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2.2 RFIDORKF IR UBEEDOBHERED H 5 B

2.3 7V -ILVRAEREA BOAL EHAD (F b3y —
U, 33aF V=), ZNaAFJV—=)b, FAT)LIaFJ—
L, AYaFyV—)), HIVFa 57 —FHEEH (U b
FELEEHA. XV T4 F L, THYFFEL, &K
A7 T UFEL, FLFELEFEA), AT 27 Y
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3. #8mK - R
3.1 #R%

- TEIL= IV U EE8ME TEIL=IVE UEElomg
i [ri77] [r377]
BRI (BR) 7E¥r=2E> (BR) 7E¥r=Y¥
(18E+) 8.0mg 16.0mg

BREILO—A, AL AT—AHILI T L, EKEBHEEL R
X 7allella—2, A7)y, RYYILR—}
80, MEEKTI A, L FuFFubiltilo—2, X
S e AN

3.2 EHEIDOMIR

INIA

Wiz 4 TEN=ZVE U EEmg TENL= VU EElbmg
ot [ri77] [ri77]
[ESTN WEEHEOERRA D OFEE
" A
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EfE 7.1lmm 9.lmm
Es 3.3mm 4.1mm
HE 140.0mg 280.0mg
Al — R NC A8 NCP Al6
4. REEXIFHR
=IERE
6. FAENRUHE

WHE. BAIETEL=VEr & LT8~16mg# I HIEE &
BEOKET 5, 2B, 1E8mgdh s WITHEICEHE,» S
SaEL. ERICKVBEEEET 55, 1HEKI6mgE T
9%,

8 EEBEZKE@/EE'

8.1 WLy LB ORE2EICHIELZE &, ERYPE(L
LTDEBIPRE SN TVWEDOT, RADOKELZHET 2154
BRZICEET AL, $72. BEICEMOIERZ LI w
HAEFIELAEWESICERT ST &,

8.2 TNICEBEDMERTZREITBEINNHLDT, TDX
IR EIIE IIRE T 270 EHEYI L LEEITO &,

8.3 BEEERICEDSDLDEFVWEDNHOLDODNEZIENH DD T,
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R R O GEROEESRO 5N TWb, IR
BEICB VTR R O3 REROERSRO 51T
%o [2.1 ZHE]
EE R
BB LOFREROBAREORSEEZER L. HIALOHK
FUIFRIEZ MR 52 & BIEER (T v b)) THITH
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%Iﬂu%
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10. #EE{EA
AANZ, EELTF 70— 4P450 3A4 (CYP3A4) T
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A48T 3FYV = )L AUCH2.8EICLRAT | T ANERT SHEE %
(A RUYV—=L), 3BT EPBESNTL NS,
aFV =) (71|,
U—"F), 7Lar
V=)L (YT ILAH
MNP %=0
V= (Fav7).
RVarv—n (7
47V R)
(2.3, 16.7.1 Z]
HIVZ w77 —EHREA | A HF O /E R A 5 S
UMFELEBERNLIBENGH 5.

Bl (/—¥7. AL
FF). RILT 4 F
EL (€527 ).
TYYFEL (LA
TH YY), KRAT
YTLFEL (LY
7). YLt
VERHA (VY
2%, FLyary
7 A)

a2y MEEEE|
AZYEIR, v
I e N e |
[SE7 S

[2.3 ZHE]
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BENDD B BE
7 N Mt O B FE A
H BV IERA 2 B E
ERCReR

ERARAN=ALDR S
FE RO IC & 0 23
ERPHERE N2,
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Y IF% ¥ dOCmax
M1.56%5. AUCH'1.3
BicbRT A2 EN
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r7sy2avA v
%

ARIOVER RSN
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VIUNAREYF LD
AUCH2.0f&IC EF S
HIENBESNTL
%o BN HIUIAKH]
XIET Y NRTF D
B5ehiby 5 &,

s OEHIPCYP3A4
EHROMNICHET 52 &
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VAMERTHEEZEZS
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S ruARY » AE LI n 5 0 FIERT ST &,

