TBEN-K23

202311 HERET (5 1 i) 5 A 7 =
IS - JOEARR (SHICalsiim) BERFRRIRES
BERERA NZIEVIERIESRE
B & BERE o e
FUEN : 3% l:-JiEi 1E2:Pme'NS.
II — ‘ II
- hdﬁi"iﬁimllmg NS.
II — ‘ II
WA SRR S/E /sl 22 Bme NS,
Benidipine Hydrochloride Tablets 2mg - 4mg - 8mg “NS”
2mg 4mg 8mg
FKEREES | 22700AMX00036 | 22700AMX00037 | 22700AMX00035
F) ER-EMEOMLZEICLVEHTSZ & AR5ERESE | 20074E7H | 20064F7H | 20074E7H
8.2 KAIDHEIC BEOMEERZREI L, —BEOREBHE

[

B2 (ROFBEICRFES LN E)
2.1 DEEY 2 v 7 0BFE DERVELT 2B D H 5]
2.2 @RESUSHAR L C W B ATREE D & 5 &t [9. 55

3. HERE - MK
3.1 #8r%
Bis 4 RZDEVERRIE | R D VGRS | R DY VIS
o $#2mg [NSJ $t4mg [NSJ $#8mg NS
1§ 1 (§7dec!
BHRS | BARER ARV  HAERHR=Y HREF A=Y
CUIERIE2mg | U UIEREAmg | C U IERIESmg
BRI, NLA > a Ty T AT, N
RYEZLT7LI—L (BHIFALKILL Y a TS
). AFTIV VBT TIL, BV, RUEZLT
FuRAa—A, v 0= L6000, | LT—)L (T
TN BTy v BB | AL). AT T
WAl | AHLFroNary VBT TR T
L, bFaxo—
A, wr7ud—)
6000 B3k F % >\
B ="k
HIFNay
3.2 RFIDOMHIR
B ROV UIERBE | NV U IERIE | R VY U IERE
. #E2mg [NS] $E4mg [NS] #E8mg [NS]J
TS BEOT 4 VA BEBORHEEBAODT 1 VLT —
dI—T 4 V78 | T4 T8
NS\ /NS
wul® O8O
= = -
$E1E © 6.1lmm $E4E 1 7.1lmm $E1E © 8.1lmm
K& | $EE :3.2mm $EE : 3.3mm $EE : 3.9mm
HE 9mg H& : 140mg #Hi& :210mg
uﬁj_% NS 543 NS 517 NS 544

4. HREXIIZHR
ORMAERE. BXREMRMALE
O¥RITVE
6. iENURAE
(SMERE. BXREMSIELE)
HEHE. HACREIR=ZVEVIERBIE S L CTIHIER~4dmg 2 B &%
BO/ET 2. aHB. Fe ERICK DEEERT 525 HEAR
+o7a5EIE IHIBBMEE THEEBT A5 ENTE 5,
7e72 Uy ERESEMEEICIEIHE4~8mg A HEREORET 5,
RIDVE)
BE. HAICREIR=ZVEVIERIEE L TlR4mg % | H2[IE - 4
BHREORST 2.
nB. i ERICK D EEERT 5.

8. EELRELXRNER

8.1 WLy AERAIORSZE2ICHIELZE & ERPE L
EFIPHESNTNDEDT, RAIDOKRELZET H5E IR L IR
BL., B2 FTHTE, £/ BBICEMOIERZ LICR
HEAFIELRWEIICEET A &,

9&%#3@6@7}16%%%#%6@? ZD &S BIHBHICIEIEEX
WIRET 20 EBU 2 MELZTO 2 L.

