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Azelnidipine Tablets 8mg ¢ 16mg “Chemiphar”

E) ER-EMSEOMSZIC LRI LI L
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TR AR L C W A RTREE D b 2t [9.5% ]
AREIDO RS UBBEEOBHEED & 5 B

A rFaFV—), 3aFV—=)L (BOAL EHH).
TILAFI =), KAT)NAF— ), A)a3FJ—
L, By a+v—), HIVFusr7—tHEEH (Vb
FUELEERIAF, 7Y T FELUREE, "A7 7L
FENLAINT T LK. FILFELEREHF), a8
ALYy NEEBEL A NVAE (ZLT B LILE -
UrFEL), TVYMLILEL T2 VEEEHEFD

2.
2.1
2.2
% %[ 2.3

B [10.1, 16.7.1%H]

3. #ARk - MK
3.1 #8m
s

BRIRLSY
(1%

TELZIEUEE
lomg 737 7]
(BR) 7E¥rL=YEY (HR) 7E¥Lr=YEr
8.0mg 16.0mg
BwERELO—Z, ALAT—ZAHNTTL, KEBEHEEL R
X 7allt)la—2, X7y, RYYILR—|
80, WMEEKT A, L FuFyFubiltilo—2, X
FT VYT L
3.2 &HEIDOMIK

TELZIVEUEE
8mg [737 7]

INIA

Wiz 4 TEL=Z I U5 TENL=Z DS
- 8mg [r3I7 7] lémg [7 37 7]
MR WEHEOEFRRA D OFREE
" A
iy
& =
il ==
[EXES 7.lmm 9.1mm
E= 3.3mm 4. 1lmm
HE 140.0mg 280.0mg
#ala— K NC A8 NCP Al6
4. FPEER ISR
=IMERE
6. AERURAE

WH. BAIETEL=VEr &L T8~ 16mg# I HIEE &
BEORET 5. 28, 1E8mgdh sV IZEICEREN» &

Szpm L. BERICKDEEERET 272, 1HEKl6mgE T
&9 %,
8. EERBEARNIER

8.1 WLy LERAIO®RE 22T L7z & & EERPEL
LTDEBIPRE SN TWEDOT, RADOKELZHET 2154
BRAZICHET A2 &, . BEICEMOERE LICAR
HrdlELaWESICERT A &,

8.2 FNICHEDMERKRZRITEBEINNHLDT, €D
D RIBEIITHE X IREET 572 E#EY) 2 LB 2T &,

8.3 BREERHICESDCDEVWENHSDLNZZ EDHHD T,
SR, BEBEOERSEEEE M B EBRIET 2B
BEESERZ &,

% %

9. HEDE ‘EEEEé%%L.EaB'é,Irs

9.2 BkaerE=E

9.2.1 E% ‘E‘#EHEF“E@&S%%%

IZPEOVERREDME TR 9 2 REED D 50
9.3 Eﬂ%au EERE
9.3.1 ERITKEREEDHZEE
HELFBEREDH 2 BEENRE UK ILE
LTV,

9.5 1¥iF
TR ATIER L T WA AR D & S I iE B 5 Lisn s
Lo BMER (v ) THIER~FHOBRGICBWTE
RAETR OB RERETROEN, HEROEKEE T, F
R R O GREROERES RO 5N TV, HIRKREHO
BEICBLTHERB RO HREROERSRO 51T
%o [2.15H]

9.6 1EZLiF
WELOERERUVBIREOAREEZEZRE L. ZILOMH
gk Z2#Ete a2 &, BMER (S v b)) THItTT
ABITFT AR ENRESNT NS,

9.7 INR

NBE R & LR R
9.8 &

dmgdH 5 WITEIEREY? SRE 2B L. HEICKRST

BT, —RIGBEOEERZHFEE LI ZVESN TV S,

MIEEENR A2BZNDDH 5,

HE{EA

KENZ, TELTF b7 u—LP450 3A4 (CYP3A4) T
R#sNs, [16.45MH]

10.1 HAZEZ (HALBWLI L)

PRERER I ZERE L TV 72 L,

10.

