z0H#
LR L

12



V. ARICEYSEE

1. BREXIEPHR
OAREVE S EE B Ry i i
OBMiE

2. MEERIEHRICEAET 5FE
RE STV

3. HERUVAE
(1) BERUVRAEOHES
(FEEMEmERE. BtEEMnELE)
=7V E LT, BEBA1E10~20mg # 1 B 2 BERO&EET 5,
FERATIE Ui BT % .
CBRIDVEE)
=7V E LT, @EMRA LR 20mg 1 A 2EEOEGT 5,
FERATIE Uil BT % .
(2) RZERUVHAEORERE - B
U ERR L

4. AERUVAERICEEYT 5FE
BRE STV

5. ERERALAE

(1) BERT—21Rvr—o
MEE R L
(2) ERPRZEEHER
MR L
(3) HERIGEREER
MMEE R L
(4) HREEROSER
1) EHNERITRR
MR L
2) R&EHUHEB
M EE R L
(5) BE - WEAHEER
MR L
(6) ammER
1) SEARERE (—REAKERE. SECEABRERE. GARBELERAE). RERFTERT 4R
—RRE. RERFTREBRAROAR
MR L
2) RRFHLELTERFEONBRIEEREL-HAE - RROBE
Y L7

13



(7) Z0fth
171 BIHRUVREEICET 5HER
CBRIDIE)
BRFHOPRLET =7 = D8 ORI PR AR 2RI L L “HER LRI L 0 A HER
BTG, ¥

14



VI. EMEBICEYTSEE

1. FEENICEEHILEMNEIILEYH
Tk Ravl %k CaF v R/LHEH
EE  BEOH LAY DREE - IRFIL, ORI LELZZRTH L,

2. ¥BEER

(1) {EREREL - VEFFF
=7 = VI OREHGHERME T 5 Ca O ULE T M OV AR N~ D & #1H LT
RN 2 R8RS 5 & & bICRRM IS 2 ) S8, PiEiErER & DI EFRR T v ADwE
ER%ZH BT %),
18.1.1 EHMBIIROILIRIZ X 0 ARM M ERPUE D S, LZEP ORI 2B EER 2 H 5 b7,
F ARG AN A L COEREE L ET 5% 9,
18.1.2 M & Rt PREE U CREfEER 2 i35 & & HICMIEIMATIR O 2 (et L, F 72w
ERE A IHT D Z LIk 0, DRI~ OBEMIGEZ T T T,
18.1.3 ATP, CPER =¥ —V VBLAMOWMELZMHI T2 L2k DO R LF =T
v AEWE L, KEFRREIC T DA ED 5 10,
18.1.4 & IR OMIEN Ca BAMIC L 2 BAREE~D Ca tbECT 7 1 — APEBREE 55 o )i
O Rrfe P i MBS R 5 AR A8 DR A B4~ 2 1 12,

(2) ENERMT SRR
18.2 MEICRIFT R
18.2.1 ARHEM: & i i K OVBR M & i AE B 11 BN 1 18] 20mg % 1 H 2 [8], 9~23 » A W B T
TERDIBRIEIZEBML TRAFZE LSS I & OVE o= ] il £ o - 2% 8 13 % 5 i
173.6/107.5mmHg K ¥ #5-% 2 # HZ1% 145.3/88.3mmHg. 4 i H (2% 127.4/82.0mmHg & A&
TR L, LIGESICHR Y B2 EZ M5 9,
18.2.2 & IMEAEHEF 21 BT 1[5 20mg % 1 A 2 B OG- L3sEa. 1 B 8 [El o £ E il O 1
ff72 & T A NEZED & ATl E A NEB O R E SITIXFBEOZ A KFE ST, 1 AolfE N
BOS— N b K& R E RIS 20,
18.3 i - £ HMITHRBICRIETTERA
JBRERBA M KA b u glkg & FRAIRNER G- L= FZBR Ik, #5: 3 0% EMERFIIIK T L, A=
KRB EE D -2 8 O D HE ORI & SR I ERSTORD DB b D, fEEINBFE LY
DI R, EREOEICITAEOFEILGRD b/an®,
18.4 BRERICRIZT R
18.4.1 FRIEBAM RICEARN £ G L2 2B Cik, e &2 Ens 5688 &IL 1~5u¢g/kg T, 3
pglkg YA WM EIXITIE 100%MNT 5, £7- 300 u g/kg ZfF O L2546, kit
BTG 10 0% LM LIZ U, 1EME 2 BEELL B2 7,
18.4.2 EHAKRIZ 1 H 60mg #8 4 » A L0 UHEERO&RE Lo LR TIX, A8kl ™7
e oiEsk 1 % IR DML O EEIIGER 2 L BRI A O, AIROKE S LHLICARIC
T DY,
18.5 DB T RILXF—RERUVBREBECRIZTER
18.5.1 MEBAMRIZ 1, 3, 10 u glkg Z FRARN G- L7228 T, OAEITIE & A 2T, T8
BURIE X224 10, 20, 31%ME T L, FFFCOHREREMNE &I 8, 20, 33%ELT5 19,