R VTEY L ZE#H [AlOERDERE N2 h e 0 7CYP3A4
IFEIRA, SBLINDH 2. B BHAMNICHET S &
NE VA VAN BEFDNIAF 1k, HEOZYTS
[NUNAVA N INSOEAZHE L ANSBETTZEEZE

EROEM - BifaRLEY |[T2 T Lo N5
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& R2¢u s V| RRIOERAPERSN O b= Y ZEEEN

fizer) HBENN DD, BE| U7 FAREO MERKET

BHIUIRFNZRED | (EFH A0 EEH % B
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V77 ¥y KENDOER PR S| 6 D EH R BB
VA= N hebBEhdds, |[EFEERICLD. K
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AH O M ED -
Byl enREsn
TWb, EEERDE
BENABENDH S
ZEMH. REIDIRA
FiRIL—770—
Ta—AEFALEN
FOFEETHIL,

TL—FTN—Y D 1—
AW EEN DTN
CYP3A4IZ & BARAIDR
HWEEEL, Z7VT7 I~
ARBERESEE-HDEE
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1. ElfeR

ROBWERAH5DNDH I ENHLHDT, BEZ+IIIT
W, BEPRD NGRS 2 RIS 5% ST
WEZITH &
1.1 EXGEIER
11.1.1 FFRERERRE A, BB (BHEAH)
AST. ALT. v-GTPO EREZMH S FRERED H

5bNAHZENH S,
1LL2§§7FW7(ﬁﬁﬁ%%ﬁ%&(ﬁ%ﬁ%%ﬁm(ﬁ
AN

HEV, SS5DXHDERPHOEDONZEIENDH S,

1.2 Z0ftDEHER

1~ 3% 1%k SRR
MBHE TORE. BB M RAE, SeimdmE
RIS
KM B FEHER |1B< 56 A A5DRK
R x, HFL
HIbER & B, B, B
. R, AR R,
RN
TEBRER R, EEEAL. 3
h
ki3 IFEEPRIE 2
g |ALT_ES. AST|ALPESR. 8V L |y-GTPLF. K # 4
FH. LDHER BV R B2E
IR R BUNL&., RETH|ZL7F=> kR, SR
N
Z M |FREE A BaLAFO—)LER BRI, BER (3
CKLEF AU LR B SATRE) ., T,
HITLMETR LU, FLUBEAK™

F) B7LT I VMEORETEI DR T,

14. ERALOER

14.1 EFZHHROER
PTPRIZEDHEAIPTPY — bSO H L TRAYT % &
SIEET B L, PTPY — FORBEMKICE D, BLHA
DEEMBEARA L, B3 2B L THERRZSE
DEEBLAMEZHET 2 EPFH 5,

15. ZOMDFR

15.1 BRERERICE D < &R

15.1.1 WERBERZRIZAS »TldaWwWA, RENC K BEEHISOH
BE, DAL (DEMES) Aaon-EDR
EBDH 5.

15.1.2 CAPD (B #EhIFRIZIEENT) HEITHR D BE OBENTHE
BAHEBTAZEDPRESNTVWSOT, BEAEE
DOEHNCEET A L,

16. EYERE

16.1 MOEE

16.1.1 RiEKRS
TR R A BHfIc 7L =Y ¥ $E8mga 1 H1[E7
HREEGEREOREG L&A, RaMifriEEIcsE
T AHHEEIE2~ 3R TH D L FEIHIF 19~ 23K/ ThH -
Too 524 MO MAEFEE L. HE52HE»5131F
—EDEZRL. PP ICEFIREBISELRLY,

TN I EE8mg x| HIE7HMEGEZEORE (BR%RS)

