2023#F10HET (BB1iR)

i g

HiRRE

BN : 34

R LEAE - BROIEIEREA] (ReffE Caffifisk)
RIS, S ERED

) FE-EREOLTEICKD
EHTAZE

B REERI RS
872179

AAERS ~oUU

’\:EJE:JEE&E%E 2 mglYD]
N E)EmEs mervp
N=2J)E ) mrmimse 8 menn)

BENIDIPINE HYDROCHLORIDE TABLETS

$E2mg $E4mg $E8mg
A% S | 21800AMZ10124|21800AMZ10125| 22100AMX00166
BRFERn| 20064E7H | 20064E7H | 2009454

2. BB (ROBEICEFRS LBV L)
21 DEEY 2 v 7 0EE ERPELT 2BZh5

H%]
2.2 FRXIIFEIR L CWAAEHED D S [9.52
]
3. HERK - IR
3.1 8%
i 44 RV VIERIE RNV VEBIE NV Y U ERRE
- $t2mg [YD]  |$t4mg [YD]  |$88mg [YD]
L |18 "=V (18R, R VY|, R=VE
BURD | emmome | fmiEAmg | > HEEESme

FUBKFI. N L
AvaFrrTLo.
RJEZ L7V
I-) (#BHTA

FUEEKA. N L
A¥aFrTo.
RUEZ L7 L
a—)v (FriFha

FURE KA. N L
fvaFrrT .
RUE=Z LTI
a—-)b (AT A

t¥n). > a g/ t). > a Rt ) . H L X
BT AT IV, BT AT), elu—ZCa., ¥ 3
WAl | Fuxu—2, B|7uoxo—2, BEKEH®BRI AT
ftF% >, w7ulftyv >, v7ul, e7uxuo—
T—=), ZNNT|T=N. LT A, BILFZ .
SRR WV ZZEESk. Av|vrud—, ¥
FooNar FoNavy ) 272N X4
$%. HLFNT
7
3.2 HEIDMEIR
Wi 44 RV EVERIE RNV VEBIE NV Y U ERE
- $t2mg [YD]  |$#4mg [YD]  |$&8mg [YD]
HEO7 1 VA EEOREERA | HEOFHEEIFRA
R A (-T2 78 (D74 VLT =0T VLT —
T4 VT T4 VT
/YD\ (YD
%63
w2 | @)
— = =
BfE f6emm 7mm #99.1mm
E& #93.1mm #93.Imm #93.8mm
HE 100mg 130mg 258mg
BWAla— N YD667 YD668 YD963

4. TREX SFR
ORMEE. BEXREMRMELE
ORiVE

6. RANURE

(SMEE. EXREMSMELE)
EE. RACRR=Z Y EBEE LTIHIE2~4mg#%

PRREORS T 5. 8. Fiff. ERICKDBEEEET

B, MR EHBEICIE, 1H1ESMgE THRT S

EHBTES,

22U, EESMEEICIZIE1E4~8mg % HABREOR
59 %,

CRIDVEE)

B, A=Y EBE S LT 1E4mg % | H 20
H - YREBROKRSET 2,

B, Efp. ERIC KD EEERT 5.

8. EELGEARNIE

8.1 ALy AfEHRAO®RESZ&AICHIELZEE, ERSE
{EURERIPIRESNTVWAD T, AFOKRELET 3
BERBRAICEEL., BEE2+T0ICTS s, T B
HICEM O R LICREZDIELEWE S ICEET S
Zé&s

8.2 KFlOHEIZED ., BECOMTEETZEI L. —BHED
BEHHEE»PHODLNEZBENDEHLDT, TOLH %
BAIIIBEIKRET 54 SEY AR LEBEZITH &,

83 FEIEERHICEDLKDEVEDNHSLDLNEIEFHHDT
B, BREOEGEEERZ S BRERET K
ICREREsEs &,

9. BEDERZEIIEEICEATIEE
9.1 SHIE - IEFEEDH I EH
9.1.1 BEICMENEVNESE
AR OBEEFAICE D MERRPELTE2BZhHNH
5o

9.3 FFigEEEEEE

9.3.1 EERITHEEEEDH2EE
R ENSEILT 2 BZ NI H 5,

9.5 1FiF
IR IEER L TOWASARHEDH 5T RS L 2w
k. BER (Sy b, vUF) TRESEMNS.
HIRRIIC R 59 5 &R R iR S ERT 2
ZEPRMEBE SN TV, [2.280H]