15



18.5.2 ZRIZ 2mg/kg = 1 H 2[a], 4~5 HMH UK P& G5 L% O LT, 90 Mok
MR O L f% 80 43 O FETRIRFIC 2 H AL 2 BBk U VBRMEREDIR T & LMl k= KU 7
WD Ca & BEOHMMBAIH S5, FRFHSLHBRANOESTRLX—Y VER{bEY (ATP, CP)
PREES D 1,

18.6 Mm% - BIFRICKITIEA

18.6.1 milfl/t HRFIET » b (1% 4 #lEw) 121 H 50~150mg/kg % 5 » AR D5 L7z BT
WEREIIR K OGRS IREE O Ca 0 B4 ZfE (Monckeberg FUEIIRAEALIE) 134 B CMfl S s 1Y,

18.6.2 Dahl &&= VEE MET » MZ 8%NaCl Z M L, =7 = "> 300ppm % 6 HR#E 05
L7c R TIE, DIRDOIER KOV, B, BFEOBIRIZ 31T 2 NI O IR SFERRHEESE D 58 42 2 40
H9 5 &L BITEET S 2,

18.7 Z DDA

18.7.1 I/MK
JREERIZ 1014 Y 4 u glkg Z FRIRMNICRRGE G- U7 2B C U, M RBRENIRICFEA L72R U 7 b
Z 7Nt rxF L N LIE TO MIn 225k B F /MR O 7S & O IMR LA ST A IR T3
%19,

18.7.2 BE{ZE
PRI BA i KA e L s % 100% 8032 HED 3 ugkg 7°5 10 u glkg % EIRNEL S L7235 T
I, in situ DIEOFEERETIH ST LARERET 5, 30ugks £ THET S EEERE
Rif & R AR EROBREANICHNITI E BITIERT 503, £NENK 20, 30 I UPOIERIZE EF D |
il S FEE 2 RIE S 20 19,

(3) {EFARBRME - FrEmE

MR L

16



VI. EMBEICET HRE

1. mMPREOHTR
(1) ARLAEMGOPRE
MR L
(2) BREBRTHERBSA-OPRE
16.1.1 £PF MR F1EHER
<=7xVEYLH 10mglHET] >
AR R SRR BRI B 2 B L Y (BN 55485 A 30 B 3R5EHS 718 &)

=72V LEE1Omg THET] KOT X7 —F LEE10mg 2, 7 0 A4 —"—jEc L0 ZEnZ
NW1gE (=7 VB & LT 10mg) BEFRRAS FICHEEHREREA#KE L CifEh=7 = VR
FEAEHIEL, GONEWERE T A —4% (AUC. Cmax) [ZOWTHFHRNT 21T > 7255 8. misAl
DEY)FHIRIEMEDS R I L,