L7235 E O MEERRE(LARE

= | | Cmax | Tmax ti2a ti23 AUCo-2
BSRBSAR omy)| o | o | (w (g hr/mL)
8m IHE |11.8+1.4/3.2£0.3]1.3%£0.2{23.1+8.1| 59.7%+6.9
& 7THE |14.7+1.6(2.2£0.3]1.0£0.1(19.2+2.2| 81.6+£13.4
n=6., mean=*SE
16.1.2 BERS

BE - PEEARESMEEREHSICT L=V
SEBmMg A FAIRBEEREORS Lz 25, BEllEEH
BEICHLET 5 RFRIE3. 70, Cmaxl39.4ng/mL,
R (—AE%E) 136 1. AUCo21366.5ng - hr/
mLTdH 57, MFFEEIXBREZBAERBEDO LN
L&z 6NN,

16.1.3 EYFHEISEHER

(FELZ=IEVEE8mg [T=T7])
TELZDEUE8mE [ I 7 7] &hv7uay JiE
8mg#. Y UuAF—N—EIcLDEhZhIsE (FEL
Z VKB &L T8mg) BERASTFICHAREREO%
SELTth#EFR 7LV BEZEEL, Boni:
EMEE)NT X —4 (AUC. Cmax) 2DV T0%E
FE XS TR AT 21T - 7245 . log (0.80) ~
log (1.25) OHENTH V. WHIOENZENE S
RsnizY,

HE S5 A—F BE T A—F
AUCo-4s Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
FEL=UPY
§88mg  |40.935+12.250|5.515+2.460(2.67+0.73|9.82+2.49
[r377]
7”;%78”"7 37.558+11.166|4.852+1.793|2.81+0.55(9.87+3.45
b mg

n=18. mean=*SD

(r;g/mL) n=18. mean+SD
—e— TNV UEE8mMg [ 377 ]
--o-- AL Tuv7§E8mg
i L
i 6
h
7
£
Loo4 LT
z h
5 1 1)
A
o 2 :¢ AN
0 &~ | - | I ]
0 10 20 30 40 (hr)

R ]

(FEWZVEVERI6ME [T 7])
FEL= VY Elomg [ 277 ] EALTay viE
lomgk. 7O AL —N—EIL &) ZhZhlsE (7
L=Y¥reLTlomg) BERASTFICHARERD
BELTHEGF 7LV EERZREL, S50
ToHEYERE)S T X —% (AUC. Cmax) 1220\ T90%
EREXEEIC CREHENT 217 - 7248, log (0.80) ~
log (1.25) OFENTH D WAIOENEHIFESEME D
HRanEY,



T A =% BENTRA—Y

AUCo-4 Cmax Tmax ti
(ng - hr/mL) | (ng/mL) (hr) (hr)

FEL=ICY
$iElomg 91.341+24.391|11.510+4.654|3.15+0.89/10.38+2.69
[(r377]

PT84 421+22.292|10.196+4.160|3.05+0.63| 10.86+3.19
$El6mg
n=20, mean*SD
(1n6g/mL) n=20. mean+SD
—e— TENL=VEUEEl6mg 7377 ]
14 L --o-- A7 uviElémg
i
E
h
7
v
L
:;;
g
<
#
%

|
0 10 20 30 40 (hr)
e fH

MErEEN NICAUC. CmaxZEn /85 A —7 13, #
B O, (KR ORI - RS ORBEMFIC X -
TEZHAHENEND 5,

16.2 DRUN

16.2.1 BEDE
EZ AR 7 ¥ L=V 10mg% 28R
B L7 & ZCmaxBUAUCH- 3 BEBEE L B LT %
NZN38%RKVEI%TH - 7Y,

16.3 910

16.3.1 EBREEER
TYILZIY Y Din vitroD MEEEFREERIZ90~91%
T, EIYREAICIEBERNICEST 5%,

16.4 {35
FE 4 RBEAITNER O TH O, CYPIA4IZ KD Y
b Ry Y UBsBbsnss?, [10. 2]

