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ERELO—Z, ALRXAO—AHILT L, EEEEL N ’ Rt
— e N S v 98’%ﬁ§%*@“:bt“ RABIIRIEL Tzl
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80, BEMKIAH, e FoF S uitilo—2x, &
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Bzl ERICKDBEEERT 52, IHERKI6mgE T
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EFEE. BEEOEREREEL M B EBRIET 2RI
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BT, —RIGBEOEERZFE LI ZVESN TV S,
MEEENR 2BZND D 5.

10. {BE{EH
KENZ. EELTF b2 a—L4P450 3A4 (CYP3A4) T
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HA % FRARAEIR - FEESH W - fabERF
DTFO7YV—VRRE|7E¥ L=V 8mg| s DEAHCYP3AS
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4 bF3F YV —50mg? LOMAICK|TIABERT HEEL
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L (797 4))
[2.3. 16.7.1=H8]
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BN ER R RSN S, ) E7 LTI VIEOEE TEI DT L.
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&
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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
WERanizd,

HENNTA—F BEISTA—F
AUCo-4s 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
[r3277]
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)

e

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 RBEALE NG R OB TH D, CYP3A4ICKD Y
Ry Y rRSBbsnss”, [10. 2E]
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 =&

EfEMEESRE (65~84%) SHICTEL=V VY U
8mg# | H1EEAEZRTHEEGREORSG Lz &2 A, #&
51HBROHRETH B O RE M4 IEE R E R I 2
NZNAARFE K O3 205 FEER IE 2 216, 45
T U868 . AUCo2uld = 1 #1107.0ng - hr/mLK&%
U242.8ng - hr/mLTH O, meMEHEE, i
NOAUCouZ7THEICEEBICKRERELZR LD, &
BABR B oMETEEIR7THE X CILFIF—EDE:
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 K UCAUCITEMZSICHELTZEN
Zhl.6fE. 2.8f[IcEMmL 7, [2.3. 10.1 ZH]

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. ) (AT (WEEHEEKOEERE)
16.7.2 HMG-CoAETTEESRIEEH & DHEHEER
BEZRABESFICT L=V U 5E8mgk Ty
NA%F10mge HAKEG L&A, BHEREIC
HEL TR 7ENL=VEVBEIRIFEASEL
m o iz MRS UNAY F VBEIECmaxk O
AUCHZENZNL.OE, 2.0f5IC8mL 79,

)
o Cmax

(ng/mL)
TUNAYF B | 1.5 (0.5) | 1.4£0.9]2.3£0.6 | 4.6 (0.6)
SIUNARYF U+

A 2.8 (0.4) | 1.9£1.1[2.7£0.9| 9.2 (0.4)
n=8. mean=*SD. ) Tty CHEEHs OEERZ:)
"B, TELZIE8mgsE T FILNZA Y F 2 10mg N
T INAYF v 0mgO MRS T, migEh 7L
ZVEVEBEICZEACE IR L mEFT PLA
A5 F B EIZCmaxk CAUCo« A Z 1L Z 11,015,
0.8f%, MiEH 7SN\ 2%F BEIZRC<0.9%, 1.0
fETdh o729, [10.2 ]
16.7.3 JL—=727I—Y I 1—AEDIEEIER
TR e BN B (23~40m%) ICT7 L=V U §E
8mgx /L —FT7 N —YVa—REEbICHERROR
B2 A, KTIRAE LEEICHE L TCmax kDt
AUCIEZZ N2 N2.565.3. 312 L 725, [10.2 28]
BEZBABEICT YLV U 58mgE /KX IE 7L —T7
V=Y 12— XA CHREREORESG LIZGE 0 MmERRELARE

ti2

(hr)

Tmax
(hr)

Cmax™®
(ng/mL)

AUCo-™*
(ng - hr/mL)

ti2

(hr)

Tmax
(hr)

s Cmax™® Tmax AUCo-24®
i (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—=FT7 )= 15.7%) 3.9%) 147.9%)
Jai—RA (12.8~19.2) (3.0~4.7) (120.6~181.4)

n=8. mean (95%(EHXM). #1) p<0.01 (FEGIHT). E) HfEFH



17. BRPRREIE

17.1 BZERUREMICEAT 2588

17.1.1 ERE D855

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 DM EZRIZT3.7% TdH - 72 (¥

ERGER &),

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,

17.1.5 BN IEHER (RERS)

BE - PEEARESIMEERE 2 0RIc. 1H1E52:E

7 EN= IV B G LR, B LIZREE

BRI SN0 K EREE % & Lo 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

FlZHRAEES LR “ELICEEMREIEON

7220, HIENEE & & Tl ERIZ76.7% (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. EZNEIE

18.1 {EFAER
TEYNLZIE I, LECaF v x VIETRERICED &,
MEZWRSE R LK VBEEEREHRT 5, 74
DI 70y — L% AW SAEMEAEERICBWT, SH-
Z R LYV ORBRREEIINT B50%HEEE (ICs
&) R UPAEEH (KifE) 1372 213.1nM.2.InMTH >
722 (in vitro)o Fiov TEILZ DY UL R ES)
BEZIFIZ< WD (£ X),

18.2 BRE/EA
BMEEFLEY EIMEBRFES v b, DOCARES
MES Y b BUESMES Y b, BEBRESESIMER)
AD0.1%0 U1 ~3mg/kgDBEREHR 52 L D IEIZHE
RIFRNC TR L. ZOERIGBRICER L OFEHRNTH
D, FHEICHANTOHRICIEEALCHELZRIZS P57,
T/, BIMEEBRREET v M XITBEESMERANDKE
ROBEICBVWTHRE LLEEEAZR LEZY,

19. BN ICRET 2EZHER

— B - TEL =¥ (Azelnidipine)

{b2#4 : 3-[1-(Diphenylmethyl)azetidin-3-yl1]5-(1-
methylethyl) (4RS)-2-amino-6-methyl-4-
(3-nitrophenyl)-1,4-dihydropyridine-3, 5-
dicarboxylate
C33HN4Oe

17.1.2
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