A bZ7aFV—
(4 b)Y =),

)L |50mg™® & DBt K
DARFNDAUCH?2. 815

1

A% HRREER - BT WP - fElEE T
UTRO7 V= VRAE|TEL =Y 8mg|Zh s DEARHACYP3A4
BRI EANTaAFY - EHEEL. KEIOIYT

FUAMMMETRTHEER
5N %o

a5V —) (70
U—F) (BOAL =3
S, 73+ —
V(YT ),
AATZ)NaFJ—)L
(Favy7z), Kya
FY—L (TA 7=
V)R aFy—
L (797 4))
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U M FEILEFBA
(/—¥7. AL b
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iy (Lo o7,
&I L& B
(FVYARY, L
vavrvy 7 R)
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A BE BRRGER - FEESE e - fEbRREF 1 ~ 3% 1% S
I hLLEL 7IKAOERPERS| NS DEANCYPIA4 TR ER BiE. AEEAL. 12
< LEE NaBTNrHs, zZHEEL. KFOZ) T v
(Va—n) TUAPMETRT BEEZ M TFEETRIE 2
[2.354€] Sh%e Ffl |ALT LS. AST|ALPESR. & U L|y-GTPE&. i # A
F) EHEOA T a3F Y- LEDOHRARBERICEDL, A bF TS L&, LDHER |V R/ Z2E
JoLORRE. A FTAF - LOBFELESET S L. WRE BUN LS. RAEFM| /LT F = LR BR
10.2 RS (HAICEIEIZTL) HERm N TR
ETIE B - BEAE | R - BRET Tof | RBLR gal 7 a-L LA, B REE (7
; L T CK R )% 4 ER | KHREE) 71,
OB A BECRENESDWERAN=XTLORES H)ILETF LU, RLOHIK®
BENND B, BEBREAOLAIC L OER - - -
BN ER R RSN S, ) E7 LTI VIEOEE TEI DT L.
AW 1| % B2 e =
poupARERA 14, ERLOEER
SEEDD U I¥ > > OCmax| VI* v OB (R 14.1 FEFZASROER

1.56%, AUCH1.3
Bl ERTsHEN
WESNTWVD, &
ERHNETTF Y
CVERMET AT L,
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EZo6N%,
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FUADPBETRT2EER

AATTaFV =)Ltk HHVIEIN| 5N,
% 5 DR OB 5%k
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ARF T AVVEBIE | BBTNDH D, RE(ZHEHEL. KFIOZYT
2 ouT4 RRGENE | BHNEARF 2 BED |7 AMETRTHEEX
IVRAATA TV, |BVIRINGDEHID 5N,

7y 2uvA v
&

BEEHIET AL,

VIUNREF
[16.7.2%18]

SUNRAYF LD
AUCH2.0f51c L7
ST EMRESNTL
%o IAEN B IULARA]
NWEYYNATF D
B5EFPIET S L,

YIAARY v

RV ITEY S LA
DAV VAVAN
RN
KTV T L

RECIHE - DAL e
EImpidi

AR FIns 0%
AlOERAPERS N
2BENND B,
B b IEARAI
s OFAZHE
TEHIE,

N5 DA NCYP3A4
ERENICHEET S 2L
&, HEDOZYTZ
VAMERTAHEEZEZS
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BREEREDOH HEEHI
FIOERT S,

ZN5DEAINCYPIA4
EHORICHET 5L
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YAPETRTRHEERS
N5,
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U7z iRt o i FEFE T~
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NBEBLTNNH %,
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FBEEMAICED, A
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ATLEEIOND,

TL—TTN—Y 21—
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[16.7.3508]

ARENOIMAFEED -
BYalEpRESN
TW5, BBEERANHE
BEINIBENDDH 5
Zens, AEIORA
FF L =TT )—Y
Ja—RAEHMELLZN
FHEETH L,

TV=FTN—=Y V1~
AWLEENDED N
CYP3A4I & B AHI DR
#MEEEL. 7UTT>
AEBERESEL2DEE
ZbN%,

1. el

ROBWERDPHSONEZENH LD T, BEEZ 71T

W, BEDPED S NIHEIEREERIET 2% EET)

