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I. BEICEYTSEE

1. FAROEE
AHNZX, =7 =V EENRS T AR Ca HEiHITh 5,

=7 2 VEARBEAIO T2 ) x—/L L §E 10mg] KO =) x—/L L§E (20mg ®AD ) X, HE
THRASHENHRERS & UTHRBEZAE L, BELKORBRAIELRE, ZEMRR, AW FiFEE
PR A I L, 2V r—/ L L#E) 1% 1992 4F 3 H 4 BIZARBEZRE, £72. 1=V x—/L L § 10mg]
131992 4 3 A 14 HIZKRZES L, WAL 1992 45 7 A 10 HICGEEBIME LT, CGRREE 698
5 (1 5545 H 30 A) (IS /KGRHE

PR (50 EURFREAM) OfER, 2001 45 7 /1 3 B, MG EIE 14 505 2 HA S UKGBIEG 4H)
DWTHUT HEY LRV & ORISR 2 1572,

LIFDIRFEAEFE 24T o1,

ARSFEH A Whocs [RARTEA
2004 £ 10 A 12 [ | =V 53—/ L §i 20mg =Y L L §E

=7 =Vt L§E10mg [AET] 22U 32—V L $E 10mg

20124 8R 3H =7 =V L§E20mg [AET] 2 J %—/L L §E 20mg

2. REOARFAHFE

(1) AANL, =7 =V 2HK7 & 2Rk Ca iHiAl (REEH) Tbh o,

(2) ERZEIMEME LT, ALRUE (X< BIPERFER) . BEMRIERIE, /MR, >a v 7 Bk,
JFRERERE S . SRS S TWD, (TVIL 8. (1) HEKRARENWEM & HIHIEIR] DmEEI)

3. HROHF T
(1) PTP>— b, By Far ba— 170, 1 EIClEL., a2 FR LT,
(2) PTP o— hEMIZ, EIMLE - PlEREE] LRI L,

4. BEMERICEL TAMIRERHE
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I. &WICEYTSER

1. B5EA
(1) M4
=7 =V B LE 10mg [AET]
=7 =V LE20mg [HIET)
(2) *4
Nifedipine L Tablets
(3) BAMOHEE
—fRA LD

2. —f&4
(1) M4 (WMAE)
=7 =V (JAN)
(2) #4 (@aE)
Nifedipine (JAN)
(8) RT L (stem)
=7 2V EFRD CaztT v LB ¢ -dipine

= hefLE¥ : ni-

3. BEAXITTRHEX
== eV

4. HFRRUDFE
4513 C17H1sN20s
o1& : 346.33

5. k8 (MLiE) XEXE
{b%4 : Dimethyl 2,6-dimethyl-4-(2-nitrophenyl)-1,4-dihydropyridine-3,5-dicarboxylate (IUPAC)

6. {BER4A. fl4a. BE. BEHES
Briz7e L



. HHEP BT SHER

1. YE{LFHER

(1) 41 - &R
HEOOFEMEOH R T, IZBVEOBRIE/RW,
(2) BfEHE

TERAIIT I aa AR ATBETROT, A X —)b (95) SUEEERE (100) 120X
BT <, YEFAZ—=T MIETIT <L KITIEE A EEET R,
(3) WiEtE
MUERR L
(4) AR (SRR, K. BER
Al o 172~175°C
(5) BRIGEBEMTEH
MUERR L
(6) DERE
MUERR L
(7) TOHMDOELTIEE
MERR L

2. BYRSOEBEHTICETSREN
iz ko TET B,

3. BN OERBRERE. TEEE
(1) HesBaBRIE
1) EMRIES
Ktk Z ) — VTN LB R O KA N 2, KiE#%, AT 5, ARICOE, HEKRHE T
LUVOEWKIGEEITO & & RITREAEET D,
2) ERAN AR B E U
KD AL ) —=NVEERIZDEWINARY MAVERIE L, RED AT ML ERGBDBIRANRT L E
W 2 & &, WEHEDANT MVTFE—EED & ZAIZFREOTREDWIN AR 2,
3) RO AT b VHIE R
BAL U o AEEANEIC L 0 ERBREZITV, KED AT FLEREDSEART MVEHET B L &,
WEH DAY S VITR—EED & Z AIZRBEORE ORI A B 5,
(2) ‘&L
SRAN AT RO B TR E v
KD AL ) —VERIZOE | R 350nm {35 OWINAGRK DO £ 31T W EZJIET 5,



