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e 2.5mg [#4k) 5mg [ A4k 10mg [#5Hk)
VN =A% N =S TLAaTE
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B BT R BENT VAVINEE & 757N
VN %y el =8v4
3.2 HE DMK
Wisi TLAaIEUEE | TAa VU | TArY Y U8
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RA%ET 5,
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MPliE

WHE. RAIET7T 20 L TmeAlH1ERAKET 5,
72E, ERITS ClEERET 5,
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FAORBBEE N E L R D AREMEN H D, AR E L THET

REFEN D720 1A 0 0 SE = K OV ifn 7 8 - IRp ]

MR mRE (AUC) BRI HZEnH D, [11.2, 16.6. 121]
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9.5 7L
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TW3Y,

9.7 NRZ%
EHAEREREIR, #FrER, LR SUIeERM O IR 264 & L
AR ERBR 1T 50 L Cuieuy,

9.8 EEE

IEHE (2.5mg/H) »oHEEBBTHRCERICKRETS
L, —RICGEEOREITGE LRV E SN TS, RNGHE
B Cl P RES R < PRI E < e 2B
HNTWBY, [16.6. 3]
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AEIORBUCIT T & U CHEMARGREERCYPIMMNE L LT D &
EZHILTND,

10.2 BEAGEE (BHRICEET S L)

114 RERARE (A TH)
R, BAIEE, CKER-. MR ORI A7 e ey EREN
HoDONIHEIIE, K52 PR L, EURAEEZTS 2L,
7o, BRUTGRBLEEIC L D BB REOIEICERE TS 2 L,
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1.1 EXGEIEA
1101 BIGERF# (R . FFSEEREE. |E (0. 1%KHm)
AST, ALT. v -GTP®D RHZE% 5 IRERERH Db D Z &
N b,
11.1.2 |BERRE (BEAY) . gmEREDd (0. %K), o/
Wi (HERY)
1MN.1.3 BEJOvy (0. 1%K7H)

Wk, DEVEOYHIERNR S HbND Z LD D,
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% | BENBBH 5, BBENRBH D, B, RS - WENE | - B, BRI
CYPSMAEH] | =V 2w~ A o RO AFHIORBAEAHY UM, AR,
TYRBYA | DAFTE AL O | ICHE SIS AT LARNISLIES
v &Y. AFO M| RNEZ DD, 5 + kR 5 B T M A | B . A
PCNFTEL | ERERLEEOBRE NS PR
SRTEL BB IR - AR | BUN 5 sLTF= R DR,
fh7 AT VAR - WRBEIR, IR | PeiRbE
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RO RIS V. BB OB
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( ) Z] jiﬁkﬁguﬁ @J:I%D)EH T
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AOMm i EER FR L, |13, 35 & LTCYP3A4 j‘ﬁﬁ‘M”‘ S
BEESO S 7 0 ) Ak KBS B T %%;W%
AOEHERSREIT 2 |, GHHILD 27 R R s
BENB DS, GEAIE| 0 Y LXORBHE o e R
k2 7 8 AROM | EIND AR S =
TREEE=X—L. | 2bNhD, TED) MR L Tlomg & £ 5 Lo Haic, @\ R TRl bz,
MBS TH s Y [9.3. 17. 1. 1BH&]
AZADOF R4S S 1E2) FEBUHE (I AR & 2 & T,
Ck, .
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11, BIE 1.1 R

WEEDRRMAEIERIZ LY, va v a2 abhELWLEKT &
RSk ER T Z 08 d 5,
Fio, FEOFMEMKIEDS, AHK O &5 024~ 48R 4 12 5
BTsZ bbb, vk, BRERHBE, OMHEER2ZENE L
TRAEE (EROBEAME) NER L 2L AHREE DL H 5,
13.2 @&
BRI RMRERIT RV, KFNTEAEERBE WD, BITIC
X oBREFEDTITRN,
Fo, AFRAERITEER Z &G LIGE . AAIOAUCIZI9%
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14, BRLEDZEE
141 FHERAMBOEE
DERITRDITHERT 5 Z
o E30HBNIZEAT 5
14,7 EHZHHOEE
PTPRIEE D IEANIPTPY — M BB L TR 2 & S $E T
HZ &, PTPY— MOREIIT IV . RS A 328 2 G s~
AL, BITIFZEAEZ B Z L THEBRIAR & O EE & 0HE 2 0F %
THZERD D,