8.3 RIEERICEDLSDFEVENHODLNZEZ ENH D TEAE
¥, BEEOEHRERLIRE MO MR IRET 2BICIERSE S

&

9. BEDESRZAIIEEICHATIER

9.1 GHIE - IFEEDHZEE

9.1.1 BEICMENEVNESE
EN= U@Kélﬂ’ﬁmt_ot D MEERPELT 2BENM0H 5,

9.3 FFikeEEEEE

9.3.1 EEIFITKEEREEZEDH 5 EHE
I EERENENT 2BF NP H 5,

9.5 1w
R SUIIFIR L C W AR O & 2 0EICIE R E LW & B
MES (Zv b, U9F) TRESMED., £ERREBICKET
5 EMERHAR R O RS IER T 5 C L ME SN TV S,
[2.22:H8]

9.6 IILIF
R LOERERBAREOASEEZERE L. ZA O L
ik BT A2 &, BER (v ) TRAFABITTSS
EFHESNTWS,

9.7 INR
NREZWRE LB RORLEE2IBIEE U BERR
LTV,

9.8 EHE
—RICBEOREIZFE LS ZVnWEENTWVWA I NS, BIE

EAT 2581 ERAE Cmg/H) »o#52HIBT 5%

CRBETDICBE LGS OEERICRST A ENEE L,

10. #HE{EA
AHNIEEL LTCYPIAATRE S NS,
10.2 HAERE (HAICERT S E)

FHIEE BRARER - BEHE W - fEERET
FEEMERAZ | MEPSBEICETT 52 &8 | BREFRSERS NS,
BIHEAl | H%o

VIAFT Y | VXY YRFENHSDNS | AT T LEHAIN, YTF
BENN DB Y ORME W ZHEE L,
DIFTOMHPBECOE | MHBYIFS VBEEE ERS
DREEZE=Y— L. ZED | E2L0WENH S,
BOLNLHHITIE, YT+
> v OB OFEEUIAA O
B5xHIET 5,

Exl3

VAFTY | MEFBEIETT2BLN
BdHbo

VRFVUNFI AV —L
2B B ALY AERAEID
R#BEREZEET 52— TH
eSS, EYORINE
HINSE 5 EDMEDH 5.

)77 Y U FOEYR
HWERZFEL, AL T4
EHAIONRB ©(EE L, 1
BEZETSELLOREDN
H%o

V77 |\ BREFRPEE SN BN
P BH5o

A T3 | MEFBEIETTDIEN | A T F Y —Up, I
= HBo BUILARFONHZHE L.
FRIOMAPRED LR 25

FNHH 5,
LU — T MEPBEIERTAZEN | LT T L—YPa1—2R
TN = |H% M. RIS BT B ARH O R
Ja—2R ZIRE L. AAIO M EEH
LFd %,




1. EWER

ROEWERDPH5ONB I ENHHDT, BEZTIITTL. £

ENRDONIHEICIREETIET 54 LB A LELITH
Eo

1.1 EXBEIER

11.1.1 FHERERES (0.19%K0). BB (BEAH)
AST. ALT. v-GTPO L7544 FFERELHESH 5D
NBTENHS,

11.2 Z0HEDEHER

0.1~ 5% 0.1%if SRENER

AFHERE R H (AST,
ALT, 7-GTP, £ 1)
i 0 o AL LDH

55
BUNL#AH. 7L 7
i F=v ER
i %%ﬂiﬁé\ TFEETR [/ MR

Ermye | BT BAEATEL, 3\ MOESEER ARIR, I
" v, mMEET AR

B, BHE, O F L, | RR. LUK
BRHMER | 550, 15456
FH

e {EF BEERR B, MBS, | TRl MEH:
R %l 18
IRE AR
I (- RER-F) . BB, FROFR - | ZMLIFE. EEE
2o |CKER TN CUNCT NI TN
SEIR. BEE. Y
L ER

(ng/mL)
0.8
06 L —— R = UM $E2mg NS )
: —Oo—a=—LgE2

J;E% Mean=S.D., n=32
7R
$10.4
I
B

0.2

0.0 \ N T .

0 1 2 3 4 5 6

g (hr)

MAFFREIENICAUC, Cmax®EED/87 X =413, #EE ORER, (KR
FREVES - BRI EORBREMIC L > TR AW REF D 2,

(R=YEViEEES Mg INS])

NZ U fEEESAmg [NS] & 0= — VAR, 20 A —S—ikic &
DENTNIE (RZDEVERIEE LTimg) BERAS T amEE
@RS LTI R L RE S RE L, 86N EWBE 5 A —5
(AUC. Cmax) 22> T90% {Z X ik 1 THEHARHT %17 - 7= 655, log
(0.8) ~log (1.25) DHEENTH 1 . FBLHIDEMFHRZHEA TR S N1,