WEZITH &
1.1 EXBEIHER

11.1.1 FFERERRE (A, ®E (BEAH)
AST. ALT. y-GTPO ERE %S FEEREEN H

S5hhsZ&

11.1.2 BEJOv T GEEARH)JRFELE GEEARH) MRk 8

)

BH%,

OFEV, SS5DXHDERDPHEDONDIENDH B,

1.2 Z0fDEHER

1 ~ 3%l 1% i SHEAH
W RE ZOEE. BEZ MEFE, Stim it
K&
fE | - HER L5 < 6 A& 55 D|RE
HER . HFW
b= (D BESABRE. EiD. 8

. R EAEE,
HR %

PTPEEDEANIPTPY — 25D L TIRAY % &
SHEETHI L, PTPY— FOBRAIC KD LA
DEEMEARIA L, EICEEFLEB I L CHERIRRS
DEELAMELZHAET LI END S,

15. ZDfthDER

15.1 ERRERICE D < 1&%R
15.1.1 RERBBRIZHS 2 Tla 0D, KANC X 2EBEFICOH
BZE, DAZPAREIR (DEMEE) PHohi-Enk

HEIH B,

15.1.2 CAPD (FfeBUSIRIERZENT) HE1TH D BE OFENTHE
BHPEET B ENRESNTVEDT, EEREL
DEFNCHBET S Lo

16. FEMENRE
16.1 MHHRE
16.1.1 RiEHKRS

BT RABEHICT L=V §E8mgZ 1 H1ET
HREEGREORE L& 25, Rl IcfE
T 2RI~ 3R T H D | IR 19~ 238 Tdp o
2o S BAREOMBEFRE L, HE52HE»5131F
—EDERRL, BERPICERREICELLY,

TENLZ I $E8mgx | H1E7HBEREEORS (RERERE)
L7858 O Mg RALIRRE

e | g Cmax | Tmax ti2a t123 AUCo-2
i (ng/mL)| (hr) (hr) (hr) |(ng-hr/mL)
8m 1HH |[11.8+1.4]|3.2+0.3|1.3+0.2|23.1£8.1| 59.7+6.9

& | 788 [14.7%1.612.2%0.3[1.0+0.1]19.0+2.2] 81.6+13.4

n=6. mean=*SE
16.1.2 BE@EigS

BE - MEEARESMEEEZMICTEL=VE Y
fESmgE RRHEEIROKREG Lz 25, RalliEH
BEICHE T 2 KREHIE3. 78, Cmaxld9.4ng/mL.
FEH (—HEME) 136,18/, AUCo1366.5ng - hr/
mLTH o7z, MEEFHEEIZEREZRALRBED LNV
LEZ 5NN,

16.1.3 &EWFHIEZ R

(FEWLZVEVE8Mg [T=T7])
TELV=ZIEVE8mg [7FI7 7] &nlvruy 7§
8mg#x. YUAA—N—JRICkD ZhENIE (TEL
—ZYErEL8mg) BERABEICHEEREREREOR
SELTmiEh 7 L=V BERHEL. Boni
FEYFRE/$T X —%F (AUC. Cmax) 122\ T0%(E
X EEIC CREMERIT 21T - 724 R, log (0.80) ~
log (1.25) O&ENTH . WAIDOEYFHIREFEL
RN,

HEIST A =4 BEINTA—F
AUCo-4 Cmax Tmax i
(ng - hr/mL) (ng/mL) (hr) (hr)
FTEL=ZIE Y
§88mg  |40.935+12.250|5.515+2.460(2.67+0.73|9.82+2.49
[r377]
7”;%78” 77 |37.558+11.166|4.8521.793|2.81 £0.55(9.87+3.45
§E8mg

n=18. mean=*SD



n=18, mean+SD
—e— FELZIEEE8ME [ 377
--0-- AL Tav7§E8mg

b NIRRT A B Y- =3
N
T

40 (hr)

g

(FEILZVEVERI6ME [T=T7])
TEL=DEVEElemg [ 7 7] EAvTa Yy T
lomgz, 7O XA —N—3EICLDZNENIE (T
L=V ELTlomg) BERABEICHEEREIED
BELTMFEF7EIL=VEVRBEZEIEL,. Boh
7o ENRE/ ST X —% (AUC. Cmax) 1220\ T990%
ERXEIEIC THEHERIT 21T > 727 R. log (0.80) ~
log (1.25) QOEHENTH . WAIDENFEHIEEED