Flo, ENENEZRBEERBRROEKZS LS EIZBW TS, [FERIC A O LY 7[R S D R

N,
HYENHE X T A — & (KRR E)
HENRT A—H BHENRT A—H
AUCo-24 Cmax Tmax MRT

(ng-hr/mL) (ng/mL) (hr) (hr)
=72V L 8

261.0£121.4 30.2t8.4 1.8311.63 7.64+1.39
10mg THET
7 4 Z— b L#E 10mg 257.0£107.1 29.2+10.3 2.13+1.77 7.93+1.24

(1885, Mean*+S.D., n=12)

(ng/mL)

40 -
—— =71 LEEIOmg [AEL]

-&- 7 47— bLEE10Mg
301 T B - 188455, MeantS.D., n=12

RREE\ M\ N RSB

0 6 12 18 24
BERE (hr)

Mg EEHER (e RS

17



HEMERE T A =5 (RERG)

PIENRT A—H BENRT A—H
AUCo-24 Cmax Tmax MRT
(ng-hr/mL) (ng/mL) (hr) (hr)
=7 =Yt L 8
335.1+£107.7 43.9+14.3 2.17+1.11 7.38+1.27
10mg THIET
7 %7 — LEE10mg| 349.6£116.5 46.4+15.1 2.25+1.14 7.41+1.57

(188 5-, Mean*+S.D., n=12)

(ng/mL)
60 1
—— — 71V LiEiomg [HETL]
m - 745 — hL§E10mg
1%
i 40 B#% - 1§8#%5, Mean*S.D., n=12
P
T
5
-
=z
=
i3
0 T T T 1
0 6 12 18 24

B (hr)
MmAEFIEDIREHER (BRIZHS)

MR N AUC, Cmax 5 00/37 A — &3, #ERE OFR (R OERERH + e 55 O #ER
KNI > THRARD RN D D,

<=7xVEYL#E20mglHET] >
A R R BRI C B 2B AL YE (WA 55 455 A 30 H 3% 718 &)

=72V LEE20mg THET)] KOT X7 — K LEE20mg %, 7 2 A4 —"—jEIcL0ENZE
N1EE (=7 =2V & LT 20mg) MRS FICHEHEREORE L Cififh=" =g
EEREL, HonEEIRE T A —4% (AUC, Cmax) (DWW THEEHENT 21T - 72 fE 5=, WAl
DEY)FHIRIEMED R I L,

Flo, ENENEEZRBEHERBROEKES LHGEIZBW T, [FERIC A O L) 7[R S D iR
Eni= e,

18




HEHERE T A =5 (R G)

HIENT A—H BENRT A —H
AUCo-24 Cmax Tmax MRT
(ng-hr/mL) (ng/mL) (hr) (hr)
=7z L &
434.9+172.8 55.7+t18.6 1.89+0.88 7.15*t0.95
20mg [HETL)
7 A4 Z— b LEE20mg 451.8+170.1 50.8+16.8 2.25+1.89 7.2610.93

(1 $8#%5-, Mean*S.D., n=14)

—— — 71 LEF20mg [AETL]
S -&- 47— MLEE20mg

HEERF - 1883%5, Mean®£S.D., n=14

(ng/mL)
80 -
2
& 60
7
I
C
<
=
&
0

18 24
BERE (hr)

13 A EEHERS (RE R R4 )

HEMENRE T A —F (REERE)

HENRT A—H BENRT A —H
AUCo-24 Cmax Tmax MRT
(ng-hr/mL) (ng/mL) (hr) (hr)
=7y L
671.4x277.9 95.8+37.5 2.93+0.83 7.25+1.02
20mg [HETL)
T HT— b L#E20mg 597.0+192.4 104.6£29.7 2.79+0.89 6.59+1.29

19
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(ng/mL)

140 -

) —— — 71> L$E20mg [AET]
120 1 - -&- 745 — hLEE20mg
100 4 i B - 1885, Mean*S.D., n=14

P AN AN ATRNE I 3 4=

0 6 12 18 24
BERE (hr)

13 S I EHERS (R

M HEP RN ONE AUC, Cmax FFD/NT A —2 (3, HERE OZIR | R OBRERIEL - B 55 O FER
R L > TERRDFREMEND D,

(3) B
MR L
(4) BS - ftAEORE
(Tvii. 7. fRAEAEH] OHEZH)