V. RAICEIYSIEE

1. #i
(1) FEORXZ

Wl (7 4V bha—F ¢ 2 T EE)
(2) REONBEUHERK

. =72V LEE =72V LEE
H7E4
10mg [HET| 20mg [H[ET]
#l ¥ WhhE (74 ba—F 4 v 7k
& AR

-

i = =

B (mm) 6.1
J&Z & (mm) 2.9
B E(mg) 82.5
7 298 7 299
VN N=E
10 20
PR @298 @299
110 -1.20
(3) @Aa—F

(Mv. 1. (2) WAIOHMER KL OPER ] OEZ)
(4) REDOYE
(TV. 6. BFNOEFESNETICBIT HLEM] OHEBM)

(5) £t
P & VNP
2. SEIDOHER
(1) A%ES GEERS) OSERUVHNE
=7 =2V LEE =7 =V LEE
W7E4
10mg THEETL) 20mg [HETI)
1 8E 1 gEH
R %o A=A = NS A
10mg 20mg
HABAKF, vty TFoT Ly, ki —2, B Ry oo
TR — A HNT ATT VU~ T XV UL, B rAn—A <71 a—)1 6000,
fefbr 2 o, = bk




(2) EREFORE

B R L

(3) &=
B R L

3. BBEREOHBRRUVEERE
YL

4. Al
FARPSA

5. BAT5AEEMDHHEHED
B R L

6. REDBEEFHTICETIREN

(1) fnisaER v

O=7xVE U LEE10mgl HET) JERE 40C - 75%RH  [Rf&aEmRE (PTP a%) ]
HEHEE = PRAFI
<JHHE> &H5 BH AR 1R 1% H 35 A 65 A
Pk BP2801 N N . o
SYTREBADT (N T—TF 1 2 ThE> E?%gi L L H e
R BP2801
CEPERG, SRAVATRAROEEENE | BP2901 A — - A
W, WE/n~ /57 4—) | BP3001
S (B n~ k57 4—) | BP2801 o o o o
1> BP2901 WA Sk A Bl
BP3001
RHI—ME (%) (PLRfmsssteg) | DBP280l 2.3 8.0
1B 0% T~ BP2901 3.0 — — 5.2
BP3001 2.5 6.3
o BP2801 35.3~44.0 39.0~43.4 38.2~42.4 40.8~42.9
wHE (%)
<50 5. 2050%> 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
- B 00 BP2801 53.4~58.0 53.2~59.0 52.7~58.2 54.4~58.3
H i . BP2901 55.8~57.7 53.0~58.6 54.1~59.8 54.8~51.7
1 <6077, 35~65% > BP3001 | 55.5~57.9 55.3~58.8 54.4~59.9 53.9~60.6
B 00 BP2801 | 100.2~101.7 | 94.8~103.1 95.5~100.7 | 97.2~101.6
<12 B T0%ELES BP2901 | 98.8~102.1 | 96.0~101.0 | 97.5~101.5 | 98.0~101.2
. BP3001 | 98.7~102.7 | 99.4~101.5 | 96.0~103.1 | 96.8~103.9
2R (%) %2 BP2801 101.2 102.7 103.3 99.5
05,0 107.0% > BP2901 102.5 103.0 103.1 99.0
BP3001 102.1 102.0 102.8 102.0
K1 ABYERIR D DI T2 AR M ANALE OFREHRIE D D572 AR MI AEBERIRO DT ARy B X0 EL R0,
X2 FTREBICHTIEAR (%) —  RFEH




O=7x VB LEE20mgl HET] JERE 40C - 75%RH  [Rf&aEmRE (PTP a%) ]
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,

