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3.2 SIRIOMR EH . BAICIET A0 VY &L Tmg R HIEROES T 5.
Was | TLRVEVE | TAUVEVE | 7LUVEVE %8, FERICIS LEEREY 5.
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9.1 SHE - IEEEDHZEE

9.1.1 BEICMEDEVESE
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9.2 BikgEEEEE
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FAORERNPEEABENDSDH 5. AFIEFEICHFTCRESNS -
& MAEE I O ER K O i - R i FERE (AUC)
MWHERTEHIEND 5. [11.2. 16.6. 1%08]
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9.7 INRE
EHAEAFER, HAER, LRGSR RIEOHIRZNRE L
PRERER X SEHE L T L7,

9.8 SfE
EHE 2.5mg/H) 765 %MiRd 2 u CEEICESET AT &,
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BREEZDY 70 L
ZDOBIMERMPHIT 2
BENNH B, HEHR
[MEE /AR Ny ¥l
hEErEZY — L.
REICIECTy 70
LADOHE.RHREST S
Z&,

E4Za=DFAVS AEIEY 700 LR
FE L TCYP3A4IZ &
DR#EESN B0, fHf
Aickbyr o) LR
ORBHPEE SN ZH
HREPEZEZ 5N,

1. BWER
ROBWERDPHS5ONZENHLHDT, Bz +oITV, B
EDPROONTHEIIIREEHIET 54 SHEY L LEEZTS T
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E2) HPUHEIEAREREE ST,

13. BE&KS
13.1 fER

BEORBIMENRICLD, Yavr/2a0FELVWLERTNER
FHHREL T END 5.
13.2 W&

RENLBEEFIILV, FFIREEEERIEVZO. ETICL
BREFZEDTIEZE V.

7z, AARAERICEER RS LizHa. KAIOAUCKE
99%iEA U ARFA2EE [ TIZ49%EA Lic 2 & 5. KEES
HEREOIRUNGHILE & U TEERREPENTH S L& Sh
TWa9,

14. BRLOER

14.1 FAIRHREFOER

(&)

14.1.1 FERIIFEDICHEAT 52 & FEIRICHERT HEICE,
D EI0OHDIAICHERT 5 Z &

(ODfie)

14.1.2 DEIRIEDICHERT A2 L. FERPCEBIRET S
BEIE, ER R TRET S &

14.2 FRIZAHROER

(HFAIE)

14.2.1 PTPE¥EOEANIPTPY — b 25O H L CIRAT 5 &5
BT 5L, PTPY— bOMAIT KD, BOHFARS RER
BEAFIAL, BICREFAAB I L GRIBAASOEE L & IHES
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(OD#g)

14.2.2 KA ZPTPY — b XUIHiA» 5D H L THRET 25813,
B BRI TRIFT S EOEET S &,

14.2.3 RAREDO LICOYTHERZRBES &2 CAET 2720,
Kz UCIRHATFIRETH %o F7z. KTRATZHIELTE %,

15. Z0fDFR

15.1 BRERFEAICE D < 1B#R
HRBERIEAS 2TV, RN &K 20BPIOOHEEC AR
Ik (DEMHEAZED) PHONTEOBRENH 5.

16. ZEMENRE

16.1 MOoiRE

16.1.1 BEIES
BEERA206ICT 20 Y€y & LTI0mgz BES U7z’ o s E
@ Tinaxs Cinaxs AUCo1as e N T120E £ 2 N 808 (9 (#) . 5.84ng/mL (S
#fE). 278ng - hr/mL (FHME) KRO3S.1KRE (F5E) chb. JHEA
EHE LR FATH o729

16.1.2 RiE1ES
TEEER GBI (PHEHB33.58) K740V Er & LT25mg# | HIE14H
MREHRS L-Ba0MmER 7 20V BEL. #56~8HBRICERFR
RBIE L, DIBOBEBIRD 6N L o7, mi&IRE5H (14HB) DCmax
K AUCo-2irtd Z N2 N3.5ng/mLK% U61.8ng - hr/mLTd D, #E#HE
B (l4ng/mL% 0'19.3ng - hr/mL) OK3ETH -7z, &5H 1%, IF
HIREIIENE L. 5 HIESHEICIX0.24ng/mLE 72 5 720