o NERICHEAT 2HEITIT, K

&

15, ZOHOEE

15.1 BRERBERICE S < 1H#R

ERBSRITI 522 TRV, ARANT X DIGH T LTI AR
IR (DEEEREZET) Ao LORERH D,

16. EEYEhHE
16. 1 mPRE
16.1.1 HE%kE
FEEERE 206127 AP & LCl0mg & HE 5. L 7= o> I,
BERIRE D Thax, Cnaxs AUCo-1ast X U\T1/20, T EN8. OWFH]
(FF9fi) . 5.84ng/mL ((EHIE) . 278ng - hr/mL (CEEIfE) &
O35, LM CEBME) ToH Y | SMEA & ik L7z R, HEkT
bHo7-9,
16.1.2 REHE
TERERR 6B (CEYIHERSS. 5i%) IZ7 Ar Y B & LT2. bmgk
THIENAHBERE LA OME TR 7 L 2 B RE,
BH6~8HBRITEFIREBICEL, UBOEFITRD Lo
2o W5 H (148 H) DChax)2 AUCo~2an (FF AL Z 213 bng
/mLJ%Z U'61. 8ng « hr/mLTH YV, #IEEEGFE (1. 4ng/mL KL
19.3ng * hr/ml) OFIETH -7z, #HPIEE, M REX
Wi L, #5915 B BIZ1%0. 24ng/mL & 72~ 727,
16. 1. 3 EYEHNRIFHHER
(7L 882, bmg [454K])
T Aau T UBE2. bmg [ AR &V NR T BE2. BmgE 7 1 A
F—=R—JRIZ LY FNENIEE (TAeYE L LT2 5ng) f#
RSB ISR B AR 0% 5 L T P R 2L IR IR S &
L., BoN-3YEHRE T A —4 (AUC, Cpax) (ZOWVTI0%IE
HE X VRIS CHEEHIBAT 24T - 7245 8. log (0.80) ~log
(1.25) OFPENTH Y, WA OEWFOFREEDERI N
728,

HERT A—H BBINT A—H
AUCo-72 Crax Thax ti/2
(ng * hr/mL) | (ng/mL) (hr) (hr)
VAN =R V%
e 38.8%+8.5 |1.10+£0.25| 6.8+1.0 |39.6+11.8
2.5mg [H54K)
JURN AT BE
/ 2\5 7% 39.6+£8.7 |1.08£0.25| 7.2*+1.3 [40.4%+9.4
. bmg

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

(ng/mL)
15 -

—@— 7 LATCE U EE2 5mel BHK]
O JJLINRY§E2.5mg

Mean+S8.D., n=12
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36 48 60 72
BE B OB ()

24

(7 sa o v fEbmg THK])

T Am YU o bEbmg [ & VSR EESmgE 7 v A A —
N—iElZk v ZnEnisE (TP & LThmg) EEERA
BAICHe R HRER 0BG L CmgEh R RRE A IE L, &
HNTFEMBNEE ST A — & (AUC, Cpax) IZDVNTI0%IEHE X
RIS THEGHIEMT 24T o 725 R, log (0.80) ~log (1.25) i
FARNTH Y | WAl OEYERRSEIES R S =Y,

HENRT A—H BBEINTG A —H
AUCo-72 Chax Thax ti/2
(ng * hr/mL) | (ng/mL) (hr) (hr)
T AU U EE
. & 77.8+13.7(2.02%£0.32| 7.0+1.3 | 40.4£10.2
5mg [#5Hk)
J VISR BE
* 71.1%£16.7(2.00%£0.44| 6. 71.0 | 41.2£10.2
5mg
(Mean=S.D.,n=12)
(ng/mL)
25 1
—@— 7 LATE U §E5mel &)
O /JLISR Y §E5mg
i 20 Mean=S.D., n=12
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g
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i
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0 1‘2 2‘4 36
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I rf B A ONTAUC, Crax D /3T A — & 1T, #BRHE DIRIR
RIR ORI - REE S OB MFIC L o TR D FATHEMED &
D,
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16.2.1 BEOXE
EFERANCT 2a P b LThmgh 7 B A A —"—EIC LY
ZEHERE ST BB ICH B OB 5 L5 A O BIIE T A —4
WCEBEZTIROONT, 7220 OWRIUCKIETAEDOE
BIIDIRNBDEEZHNDHLI0,

16.3 4

16.3. 1 MBFZEAFEEE
b MIUEEA & ORFBARITIN. 1% TH 7210,

16. 4 5
FARPRIMKILIDE R ) DUBombL-v ) DUk
R OFE DL T = /K TH o712,

16.5 HEt

16.5. 1 FRep#Et
fERER 6B 7 L P> & LC2. bmg X i 5mg % B[] #% M #%
HLEEE, RPICREEE LTt EN 2B E& T/ s <,
WTNOEEEIZE WO T b IR RE(CIRGE S35 554 24 5[]
ETITHEEGEDONI%, 144 E TIZH8% TH -T2, -
2.5mg% 1 H1[8]14 H #E ke 5- L7254 O R 8k 35 551
1h6 H B TIZITEFIIRIEICEL, 6HBUBDOIB S ORE
(AR D R P PEE R 136, 3~T7. 4% T - 7=7- 12,
faEEE AR A 2B UC—HER 7 a2 B 15mg % HEIRR N 5 L 7=
A, W5128 B £ CICEGBIEEDS9. 3% IR, 23. 4%I133
R S L, B 5% T2 £ T ORI RED % 3R L
KThHol, TOMICIHEDIHMBABRD L2 (SHEA
T—%),