HEIST A =% BENRT A4
AUCo12 Cmax Tmax T2
(ng - hr/mL)| (ng/mL) (hr) (hr)

NV VIERIE
$4mg [NS) 1.19+£0.90 | 0.70£0.44 | 0.97+042 | 1.21+0.73

) FIHEEIL 1997F10R £ COERBEREZ &

13. BERS
13.1 fER
BEOCMEETZEIITBENND 5.
13.2 W&
FEREEBEERPEN D, BINICESBRRIIERA T LV,

14. BALOER

14.1 FRIFNGOER

(gdmg. £E8mg)
FEBITERDS 2, BOIHERT 22 &

14.2 FRIZMEDER
PTPEEDEAIIPTPY — 2BV L TIRAT A L5 HEE
T35 E. PTPY— MDA KD, BWWH AL R EREA
FIAL. BICIEEILE B LU TRRARSOEE 2 S 0HEE M5
TE5ZENDH S,

15. ZOthDER

15.1 ERER{ERICE D < B
CAPD (M9 REZREENT) HITHOBE OSBRI HET
HIENRESNTVEOTEBERELOENICEET S &,

16. FEMEhEE

16.1 MARE

16.1.1 BOgs
TRERELA BH6HIIc R= D ¥ VIERIE2me. 4mgk U8mgx Z W2 ZEE
RRICHERREO#G L &L EOEYBE/ST A —FIZTDOEBY ThH o720,

HEREO®REG L L 2DEYBRINT A—F

J=—)L§E4 1.19+£0.90 | 0.68+0.39 | 0.84+0.41 | 1.15+0.55

(Mean=+S.D., n=19)

(ng/mL)
1.0
08 T —— = UL Amg TS
—O—a=—/L§i4
%0.6 r Mean+S.D., n=19
i
o |
JE
0.2 r
0.0 o o
0 2 4 6 8 10 12
5[ (hr)

MAEFEEL ONCAUC, Cmax®n /S5 A — 413, #EEOBR, (KiKD
BFEUEE - BRESORBEMICE > TERATREESD 5.

(NZYEVIGEERTE8mg [NS])
NZ VYV IEREHSmg [NS] &a=— 8%, Y0 A+ —N—HIck
D ZFNENIE (R=VEVERIEE LT8mg) MERMAS T I AR
ROHSE L CmEERRE(LABELRE L, BoNEMBREIT X —5
(AUC. Cmax)IZ 2\ T0% FREXEIEIC TRET#T 21T > 12/ R. log
(0.8) ~log(1.25) DHEFEHN TH V. MBAI DL LHIRFEESTER S N0,

HENST A=Y BEIINTA—F
AUCos Cmax Tmax T2

(ng - hr/mL)| (ng/mL) (hr) (hr)
NV VIEEEE
$8mg [NS) 6.68+6.33 | 4.13+2.92 | 0.76+0.38 | 2.88+0.56

J=—)L§ES 6.73£559 | 4.25+2.88 | 091+0.51 | 2.90+0.77

&5% tmax Chnax AUC ti2

(h) (ng/mL) | (ng+h/mL) (h)
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

mean+S.D., n=6
16.1.2 &ENFEMIREIEF 4R
(RZIYEVIEEEEE2ME [NS])
NV VIERES2mg [NS] &a=— V2%, Z7uxt—N—HEick
DENZNIEE (R=IVEVIERIEE LT2mg) BERRASFICH AR
RFOHE LR RE(LEREZRIE L, {FoNEMEREIIT A —F
(AUC. Cmax) 22\ 0% 15X BEIC TREH#IT 21T > -/ R. log
(0.8) ~log(1.25) DHEFEANTaH 1 . WBH OEMEHFEFEIHER S N2,
HENT A =4 SENT A4
AUCos Cmax Tmax T2

(ng * hr/mL)| (ng/mL) (hr) (hr)
e T
§t2mg [NS) 0.81£0.50 | 0.53£0.29 | 0.65+0.27 | 2.34£0.65

J=—)L$E2 0.75+£0.41 | 0.48+0.26 | 0.74+0.38 | 2.33£0.70

(Mean=S.D., n=32)

+S.D., n=
(ng/mL) (Mean=S.D., n=20)

6 ~

—O— = U SESme NS |
—O—a=—)LEES

Mean+8.D., n=20

IR§fH] (hr)
MR EEN NCAUC, CmaxZn /S5 X —# 13, #EE OFIR, (KiKD
BRENEIE - RS ORBEMEICL > TER A REEDH 5.




