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(E&E—Em$@kﬁ$m;bﬁm¢5:k BRZchts 200847 H 200847 H 2013426 H
BB (ROBECRBELENE) Pl
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*3. FHEE - MR ($22.5mg. $E5mg)
3.1 #R 6RELL ED/INEADHEGIZEE LTt 1H5mgZ B RWVE &,
i 4 7TAUTY Ui TLAOTY L VN =ERSE
oL 2.5mgl 1+ 1] 5mgl £ + 1 | 10mg[ A A1 | 8. EELEANEE
§%¢7AD‘°E‘ g%EFTAD V¥ IE%;TL EDA%E 8.1 [EEMEHICES DT VEPHLDND kz’)‘%%@“( i
B v v B v v A, \ N v =) . ” = 5( =
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FAauYEYEL(Fruv¥yEL|(7aav¥reL e e e oy oo L .
ARG AN Kb 8.2 AHI LML LB A < £ 50 1E B b 4B R 72 B AD e
BRELVT— A, BK) SBAEANT T A, T2 T T R0 DAL DT, AHAEG LRI MORRIEA & HITT 5 & &
et |V IVEEF RS AL AFT ) YBYSA YA, T 13 ARG MBICEET 22 CEEIRS 52 &,
Al OAT—A, 7 0T—)L6000. BRILF& >, HF N
o 9. FENERZHIH2BEICEATEE
3.2 SIFIOMLE 9.1 AHHE - IEEFDH 3 8E
bz | 7AOVECE | FAHVECR | 7AHVECR 9.1 1 BECMEDNEVEE
e 25mgl 1 A] | 5mg[4€4] | 10mglftA] CHEDSETS 5 BTN D 5.
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XD EES) B = AERIZBWT, 77 R L I L CRAR G- TRl IE D 58
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i%”‘#?\ [ AV
MOG34, B, 4F
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AL R 5 2 &SRO 5N TW5BHY,
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G OB CBAREO R T ZE L. ZFL O X
FHIEERE T2 28 b MR ARITT 2 2 e S
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9.7 \R
AR, HrE,
BRI ERERIT T L T v,
9.8 EEE
& (2.6mg/H) » S5 2+ 5% SEEICHES T4 2
Lo ~MUTEEDOBETEIITE L 2wve ENTWwD, KNE)E
BRI R AR <L IR EE R 2N R < 72 2 MEITASRED
LNTWw5Y, [16.6.3 &)

10. #EER
REOMRHI LT L U CHEWCHEERCYPSAID G- LT\ b
LEZLNTWA,

FUBSLZ6m R OB & L L
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FEEAERH % A3 2 3650 | BEIE/EH S M S 2 BIHEIC/EH 2 #m5 2
ENHD D, BENWHD D,
CYP3A4FHERH] I AaXA Yy ROV |\ RKEORHEBHEIIZ
IVAUYA Ty | WFTELEDOHHICK|HES N TR D%
INFTE A DL ARFIOMAFREED | 2515,
) hFEL AL OWEDDH S,
4 M aF I — V5
CYP3A47%5E7] AH) O I P FEAME T | AR F O A RAE S 1
V77 v VE (D BEWDH D, LR EZ M b,
TV =7 7)== V| KAAOELEERDPERS | 7L —T 7=V IZE
JVai—A NEBLINDH 5, F NG DARF DR
HAEMEEL., AH oMM
PEREDY LR B R
PAEZSND,
SUNARYF T YNAY F 80mg (| B IEAHTH %

WARKRROE ) & off
iz, o2y F
Y DOAUCHTT% LH L7
LOHERD D o

I &A= NS BEHIZE D #2714 R
DI HEES EF L. B
EESED Y 711 A AD
AERAPEBT 2820
W bo PRHEEZIZY 7
0 AADIMFE % €
=y —=L. LEZLLT
yran) s ADORE%H

KHl &y 7)) A ALK,
F & LTCYP3A4IZ X
URAWE =R (At s
NI/ n ) RV S
DR HE S B0
RN EZ 6N,

ByHI L,

11. BMER
WORMWER DD H5bILD NS DHDT, 5% +51247\0,
HEEDVRO 5N HE 113G 2 Ik § 5 7 @) e LE & 1T
;) \: to

1.1 EXAEER

11.1.1 BUEERFR CHEEAR) . FFEEBEREE. #E (0. 1%A0m)
AST. ALT. y-GTPO L% 1) IR ED D H b D
ZEDH D,

11.1.2 EFERERAE CHUEARIT) . MRS (0. 19%A4) . M/
B CHEEAA)

1.1.3 BZE70Ov 7 (0.1%KiH)
TR, D FCEOWHERDSH S5 b, I ENdH b,

11.1.4 HERERLARAE (BN IT)
A, B, CKEH., miRkORP I+ rar sy R
WHObNIGEICIE, Sk L, BYRLEEZITH) 2L,
F 7o, BERURRE 12 & 2 BB EEOSIEICEET L L,