K2 FREICHT 2EHE (%)




ARBRRE A - 2009/5/1

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 WL EDREREE D B A b L, BRI BT A b K0 < 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 %3, 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. Bt
(1) B
=72V LEE1Omgl HET I L O =7 = V¥ L#E 20mgl HET 1%, HASRDI/MESR SRS 3
HICED NI =7 = VE RBEEOEHBUSIZHEEG L T\ D Z LB ER STV D,
BRI Y Y )b_— |k 80 2SI L 72 900mL % AV, /S KIWIEIZ L Y | 75rpm CTikBRA47T9,)
F RS

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

(2) ¥EHBR 2

<=7xVEV L 10mgl HIET >
HIE RIS DA PR AR A RTA RO HUREIC DN T CFE 94 12 A 22 A E35E%
5 487 FHIER)

AR
2lE - AASRRS  BHEBE N RVE
[al#n%E K OABRIE « 75rpm (pH1.2. pH4.0. pH6.8. /K)
GRERIGIZARY Y L_—F 80  0.3%¥RNN)

[t R

- pH1.2 (75rpm) Ti&, HEAEREOFEHEEHERD 30%., 50%FF1T3 LN 120 250 3 BEAIZBWT,
AR D A7 H SRV S HE R O SE RIS SR = 15% O FPHIZ B > 72,

- pH4.0 (75rpm) TIE, HEHERIK|OFEEEHZRD 30%. 50%. 80%FFIT D 3 FEALIZKW T, ARfhD
SRR R IAR HE LA O S EVE HSE £ 15% O FFRAIC & o 72,

- pH6.8 (75rpm) TIE, HEHERIK|OSFEEEHZD 30%. 50%. 80%FFIT D 3 FEALIZHW T, Rfhd
SRR R I IAE E LA 0D AR 28 = 15% D FEFHIC & > 72,

-k (75rpm) TiE, FEEHERLFIOFIGHE RN 30%, 50%., 80%(FIT0D 3 B AIZIB\T, AL DL
PR H SR I VE A D SE A5 28 = 16% D HAPRIZ 8 - T2

ULk, Aol HZ28) 2 2 E)A] (747 — b L#E 10mg) &g L72RER, 2 ToRBRIKRIZHs T
[#%58 dh DA F I FEFIERBR T A R T A ] OHELEIHES LT,
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(VA HH At )

BRE %)
100

80
60
40

pH1.2 (75rpm)
AL N— 80 0.3%EN0

i
100

80

(%

60
40

pH4.0 (75rpm}
A L= 80 0.3%FEN0

—e— — Dz LEE10mg THETL)

<=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

WL N Fvik

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

[t ]

20 —e— D U LEE10mg THETL] 20
5 o2 - 4= 7HZ— +LE10mg, . : - == 7H5— FLEI0mg .
30 60 90 120 ] 120 240 360 450
BERA ) BER (50
BHE (%) pHE.8 (75rpm) BHE (%) < (75rpm)
100 AU L= 80 0.3%5F N0 106 A L= 180 0.3%:F00
80 e CETERE 80 T
— e - fhg _——— s LAY
60 2 60 8 &)
40 ; 40 v
20 —e— — U L 10mg THET] 20 —e— - 7 U LEE10mg TEET
0 = ?’jif FL&’Eﬂ]mgl ) 0 = ?ﬁ"j* FLﬁﬂlmgl )
120 240 360 480 90 180 270 360
R (0 BER (70
(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,

LIk, ARinoOHEE 2 FERA (747 — M L#E20mg) & L2RER, 2 TORBRIKIZIWT
(%38 dh DM FHI RS T A T 1 2] OHEREIES LT,

11



(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) FRMNMDELGER - BF. NEIFRKRLER - AEICEHATLHER
% L7
(2) A%
(=7 PEVLfE10mg 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 DR
LR L