9.6 %2R
WELOERERUCBARBOAREZEZE L. BAD
Mk EREtT s &, BMER (Sy ) TR
HHPARITT B EPHEENT VS,

9.7 INR
NREEWNRE LB ROREE2IEZEE L BER
FRERIZSERE L T WL 2L,

9.8 En&

—RIGEBEOEEIIFE LL ZVESINTNEZ EDNS,
BIMEEICER T 21581, EFE C2mg/H) »5&5
EHBT A ERAEZTYICBE LRSS EEICKRET
BHIENEFE LW,

[77Alo10



10. 18E{EA

AANIFEE LTCYP3A4THRIAIS N S,
10.2 HAER HAICERITHI L)

Al H %

BRATER - $EE YT

WFe - fERRE T

BEEEREART 2%
il

I 7% i BE VAR R 9
BIEND B

FEEEAPHEBRS N
%o

TIFT Y

VXIYAFEDID
bbhbaBZENNH
%,
VIFTrOMmFBE
BLDEORELE
=—¥—L. EEIPR
o NTH/EITIE,
VIFTVIVOHED
FE I ARA DG
kg5,

FV T LEEFHEID
VIFTUORME
FWEHEE L. M
VIFTUVEER L
REEBEOWMEN
H%o

0.1 ~ 5% 0.1%K1 SR
)3 HALE
Z DAt FHE (F - | BB, FEOR | KELLE. &
BR - F). CKE|F - 20 BZ | Exm. BHR.
7 0. WKL SR | FEF
R R #
PR/FNER 2

VRAFT Y

MEDBEICETI
2BETNNDH .

VRAFIVUDBFIY
ay—ALiZBirsHh
Wy LA OR
HEREEET S —
HFTEBEETSE.
W ORI % 30 S
B2 LOHEND 5.

V77 ¥y

REEAEA P RS S h
2BENDDH S,

V77 ey YR
DEMNBBRZF
L., AT LE
TRl O R 2 (2L
MmPREZETESE
BEDRENH B

A +5arvy—n

MmEABEICETY
BIEND B

A4 NSaFV =,
g IC B BERA D
R#tzHEE L. KA
OmMHAREDN EAT
BBENDDH S,

TUV—=FT N =
Ja—R

MmEAFBEICETY
2ENDH B

JUVv—=FT7N=
Ja—AN. g
BT B AREORH %
fHE L. KAl M+

) HBHE, 199710 £ TCOERBREREZ &,

13. BERS
13.1 FEJR

BEOCMERTZEITBENNH 2,

13.208

AHZEAGERIFN-O, BIFICEK2BREZEHAT

3720,

14. BRALOER

14.1 FEIXMEFOER
PTPAROEANIPTPY — b2 S5O H L TRAT 5
LOEHTH L, PTPY— FOBRMKICE D, BLHiH
A EEAEARA L, HII3ZILE B 2 UTHRRIRZ%

FOERLAMELZHAET LI ENDH S,

15. ZDHDFER

15.1 BEAREARICE D < B
CAPD (FmM\RIEBLENT) HEITH O BE OBENHE
BWHOBEET A EPMESNTVWADT, EEXEED
EAICHEBRT A &,

16. EMENE
16.1 MARE

16.1.1 BEERA BH6HIIc R = U > HEE2mg, 4mgk O
8mg % 7 N2 MR BEE RS L7 & & D3
BN A= I TOEBY TH- 2D,

HEREOHREG Uiz & ZOFRYEREINT A —F

RENVERT S,

11. BER

ROBWERNHEDONBZZEFBHBHDOT, BEZ+7IC
T BEPRD SNIBEICIREGEPIET 24 EE
PR MEZITS Z &,

1.1 EXFENER

11.1.1 BFEEERRE (0.1%Ki) . BE (HERH)
AST. ALT. y-GTPO_LFEFE %MD FFRERE P &
ErHSONEIENDH D,
11.2 ZDfthDEIER

Tmax Cmax AUC t
BSR | 0 | (ng/mL) | (ng - hr/mL) (b
2mg | 1.1+0.5 | 0.55+0.41 1.04%+1.26 —
4mg | 0.8+0.3 | 2.25+0.84 3.94+0.96 1.70£0.70
8mg | 0.8+0.3 | 3.89%1.65 6.70£2.73 0.97+0.34