11.2 ZOOEEA

0.1~ 19%Ai 2) 0. 1% A 2) S
. |ALT. AST® k| y-GTPL&R., #iH g7k
s AR AR R
ALP, LDH® |5
TEBRes (FFIEED 1 C 0 | B, BIAMIGE. T 30| 1Rk
(B, HEHRMAL BE 70y 7, [{lEk, O
) B, EAR| BB, Joth. AR
‘l:‘
K - [ DF v - 550X |IRA. Rk, KRS Kot AR,
AR B - BHE HEARGMEEAEIR
HAERR O AR . AL | . SRR R - k| B
LA L HEME R, OW
g% AR, B %
IR RESIRTTAE, AR, | BAENE. AR
R
W - | BUNES s LTF=v B IR (FhREE, PR
b RHBIR, WRERA . R |
b YE, bR & F R
MRS MiFa L A7 —)v 5,
it CK 5. i, HERIE.
JRAf 7R R
kY3 FIMER, ~NEZOV v, B M
MERD A HIMERR 0
KT
WBE |55 2. CARE., Joiiil| % AL, I
TBUE g5 M PERIE
1 GEFIZ X ) A RLE

EDBE L Clomgz &5 L2B 612, mWHETRED bz, [9.3,
17.1.1 2]
112) FEBUHRE (A GRS T

13. BERE

13.1 fER
BEORMMEIEICL), Y av 2 2E0E L WIEERT &
SRR 2R 2 A3 B,
F 7o, FELEMERIKIEAS, ARH O MRS 024~ 48KF ] 21258
HI22e0d5b, 2B, HEEE, CHAMEHEFETHOE L
7o RS (B OB BT E) S EN & 2 2L H 5,

13.2 @&
FER L MEEII R V. RHNIEEM
L DBERITHERTIE RV,
F 7o, RFRHEZIEER 2 %5 L2846, AFOAUCIE
99%i8 A L. ARFH2EER 2 CTld49%s A L7722 &2 6. ARF
P G RE OWIENHIILE & U CIEEREG PETH 5 & s
T35,

BEE D, B

*14. BHLOEFE

14.1 EZFANSFOEE
GEIRITREOIEHT A2, E
D E30H AT L 2 &,

14.2 EFZMHEOXE
PTPIBZEDHEANIPTPY — FH S ) L THRTT % & 9 15
$AH5Z L, PTPY — FOREKIZ LY . TRV TED A~
AL I3 ZILE B L CHERIT 255 0 i 2 A 0HE % 0F
BYLZENHDH,

15. ZOMOEE

15.1 EREAR{ER ICE D 155k
PRI S 2 T2 Wwds, RHN L5 RIS OAIZER A
IR (LN E ST BN L OWMEDVD 5.

16. EHEhRE

16.1 MFEE

16.1.1 BERSE
R A206IC7 20 ¥ v b LTl0mgk EEHS L 2o
maﬁ*i}%ﬁ{@’rmaxx Cmaxx AUCO*]aSt& Z}‘tl/ZLi\ %ﬂ%ﬂSOBﬁ
[ (P gefifi) . 5.84ng/mL CPIfiE) . 278ng - hr/mL CF31H) &
O35 1R CFI5ME) Th b . FREIN & B L 724 R, ARk T
H o729,

16.1.2 RIE#HRS
TEHE R N 661 CFI4E#33.5/6) 17 A0 Y ¥ v & LT2.5mgx 1
H1m14H B RERS L2 aoiiEh 7 402 ¥ B,
B 56~8HMRICERIREIEL, DBROFERIIBOOSN Lo
7oo WG H (14H H) D Crax X FAUCo~24nrlE N EF N
3.5ng/mL % 0%61.8ng - hr/mLC& V) . #E$% 58 (1.4ng/mL
K 1'19.3ng - hr/mL) DFI3ETH o 720 G-k, IMiFE e
FEEH L. B 5015 H H 12120, 24ng/mL & %2 5 727,