16.3 £

16.3.1 (K@~ DS
MC-R= VU IEREEImg/kgx T v MCROKE Lz L &, . B,
BB ETHR A, TEE. BEOBEICEITPRED SN, N, B, HR
ANOBATIED LD 5729,

16.3.2 RE'RIBITE
MC-R= VY VERBEImg/kgZ IR T v MCROKES L& &, BEA
OBATHDRD 5N, ZORBIIREMFEFDOI/IUTTH 7%,

16.3.3 BBITH
MC-RZVE VEMBIEImg/kgZRA T v MCROFE L& &, At
BRI MR & FREOER Z R L7,

16.3.4 EZERES
b MMEEEFEAERIIIC- RV U ERBIE200ng/mLOEE T9.7% T
=729 (invitroy FEBEMNTIE) o

16.4 X34
b hoMmEER, RPICEE S N REM R OB CORBIHAE,P S, £ b
BT ARBRIGIEF L UCMABEONY D VEOR#E (N-fi7 LF L
{B)\ BFLDI-RY DN-3-ERY VNI AT ILRUSD A F LT AT LD
MRS, Ye Rue) D VBROBIL. 20X FLVEOBRLEEZ 6N
TWa™,

16.5 Bttt
SLENBRE R A B S UC-R= Y ¥ B RIESmg 2 B 3% 5 L /-
L x, REASTRER R I3RS 481 F TICIRFICIR SR DKI35%. #
FUZIEAKI36 % PR S . 5% 12080 TR TR36%. EHTH
59% iRt S 7z,

17. BRFRREEE

17.1 BHUERUOREMEICRET 2R

17.1.1 EREEREER

(EIMERE)
EESIMEBREIHZ DRI, N=VEVIERIE2~8mg# F %5 L7z
L&, BRRIZ4.4% (34/36(%) TH -7,
BIWWERFIRSEE X, 5.4% (2/37(]) Th-lz. BOSNIEWERIZ. 28
BRENVER Sl THh-72%
BEEMBIMERENZHRIC, RV VIERE2~8mgz B OS5
Liz& &, BRERIZ84% (28/34F1%) Td > 7o
BIEFFSIRSERE X, 5.1% (2/39(]) Td -7z, 3B 5NIEWERIZ. T,
FEE%I%?H&W%‘@@ I TH o700,

) BMRIIEEDREED [RE] M ETEE L,

18. EFNEIE
18.1 {ERER

NV VEBRE IR O BEAMKEECaTF v 2L ODHPE & ERALIIC
AT AHIEIE > THIFERADCafii A 2 1%l U, 7 0E R ME %
RS %, E. RV VEREIIMRE~NOBITEIEL FEL
THIRRAEN % 38 > CDHPAE A ERALICHE AT 2 LIEESNTHB D . BIiEH
M AR H]F R i ODHPAS & SRS O a1 & Y DHPS & #801
ANOFEGEDTRL . ELBHERELIERIBEVWC EPHERSINTED., E
PR & 13 & A CHBEE T IER OEGE 2R T2,
18.2 BFEER

NZVUEVIEBBEISMNEEREET v b, DOCA-BESIMIET v M.
BHEMEA X IEOREG Uiz & &, (FRORBRBR CHREOR T
RABRD 6Nz, 2B, BEIERSICBLTHIEIEC R o7z £z,
NV EBIEIIAREEIEERS ICIHEREORS Lz & &, ME
OHANEBICHEZ RIS TIC24BMICH 7z DRE LIBENRETRL
7‘:15 17)o
18.3 FUIROVE/ER

NV AMEBIBIZERIEE TV (Fv ) ROA X EEBIRGERE
BETIC K 2D BREOET, BELERELEZBERICHE Lz, 2. N
SOV VR IR HERNERE ICROBRE L L &, EHEFICLS
REImEZ . (DEBRSTRE) 120 L CSERRZ R LzED),
18. 4 EEHEBEIRIFIER