BB, INOMREMIZIIT AU E 2 Lo SEBERIZR D
STV,



16.6 HFEDEREHET 85
16.6. 1 FFi8eEEERE

ANFEZ B (Child4p¥EA, B) 5@l 7 Am v L LT
2. bmg % BAHE 5. U 7= 83 o i i FEHERS I DN BB e < 5
A= IR KR OEOBEY TH D, BEMRANIE L, 5720/
HBOMAPPEENRAZIC LT L, Tie, AUCIERREE 2R L2
BEEITED NN, [9. 3BH]

(ng/n%L)

—O— [FHEEIEEBE (n=5)
O % A (n=6)

*p<0.05
Mean=£S.E.

16. 8. 2 EYERRIS SRR (7 L0 EfEdmg TNS1)
T A1 P U EEbmg NS & LN R 7 BEbmgZh ., 7 1 A4 —
N—IEIZ X ZnZEN18E (TP &L Thmg) EEERA
BT A R O 5 U C I R ORZE L IR B 2 e L
BoONTEYBIE ST XA —F (AUC, Cpax) (2D TIOWEHEKX
MBS CREFHIRHT 24T > 7o f5H. log (0.8) ~log (1.25) @
HHARNTH Y, TRBOLEDERFRSEMES R S NZY),

HIENT A—H BENT A=

AUCo-72 Chax Thax ti/2
(ng * hr/mL) | (ng/mL) (hr) (hr)

ThAu PR

88.88+27.16|2.28+0.62| 7.5+1.6 |43.8+8.0
5mg NS

J IV AT BE
5mg

81.34+16.82|2.12£0.37 | 7.5+1.7 | 45.7%+13.8

i}
2 I
& 051
0.1 ] \9
0 2‘4 4‘8 7‘2 9‘6 1é0
&5 IR ()
Tmax Cmax AUCO*OO Tl/z

(hr) (ng/mL) (ng * hr/mL) (hr)

JFEgrefEERE | 7.221.2 1.9£0.2 | 104.0%=15.5 [43.0%8.0

R AT [ 7.3%0.4(1.64+0.07| 68.1%£5.4 [33.3%2.2

HEZEBRE : n.s.
Mean=S. E.

16.6.2 /DR
EMLEERZICT LY & LTIHL 3~20mg & #igifk 5 L
T RHEMEDERERBROFE R, 2V 772 CE¥IfE) 1%, 6
~125% (34#1) T24.9L/hr, 13~175% (28%) T27.9L/hr & #
ESH, RACBIDEEREETH- 72 GMEAT—4),
) NRBFICB W TARIOAR S -1 Hil s H&i$2. 5mg T

H5D,

16. 6.3 SEE
BAEEMEAE BB (F2, &4, FIHEMTI. Th%) &7 L
VB L L Thmgx HE, KO8HMKERS LA ORYE)
MENT A—H|IROBEY ThD, HEEE LEEA, BERE
A (36, EHIFEm22. 35%) 1T L, Chax. AUCITZA EICEE
ERLTEN, TipllBBEEERO N1, KE#RGRC
IZEEEOMBER T 20 D BEITEEE LY bEHEB L
7o, EOREZ = NIEFEFIZFULTCBY, BFEETEOE
MR T DI D b -7=9, [9.88H]

AR i B Eas 3 D UN

Rl GRy | SE G | B G R | KER G

Cnax (ng/mL) 4,2440.08" | 14.942.2% |2.63%0.35 | 7.51+0. 32
Tmax (hr) 7.240.49 | 8.0%£1.8 [6.7%£0.42|8.0%0.7
Ti/2 (hr) 37.5+6.0 |47.4%+11.3 |27.7+4.6|34.7+2.7

63.2£5.5 —

AUC(ng + hr/mL) | 116.9%8, 42 —

Mean=S. E. . AUC : 0~48HF[E i

@) p<0.05, Y p<0.01 (vsfdfE#)

16. 8 =0t

16. 8.1

(T ru e 8E10mg TH54K))

T Au Y B Ong TAAK) 1T, (&R R DRk 0 E A
DEWFIR SRR A KT 1> CERISEIIH24H a
FARFH11240045) ) ([FES&, 7 Am U U EEbmg INS) %
eI & L7z & & VEHRESEISE &OHI S, AR
% & B SN,