16.1.2 £ FHIRIE MR
(RZIEVIEEER2mg [YD])
NZVEVERE2mg [YD] La=—L§i2% -0
AF—=N—RIZLD ZNZTN2E (R=IVEVIERIEL
LT4mg). BERAB 7234 ICHEREREOKS L
TIMEEFRECAFBEEZHE L. Fon-EyEre
8T A—=% (AUC. Cmax) IZDWTHEHET #1T-
T RER. WAIOEMENRISEESHER S N2,

(P19fE £ MR, n=6)

HEINT A =% BEINTA =4
AUCo.-g Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) (hr) (hr)
RV VGRS
+ + + +
$t2mg [YD) 1.91+£0091 | 1.55+£0.84 |0.7+£0.2 | 1.4+0.4
a=—)LEE2 1.96+£1.89 | 1.47+1.04 |0.7+0.2 | 1.4+0.4

0.1 ~ 5% 0.1%A SN
JHF B REROE
(AST,ALT,
v-GTP,EVY )L
v'>,Al-P,LDH
%)
5 BUNLH. 7
L7F=v LR
ik 3 HIMEREA 4 /MRS
ERERIE N
TER e B, BHEAL | REER. R SIS
W, ETO. I | AR SR
FET
TEMRER PEE. BHE. ® |R&. LUOhE
TV, 556D
ENIASRSP
HILER [E REERATRER, W& | T, MR
S B, O
bz}
JBBORE R Z O FER JEAREHE

(CPi9fE £ fEHERZ2E,. n=23)

[77Alo10



(ng/mL)

—— RV VIERBESE2mg[ YD
o = — )LEE2

4 (CPHfE £ 1EHERRZE, n=23)

0 2 4 6 8
# 5K (hr)

M3EFPEREN OICAUC, CmaxED/87 X —% 13, #HERE OBIR. FROR
B - RS ORBEMIC L > TR RN D 2,

(RZIYEVIGEIESE4mg [YD])

NZ UV UEBREAmg [YD] &a=—L§t4% 70
AF—N—IEICED ZhZhlgE (R=VEVIERIEE
LT4mg). BERABET244 ICHAHBEROKRS L
THEPREMFBREZRE Lz, 5o RYERE
)85 A =% (AUC. Cmax) lZDWTHFHEITZT -
ToRESR. WA ERRSESHER S NI,

HEINTG A —% BEINTA—F
AUCo.-g Cmax Tmax t12
(ng - hr/mL) | (ng/mL) (hr) (hr)
N VYV IERIE
$t4mg [YD) 1.55+0.73 | 0.94+0.45 |0.8+0.3(1.6+0.4
a=—)L§E4 1.70+£0.87 | 1.05+0.55 |0.9+0.3|1.6+0.3
(PHME R FZE, n=24)
(ng/mL)
0.8 —— /\“:“/“t"‘/ﬁﬁiﬁﬁélmngDJ
T s 2= —)LEE4
i o6 DA s
5 [ (PifE + AR, n=24)
i
i 0.4 I
e
= 0.2
0 . ‘ ,
0 2 4 6 8

BE#ER (hr)

PR OICAUC, CmaxBED/ /87 X =413, #HEREOBER, KRR
HXEIE - RS OB IS K > TR AR5 5.