2. EMEERBNT A —4
(1) BAE
MG R R L
(2) WRAEEEH
MUERR L
(3) HEEEEH
U ERR L
(4) UYFS32R
MG R R L
(5) 2HBE
MUERR L
(6) Tt
MUERR L

3. BEM (REaL—2aY) @&
(1) fétrAE
B R L
(2) INSA—SEHER
M E R L

4. R
MR L

20



5. 9

(1) mi&-iKEIFTEEYE
MR L

(2) miE-RAEEEIFEBYE
(VL. 6. (5) fhw) DOIESR)

(3) Ait~0BiTHE
(TVIl. 6. (6) #ZFhw) DOESH)

(4) BER~NOBITHE
MR L

(5) ZothoB~DRBTHE
Ty MZUC-=7 =P % 1\ Imglkg #2113 5 WIEFARN B G- L2 EBRTix, B L0 b0
(Z @I D BURTETED RO BT D, FG5 2 B UINIZHIHEIED 97% L L3Pl Shviz, Wi
DFFRIZB N T =7 = VB UIRETED ORI ZEREEH 2R3 2 BT RIEEE 0 i Tun7gn
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IVT T ADRY, BLUNTDOZ VT T ADHED, 5T DA B ORI 7 & Ofs 8,
MFRENEFTI2HL0LEEX LR TND 9.0

28



=TV VAR L OMAEERNEZRF L 1 HlZ L FISRAT 5 2,

W= ol EHE

Taxv v B4 1% | SWefMlt: | 6 WFffL | 12 KM% | Cmax AUC

B 5% 5 (ng/mL) | (ng/mL) | (ng/mL) | (ng/mL) | (ng/mL) | (ng/mL) | (ng-h/mL)
e 0.6 2.06 0.79 0.67 0.5 2.06 10.16
AR o0 | 019 | 009 | 008 | 009 | 02 0.88)
=72 VEUPH| 0.84% 2.0 1.11% 0.85 0.71 2.09 12.33%
5mg X3 [Al/H (0.12) (0.34) (0.14) (0.12) (0.12) (0.31) (1.59)
=72 VEUPEH| 0.81% 0.11 0.95*% 0.61 2.19 12.53%
10mg X3 [Al/H (0.1) (0.24) (0.15) (0.14) (0.13) (0.23) (1.63)
=72 VEUPEH| 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)

VAFT

Mean (S.E.). *p<0.05 (wilcoxon test for matched pairs)
AN (BF) 2RIy ax oz 28R G L%, =722 1 ERFH L, Z20%,

ARV UHMT ARG LT, IR UM EE 2R, Cmax (IARETH S0, AUC
=72 VUV EEICEA LT,

STV AF OO I =T 2 P DM PEER R L OWRERH D O
D, EAOHHCLY =7 = P OMmPEREN ER U JEFNS X o CTITEE o fEK T MR
ERNHLONDZERNHLOT, FETHZ L,
BT OFEMIIARATH L0, Y ATFVUNFMREZIK T S, =7 = POz
70— A TORERIC L DRBBOGZME U, P2 B 5E X, i 2 & L,
BEZ FRASELLVWIEZ O LU AF I UNEMOWEIH L, MtE o pH & EH S8,
=72 VORI EENMESESL LI EZLD v H D,
=TV VATV EOMEERERF L 1 BIE LTI TS 9,
=7 = VL ORYERE L EEERICKIET VAT VU LT =F UV DR

Cmax tmax tiz B AUC ©12n) | AUC (BFH) | g2 U 7 Z | SE £
(ng/mL) (h) (h) (ng*h/mL) | AUC (§h) | AfE (L/h) | (mmHg)
=72V 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)
=TV
S msy 56.4 1.17 4.48 187.2 131 0.064 103
7 =T
(12.0) 0.17 0.64) (48.3) (18) (0.010) (3.9)
(300mg/H)
=7
S 87.7* 1.00 5.55 245.6% 174 0.042% g5%*
D Dz
(19.1) 0.0 (1.03) (55.2) (18 (0.008) (3.1
(1000mg/H)