16.5 HEtt
BEZRABEAFICC-7E L= V¥ vdmegx BEHE O
BEL-ECA, BERTHE TORRUERADKRZS
AT REHE R, R A526%. EHA63%TH - 728 (4
BEATFT—%),

) AEIDOAGEHEIZIHIZ8~16mgTH %0

16.6 FEDERZRI DEE
16.6.1 BigpEEEEE
BT &S S ILEERZOH (ME 2 LT F= 1.5
~5.3mg/dL) IZ7¥ L=V E8mg# ] H1EE &7
HEEGEORE LA, HEIHERUHSETHE
OE AR EEE8.6ng/mL& U7, Ing/mL. AUCo
1367.3ng - hr/mL& U'154.5ng - hr/mL&, 7THETEE
ICRE R EER LI, BEURMZOMEEHREIZ6H
BLFZIE—EOEE TR UEFRBISGELY,
n Cmax Tmax ti2 AUCo-4
BSEE | emb) | ) () | (ng-hr/mL)
IHE 8.6x0.87 | 4.7+0.67 | 9.1%x1.34 67.3+5.81
7HEH |17.14+2.08*V| 3.54+0.56 | 19.7+4.86 | 154.5+17.79*)
n=6. mean+SE. #1) p<0.01 (paired t-test)

16.6.2 FHEREEEEE
BE - PEEOKEREESE RORRAZIGICTE
L=V EE8mgax BEREO#REG Lz &2 A, 13I1FH
BoMmEEREEREE 2R LY (HEAT—).

W Cmax™® AUCo-" CL/F
(ng/mL) (ng - hr/mL) (mL/min)
iR 6.0 52.8 3152.5+2342.2
(359N 8.2 68.0 2345.2+1449.1

n=8. mean=SD. 7¥) &{AF
16.6.3 SHnE

i EERE (65~84%) SHICT7EIL=I ¥ 5
8mgx | HIEFAEATHEEAZEO®RS L&A, &
GIHBERUHEETHHORE MR E R ERRE I 2
NZN4 AR R O3, 2888, FIREH L 2 216, 4RERE
K U8.6/F . AUCould 1 £ 1107.0ng - hr/mL%
U242.8ng - hr/mLTH . \mMEFIRE, FEH
FEOAUCouITHEICERICKERMEE R LM, #
BB R%OMSBEHEEIITHE X TI2IZIZ—EDfE%
RUEEREBICE LY,

Cmax Tmax ti2 AUCo-2
RSEN (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
7THE [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 FS>3FV—=)LEDHBEEA
B2 ABHEBIC 7 ENL =V 5E8mg KR O A T
a5V —L50mgEFRBE L&A, MEEFT7TEIL
Z ¥ OCmax Kk UCAUCIT B S ICHEE L TEh
ZFhl.6fE. 2.8 Ic#EmL 7, [2.3. 10.1 ZH]
N Cmax™ Tmax tiz2 AUCo-™
BSE (ng/ml) | ) | () |(ng-hr/mL)
TEL=UC §ER|12.3 (0.4)]2.950.6 | 8.7+1.9 | 61.0 (0.4)
jt@i;;gijﬁ;%§197(02) 3.6+1.3|10.0%1.6| 170.9 (0.2)
n=8. mean=SD. ¥) AT (CHEEHEEOZERZ)
16.7.2 HMG-CoAZTEsREEEI & DHEER
BERZBEABESHIC T ¥ =V ¥ E8mgk 'Y ~
NAEF 10mgefAKEG L&A, BMRS5IC
HELTmER 7LV EERIZEAEELL
o leH, MR N ZAY F VBEIZCmax kD
AUCHZNZN1.965, 2.0F1c8mL 7z,
N Cmax™® Tmax ti2 AUCo-™
#I® (ng/mL) (hr) (hr) | (ng - hr/mL)
SUNAS T ER [ 1.5 (0.5 | 1.4+0.9[2.3£0.6 | 4.6 (0.6)
;éiﬁii;ﬁ%ﬁm 2.8 (0.4) | 1.9+1.1|2.740.9 | 9.2 (0.4)
n=8. mean+SD. &) [T (EEHEEOZERZ)
BH, TELZYE8mgE T PN AY F 2 10mgX
&7 I N2 F 2 10mgO PR E TIE. mEEFR 78
ZVEVEEICZEACE LR L mEEFT ML
A7 F v EEIZCmaxl AUCo-725 F 112 1 1.0f%.
0.8(%, MEEFRTINAYF 2 BEEIZRELC<0.95. 1.0
fETH-72", [10.2 ]
16.7.3 FJL—72)I—Y Y 21— EDHEEER
TR 72 BN BAESHI (23~40/%) ICT7 ¥ L=V ¥ Uit
qmgx L —TT7 )N —YVa—R&EBHICHERROR
L7z 23, KTIRALZGEICHE L TCmax kU
AUCIZZ N2 N2.56%.3. 31 L 729, [10.2 28]