16. 1.3 EYFHESHEHER

(P LOYEVEE2.5mg [NS])
T LUV EE25mg [NS] & VNAZ§E2.5mg#w. 7 a A —/)N—i%
kD ZEhENIEE (FLOYEY & LT25mg) BERARTICHARE
EfEO#ES U CIEPRE(LAREZRE L. 55N MBI/ T X —
% (AUC. Cmax) 22\ T0%(E XL CTHEHRIT 21T - 72/ R\
log (0.8) ~log (1.25) OEENTH V. WHIAID A ZHE S HER
XN

(1) £22.5mg
HEIRT A =8 BEINTA—Y
AUCon Cmax Tmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)
TZL\Srzg/ﬁ\ngﬁ 40.73+£9.32 1.09+0.27 6.8+t1.2 | 44.7+£59
J VN Y §E2.5mg | 43.33+9.50 1.16+0.29 7311 [44.2+14.0

(Mean+S.D., n=12)

(ng/mL)
1.5
1.2 F ——7 A UE L BE2.5mg NS
—O— /LR AT E2 . 5mg
1. L ant -
i3 0.9 Mean=S.D., n=12
2%
0.6 F
0.3 r
0 . . . . . .
0 12 24 36 48 60 72

MR§fH] (hr)
IMAFFEEN ICAUC, CmaxZFD/¥T X —7 13, #ERE OZIR, KR
REREE - BESEORBEHFICE > TEL ISP H 5,

(7 LOYEVEESmMg [NS])
T LAa Y EESmg [NS) &/ UNAZ§E5mga. 70 A% —/N—FEIC
rozEnzEnlsE (7L Y ELTomE) BERASTFICHRRE[E
REORSG U CIERREURRELRE L., o BRI -5
(AUC. Cmax) 122\ TI0%EMXIEIC TREHEIT 217 - 7o/ER. log
(0.8) ~log (1.25) DHEAPN T dH 0 W HAI O L LRI R FIENRER S h 7z
(2) #E5mg

HIEINTA =% SENT A=Y

AUCo7n2 Cmax Tmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)
VN =R
Smg NS 88.88+27.16 2.28+0.62 75x1.6 | 43.8%+8.0
J VN7 $E5mg | 81.34+16.82 2.12+0.37 75+1.7 |45.7£13.8

(Mean*S.D., n=12)

(ng/mL)
3 -
25 | ——7 L U EEEmg NS
—O— /LR A BESmg
2 r Mean=S.D., n=12
il
1.5
I
B
1 .
0.5
0 . . . . . .
0 12 24 36 48 60 72
Mg (hr)

M#EFEEL ONCAUC, Cmax®n /S5 A — %13, #EEOBIR, (KiKD
BFEUEE - BRESEORBEMICE > TERATREESD 5.

(7 LOYEVOD#E2.5mg [NS])
7 L0 V¥ YOD$E25mg [NS] & 741 Y > 0OD§E2.5mg# ., 70 A4 —
N=EIck D EnZNlEE (72090 & LT25mg) BERAERTICH
ARHEEROZSES OKCRAKRUKZ UCRA) U CmsErRE (LR E
ZREL, BoN-EYEHEE/ ST X —% (AUC, Cmax) IZ2W\WTI0%E
FEX BRI THETEIT 21T - /653, log (0.80) ~log (1.25) O&HEAT
HO . MBAHOED L EFESTER S N

(3) OD#g2.5mg. KTHRA

HFEINT A —% BEISTA—F
AUCon Cmax Tmax Tz
(ng + hr/mL) (ng/mL) (hr) (hr)

33.15+8.54 1.11+0.26 6.1+1.6 | 39.2+87

7 L1 V¥ ODE

2.5mg [NS]
TAUYYODSE | 30080044 | 1242030 | 58+14 | 39.1+87
2.5mg
(Mean+S.D., n=14)
(ng/mL)
2 ~
——7 LU E L ODHE2.5mg NS |
15 |
i —O—7 LY ODFE2.5mg
#E Mean=S.D., n=14
oLt
B
0.5
0 1 1 1 1 1 J
0 12 24 36 48 60 72