UIFTE A

Mean (S.E.). **p<0.01. *p<0.05 (=7 = V" Hl & DLK)
HEFENEHRII=T 2V VAT VUL T =F P OHHBIEIC OV TR, 7=F Y
EOMREETCIIAB R ELITIRD SN TRV, U AF VU tofREETII= 7=V
@ Cmax & AUC A REICER L, BEZROHENZRD b iz,

BT AFERR =7 2P L OAF TP LAOHAICE Y =7 =D oMb EEN A L
L OWMEND D P9
REFOFHMIIARHATHLIN, DLFTELR =7 =P OffR#EmEI L, =7 =P
DINVT TV ABERFTEEDZZOEEZLNTND Y,
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BWRHE SN B0 EZERTNS T,

=72V A NT at Y= OMEAERE RS DIERIE & LIS T 5 T,

68 k. M, RMNEEIE,  hTat Yy — 1o UL 2EEZ2FE, 1 EHE 2 HEO LA
PERHC R EIIES R B, 3 BIH O/ OV APERC =7 =V f b T aF Y —L b Rak
VA RT kY= GEEEY) OmPREAZRE, =7 2P0 b7 7REX 12.7ng/mL
THoTMN, A4 b7 a3+ — BT 56.1ng/mL £ HEIZER L7 (Student’s ttest, p=
0.0011), F7-iMmEDFRAFIT 147/83mmHg TH 7228, A b T =2+ — LA RICI
128/72mmHg (2K T L7z,

U773y, Zoa=h Vv, IANRTEEY

FIBEATH DY 7 7 B O L RO ICGHEERESFES L, ST
FHNORHBMEE SN D720, PFHEOERRNEHRT I HALH L EBmbR TSP, =7
VL EY T BV OHHIC LY =7 = DY L O P EEAE ST, E RE
D PROMEFRNEDEAL "VEZ BT L OWMENDH D, PR ITBE ORIEE EERS Bl L,
=7 = VB OMROBWI RO GG E, MAICERE T EEETL L,
HHFFIZONWTIX, V77 BV U BFR 7 e Y —20RMNHEEE (5~ 7 v2—24 P-450)
ZHEEL, =7 =V EOMEIEER LSO, ST T AT T4 DR T AL, fFH%E
BHSELILOLEEZLNTND ™™,

=7V T BV EOMAERICEY =7 = U O MBERRENSKT L IES]
LR35 ™,

BB () IR =7 = 72 2R (ng/ml)
V77 ey PR Vo7rreril
0 10> 10>
60 45.8 47.7
120 39.5 89.6
180 30.3 71.5
240 16.9 45.7

flifERE DN D B D BIRSRLERE T, V 77 VYV OFRIIC L 5 =7 = P ¥ ol E
EREL, V77 BVt T 7 2 U O MR EENMET LTV 5,
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ST UV LR CHL ST AR OMHIC L :%yeywmﬁﬁﬁﬁ
BFTDLOHRE™ NHDHERENS, WA EE L DOF b7 o—5 P-450 FFEEHIC
D\:7IVEV@ﬁWﬁﬁﬁém\%71/E/@m$%gﬂﬁTTéTbﬁ#m@7béﬂ
TW5,
Aol AA
72V ERENHIRICH DX 7 ) AR EOHHICEY X7 v ) AXOIMmFIRED A
LIz OWERHL ™™, Zral) AAOMPPREEN EF L, JERNC K-> TEEHiERES O
JERDSFEBLT B AlEERNH L DT, HEETDH L,
REREF OFEMIIAHATHIN, =7 =047 v ) AALHHIRICBWTTF 7 r—2A
P-450 3A4 (CYP3A4) TR#@tz=irsLEx0NnTHY, HFHLEGE. 272U A20/H
N7 2V EACEBAMCHESL, 7 0) AADOMPEEN ERT560EEZHNT
I/\%) 7). 79)0
=7V EF I a ) AR EOMAEREZRF L 1LHIZLLFICRNT2 ™,
WY/ sZAD1 HE (mg/H)

