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14.1 RRIZAHRHOER
PTPEEDOEANIPTPY — b2 5HID H L CTHRAT % & SR
952 &, PTPY— FOBHIC LD BV ST AEREA
FIAUL. BICEEFILE B I U THERR RSO EE & & 0HE 2 §f
HKTHIED DD,
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15.1 BRERERICE D < 1B

15.1.1 REFEUZIZHA S »TldWn A, RENC X AEER IO
., DAZPARER (DEMEE) PHronl-boRENH
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16.1 MOvEE
16.1.1 8125

BB HICT YLV 8mgE | H 1E7HME
ERHECIRE Ui & 2 5, B i o 5hE T 5B 2 ~
IEEITH D LW IE19~ BB TH - 7. 125 EABEO
MBI, 852 BE, 5 HE—FOEER L. EOPI
ERARREICE U720,
TEYL=ZVE Y 8mgx | H 17 HEEFGRO®RE (BBHKS) LBAOmERER
ZACIREE

n Cmax Tmax tina ti2fB AUCo2
RS | BERR ] (am) | (o) (hr) (h) | (ng'hr/mL)
8m 1 HE 11.8+1.4 | 3.2+0.3 | 1.3+0.2 | 23.1£8.1 59.7+6.9
& 7HHE 14.7+1.6 | 2.2+0.3 | 1.0+0.1 | 19.2%2.2 81.6+13.4

n=6. meantSE

16.1.2 BEi%S
BE - PEEABESOEEEE 6HICTELZTU Y 8mg
FHBBBEEROKRE Lz, REMFETREEICEET S
R 1E3. 7R R Cmaxid9.4ng/mL. R (—HH1H) 136.1
R, AUCo2ld66.5ng-hr/mLTdH - 7z, MEEAFIEE ILEEZ
RAEREOLNLEEZ 5ND Y,

16.1.3 &EYFHEF 4R

(FEIWLZIEVE 8 mg [JGD
TEL=ZIEUEE8mg [JG] A7 ay 7§E8mgx, /1
AF—N—FEICEDENZN 1§ (TEL=DE &L T8mg)
BRI ABEICHEEREREO#RS U M RE(LRIEE 28
E L. Bon-EWEE/¥7 A —4% (AUC, Cmax) 220\ T
0% EFEX BIEIC CTHEHERIT 24T - 7245 10g(0.80) ~log(1.25)
DHFEHENTH D WA OENZNFEEEPIHERS N2V,

(ng/mL)

—o— 7EIL=VE EE8mg [JG)
—— 70y J$E8mg
Mean+S.D., n=18

REIE S N BEE
N oW A U O N

ogbe : :
01234 6 8 12 24 48
HE#OKH (hr)
HEMFHRE ST A —5
HENSTA—S SENTA—Y
AUCo-s Cmax Tmax Tz
(ng-hr/mL) | (ng/mL) (hr) (hr)
THIL=VEU8E8mgl]G]|40.94%12.25| 5.5242.46 | 2.7+0.7 9.8+2.5
A7 a7 §E8mg 37.56+11.17| 4.85+1.79 2.840.6 9.943.5

(Mean+S.D., n=18)
IMAFFREEIN ICAUC, CmaxZFED/8T X —F 1%, #ERE ORE
R AREOBREEEL - FEREOHBRSEIFIC L > TR 5 gt
W5,

(FEILZ=YEVERI6ME [JG])

TEL= DY VEElemg [JG] AT ay Z§Elemgx, 71
AF—=N—IILDENEN 1§ (TEL=IE &L Tlomg)
TR A B I BB ERORS U TSt bR E(LARRE % §]
FE L, BoN-EWERE/SS A —% (AUC, Cmax) IZ2OW\T
%WEFEAX RIS THRETER#IT 21T > 725 R 10g(0.80) ~log(1.25)
OHEFEANTH . WAIOEYZNEEEPERS N,