(i (hr)
(4) OD#£2.5mg. K& U THRFA

HIEINTA—% BEINTA =4
AUCon Cmax Tmax Tie

(ng - hr/mL) (ng/mL) (hr) (hr)

TARIESODE sop1718 | 1224031 | 64207 | 394275

2.5mg NS
TAEYYODSE | g7a50017 | 1212023 | 5917 | 404+7.7
2.5mg
(Mean+S.D., n=13)
(ng/mL)
2 ~
——7 L1 ODEE2.5mg NS |
15
o —O0—7 AEY L ODEE2.5mg
i Mean=*S.D., n=13
ool
b3
B
0.5
0 1 1 1 1 1 J
0 12 24 36 18 60 72

gl (hr)

MEEFEEE ONCAUC, Cmax®n /S5 A — %13, #EEOBR, (KiKD
BFEEE - BRESORBEMICK > TERATREESD 5.




(7 LOYEVOD§E5Mg [NS])
7,0 YErOD#ESmE [NS] &7 40V OD#Esmg#s. 70 AF —
N—FlckbFh?ZnlsE (7LuYEr & LTomg) BERABTIC
MOEREEEORS OKCIRAKRUKEZ LTIRA) L TmEhRE(bE
BEZAZEL. BoNEMER/NT X —% (AUC, Cmax) D
TIWEMX AT TRET T 21T > 725 R. log (0.80) ~log (1.25)
OHEENTH D WHAOENZNRSEEI TR S NI,

(5) OD#E5mg. K THRA

HENRT A% BEINTA—=¥
AUCon Cmax Tmax T
(ng + hr/mL) (ng/mL) (hr) (hr)

THOTELODEE| (o095 | 2144048 | 65+14 [436+195

5mg [NS]
7“35‘;1 ;OD@E 68621643 | 2214057 | 62404 |36.5+4.2
(Mean+S.D., n=13)
(ng/mL)
35 ¢
3r —e—7 AU ODEE5mg NS
2.5 r —O—7 1Y 0OD#ESmE

2 r Mean®*S.D., n=13

0.5
0 . . . . . ,
0 12 24 36 48 60 72
¢ (hr)
(6) OD#E5mg. K7z L CHRA

HEIST A =4 HEINTA—F

AUCon Cmax Tmax T

(ng - hr/mL) (ng/mL) (hr) (hr)

THAATEYODEE| 21910071 | 2504095 | 65422 [58.1+47.7

Smg [NS)
TAE;H ; ODSE | g1 7142402 | 2734075 | 56+12 |45.9+153
(Mean*S.D., n=14)
(ng/mL.)
3.5

3
——7 LT OD#ESmg NS |

2.5 —O—7 LB ODEES Mg

iR
g 2 Mean=+S.D., n=14
e
15
i3

1

0.5
0e
0 12 24 36 18 60 72

] (hr)

MEEBEINCICAUC, CmaxF0/87 A —#13, #HE#E OBR, &
EOREEEL - REEOHBRFEMIC L > TERBAREFH S,

(7 LOYEYOD$E10mg [NS])
740V OD§EI0mg [NS) &7 409> OD§EI0mg% .~ 0 A4 —
N—HICEDZNZNIEE (FLOVEY & LTI0mg) BERABTIC
FRRBEEREO®RS OKTIRARO/KZE UCRA) L TimiEhRzE (g
BEZEE L. B5NLEMBE/ST A —% (AUC. Cmax) 120
TI0%ISHEK ¥ I CHERHIRAT % 77 - /2 #6 . log (0.80) ~log (1.25)
DHEEANTSH V) . TMHOEMENFRSHESHR S N,

(7) OD$#10mg. X THRR

HENRT A% BEINTA—F
AUCo-72 Cmax Tmax Tie
(ng - hr/mL) (ng/mL) (hr) (hr)