RsNY,
HENNTA—F BEISTA—F
AUCo-48 Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
FTEYL=ZIE
$Elomg 91.341+24.391|11.510%+4.654|3.15+£0.89/10.38£2.69
[r3177]
ANTE YT 84.421+£22.292110.196+4.160/3.05+0.63|10.86+3.19
$Elemg
n=20. mean=*SD
(1r16g/jnL) n=20. mean*SD
—e— TELZVEEEl6mg [377 ]
14 + --o-- A7 uvriElemg
% 12
? 10 |
VE I
o8
é 6 ;JH\
# .
g
2 g -
O - | | | J
0 10 20 30 40 (hr)
R

MAEFEEN MCAUC, CmaxF /)87 X —# 1%, #
B OFIR, (AR OBREEE - B EF ORBSESIC X -
TERLZZT8EEDPDH 5,
16.2 ORUN
16.2.1 BREDXE
TR 75 BR A B2 7 ¥ L= ¥ ¥ 10mg & 22 iR i %
57 & &Cmaxk PAUCH-I3BBEES B L TZ
NZN38U K VO%TH > 724,
16.3 fa
16.3.1 EERESE
TYIL=I¥ T Din vitro® MEEE A ERIZI0~91%
T FICREAICIERENICEEST 2%,
16.4 X3
F o RBEALENERUOFETH D, CYP3A4ICKD Y
e Ruey Y rvEsSBbtsns”, [10.20E]
16.5 HEitt
fRRR 72 R B 4G HC-T ¥ L = YV ¥ dmg % BilalfE
BELIEZA, BEBRTHE TORRUVEFRANDRES
ATREHR R IZ. FRehA%26%. EHH63%TH - 728 (4f
EAT—%),
F) FAOEZARIZIHIC8~16mgTH 5.

16.6 FEDERZHI DEE

16.6.1 BiEEEEE
BRREE T &S SMIEERZOH (ME Y LT F= 1.5
~5.3mg/dL) 27 ¥ L=V iE8mg# | H1E#&%7
HEEGEREORS Lz 25, #E5IHBRUESTHE
DOREIMEEFEEIL8.6ng/mLE 7. Ing/mL. AUCo-2
1367.3ng - hr/mL&% ('154.5ng - hr/mLE, 7THETER
ICREREER U, 524k R O MEEHEEIZ6H
HLIFEIZIE—E D2 R UEFRBISELY,

* Cmax Tmax ti2 AUCo2
BSAK (ng/mL) (hr) (hr) (ng - hr/mL)
I1HE 8.6+£0.87 | 4.7£0.67 | 9.1+1.34 67.3%+5.81

7HE  [17.1£2.08"Y| 3.5+0.56 | 19.7+4.86 | 154.5+17.79"V

n=6. mean=+SE. #1) p<0.01 (paired t-test)

16.6.2 FFigREREEE
B - FEEOFHERERERCBRASMICT Y
V=V U EmgE BER O EG Lz & 25, 12ITH
BoMmFERBE#REEZRLZY GHBEAT—%),

s Cmax™ AUCo-o® CL/F
(ng/mL) (ng - hr/mL) (mL/min)
fEtE RS B 6.0 52.8 3152.542342.2
BRA 8.2 68.0 2345.2+1449.1

n=8. mean=SD. ) [y
16.6.3 HpE

TSI EERE (65~84%%) SAIICTEIL=V 8
8mgx | HIEFHERTHMEGEORE L2 A, &
BIHE RO ETHHORES M8 E R E R 2
NZ N4 AR R O3 208/ FRIHIE 2 2 N6, 455
K U'8.6¢ [, AUCouid £ 1 2 1107.0ng - hr/mL&%
U242.8ng - hr/mLTH O, meMEHEE, i
NOAUCo#ITHEICERICKZ ZREZR LA, &
B4 o MmiEHEEIZ7THE X TIIZIE—EDHEZ
R LUEEREIGE LY,