(ng/mL) n Cmax Tmax ti AUCo-»
16 BSER | (hg/mL) (hr) (hr) (ng-hr/mL)
L THE 15.852.1 4.4+1.0 645170 | 107.0£16.9
i 14 o= THEL=YEVEElemg [JG) 7HE 25.743.67 | 3.240.5 8.611.67 242.8+48.8
% 127 —e— H)L7u v riElémg n=>5 (#1) n=4). mean+SE. #2) p<0.05 (paired t-test)
7 1o MeanaS.h. 120 16.7 ZE4MEE{ER
v ean=o, = 16.7.1 4 bS5 aFY—ILEDIEEER
=8 EEMABHESHICTEL=I Y 8mgh U4 T aF
- o6f V—50mgE fRKES LI L2 S, MEFTEL=JE LD
2 4l Crmax % CAUCIZ B 5 12 g LT 2 e L 6f, 28151
2 LAY, (2.3, 10.1 5K ;
s Cmax' Tmax tiz AUCo-™
05 o /ffg i (ng/mL) (hr) (hn) (ng-hr/mL)
, FEL=UC EE | 12.3 (0.4) | 2.9t:06 | 8.7:1.9 | 6.0 (0.4)
B5HRORRE (hr) FEL=VC +
HMEREI ST X — % A=)z | 19.7 (0.2) 3.6+1.3 10.0+1.6 170.9 (0.2)
BT ST A—F BENTA—H n=8. meantSD. 1) KT (NRERRDBERE)
( AL}iC/MU (C‘?a’i ) T&?ix <Thl/; 16.7.2 HMG-CoAZTTE4REEEI & DEEER
ng-hr/m ng/m r r o ) - SN NN
7E =T Rlomgl)Gl|91.34£24.39 | 11.5124.65 | 3.220.9 | 10.4%2.7 R LA @ms FlicTen=vK ¥ 8mgRU> v NS F
FL7 0 7 EElemg 84.42£22.29] 10.2044.16 | 3.130.6 | 10.953.2 10mgz ARG LI 25, BBREICHERL TmiEHr

(Mean#S.D., n=20)

MEEFEEL NICAUC, CmaxZD /8T X —# 1%, HEE R
R ARROFRAUBEEL - W& OREBRSMIC & > TR S RelE
WH %

16.2 ORI

16.2.1 BEDHE
BEZERABEHICTEL= Y 10mgr BHERZE LT
& ZCmaxK PAUCH- I3 BREZEG & B L T2 N38% RV
69%TdH - 729,

16.3 9%

16.3.1 EERBEER
TENZI Y Din vitroD MEEAFEEEIFI0~91%T. EIC
U ARERICIRENICHET 5%

16.4 X5
F o RBEAIGNEROFETH O, CYP3A4IZED Yk R
Y Y VESEBRLENED- Y, [10. B3]

16.5 HEtt
TEEER R ABM 4 H1ICUC-7 XL =V ¥y 4 mgZ BEREOHRS
L&A, 5% 7 HE CORKUOERANORIE SIS EEHE
HERIE, JRAFA26%. EHFH63I%TH - 722 (HAEAT—%),
) ARIOERFAEIE L HIZ8 ~16mgTH 5,

16.6 BHEDERZHIDEE

16.6.1 BigEEEEE
BHREETz#I BMEEEF 6 (IMFZ LT F= 1.5~
5.3mg/dL) K7 EL=V Y 8mg# | H | mIEHARK 7 HE:E
RO G L& 2 A, 5 1 HEARUHRS 7 HEHO RS IMEE
FRIEE1E8.ong/mLE O'17. Ing/mL. AUCe21%67.3ng-hr/mL
KUr154.5ng-hr/mL&é, 7THEH TERICKE ZEZR LN,
B 524 RIB O MR EE L 6 HERIZIE—EDEER LE
HIRREIE L2,

" Cmax Tmax tie AUCo24

BSEM (ng/mL) (hr) (hr) (ng-hr/mL)
EE 8.6:0.87 4.70.67 915131 | 67.355.81
7HE 17.1%2.08% 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 FHEREREEEE
BE - hEEOFMEREEFERTBRALSAICTEL=Y
Er 8mgar BEROKE Lz 25, 1ZITEBOMEHEE
2R LY EAT—%).