7 L1 V¥V ODSE

10mg [NS) 162.124+28.83 | 5.15%£1.06 | 5.8+0.9 |41.5£7.2

7 Lu Y > OD§E

173.64£38.36 | 5.67£1.34 | 6.3+0.9 |51.9£33.9
10mg

(Mean+£S.D., n=12)

(ng/mL)
8
7 . .
——7 L E L ODEE10mg NS |
6
—O0—7 1Y OD#E10mg
. 5
ik Mean=S.D., n=12
o4
b
BE 3
2

0 12 24 36 48 60 72
g (hr)

(8) OD£E10mg. K& L THRFA

HENRT A= BENG A=
AUCon Cmax Tmax T
(ng - hr/mL) (ng/mL) (hr) (hr)

ThOTELODEE| e o733 | 5514170 | 5.9+10 [470+158

10mg [NS)
TAUYYODIE | 1017016434 | S584%165 | 63206 | 417265
10mg
(Mean*S.D., n=13)
(ng/mlL.)
8
7
6 ——7 L1 ODEELO0mg NS
—O—7 L1 ODEE10mg
w5
i Mean+S.D., n=13
s 4
b
i 3
9

1 1 1 1 1 y

0 12 24 36 48 60 72
tfH] (hr)

MEEBEILCICAUC, CmaxF 0 /87 A —&13, #HE#E OBR, &
WOREUEEL - REEOHBREMIC L > TERBAREFH S,

16.2 ORUN

16.2.1 BREDFE
RIS 20D & LTomg#sE 7 1 AF —/N—IEIC & D ZEfERE
I ABICHERORS LBa0ORYENE ST X — Y ITEREIIRD S
Nng, 7LuIVEY ORI KIZT BEOHEIDLVWLDEEZ 6N,

16.3 916

16.3.1 MIFFEHES
b MISEEAE OBARIZITINTH -7z,

16.4 X4
FARTPREEIIV L FO ) D VBOBILLEZEY VUV BERDZ
OEALIIBT 2 /A TH 57219,

16.5 HEtt

16.5.1 FRepHEtt
EAHIC T L0 V¥ & LT25mgRId5smg s BEHE %5 L/
BE. RTICREMAE LTt s N2 g8 /ha<, WThoRk5E
2BV B RPREARGM R IZHE5%24EM F TITRE5EDOH3%.
144B5 R & TICKI8% T o 720 F722.5mg% 1 HIE14H R#AE 5 L7z
HEORTHRR IR GG B CIIEEFREBIEL. 6HBLED
1H 72 0 ORZAEDRPHEHR136.3~7.4% T d > 72619,
BB C-1E3# 7 40 Y ¥ 15mg 2 B AR 3% 5 L /-5 4. &%
512HB & TICR 5 RED59.3%IX R, 23.4% 33 ICHEM & .
B 5B T2 & TORFBETHEDI% DREAARTH - 720 2 DAICIE
OREMHRD 5N (NEAT—%).
BB, INSREMMICIETLu Y Y LOSEBERIZZED SN TWL
7\,

16.6 HEDERZHEI D EE

16.6.1 FTHEEEREEEE
BRARFREZ B (ChildaEA. B) 5flic7 20y ¥y & LT2.5mg#s
HEHG LSO MAEEHERI I E B S5 X — ¥ IR O
DFED TH Do EERAICHL., BEDBHZOMPRBRESERIC LA
L. Tiee AUCIERREEZR LI WERZIIRD SN D 5729,[9.3
28]




18.3 BIMEICH S DMEREDOIEA

BEBZHEDahlT v M7 L0 Y ZI0ERL EEER ST 5 &
IZE D IS ME R R OBRESROARINE. 71 7)) Yk
EZ0MEREVIHI SNz,

R SFERMES v M7 L0V 3mg/kg/HZ2ERERET 52
CIC& D, MEEFOMGI R OLEMNRSRD 5Nz oy DAIORF
ML, BoOMEEBARL, RREEBEE, RAESHESEOREORE
& B & il S n iz,