12. 04
LR L

12



V. ARICEYSEE

1. BREXIEHER
OAREVE S EE B Ry i i
OBMiE

2. MEERIEHRICEAET 5FE
RE STV

3. HiERUVHAE
(1) BERUVRAEOHES
(FEEMEmMERE. BtEEnELE)
=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—32 1Ry r—o
MG R R L

(2) EREREEHER
MU ERR L

(3) AERGERFERR
Pl v/

(4) BIEMEER

1) AREREERER
MR L

2) REMHR
Pl v/

(5) BE - WEAHEER
MUERR L

(6) ARKMER

1) SEARERE (—REAKERE. SECEABRERE. CARBLERARE). RERFTERT 4R
—RRE. RERFTREBRAROAR
MR L

2) RBEHELTERFEORNENITEEL-RHE - RBROBME
Y L7

(7) =0ttt
% L7

13



VI. EMEBICEYSEE

1. REPHICEAESHSLEMX T EaMEF
1,4-YE Rty U RbAw
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. ¥BEER

(1) {EREREL - VEFFF
=7 xVEUE, Ve RrEUTUURIAT T LAEGEHTH D, BREMKFE L LS T AF v
TR BRANTRES L. HIIINA~D IV 7 LOFAZFAD S5 2 21280 | e il LA M4 D
WHamEsE 5, IEPE R U DRy y A5G (RIANINANLVALTTEL) LT
L&, MRS DIHE 0 0 R e 2 JEER X5 9,

(2) EDZERMIT SRR
MM ERR L

(3) {ERARINFAE - FribE
MG R R L

14



VI. EMBEICET HRE

1. mMPREOHTR
(1) AERLAEMGOPRE
MR L
(2) BREBRTHRBSA-OPRE
16.1.1 EPF 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, GO RWERE T A —% (AUC. Cmax) [ZOWTHFHRNT 21T 72558, il
DEY)FHIRIEMEDS R I L,

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

I 9,
HYEHE N T A — X (MR E)
HENRT A—H BHENRT A—H
AUCo-24 Cmax Tmax MRT

(ng-hr/mL) (ng/mL) (hr) (hr)
=7 =zVEY L 8

261.0£121.4 30.2t8.4 1.83*+1.63 7.64+1.39
10mg THET
7 4 Z— N 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

15



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 — hLEE10mg| 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
iz 9,

16




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

17

(188 5-, Mean+S.D., n=14)




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

2. EMEERBNT A —4
(1) fBAE
MG R R L
(2) WRALEETEH
MUERR L
(3) HEEEEH
U ERR L
(4) VY73 2R
MG R R L
(5) HHBE
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

18



5. 9

(1) mi&-fxBaFT@iE
MR L

(2) mik-iadkEIFE @
(TVIl. 6. (5) iEtw) OHESM)

(3) it~ iTiE
(Tvii. 6. (6) 3Lk OEHZSM)

(4) BEE~DOBITHE
MR L

(5) TODHEB~DBITHE
MR L

(6) MFEEAHESE
MR L

6. R

(1) REEEIR CRBIER
MG R R L
(2) R#ICEET 8% (CYPE) OHFiE. F5%
AANTFTICTF b2 v— L4 P-450 3A4 (CYP3A4) ICk W REah 5,
(3) VEEEHNROFERVZTOEE
MR L
(4) REVOFHEOERRUELL., FHELE
MM EE R L

7. kitd
ZEER e L

8. FSUARR—E—IZET HIER
MR L

9. BMFICLIMEE
(TVIl. 10. @EEG | OHEHSMH)

10. FEDERZHIHEE
16.6.1 FFHREREE
B O RERR S (Child-Pugh 2038 A8 ) XU 2% D fiftnERssE (Child-Pugh 4358 B 8 f)
DHHEFIZ=7 =2 GITS $£ (Gastrolntestinal Therapeutic System, AFEFM5IZ) 30mg
EHUTHNE L LTI 8mg L OELAEE (ENARAGR) ZHEEG L& &, /R A &
RT=7 =2V 0 AUCITZEILEI 93%. 253% LA L. Cmax IXENEI 64%., 171% EH-L
720 UEAT—%), [9.3.1 ]