NIV VIERIEIIBERLETIL (5/6BHH) BIMEBERRBET v ME
FREOBRE L&, BEFHZRTEEOICEREZNE L. £,
NZVEVEBIEIABESNIEERSE RS L& BMREOEER
IR 5Nz, B, BMEEE- - BEBREEHFIRE L
EIVTFZVIIT I VARUORRERI VT 7 A2 E NS, &
HERERIFER 2R L7222,

19. BRASICEIT BIELFMFR
— MBI - X= VYV iERE (Benidipine Hydrochloride)
{b24 : 3-[(3RS)-1-Benzylpiperidin-3-yl] 5-methyl
(4RS)-2,6-dimethyl-4-(3-nitrophenyl)-1,4-
dihydropyridine-3,5-dicarboxylate monohydrochloride
¥ ¢ CsHaNsOs - HCI
FFE  542.02
g H
HsC N CHs

NOZ M OGRS

ORI EEOBREOH R TH S, FHIHED TEFRTL, A5 ) —
IZRRBEITFRT L, T =)L (995) ITRREITFIT L, K
ICIEEAEB I Z V. X5 ) —LIBH (1—100) 3fEtmtzRs
72\,

Bl H9200C (1R)

0. G
(R=YEViERsESIME [NS))
100%¢ [10%¢ (PTP) x10]
(RZYEVERsESAME [NS))
1008 [1088 (PTP) x10]. 5008 [10%E (PTP) x50]
(RZYEERsE8ME [NS))
100%¢ [10%¢ (PTP) x10]

23. EZk
1) FIARREIAIZ Y © FHE EIH9E.1990 ;5 18 : S689-S702
2) HAEHR : EYEOFESEERE (582mg)
3) HNER RIS ERE (584mg)
4) HNER T EPFENFREERE (588mg)
5) /IREASEIZ > ¢ FEHIERE.1990 5 5 1 71-86
6) /IREAFEIZ > ¢ A EPRE.1990 5 5 103-109
7) Kobayashi Het al. : Arzneim-Forsch/Drug Res.1988 ; 38 : 1753-1756
8) Kobayashi H,et al. : Xenobiotica.1997 ; 27 : 597-608
9) EHKEITAH ¢ FIHEIRE.1990 5 18 1 S785-S799
10) FHokEIZ A @ I EI5%.1990 ; 18 1 S801-S822
11) FHoKEIZ A @ I EIH%E.1992 ;5 20 © S3647-S3664
12) B+/A\EBEARER S FHE R - BEIIFIE ; 2021.C5219-5223
13) Karasawa A,et al. : Jan ] Pharmacol.1988 ; 47 : 35-44
14) Ishii A,et al. : ] Cardiovasc Pharmacol.1993 ; 21 : 191-196
15) Karasawa Aet al. : Arzneim-Forsch/Drug Res.1988 ; 38 : 1684-1690
16) Karasawa A,et al. : Arzneim-Forsch/Drug Res.1988 ; 38 : 1695-1697
17) FHoKkE&IZ A @ FIEEIH%E.1990 ; 18 © S721-S729
18) Karasawa Aet al. : Arzneim-Forsch/Drug Res.1988 ; 38 : 1702-1707
19) Karasawa Aet al. : Arzneim-Forsch/Drug Res.1988 ; 38 : 1717-1721
20) EFEHILEZ A ¢ HEHEE EIAE.1990 ; 18 S843-S850
21) @BHEZ3A © HEEE1990 ; 32 @ 33-44
22) Fuji Y,et al. : J Cardiovasc Pharmacol.1988 ; 11 : 438-443
23) FLUA—FRIZ A © I 59,1990 5 18 : S713-S719
24) Fukuda S,et al. : J Cardiovasc Pharmacol.1988 ; 12 : S155-S156

24. XEERERUEVEDES
Pttt EERAEHRY -EX=
T113-8650 S CRXARAT H28ESS
7Y —=#1 %L 0120-519-874

26. BUEERTERES
26.1 BHEERTTT

BiffiREMNEA

WIERKETEMR_TH3I &L S
26.2 H5EIT

¢ nmmsmpsan

KAKEN RRENAXAEAZTE28%FESS

51712F