Cmax Tmax ti2 AUCo-u
BSHR (ng/mL) (hr) (hr) (ng - hr/mL)
1HH 15.8+2.1 4.4+£1.0 | 6.4+1.7°Y | 107.0+16.9
7HE |25.7+£3.6"| 3.2+0.5 | 8.6+1.6" | 242.8+48.8"

n=5 [#1) n=4]. mean*SE. #2) p<0.05 (paired t-test)

16.7 E¥HEEEA

16.7.1 4 b5 3FV—ILEDHEBEIEA
(R BRABHESFIC TP =V ¥ U 888mg K U k5
a5V = L50mgEHAKEG Lz L2 A, MmiEF 7L
Z V¥ OCmax Kk UCAUCITEMZSICHELTZEN
Zhl.6fE. 2.8fEIcEMmL Y, [2.3. 10.12#]

H%‘Hg AUCO’(ZE)

(ng - hr/mL)
TNV SERM| 12,3 (0.4) | 2.9£0.6 | 8.7£1.9 | 61.0 (0.4)
TENLZIE VRt

A sarupem| 197 (0.2)] 3.6£1.3110.0+1.6| 170.9 (0.2)
n=8, mean=+SD. ) Mty CiBEREOEERZE)
16.7.2 HM\G-CoAETTESRIEEH & DHEHEER
BEZBABEHICT L=V 5E8mgk Ty
NAYF10mgzE KRG L&A, BHREIC
HELCmEFR7 L=V BERIZEAEEL
o iz MRS UNAY F U BEECmaxk O
AUCHZhZh]. 965, 2.0/ mL =",

ik Tmax

(hr)
SUNAYF B | 1.5 (0.5) | 1.4+£0.9(2.3£0.6 | 4.6 (0.6)
SIUNARYF U+

TEn=or gepm| 28 (0.4) [1.9£1.1]2.7£0.9| 9.2 (0.4)
n=8, mean=SD. {E) APy CHEEHBOEERZ)

"B, TELZIE8mgsE T FILNZA Y F 2 10mg N
T INAYF v 0mgO MRS T, migEh 7L
ZVEVEBEICZEACE IR L mEFT PLA
2% F B EIZCmax Kk FAUCH- A% L2 11.05.
0.8f%, MiEH 7SN\ 2%F  BEIZRC<0.9%, 1.0
fETdh-729, [10.2 ]

16.7.3 JL—=727I—Y I 1—AEDIEEIER
TR e BN B HESH] (23~40%) ICT7 ¥ L=V U§E
8mgx /L —TT7 )N —YVa—RAEEbICHERROR
EL/&Z A, KTIRALZGEICHE L TCmaxM

CAUCIE Z N2 Nn2.565, 3.3 c#mL 2, [10.2
Z]

BETRABEICT YLD d8mgE K E 7L —TF7
=YY 2 — ATHEREORS L2 HE O MEEHRELARE

ti2

(hr)

Tmax
(hr)

Cmax™®
(ng/mL)

AUCo-™*
(ng - hr/mL)

ti2

(hr)

Cmax™
(ng/mL)

; Cmax™® Tmax AUCo-24™
ks (ng/mL) (hr) (ng - hr/mL)
K 6.3 2.1 45.1
(5.6~7.0) (1.8~2.4) (39.0~52.0)
TL—=TT = 15.7%) 3.9°0 147.9%Y
Jai—2R (12.8~19.2) (3.0~4.7) (120.6~181.4)

n=8, mean (95%(EHXMH). #1) p<0.0l (DEIHT). ) EFAFH



17. BRPRREAE
17.1 BWERUREECRET B

17.1.1

17.1.2

17.1.3

17.1.4

17.1.5

17.1.6

EA%E MEEHER

BHE - REEARRE S M EERE 20867 L=V

v EE8~lomgx —EE M ELENEIC K 0 1 H 1[E]12:E fH#

FRRO®RS L-BoBRESR (RO /ZHMmEE) &

72.6% (HIEREGEZ R IHH83.4%) TH o719,

TV VRS TORIERFRREE X, Bt

HAERA%10.6% (22/20801) b AR AR 2 525 5%6.7%

(14/208(51) TdH > 7z. EEBIEAHIZ. ALT EH3.4%

(7/20801) AST _E52.9% (6/208(31) \ 5638 - BHEER2.9%

(6/208f) TH-7z0

#1) FW: WM E (-20mmHglbl &) & OHL 58 8 1 £
(-10mmHgll ) #7354, FHME (-13mmHg
PIE) 22988, 5V TRERYTH->TH
150/90mmHg AR 12 B L 7235 &