BEZRABEICT YLD d8mgE KX 7L —F7
V=YY 2 — A CHEREORS LBa O mEERRE L kEE

s Cmax™® Tmax AUCo-24%

ke (ng/mL) (hr) (ng - hr/mL)
& 6.3 2.1 45.1

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

TU—=FTN— 15.7%1 3.9 147 .97
Jai—2R (12.8~19.2) (3.0~4.7) (120.6~181.4)

n=8, mean (95%FEXMH). #1) p<0.01 (FESHT). 1E) R P
17. BRIRREIE

17.1 BHUERURESMEICEIT 255
17.1.1 BN MEHEER
BOE - PEEARESMEERE208FIC 7T L=
v HE8~ l6mgx —E M HEGEIC & 0 1H 1[0 12:8 i #
BRI 5 L7z ROBER (REGIR/FHEGIE) 1%
72.6% (HIERBEZ R 5E83.4%) ThH-7'9,
TENLZVEVERGHTORIERRREE L. Bt
HRERA%10.6% (22/208() . 5 PR %2 B 2 £%6.7%
(14/2081) Ta >7z. 7z @IERIZ. ALT LA3.4%
(7/208051) . AST E52.9% (6/20831) . S5 - SHE 2. 9%
(6/208f) T o7z
#1) T DE#BH M E (-20mmHgBl b)) & OV955R 81 1 £
(-10mmHgkl &) #7954, FHMmME (-13mmHg
k) #3858, »5VIETRERYTH->TD
150/90mmHg A 12 B L 7235 &
#2) NREER  PGEIME (-10mmHgl b)) K OHEER A M
E (-5SmmHgbl ) #7956 5 WIEFHME
(-TmmHgBl k) %735
17.1.2 ENERRAER
_EERNEER Y GOBE - PEEARYE S M EE
BEEZMRELEEBRICBLT, TEL=VE V888~
lomgz %5 & 7= 756BI OREERIZT3.7% Td > 7= (4
ENREZ &),
17.1.3 EASE MBS
EiEmIMEERE 2R & UK AE TOHE
TREZ & LM ERIZ6.7% (26/3061) TH D, HEAR
BEZ PR <IHE1392.9% (26/286) TH -7,



BIfFFISEBUARE IR, BMERERA6.7% (2/3061). ERR
MEERFEP16.7% (5/308]) TH-o7. BHSNIE
TERE. (R, IR 2B BRI, 556D SBENE3.3%
(173061) TdH -7z,

EPSE I 485HER

BRI S 2 M S EERE 2 R & U7 B R ERAR
B TOHENEZ & CREERI369.0% (20/296]) TH D .
HEARBEZ bR <IHE1ET4.1% (20/2761) TH 72",
BIPEFRRBUERIL, BtEAER10.3% (3/2901). ERIR
REEREA3.4% (1/290]) ThH-o7 BDHOLNIZENE
FAIE TR DB ERE RS 3 K:3.4% (1/2961) T -7z,
17.1.5 ERE IEHER (REIRS)