1. EDik
REER e L

19



VI. £t (EAELOZEES) CEYHEE

1. EERAREZTOERE
EIN TN

5

2. ERABFLEFOERA

2.BE (ROBEIZIFBELLZIN &)

2.1 ARHN DR LIREUE OBE R D & 5 B3E

2.2 DEMY g v 7 oBE FER X 0 IERNEN T 2B8ZRNH 5, ]

3. MEXEIHRICEET SFTELTOER
BRES N TV

4. BERUVAERICEET 3B L TDOER
REIN TV AN

5. ERGEFNIE L EZNER
BERLEARNMIE

8.1 WLy AMEFHIOKRG 2RI HIE L & & ERE L LTUEFI D IS STV D DT, KA

DRI Z LT HEAIIIRAICRE L, BIRE 01479 2 &, £T-AEICEMOIE R LICARIKE
HFIELZAWE D ICEET A &,

8.2 FNITBEDMER TEEL I L, ¥ a v ZERS—BIEOEREE, MEENL HLDbND Z &N
HHOT, FOLHRGEICIFREGEPIEL, @Y RAESZITY Z &, [9.8, 11.1.3, 11.1.4 =]

8.3 FIEMFEHICEASSODEWVWENRHLDLND Z ENHLHOT, mpTfEE, BEHEOBEREMRAE D
Bt 2 B E T D RICITEBE S5 2 &,

6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESEOHLBHE

9.1 AHHE - IEEFOHLIBH

9.1.1 XKEIIRFHE. BEAREOHLIBE. MEMEDHLESE
MAESLRERIC X EELRMATEROEAZH BENLRH D,
9.1.2 BEIZCMEDNELEE

BIZMEME T T DB 2NN H 5,

9.1.3 MAFABEMBREZFPOREOERERRBVZH 5> EMERE
WEICMEME T T 28R H 5,

9.1.4 5-MEDFL (BICEEOEZNHBERERS) OHLBE
DARENE{T 28T H 5,

(2) BHERERSE

9.2 BHfEESE
921 ERLEREEETOHLEBSE
BRI L0 BREE S BT 5 B E N B B,

20




(3) FitkeRERA

9.3 HiEEHE
931 EELHHMEREEOHSBE
MPRER EFTHZR3b D, EMIRER ERT28ENRH 5, [16.6.1 BH]

(4) £HERREHT SE
BEIN TN
(5) W%
9.5 ITiE
9.5.1 44w SUTATEHR LTV 2 FIREMED & 5 MRS 59 2 35-8121%. 16 EofF SN famyE % Ll
L LB ENDGEICORKETH 2 L, BMERICE WD TEFTEER OB IR EEN RE ST
el
BeHICBE LT, BHOBET A RT4 U E 2SR LD, A DBEOMTER T L6720 XK
5. EEFEMAARAIOFBRAZ AL L, A Z & Ok E o L Ecikb54+52 8, £z,
REHARSOIR R O A VL R RE 2+ 12882 UL I o M E AR T SOl ARG B DA T2 o B 0358
D OHNTEAICITE RLEEITH Z L, ERA~OEEGHNBN T, WEDIMER TENRE Sh
Tn5,
9.5.2 fiift~ 7/ XU LKFOIERNFZ T 25 8101F, MEELZFERES =2V 7352
&, [10.2 2]

(6) RELiw

9.6 RELIB
RILLRNZEREE LY, b FREALTABITTL Z e HESNTND,

(7)) MNR%E

9.7 NE%
NSRS b U BR R ERBR I3 30 L TRy,

(8) Elm¥E
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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

30



pressure closely, since severe hypotension can occur from the combined effects of the drugs.
I11. 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.

2. BUCEBITLBEKRZERR
FERICEY SBIMER F—RXFSUTHE)
AR T M EOTEBOHDLRE A=A M T VT LIRS,
( TVl 6. FrEDEFEATLEEICHTLERE] ODEHSHR)

Drug Name Category
F—AKNT7 VT DIA nifedipine C

(2021 £ 9 AHR)

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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