#2) FReMER - EHIME (-10mmHgbl £) & OHK5RE m
E (-5mmHgbl k) %7z 3454, 5V IxFHMmME
(-7mmHgll b) %7z 9 He

EPERARER

_EHEMHERE T & ORIE - PEEAREE M EE

BEARRELABIIBWT, 7TEL=VE U §E8~

lomg % 85 S N 77566l DR EZRIZT3.7% TdH - 72 (¥

ERER &) 7,

EA%E DEER

HESMEEREZNRE LERREBEBIE COHE

Ree% G OREERIL86.7% (26/30%1) TH D . HER

HEZBR<15E1392.9% (26/28(51) TH - 7219,

BIEFRRIESE L. BMERERD6.7% (2/30f]). &R

BEHERE16.7% (5/3061) THh-o7z. BHSNEI

ERE, 5D, IR 28 BRRE, 556 D BEENE3.3%

(1/3061) TH -7,

BRI 018558

B E 2 D SIMEERE 2R & U 7R R

B TOYEANREE &TPEEEIZ69.0% (20/296]) TH D .

HIERBEZ R IHAIET4.1% (20/2761) TH -7,

BIfEFAFIRSAE L. BMERER2510.3% (3/2961). &K

BEEREN3.4% (1/296]) ThH-o7z. BHSNI-EIE

FIE RO E S EERREN%3.4% (1/2961) Th -7,

ERE D8RR (REIRS)

BE - PEEARESIMEERE 2 0RIc. 1H1E52:E

7 EN= IV B G LR, B LIZREE

TR SN0 K EREE % & EobE FERIE87.4%(83/95

). HIEREEZ R IBEI1X91.2% (83/9141) TH -7z,

BIEF RIS E L. BMEERKA9.5% (9/9561). &

RIEEEETH6.3% (6/9561) TH-7-. E2EIEH

IV ATa— IV EF3.2% (3/9561) TH-o7z.

EMSE IEHER (REFIRS)

BE - PEERAEESIMEERE ZRIC. 1H1ES2

ERE7ELZ Y UEEE IV LAREHEIDA O EE

FlZHRAEE LR XELICEEMREIEFE O

7220, HIENEE 2 & T ERIZT6.7% (132/1724)

HEREE % R <15 E1385.2% (132/155]) TH -7z,

BIEFFIESEE L. BMERERA3.5% (8/228f). [

R EEE A514.5% (33/228%1) TH - 7o EZEI

{EFIZLDH ER3.5% (8/228f) \ IREe _E5F3.5% (8/228

Bi). ALT EF2.6% (6/228f1) TH -7z,

18. EZhEIE

18.1 {EFAER
TEL=ZI UL, LEICaTF v xR IVIEEHERICED &,
MEZIFRSEEHEICLVEEERZ2HERT %, 7%
DI 70y — L% AW SBEMEAEERICBWT, *H-
Z R LYV ORREEIINT B50%HEEE (ICs
&) R OPAEEH (Kif#) 137 213.1nM.2.InMTH >
722 (in vitro)o Fiov TEILZ DY LR E S
BEZIFIZ< WD (£ X),

18.2 F&E/ERA
SIEETLVEY (BIEBRFEET v b, DOCARIES
MEZy b+ BESMES Y b BEERAESEEImER)
~D0.17:\ U ~3mg/kg D BEHEOH 512 & 0 i FEIS A&
RIFRIC TR L. ZOERIGBRICER L OFHRNTH
0, FEBICHARTIMERICIZEA SEEL TS 5 h 57,
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