JRICHEH T 25 E 11,

*16.1.3 £MFHIEFMHER

(LAY E$2.5mgl1 &1 ])
7 AU U2 5mgl A A & VN A S §E2 Smg#x . fEE
WABTFICENENLEE(T 20 V¥ Y & LT2.5mg) K H
ERECH G- (7 0 A4 —N—3) L, iR 7 202 E Ry
BRIG IS 2 L7z o N7-3EWEIRE/ xS 2 — % (AUC,
Conax) 2D TREEHENT %47 o 7245 5. WHI O W21y F Sk s
FERRE NS,

B KNG G- R OSEW YRR/ ST A — &

HEINT A =5 BHEINTA—F

B4 AUCo-72hr Crnax Tmax ti/e

(ng - hr/mL) | (ng/mL) (hr) (hr)
Ff;ﬁk’ﬁz'k_’mg 57.96+14.69 | 1.85+0.34(6.7+0.7|33.29+7.99
JVNAZ $2 5mg | 64.83%£20.53]2.02+0.59|6.9%0.7|35.04%7.12
(Mean=S.D., n=10)



(ng/mL)
- 7 LAUTE EE25mg [1 41 ]
o 24T ]
i —O-  JWNAZ §E25mg
g: (Mean+S.D., n=10)
s 18
o
¥
o2k
~N
v
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Qﬁb
Y 06 [
i
Ji£
O Il Il Il Il Il
0 6 12 24 48 72
B G- HOREH (hr)

HLE FPIEEEIE ONICAUC, Coax® D /78T X — 70, WiERE ORI,
MEOFRIUAE - RS ORI L > TR DWW D 5,
(7LOYE$E5mgl1 1))
7 AuY Y EESmgl A v A 1 VN fEbmgx . MR
PBFIZFNZNIEE(T 20D Yk L Thmg) 228 e [A] e T
W5 (70 AF—N=1) L, MR 7 20 2 E ROV
BERE L7z SoNHEYEIRE/XT 2 — 4% (AUC, Cnax) 122
WCHRRHIIT & AT o 72459, WA O EWER RS EATTERR S 729,
FRAHN Ged SR O S BIE X T A — 5

Jﬂli}f{q:'fﬁ%?ajf ZﬁL:AUC\ Cmax%‘@‘@/\oi A — 57 Li\ %&Eﬁ%‘@%?ﬂ\
MEOFHLAEL - FERIEEOTERGIC L > TERL 2 WREMA D 5o

%16.2 TR

16.2.1 BEORE

R A7 40P LChmgk 7 0 AF —N—328 )
R T RIS IR OS2 8 O EE /T 2 — 5
WEBEZIEOONT, 72408 T ORI KIZTAFDOE
BII Db DEEZSNLW,

*16.3 9

16.3.1 MEEFREEE

v M MAEEE & OREERIZ7.1%TH - 7212,

%16.4 X

TBRPREMARIY e Fubey) Y U BROBRILL-EY) ¥ U
KR ZFDFRALBLT 2 21K TdH - 7219,

%16.5 HEt

16.5.1 FRep#Eit

fERER AN6BIIC 7 20 P ¥ vk L C2.5mg X id5mg % Hi IR 14
B U786 RPICREEE LCHRES N B &1/ <
WENOFEG®EIZE VT b IR R LTS 3% 5- 72 24185
FCICHGEDON3%., 1448 F TICH8U% TH - 720 T 72
2.5mg#x 1 H 114 H BEH5- L 7236 o b HEIEE 28 5B
HH6H HCIIITEREIREBIZEL, 6HHUBEOIA L) ORE
LR D R HERZ136.3~7.4% T > 72013,

5B o R (hr)