TR Cmax® AUCo-® CL/F
(ng/mL) (ng-hr/mL) (mL/min)
fFkrERE R 6.0 52.8 3152.542342.2
REREA 8.2 68.0 2345.241449.1

n=8. mean+SD. i) #fiFy
16.6.3 &

EiRE L EERE (65~84%) SHICTEL=Y ¥y 8mgk
1 H 1 EEAER 7 HEEGZEORS L2, B51HEK
U5 7 H B O & MR e SR 2 12 04 4R K
O3 28R, FEIHIE Z 2 N6 4R % 0868 AUCo x4l
ZFNZN107.0ng-hr/mLKE U242 .8ng-hr/mLTah D . Fm il
FEE, PR VCAUCuI7THBICERBICKRE ZEEZRL
7ems, HEARRBOMFERIEE L7 HEE TI3IE—EDE
R UERERRBISE L7212,

YILZDVEVBEIRIZEAEEL Lo h, miERY N
A5 F VBEIICmaxk TAUCH Z 2119, 2,051
L7219,

N Cmax™ Tmax tia AUCy®

BoE (ng/mL) (hr) (hr) (ng-hr/mL)
T UNAY F U BSR 1.5 (0.5) 1.4+0.9 2.3%0.6 4.6 (0.6)
TINATT 2.8 (0.4) | 1.941.1 | 2.7£0.9 9.2 (0.4)
TELZVEUHA i ) ) ) ) i ) i

n=8. meantSD. 1) AT (HHERROEERZ)
nB. TELZVEY 8mgek T FANAY F 2 10mgRIE TS
NAZF 2 10mgDPAKE TIE, MR 7 L=V EE
I EAEEIZ L, MEEFT L2 Y F 2 EEIZCmax
K UAUCr-BZFNZFNL.0fE. 0.8(5, MiEh SN2y F
BEIXEC<0.9, 1.0ETHh-7, [10.2 2]

16.7.3 JL—7)I—YI1—-REDEEER
BEZRABES Al (23~40/%) 7 L=V 8mgk &
L= —=YVa—RALEHICHERROKREG LA, K
TR L 72 5B& 1 # L CCmax CAUCIE F 212,505,
3.3 L7, [10.2 3]

BELZRABHICTEL=VEY 8mgaAKIE T V=TTV —Y Y 21— A THERD
BE5 L5 E 0 mEEhREARE

N Cmax™® Tmax AUCy24®
bk (ng/mL) (hr) (ng-hr/mL)
& 6.3 2.1 45.1

(5.6~7.0) (1.8~2.4) (39.0~52.0)

TL—=TT7 L= 15,74 3.9%) 147.9%)
Ya-—2R (12.8~19.2) (3.0~4.7) (120.6~181.4)

n=38. mean (5WEWEXME). #1) p<0.01 (FEIHT). ) #EAFH
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17.1 BERURLMICET 555
17.1.1 EREE MBEER

BAE - S EAREEMEEEZE2080ICTEL= Y 8 ~

lomgx —EEMEBIEICE D 1 H 1 [E12:8 R EEEO#%S L

7B OREER (NREGIEC) /ZHEEIE) 1372.6% (HIEAREEE KR

<BE83.4%) TH-7:17,

TEYLZ VU UBREHTCORMEAXBREE L. BMEERD

10.6% (22/208f31) \ & FREEEREE 756.7% (14/208(1) T&H >

Joo FERBIWERIX. ALT ER3.4% (7/208f1). AST L252.9%

(6/208f5). SEYE - SHEIE2.9% (6/208f) TH -7z,

#1) TFE: IR B mE (-20mmHgll &) R O 3R 25 m E
(-10mmHgbl k) # W7z 9HE . FHMmE (-13mmHgbl k)
w795 A 5 WVIE REER™ T - TH150/90mmHg
RimICREE L5 E

#2) FEEER - DEEHIME (-10mmHgbl k) & OHE5RE M T
(- 5mmHgll k) 2723154 H2WIEHIIME (- 7 mmHg
DLE) #i7-d5E

17.1.2 EPRERREER

“EEMRILEEB & OBE - PESERRIES M EERE =0
SELERBICBLWT, TE¥L=VE Y 8 ~lomgzikE5ash
TeT56BlDREFERIZT3. 7% TH - 72 (HIEAREEE &)Y,

17.1.3 EASIEEER

HESMEESRE 2 MR E LHEREBRETCOHENEEZE
TR ERIIL0.7% (26/3061) TH O, HEREZRHEIF
92.9% (26/28f1) T -7,




BWEARIRSEE X, BMEERA6.7% (2 /3061). HEKREEE
BEEN16.7% (5/3061) TH -7z 3B S NZZBWERIL. [E.
R 25BRE, 55 DEEENE3.3% (1/306]) Th-o7z.