HBEAE - PEEARRM S M EERE 23502, 151[E52E
M7 YLDV e B S Ui R, ZE LIZRE
ZIRMFS NI K ERREE & TR ERI387.4%(83/95
B\ FIEAREZRGE1391.2% (83/9161) T -7z,
BIEFRFEBEE L. BMEERA9.5% (9/9561). K
RIREERE 56.3% (6/9561) TH -7z, EEIEH
I VAT a—L EF3.2% (3/95(1) TH -7z,
EAE IEHR (REARS)

BE - PEEARES I EESE 2 4RIC, 1H1ES2
BET7 YLV EUEEE AT LETRAILNOREE
Ale ARG LR RELLREEDRPEON
7=, HIEAREEE & TREERIIT6.7% (132/17201).
HEARBEZ IR < FHE1385.2% (132/15561) THh -7z,
BIfEFZIEE L. BIIRERA3.5% (8/228() . E
KRB ERE H14.5% (33/228%1) T > 7z. E7sH|
PERIZLDH E53.5% (8/228f) \ FRER L53.5% (8/228
Bil). ALT EF2.6% (6/228() TdH -7z

18. EFEIE

18.1 {ERER
TEIL=ZY UL, LEICaTF v xR IVIEHRERICED X,
MEAIRSEDZEICIVEEERAZRRT 5, 7%
DI 7 uY — LR AW ZAEREEERICB W, *H-
Z LYV ORENEEIHT 250%HEERE (ICs
) K OTHEER (Kiff) 1ZZF1nFN3.InM.2.InMT» >
722 (in vitro)o Fi-v TEINZ D UL EEER)
HBEZIFII< WD (1 X),

18.2 [RE(ER
SMEETLVEY (SMEERRET v M. DOCARES
MEZ Y b, BESMET Y b, BEBSEEESER)
AD0. 170 UL ~3mg/kgd BEHEOHREIC & 0 I3 &
REFICTBEL. ZOERIIBRICHEE LI OFERNTH
D, FEEICHARTCMABICIFEA R EZ RIZS 2D 5T,
Fio. BMEBRREET v N VTBESMERANDKE
BOBEICBWTLRE LEEER 2R LY,

B CRT 2 EBEFHHR

— LR 7E L=V (Azelnidipine)

{b24 : 3-[1-(Diphenylmethyl)azetidin-3-yl1]5-(1-
methylethyl) (4RS)-2-amino-6-methyl-4-
(3-nitrophenyl)-1,4-dihydropyridine-3, 5-
dicarboxylate

73 CuHuNOs

STE :582.65

R | BEE~FHEOBREOHRUIREECH R THS.

I —)b (99.5) XIZEEEE (100) 1TV 9 <,

KICIFEAEB T 2w, T4 —)b (9.5 BR

(1=100) I3 fEHMEZ RS LW MERMBEN RO 5N 5,
{EErEER

HsC

17.1.4

17.1.6

19.

H
N
o I

MC’
113 T do T O
NO, O B OB Rk

NH,

HsC

20. BBV EDEFE
AAENIHICEVEFEETH2OT, 730 —FAEZIZEL
LTRFETHI &,

22. @&

(FEWZIEVE8mMg [5=T7])
1008 [108 (PTP) x10]

(FEILZVEVERI6ME [5=T7])
1008 [1088 (PTP) x10]

23. FEVHL

FREJERFIZ A« BRREESE 2000 ;5 16 (2) @ 191-205
AEEM S TRERZICB T 2EWEE (HLTay 2y
$iE 1 20031 H31 &R, HFEERFEA-T-2)

AR 27 7 A& EMFNESEICET 28R
(HAER

FREYEITIZ - BERESE 2000 5 16 (2) : 179-190
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