B =72 VUG | =7 VEVIERGRE | 42 ) AREERY
A% (H) p &
(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®+S.D.. "k : &R (%) = (CEHRGE -G RG] X100

RS ZRQIC=7 = Ve L 2y n ) AAOHAERE L b xR 747 (HiaE) &
BRIz X 0 Rt

=7 2 VU ERETCITIERRICIEE L, ¥ 70U AZOFMTEE (5~10ng/mL) #HERF
THHO—HENFEICE D LT\,
I aARY

=7V EREMHAICH L m ARY EDOHHIZE Y THREE] 23 5Hbihed
W E DN D O THREAIEE | 2 oW CIEBEICH A b TRIWER ) oBICRE LEES
Akl L-CW A2, PERIC L W BBUEEOHIMT 2 /MRS H DT, HETHI L, =7 =VF
YXIFT I uARY AL D THRAEE] ORBET OFEMIIAHTH D,

HANIIE B AERF O R 28K TH D, Fov 7 ARY i bEikox 7 a ) AR LA
B, PGS (CYP3A) TR#ENDZ D, =7 =2V v L OERWEERZIMRG D
Th TV a0, WAIMOEEI VN ESbNTND 2, 26Dz Lok, (EHFO R
DHEFIAFMANAER L, THRAIEE) ORBUHEZ NS E D b0 EHEE SN TN D ¥,
=72V ey a AR v EOHMAERERG Lz 1 61& DL FICHR T2 %,

B 7uRRYy, =72V L HRIEE

EREFE (n) : BT EZZ T 28 (95 6)

A LR 1 P EIER
=7 =V 5 (n=55) 28 4 (51%) 761 (13%)
=7 =V VIHEREGHE (n=40) 341 (8%) ::] 0 i :::

*:p<0.001, T :p<0.05
(7 4 ¥y —EHEREE, mKRE)
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BB 2T 7 v AR Y URHERIR G- STV B R 95 Bl B RICHERIEE ORISR A R
. =7 2 VUG RET 51%, HERGHET SBICHANENRD SN TS, £ 7= AU
T BREIIVTRLL =7 2 D R EREE o TNV D,

HIV 7 v 7 7 —¥ L EA
HIV a7 7 —YHEA (e, U b e (350N EmErEm 2 r97-
W, Z< OEFNx L THAEERSH 2 WIEFHER 8-> TRY, =72V ELHET D
BREOH N0 LEFH S HFREE T REER L LT TS,
=72V E I OREARE OMAEERZ R LEERRBRSCEBY EHRT — X 3G 5 Tn
BRNLDOD, =7 =P EHWE in vitro TOFERT — 2 RNRESNTNS D% SEE L7
7 vy—2%ERLEET VERTIIEWERE ST A —&  FRCiEE QG RORN A6
FEDOWL ODPOERF BRI SN TWNDDT, T Lb in vivo (EK) (IZHMETE 0D, O
WXV =7=2T D AUCH ERATAHZENTRENHSIOT, HETDHI &,
KB OFEMIIART TH LR, =7 =V & HIV 7u 7 7 —BRLEH O EEEE R R
(CYP3A4) THDHI-0H, BAMICHERL, =7 =V ORBNLE SN D mTREMENH 5,
PEH L7256 A REFE SN D 2 B THITE 525, CYP3A4 (27 2 BFntEoE N (=
T2V OERYFFEN, U M FEALYERMENMEN) IZXY =7 = U OB IE
ENT, MHPBRENEFTHIHLOEEZ LR TN 5]

XXTYARAFY « Z)VRT VAT
=T 2V ERXTYAF L ANRT Y AFUORAICEY, =27 2P Ol FREN
F L7 DEERT —42 % PREshTnd,
B =L OMPBEICRETFX T ZAF L - XK Y ZF 2 (QD) DEs s

Cmax [F¥)f (CV%) ] AUC (0-) [FF¥fE (CV%) ]
e A= 58.8 (80) 170 (60)
=7 =Y +Q/MD 78.4 (99) 266 (68)