17.1.4 EAS I1858R
BEHEERER S SITEREZNRE LIZBERRBRETO
HEANHEE S TREERIZ69.0% (20/2961) TH Y. HEAHES
FR<IBEIET4.1% (20/2761) TH - 729,
BWEARBHE IE. BMERERA10.3% (3/2961). ERKRME
EEEN3.4% (1/296]) TH -7z, RS NIZBIWERIX. RHI.
DEEREERENR3.4% (1/2961) TH -7,

17.1.5 EASE D+B5ER (RHEARS)
B - PEEARESMEERE Z6RIC. 1 H 1 ES2ZEM T
L=y 2 BMBE LR, BELLBREDRIESN
7o, HTEREEZ & OREIERIL87.4% (83/9561) . HIEAEE
Fr<IEE1E91.2% (83/914) TH -7z,
BIERFBSEE L. BMEERA.5% (9 /9561). MEREEE
HEEN6.3% (6 /956) TH-o7z. ERBIWEHITEIL AT 0—
WV ER3.2% (3/9561) TH-olzo

17.1.6 EASE DB 5% (REARS)
B - PEEARESIIEERE 2 NRIC, 1 H 1 ES2ER 7
Y=oy EhLTy AERAILANOBRER % RS L7z
FER. BELIBEDRPE SN, HEREZECEER
1376.7% (132/172451]) HITEARBE % B < 35E1885. 2% (132/15545)
Th-oTz,
BUWEARBSEE Z. BMEERA3.5% (8 /2286). ERMEE
EEEH14.5% (33/2286) TH -7z EHBMERIZLDHER
3.5% (8/228f). IREEL53.5% (8/228f1). ALT EF2.6%
(6/2286) TH-o7z
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18.1 1ERER
TEYLZVE VIR, LECaF v+ RIVIEFERICE DS, MEZ
RS EDZEICKVEEFERAAZRET S, 7Y D0KI 70
V=L ERAWEZREEEERICBLT, SH-= LYY
DR EIFES I 550%HERE (ICfE) RKUBHEES (Ki
fE) 1ZFnZFN3.InM. 2.1nMTH > 72 (in vitro)s £z 7
TV IFPIEREBEREZ Z I 0P (1 X),

18.2 [BE{ERA
BMEETLVEY (BMEERFEET v b, DOCARESIME
Zv b BESMET v b BEBAEEESMELR) ~00.1
WL 1 ~ 3mg/kgDBEFREOREIC L O MEIZHERERNIC
THL. ZOEAIZBRICEA L O/FRNTHO . HREICH
NTMABUCIZE A EEEL RITS a5 T,
F72. BMEBREET v b XUSBHEEMERND RIERE
BIZBWTHEE LIEEEAZR LY,

19. B ICRET 2EE2HAR

—f%  TENL=Y Y (Azelnidipine)

{bZ4 @ 3-[1-(Diphenylmethyl) azetidin-3-y1]5- (1~
methylethyl) (4RS)-2-amino-6-methyl-4-(3-
nitrophenyl)-1,4-dihydropyridine-3,5-dicarboxylate

73 1 CaHaulNaOe

FE8 : 582.65

O EEE~EHEOBREOM RN ETHRTH .
Iy —)b (99.5) XIIEEEE (100) 1T 9 <,
KITIFEA EWE T2\,
Iy —)b (99.5) WK (1—100) 13ttt zmrRs
7\,
ERBENVRO 5N S,
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AHENIHICEVEERTSHDOT, T IO —HEBIZELLT
BETHT &,

*22. %

(FEIW=ZIEVEE8mg [IG])
1008 [1088 (PTP) x10]
(FEIL=ZYEVEEI6Mg [IG])
1008€ [108E (PTP) x10]
1408 [148% (PTP) x10]

23. FENM

RVl BEAREESE 2000 5 16(2) : 191-205
AREHSIMEEREICB I 2EMHE (HLT 0y 7
20034 1 31 A&, HFERMIE ~-11-2)
MR EYENESEERE (58 8 mg)
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