16.3 9

16.3.1 {MERE~NDZ T
HUC-R=VE VEREEImg/kgZ T v McRO#E L
el xR, BRE. BB, TR M. TEE B
BOMEICKITARD 5N, B B BRAOBITIX
Dz o7z,

16.3.2 BaIREBITIE
HUC-R= VY VHEEEE I mg/kg 2 EIRT v MciRO#
L&, RENOBITEFRO SN, ZORER
RHAIMEEFD1/3BI R TH - 725,

16.3.3 BABITH
HUC- RV VEREE I mg/kg2EA 7 v McRO#
L& &, fUtHiBE M EE & FROER 2
AUz,

16.3.4 EE#HEE
bt MITEEAZBERITIIC-R= IV IERIE200ng/
mLOWEETI9.7%TH > 724 (in vitro. FHEN
%)o

16.4 X

b bomiEp, RPCHED S hi-REm R OEmToR
AR, S, & MBI A2RBKISIETEE LTI

ORI NVEOREE (N-B7ILF L), 3D1-X>
IN-3-ERY IINVIZATFLVREOSUD A F LI AT ILD
Ak, e Ruby Y rBRomBEb. 2620 X FI)LE
DEBEEEZ 5NTWNSOT),
16.5 HEttt
ALE R A BHESHIC4C-R= Y ¥ BRI S mg 2
HMEROHREG L& &, RERETEEIRTRIIH 5448
B E TICRPICEREBDOK35%. EHI2Idi36%D
PRt s h, 581208 TIIRPTH36%. EhTH
59%nM Rt S 11727
16.8 Z0Dfth
(RZIVEVIEEESE8mg [YD])
N VY VIERIESSmg [YD] 13 &8, EL 5 ROEE
B OEMZENRSEHB T4 K42 (FL18EL1A24
H FABEHFE11240048)] KEIE, X2V VIER
H5EAmg [YD] ZEeesiF| e Li- & &, BHBEEHICE O X
EERICRIE & A SNz,

17. BRPRERIE

17.1 BEERURESMICET SR

17.1.1 EAESRE 5
(SMEE)
HERMTEREI7THZHRIC, XV VIERIE2 ~
8mgEFOBE L& &, AREIZ94.4% (34/36
FID) TH o7z,
BIfEFIRIBEE L. 5.4% (2/371) THo7z. RO
N-BEIEAIZ. £2BBRBKRUER &1ETH 7129,
BEEEENEREIMZNRIC, RV IERE
2~8mgEFEOKE Lz &, BERIL82.4% (28/34
FID) TH o7z,
BIMEFRIBEE . 5.1% (2/396]) TH o7z, BDS
NRZBIERE. R, AEAEKOCBRE &1 T
H-7-10.10,

) ARIIBESRAED R D ETHEF L.

18. EFpEIR

18.1 {EREF
NV VBRSSO BEMREECaTF ¥ 2L
DODHPEAEAICERT 5 2 &Ik > THIlARADCa
WMAZIMH L, BEOEPKHENEEZEESE S, 28,
NV VIEBIEIIABEAOBITESEL . EFE LT
AN 28 > CTDHPR S IMICHEA T S EHEESh
TH Y. IR H I E WRE IR & ODHPHS & 5747
BAMHSEOBENI & O DHPE A ADREELS]RL
F-RESRE L IR IRV EATERSNTEB Y, B
MAEEEIFEACHBEET ICEROERE 2R
3-12) ~14) o

18.2 FE1EFR
RV VIERIEIBMTEEARREIES v . DOCA-&
EEMES Yy b, BEBIEA XITROKRS LZEE,
EROFBESBERTHREOBREMFRAPRD SN, &
B, EHRBEICBLWTHIEIREC ko7, T2,
NV VIERIEIIAREBESMEESRZICIHIERED
BELEE MEOHNEHICHE L2 RITSTII24
BERIC 7z DEE L BERZR L1917,

18.3 HIBIVEIER
NV VEBIEIIEBRRMEET IV (5 b)) R
A XRBIRFEREERIC L 2 0BEOET. Bl OE
REZERICHE Lz, /2. RV VIEREE XY
PR DERE ICROKRES L L &, EHAMICKSE
mEZEL (DERISTRE) oL TeENREZRL
7': 18) ~20)0