— T L HEHE 2012 MO 7 A T ¥ > 15meg & MR 5 L 7
et . "y ’ Bfr. #9120 B TS5 HETHED59. 3% R, 23.4%14
(ng - hr/mL) | (ng/mL) (hr) (hr) 7 . Pt " ©
T T R PR P JErb TR S 1, SRR T ORI BT IEO9% D R AL
[fx1] T as. U ST vem i RTH o720 EOMIZTEDW AT B2 (FHEAT— )6
J VN 2 §E5mg 146.71+32.834.28+1.12]7.0+1.2(31.25+6.23 B, INSREWICIET 20V E Y E Lo CEBERIZED
(Mean=S.D., n=10) LTV,
(ng/mL) 16.6 HENDERZEI5EE
5 L - 7AUVVriEbmg [1&4 ] *16.6.1 H%ﬁgpﬁ%%%
ﬂi o= ) VISR §iBmg B IFREZS B (Child 3 3HA ., B)oBlic7Taun v & LT
Dot (Mean=SD. n=10) 2.5mg & HL[Al¥ 5 L 72356 o I g BEHERS IF DN SR BhRE 8 5
a A= F R OEOE) Th Do BERAIIL L., 57280
Zo3r HOMPRENEEIZ LA L, tree AUCERREEEZRLT:
z WEEZIRD SN h o710, [9.3 2]
s 2F (ng/mL)
}I'/m 97
% e o IFHHERERS (0-5)
% s o HERA (n=6)
O Il Il Il Il Il Il Il Il m] 1 9 *D<005
0 6 12 24 48 54 60 66 72 =} ' Mean+S.E.
125 GO (hr) 205l ;
L& FPIEEEI ONICAUC, Coax® D /78T X — 1%, WiBRE O, 3
MUE OFFHUNEL - FERSE O RERG M & > TRZ 2 TREMED D % o <
(7LOTEgEIome[ 1 &1 ) o e
7 AUV Y CEE10mel A A J& 2 VNA 7 §El0mgE . BRI [ I , , , 2
ABFICZNZN15E (T A0 D ¥ >k L C10mg) ZE g i a6k 612 24 48 72 96 120 (B57)
M5 (7 A+ —N—) L, MR 7 209 E 0 XY OVERE BE5®%EMH
R WGE Lo 155 NZFEWBIE/ ST A — & (AUC. Cuad) I T . UG o
O\/‘/C'ﬁﬁ%fﬁg‘*ﬁ‘%??ﬁ 7':,{-?:1:%\ ﬁ%ﬂ@ﬁi#@?ﬁ’]ﬁ%‘léﬁ%ﬁg?é (hr) (ng/mL) (ng « hr/mL) (hr)
n7zo, FFRRRERE & B 7.2%x1.2 1.9+£0.2 104.0£15.5 | 43.0+8.0
B BHN GEHE G R OSEY B RE /N T A — 5 fREEERL AT 7.3£0.4 1.64+£0.07 68.1+5.4 33.3+£2.2
A X7 A= BE8T A=Y HHEERE n.s.
ﬂﬁ”% AUCo-72hr Crmax Tmax t1/2 Mean=S.E.
(ng - hr/mL) | (ng/mL) (hr) (hr) *16.6.2 /R
:f‘;ﬁ’f"ﬁmmg 264.41+58.99|8.87+1.77 |5.86+1.03| 33.83%6.86 %@Eﬁﬁ%ﬁ?énigyk Lfl?%'swz\qrn_g?ﬁﬁ LIL
L _ BHEFSEY BRI, 7)) 7T A CEISME)1E, 6~12i%
JIVINA 7 §E10mg 246.07+44.5518.81+1.08 [5.86+1.10{34.05+7.60 (34f1) T24 9L /hr. 13~175% (28f) T27 OL/hr & 5 X .
) (Mean+S.D., n=14) NCBI2HEEFBETH - 7219 GHEAT— %),
e PE) ANE A BV CORFI QK S U721 H % AT 132, 5mg T
-~ 7LAUVE U §E0mg [141 ] 5,
g% 1(; : 0= J UNA 7 $E10mg 16.6.3 =E
Tl (Mean#SD, n=14) LAE R LR R B 60 (B2, L4, FIIEMTI. T 127 20 Y
5 L Y& LComgkHal, JO8HMERS L%a 03 yH)
7 o6t BENT A= 5 ZEOEY TH Do G LIHE, HEREHE
Zost BN (6. F34ER22.35%) 12 L. Cmaxe AUCIE A EIZEfE
v RS Ll HEERED SN o7, ARSI
i 3 BAEZOMSEFR 7 20D ¥ BEIIEEE L) bR R L
o2 AL FONRY — VIIEEFICHEHULTBY) . BEFETEOER
L o | | | DHKT 2 ML & b o729, [9.8 B
0 0 6 12 24 48 72



A EITESE AR
HA G- | ARG | BRSO S-
Cmax(ng/mL) 4.24+0.08 |14.9%2.29)| 2.63+0.35 |7.51+0.32
Trmax (hr) 7.2+0.49 | 8.0£1.8 | 6.7%¥0.42 | 8.0%0.7
ti/z(hr) 37.5%6.0 |47.4*11.3| 27.7+4.6 | 34.7*2.7
AUC(ng - hr/mL) |116.9+8.4P) — 63.2%£5.5 —

Mean*S.E.. AUC : 0~48[H i
ap<0.05, Dp<0.01(vsldHiE)

%17, BRRAIE

17.1 AR ORSM(CET 255k

(S I EFE)