18. 4 FUBRLVEIFR

7 v MOBICB VT, RN/ FETR OO REER 2 AR,
T LU P REFE TR A COGEN OEESEES 1L A
HHCa BOBMAMEI S N7z MEMHNATPERUZ LT F ) VB

(ng/mL)
5
o FHERERE B (n=5)
o i AR (n=6)
* p<0.05
g dy Mean=*S.E.
i
Bosl
i3
0.14 9
612 24 18 72 96 120 ()
¥ 5 1% B
Tmax Chmax AUCo~= Tin
(hr) (ng/mL) |(ng - hr/mL) (hr)
FiERERE 72%1.2 1.94+0.2 104.0+15.5 43.0+8.0
[N 7.3+0.4 1.64+0.07 68.1+£54 33.3%+2.2
BEEME ' ns.
Mean=S.E.

16.6.2 INB
BMEESREFICTLO0IE Y & LTIHL3~20mg% #EiERE Lz %
HEMBERBEORR, 775> 2 (FE) 13, 6~125% (346)
T249L/hr, 13~17#% (28(1) T279L/hr& SN, BAICBIT A1
LRETH72OHEAT— ).

) NREFICBLCAROERS W HBHARIILMgTH 5.

16.6.3 SinE
ZERMEERZN (582, &4 FHERTTR) 7Ly E
LComgx BEl, RUSHBKERS LI HEOEMEE/ ST X -5
KOO Th D, BENRE L5E EERBERA (56, FHER22.35%)
IZH Uy Craxe AUCIKERICEMEZRLZS. TRICEBEZEIRDON
B0, REZ/SHICIEEEOMET 7 L0V BEIIEEE X
DEEHEB LN, 2088 -V IZEFEFICENLTBD., BEET
Z DEBHPEART HEIZERD 5N h o729, [9. 8B E]

EERMEERE HERERA
HEREGE | RERGE | BERSE | REZSE
Crmax(ng/mL) 4.24£0.08” | 1494229 | 2.63+£0.35 | 7.51+0.32
Trmax (hr) 7.220.49 8.0+1.8 6.7+0.42 8.0%0.7
Tiz2(hr) 375160 | 474=%113 | 27.7£4.6 | 347+27
AUC(ng-hr/mL) | 116.9+8.4% - 63.2£5.5 -

Mean=+S.E.. AUC : 0~ 48fE{E
¥p<0.05. Pp<0.01 (vsfEE#E)

16.8 ZDfth

(7 LOYEVE10mg [NS])
7 Lu Y EEIOmg [NS] 1. [EEAEZ 2 Z 0B RMA O &M Z
BB T T4 >~ (PARISEILA24H HAEEFHE11240045) |
ICHEDE, 7L Y U55mg [NS] & fEEsE L L& &, Az
FAFEIE SIS EMENICEEE AR ENT,

17. ERPRRIE

17.1 BMERURZLMEICEIT HEHER

(RMESE)

17.1.1 EREE MEHEER
7 LU YEyELTomgalHIERE MK 5 % I1C. IHEH mE »
140mmHg L | % /R4 #3050 % B IC 3T, 7LAu I e LT
10mgX i35mg# 1 H I EEM B S Uiz & & OPHEHIMED R — A F A
O 6 OEEDFHEIL 10mghf T13.7mmHgD & . Smght ¢
7.0mmHgDERTH 0. WEBICHENICERRZEN L 5N,
RS EERE 2 & CEIEH OFE X, 5mgs T1d3.9% (6/154f1) 12,
10mg#T139.9% (15/15141) ICRB®» 57z, mAE (10mg) HE5HIC
FESEWHEE TR 5., 10mgRFt3.3% T 5729, [11. 25 ]
51T, Mk E L CEBLARAKRSHBRTT L0 K LT
10mg# 1 H1EEE U CS2AME S LB, IGEHILEDOR—AF A »
76 OE(LEOFEHEI. 15.6mmHgDE T 2R L7,

17.3 Zofth

17.3.1 EREICRIETZE
BRI ZECEIMEERERH QIR T2 570 L) c7Lnvy
> & UTIEIEL5~5mg (—HO%ERIc1a7.5mgE THE) % 128/%
SLTHERBEICIIIIEACEELREZ o722,