18.4 BHEEEIRIFIER
RV VEBEIIBASET L (5/6BH) EIMEH
RFIET v MUERROKRS L& 2, BEERAZRT
LEBICBBERRE LR, £, RSV UEREIR
AREMENEERE IR L-EE, BIREBEOEER
BWMAPRO 6Nz, Bz, BEZE->T-BEBALE
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BICRELLEE, JVLT7F= 7T T AKRTIRE

BRIV TIUAREMSE. BEERRERZRL
7-21)~24)

19. BYMSCRT 2 IE(EZHAR
—MRIETR : N= DY IERRE
(Benidipine Hydrochloride)
ft % 4% :3-[(3RS)-1-Benzylpiperidin-3-yl] 5-
methyl (4RS)-2,6-dimethyl-4-(3-
nitrophenyl)-1,4-dihydropyridine-3,5-
dicarboxylate monohydrochloride
1 C28H31N306 - HCI
1 542.02
HEBEORBREOMKRTH S,
FRIBD THEF PRI AT —LiZ®
PBIFLTL, TF =)L (99.5) 1I29%
BT KITIFEAEHIT RV,
A% ) —)VEKR (1-100) (dhedetE %R
S\
Alet 0 #9200 (53F#)
{L2erE

P
;_H
==l

22. ax
(RZVEVIEEEER2mg [YD])
100%¢ [10%¢ (PTP) x10]
1000%¢ [10%E (PTP) x100]
(RZIEVIEEESEAmg [YD)])
1008 [10%% (PTP) x10]
10008 [10%E (PTP) x100]
(RZIEVIEEEIESE8mMg [YD])
1008 [10%E (PTP) x10]

23. FEXHR

1) FBRRH i@ S LB, 1990 ;5 18 1 S689-S702
(KF) IBEEE AR« M2 ESHEER (3E2mg)
(KF) IBEE AL PR« 22 E SRR (3E4mg)
/MRELAEE il SEMIEDRE. 19905 51 71-86
AMPREAZE Al FEYEHRE. 1990 ; 51 103-109
Kobayashi, H. et al. : Arzneim-Forsch/Drug Res.
1988 ; 38 : 1753-1756
7) Kobayashi, H. et al. : Xenobiotica. 1997 ; 27 :

597-608

8) () BEEHMER : EMP2NREEHE (588mg)
9) HAKE fih: I LIAE. 1990 ; 18 1 S785-S799
0) HKE fih: FHEIA®. 1990 ; 18 : S801-5822
1)
2)

)
)
)
)
)
)

N DWW

HKE fih o FHE LR, 1992 20 : S3647-S3664

BHAWE HAEBHEHE BIIFE. 2021 ; C-

5219-5223

13) Karasawa, A. et al. : Jan J Pharmacol. 1988 ; 47 :
35-44

14) Ishii, A. et al. :]J Cardiovasc Pharmacol. 1993 ;
21 :191-196

15) Karasawa, A. et al. : Arzneim-Forsch/Drug Res.
1988 ; 38 : 1684-1690

16) Karasawa, A. et al. : Arzneim-Forsch/Drug Res.
1988 ; 38 : 1695-1697

17) #HoKkE fih @ B EIFE. 1990 18 1 S721-S729

18) Karasawa, A. et al. : Arzneim-Forsch/Drug Res.

1988 ; 38 : 1702-1707

19) Karasawa, A. et al.: Arzneim-Forsch/Drug Res.
1988 ;38 :1717-1721

20) EFHULE fth @ FEE LA, 1990 5 18 1 S843-S850

21) &Mz fih - HEEE 1990 32 1 33-44

22) Fuji, Y. et al. : J Cardiovasc Pharmacol. 1988 ;
11 :438-443

23) FLA—BR fi : FEEEIE%E. 1990 ; 18 1 S713-S719

24) Fukuda, S. et al. :J Cardiovasc Pharmacol.
1988 ; 12 : S155-S156

24, XafERERUEVLEDEE
HAHGEE BEREKRE
EILEEILTEPITRE3697H 18T

B8, 0120-647-734

26. SUSARFTREE
26.1 B4HEARZTTT

‘// trtawn PERE

ELRELMEHRIRSE3697&#18S
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