17.1.1 ERE DHEHE
72U YEYELTomgw 1 H1RISHE MBS 12, WD I E
A 140mmHgPl b % /R4 BE 30561 % B¢, 7Aar Y Y
v & LC10mgXid5mg#% 1 H1mI8:E M #25- L 72 & & I #A I
FEOXR=Z2F 4 oD@ MHEIX, 10mgh T
13.7mmHg® T, SmglECT7.0mmHgD I T CTH v . iR
WHRFTRY IS R R =D R STz,
FE R A R % & ORI OB RIE, SmeglTi3.9%
(6/154%0) 12, 10mgHET1329.9% (15/15160) 12380 STz EH
1 (10mg) 6 5-BE 2 iFAE S VB CREO H A1, 10mgHET3.3%
THo7:10, [11.2 2]
512, fkbaRERE LCHEM L 2EHRSRBCTTL OV E Y
L L C10mg# 1 H1MGls L Co2 MR H% 5 L 72, Ik A £
DR—=AF A4 5 DEEDFIEHEIL, 15.6mmHgDL T %
AL,

17.3 Z 0Ot

17.3.1 ERBMICRIFIHE
55 PR % A e L E R R B 4300 (39 LU 2> S 70/ L ) 127 4
V¥ e L TIHLE2. 5~5mg(—E OGN 127 . 5mg T TH

i) Z 128 BEG L C ORI L A SRR G2 r o 7219,

*18. FERHZEIE
18.1 {ER#FF

MR D B AARLFIE S V27 5 F v ¥ RV IZHRRIGIZHE & L.

HHENNDCa> DA Z WA S5 2 L2 XD AR KR
M OFEH 2R S5, 7V AEPVUWERH O S BULESE
THhO. FHhWTh b, Fro, CHHRIMEMRIZE <, mEER%E
LD 5N T 51219,

18.2 BRE1ERA
AR MUERREE 7V (RILT HARSERE 7 v b BT A
R)NTBWT, B[R G CIUE T RO ZEBLASR IR T1EH ik
B@RWZ EDPROLNTED, kG THMEORB L %
WIEDROENTNDHX,

18.3 mIMEICHE S CINEREENDER
BRI EDahl 7 v M7 A0 Y ¥ Y 210D, L ST

5T XX AR D M b A O B EIIR O KA

T4 7)) YIRS OMERE DI S Tz,
WA ERESIITE S v M7 a1 Y ¥ 2 3mg/kg/ H % # ik

595281280, MRS OEF K OEGRIRDZED bz,

F 720 D OMMEL, BORIEMEEIIR I, SRERFERBALE, IR
S ZEMREE OIRE O ZEA L TS (B & 720 220
18.4 Husk OAE1ER

T v MO BT BRI/ B R o O PR % 38
N7FER T AT Y Y VRS BRI T O o
AR AIEHE S v, #HKRN CaZ* & OB 2SIl S 7z FHALN
ATPER O L7 F ) YEEoRE b RME S, O REE
ﬁﬁi)ii_\‘ é hf:o

T IMERE TG ORI BT e g dp/d fe O 2= A
KT L. OHEBEEHER LA LD 2,

19. FRERSICEEY B2 ER

W4 0 7 A Y Y AN Y OVEERE (Amlodipine Besilate)

. 3-Ethyl 5-methyl (4RS)-2-[ (2-aminoethoxy) methyl]
-4~ (2-chlorophenyl) -6-methyl-1,4-dihydropyridine-
3,5-dicarboxylate monobenzenesulfonate

G 0 C20Ha5CIN20s + CeHgsO3S

1 567.05

¢}
HSC/

©/503H
; cl
©/ T UG R A

R ARRIAE~EARORSEOR R TH 5,
KEplE A 7 = VIZHEITFR T, 8 /=)L (99.5) 12
RREITIZ L KITHEITIT vy
ARERD A F 7 — VT (1—100) IHEEMEZ R & v,

B $9198T (431R)

f

%22, ‘A3

(ZLOYE 2. 5mgl1 1))
100$E[10$2 (PTP) x 10]
1000%¢ [10% (PTP) % 100]
5005 [T (¥ )]

(FLAOYE#ESmg[1 &1 1)
100$E[10$E (PTP) x 10]

10003 (108 (PTP) x 100]
5005 [T (K 2)]

(ZLOYE #I0mg[ 121 ])

1008 [10%E (PTP) x 10]
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HHERE (7 20 Y U EE - ODEE. / VN R 7§ - ODSE -
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7) MEJEHIEA L BRREESE . 1991 1 7(7) : 1407-1435

8) FPVERL - I R SEE SR ($E2. 5mg)

9) HWNER - AW R ($E5me)

10) #EPVERL AW [ S 3R ($810mg)

11) (VLREURIZ A © 3 LR, 1991 5 19(7) © 2933-2942
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