18. EFNEIE

18.1 {ERER

MO BEBMIKEE IV Y T L F v X VICERICES L. #laR
ANDCa DOmAZEDLEE A EICXD, FIMEPLKMEME OFIERH
ZEfE S5,

T LAEFERORBITBRTH . HENTH D, o DIH
TEAIZEE< . MERIRENSED ST 582,
18.2 BEESER

SHERNTERETTL (BIMEERFEET v M BESMELS X) 128
W, BEEES CIETREOHERSER CIERARNRREIEL AR
HoNTBY., BEFEESTOHLMEORRA L AW EPRDHLNTNEY,

BoOELEES N, DHREERI RSN
3 MRET R DEIC B VT, AEdp/dtR OAEEEHEIFET L.

DHFBREER D R L725%),
19. B ICET BEB(EFEHNAR

— ST 7LV E YAV LVEE (Amlodipine Besilate)

{b2#4 : 3-Ethyl 5-methyl (4RS)-2-

[(2-aminoethoxy)methyl]

-4~ (2-chlorophenyl)-6-methyl-1, 4-dihydropyridine-3,5-

dicarboxylate monobenzenesulfonate

73 1 CaoHsCIN20s » CeHsO3S
TR 567.05
=

IR

©/503H

% R BE~-HEAGCOBEEOM KR TH L. AY ) —IVITETFPT
<o IH =) (99.5) IZRRETIC L, KITHBTFIT W,
X5 ) =)V (1—100) $FEHEE RS 20,

Bl R198C (9R)

20. BBV EDFE
(sR10mg)

20.1 7L IO —FHBIIERZ T CRET S &,

(ODfi)

20.2 7L IO —REBIIER. HEBT TRET S E

20. 3 HROFIBZRITER. HEBITRET S &,

22. g%

(Z LOYEVEE2.5mg [NS])
100%E [10% (PTP) x10]
14082 (1482 (PTP) x10]
500 [108% (PTP) X50]
7008% [148%8 (PTP) x50]
5008 [/¥7]

(Z LOVE>EESmg [NS])
100%E [108% (PTP) X10]
14082 (1482 (PTP) x10]
7005E [14%8 (PTP) x50]
10008 [10%E (PTP) x100]
5008 [/¥F]

(7 LOYEVER10mg [NS])

100%E [108% (PTP) x10]

(7 LOYE~ODE2.5mg [NS])
1008E (1082 (PTP) X10. H/EFIA D]
14082 (1482 (PTP) X 10, EZ/EAIAD]
10008% (1082 (PTP) X100, HZ/&AIA D]
50088 [T, FBRAIAD]

(7 LOYEVOD#E5mg [NS])

10082 [1082 (PTP) X10. HZ/EAIA D]
1408% [1488 (PTP) <10, BMEAIAD]
1000%E [10%E (PTP) x100. ¥ZMEAIA VD]
5008 [NT. EIREAIAD]

(7 LOYE>OD$E10mg [NS])

1005% [108% (PTP) x10. BMEAIAD]
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Laine K,et al. : BrJ Clin Pharmacol.1997 ; 43(1) : 29-33
BFERAICE T 27 L0V 10mgBEE SR OR e & Y SR (7
LY UHE - ODSE. J IVN A 7 §E - ODSE : 20092 H23H %R &
BERES)

FRELAFIE A« BEIRESE.1991 5 7(7) : 1407-1435

BRI NRS R (§82.5mg)

HNERL AR RSB (585mg)

HNER A NREERE (OD#E2.5mg)
MNERL L AR REEREE (ODSE5Smg)

HAER  EENRSERE (OD#E10mg)
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HNER A NRSERE (5E10mg)
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T LU YEYSmgCHRAT A HEBEIINT ST LY I0mgDE
R ERE (VN2 788 - ODSE. 7418 Y 8E - ODSE : 200942
H23HAGE. HEHES)

REEIT A ¢ SR EIARR.1991 5 19(8) : 3205-3219
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