MOV (IR  EERZEOEEICHT D TH Y | AT Y XFOWHBNRBREZ RTOICHNLNS,
Wit~ 7 %2 2K (FESHA))
HIFICB N C=7 = Ve LiilE~ 7 3 v v LK) (EFAD BNOEH SN D RN H 5, OF
HENTHEIZ, =7 = VE UV ORBREERREE~ 7 3 7 SO R EER I E- 2R S 2
EMBZLND,
T —T TN =Y a—R
=7V L CYP3AL ICR VR ENDN, =TI N—=Y P a—ARITHTEND T T/
7= U R NME BRSO CYP3A4 Z[HFE L, @H ThHAVXRILER TRH TV
e OB REME (GEVEY) OFFMHFICBITT 5720, AFIOMPREN EH L, &
JERNR DR S 2 ATREME DY 8 2 57, EERIS, RAE GRS, L —T T —Y V2 — RO
%%} Cmax, AUC NAEIC LR, ZIUT IV ARAEIRT TS 208 HESNTWS (W
TG Y,

. BElfER

11.El4EH
WOBIWERNRSH 5D Z ENHDDT, BEE2 0TV, RENRO ONEZGEEIEREE T
T 57 EEUIRAVE AT O Z &,
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(1

(2

) EXGENER & OHER

1.1 EXGEMER
1111 fIRE (F<BRERBR) (GHERH)
11.1.2 EERRIERAE. DU/MREA (O3 A )
1.1.3 3 vy BEELRH)
[8.2 ]
11.1.4 BERBEF (GHERH)
AR FIZEE ) —BEOBE#HEEN L SbND Z ENnb 5, [8.2 ]
11.1.5 FF#BEREE. J|E (Wb HEARR)
AST. ALT, v-GTP O LS5 % ) FFERERESCIEN H b b Z LB b D,

) TOHOEIER
1.2 TO/OEIMER
0.5%LA I~ 0.5% A BB
JHFlik ALT b5 Al'P 5 AST b5 PH
Pk BUN L&, 7L 7F=rF
=
TEBR 5 PREAL, BUR, o8, [MIRL, mEE ., SR RCNTPEAR L VAR (PR,
[l BRIRSE) . M, SR, 8
T, EE
TR R FEIR, O F Y, BRI, IRIRIR, R Wi A&, i, U LY
& U, BEERE
THAb#R L - MR fEfs, THI, D¥E. Mo, | RIEEE . MR, 8
BHRAIR %
W BUE Sy =3 F% . JEHMBBUE, 4REE,
1
mi A I
R T I A
IiR7:3 M/, &, [ ek
Vs
IR 25 WP DRIE, Ik, ek i
L]
Z Dt THEALHLE. RAOERT (&
B | MR, PR, B
Ji. BARIIEAR, PEA4
. BEREHSRICRIZTEE

BEEIN TR
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10. BEHRS

13.B8EHE
13.1 ER

RGBT D E I A FEARERARIER & U TR O ML T %25 X 2 i AThE
PRl 5, ETATHKREREE D b 5 LIERNBIES 5 2 LD D,
13.2 B

F NI FEERP VO T, SREIRR, MEEITEIAFROREITCE EAM TRV EE R
55,

(fiao)
13.1 JEfR 0~

RS GRS D EHRITD VA AR EER & LR, va v 7R UIERT, Bk,
MRS . 7wy 7 K, ED - RS IS Z L b H D, ek, ITHEERERD D
&L =7 = VECORHMEBEBIES 5 DT, GEREIET D W REMED B D

13.2 @% 89) ~93)

=7 = VU VIR RAKE < EAMAESE (92~98%) O, WHFIR, MiBTe L
D A R & 5 2 AT B,

1. BALORE

14 BALOEE

141 RHZMBOTE

PTP @D AN PTP > — P06l L TIRMT 2 X 58952 L, PTP — FOFREKIC X

D OB BRI L, FIZIERIL 2R 2 L THBIARFEOHEEREIHEZ T2
ZENHD,

12. ZOMDEE
(1) BREKRERICEIEH

=L

BE STV
(2) JFERERARRICE D I1FHR

=L

B STV
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEERE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REEBE5SHHR
AR L
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AR L

(4) BARMERER
MR L

(5) &REFRESHERR
AR L

(6) BFRIHERER
AR L

(7) ZothoEHESH
MR L
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X, BEMERICEYT SRE

1. RS
B =7 =V LEE 10mgl HET) | BIgK, 7% E RS
=7V LEE20mg AET) | ) HEE-—EMSFOMLEICIVEHNTLZ L
ﬁ’;ﬁﬁkﬁj\ Aty S J%lj%
2. BMYM
3

3. ARRETONE
R PR AT

4. RIEWEDIEER

20.MFVLEDEE
BHEMZ IO L TIRFT 2 2 &,

5. BAMITEM
BEMERLAA R H
XTvoLlky &

Z OO BE TG

6. R—H% - A%E

Rl—pksr

7. EFfSEEERB

R

7 %7 — b CR $E 10mg/20mg/40mg

8. NERTERRBFAARUVKEES, EMELNHKFEAR. REMEEAR
<=7xVE L 10mgl HET) >

U B 52 KR S by ; RSB AG
I WiAs, SRR FE K o A, HE I A A 52 BR 1A
£ HH £ H H FHH
fR7e 1992 4F 1992 4 1992 4F
22—/ LEE10 20400AMZ00683000
B g e I RPN 7H 10 H 7H 10 H
R4 | =72V L 2012 4F 99400AMX00916000 2012 4 2012 4F
BT 10mgl HET | 8H 3H 12414 H 12H 14 1
<=7xVEr LEE20mgl AET >
1] 32 Ao A2 7 21 SEZ 3 > =
B WA, S AR 5E AR — A, HE I A 52 BRA
FHH FHH FHH
fR7e 22— L 1992 4 1992 4 1992 4F
20400AMZ00483000
BH i (20mg) 3H 440 7H 10 A 7H 10 A
k744 2004 4 2005 4F 2005 4E
=Y 2 —/LLEE20 21600AMZ00567000
A M&1 0812\ 6 /10 A 6 /10 A
73 =72V LEE 2012 2012 2012
e . " F | 92400AMX00917000 * i
R 20mgl HE T | 8H 3H 12 H 14 A 12 H 14 A
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9. MERIHREM, RERVAREEENFOFEABRUVEDOAR

AR ANA

10. BEERR. AMERRAREABRUVZOARE
PR (5B FFREm) : 2001 4F 7 H 3 A
R5e4h : =Y 2—/L L& 10mg, = U x—/V L # 20mg

WA

11. BEEYM
FPAROSA

D ERERT 14 & 2 AT (

12. IZRIEHARFIR BT H1EH
ARANL, BERAFIZEI T 2HIBRIZE D HIL TV,

SRIESEEH) OWTIICHEEYS LA,

13. £Ea—F
JEAE A AL AL | EREE S a— N B L7 N ERAE
K554, R ) e HOT (947 &&= | .
I E G a— R (YJ =2— R) AT A a— K
=7 =2 Lk
2171014G1267 2171014G1267 103187401 620318701
10mgl HIET |
=7 =2 Lk
2171014G2301 2171014G2301 103202401 620320201

20mgl H [E 1]

14. REHRTLOIE

ARANTZHRAIN EORFEEILTH D,
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<DailyMed (USA), 2023 4 9 H 5 >

4 IS

Eey a2 Alembic Pharmaceuticals Inc.

W44 NIFEDIPINE tablet, extended release
FIE - 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.

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
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pressure closely, since severe hypotension can occur from the combined effects of the drugs.
IT1. 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 used alone or in combination with other
antihypertensive agents.

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
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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. See PRECAUTIONS, Drug Interactions, for
information on co-administration of nifedipine with beta blockers or long-acting nitrates.
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Drug Name Category
F—AKNT7 VT DIA nifedipine C
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2% PO
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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