(Mean=®S.D.,n=12)
(ng/mL)
3 -

—@— 7 LOYE U E5melNS)
25 ¢ —O— JJLINRY§E5mg

Mean=®S.D., n=12

0 1‘2 2‘4 3‘6 4‘8 éO 7‘2
BRI (hr)

Y PR A ONTAUC, Coax5 0D/ T A —Z 1%, WA DOBRIR

RIR ORI - BEF S ORERSMFIC Lo TR D AIEEED &

D,

17. BRERREAR
1.1 BERUREHICET 58

(EMESE)
17.1. 1 EAREMAEFER

TArYE L UThngZ 1 H1EISE B E%IT, IHE I i E 23
140mmHg P k% R BF 305615 T T, TAarv v L
L C10mg X iEbmgZ 1 H1[AISHE £ 5 L 7= & & OULHE = o
NR=2F A4 U PbOEAEOFEIFEIL, 10mgfE T3, TmmHg DK
. SmghtET7. ommHg DI FTH Y | WEERISHAICHE 22
NHBITZ,

R R AR AT R 2 B e RIEF O R B EIL, SmghETIE3. 9% (6/
15441) 1T, 10mg#ETIX9.9% (16/16141) TR BT, EH
B (10mg) HEHFICEREN S WVHEE TR b, 10mghET
3.3% T -7219, [11. 28]

51T, AkpiER e L CEE L-EEERBRTT Anoyy
L LCl0mg% 1 H1EIME L Co2M 3 5 L7z Bs, A 5] L E o
NR—=Z T4 U PbOEAEOFEIHEIX, 15, 6mmHg DK T &7~ L
7»:17)0
1.3 20tk
1.3.1 ERBICREFTEE

BE R 2 & T i iR 0E BT A3 (397 LA 2B T0R%LL E) 127
Lua Py L LTIHLELR 5~6mg (—EBDEHNTILT. 5mgE T
R ZI2BEMES L THERBHOITIEE A EEE 5272
o1,



18. I

18.1 {ERF
HH R EE D BB ALK AETE I Vo 0 BT v o R VTR BB IS HE &
L. Ml ~DCa2t DA Z A S/ D Z L& v, iR
KA MAF O 2 bRk S 2, AT U AEHUER OFREIT
AR CTHY |, FTh 2, £, LEHIEMTSE <, miFse
RIERTRD BTN 19,

18.7 BRIEVER
AR EMEREET L (ILERRBET v b BE&EA
X) AZFRNT, HERS CME T MO FEBLNER TR R
FIARWZ LABOLENTE Y, EHER G THMEORB L2
WIZERBDENTNDD,

18.3 BOEICH S DOEEE~DFA
B MDahl 7 » MIT A8 V¥ % 10 L, ki 53
D2 &R0 Rtk S M S K ORGRHEEI IR O A Kk
F. 747V EFOMERENIH ST,
MUz R B FAE R LE 7 » MZT Lr Y v 3mg/kg/ A & i
L4z Lick v, MEEF OIS K OIEMZIRBED b
Too FEio. L OMMEL, B ORMMEBIIRK ., SR EREEEAR
B, PRANE ZEHE % O DB S B B AN S 2 2,

18. 4 BiBDE(ERA
T > MODBRIC IS T R /P B 00O 7 PR VR &
NRERL T A m e BRI IR R TOINHE o
EFE R EE S, MNCa2 T B OIS IH Sz, MHREN
ATPREKR O VT F o U VEREOREIE bIRE S, D REE
M RENT,
A MARAE AR H OB B L ZE S dp/ dt K OV SR 1+
KT L, DR R L7 20,

19. HIE 5 ICBT 2 B{EEMAMR
— %4 T L P R LR (Amlodipine Besilate)
b4, : 3-Ethyl 5-methyl (4RS)-2-[(2-aminoethoxy)
methyl]-4-(2-chlorophenyl) —6-methyl-1, 4-
dihydropyridine—3, 5—dicarboxylate

=

monobenzenesul fonate

453 1 CaolasCIN20s « CeHg03S

4y : 567.05

PR AE~EEAAORREOHm R TH 5,
AL ) =TT =& 7=/ (99.5) IT0X°
BT < <L AKRICEITIZS W,
AR =NV (1—100) 1 IHEEMEZ R S0,
Rl £9198°C (W)

I ‘tcll: - . H
femats  yo 8w
||
Hsc”%"v% o

0O {0
20 WL LDERE

Gl
©/ M OGAG AR
(&E10mg)

T e —REZIER AR CREFET DL,

1. a%
(PLOSEUEEDL Smg T2#])
1008 [108€ (PTP) X 10]
5008E [102 (PTP) X50]
10008E [108& (PTP) X 100]
10008E D, /N7 ]

(7 LBDE Mg T&HHD
10082 [108 (PTP) X< 10]
5008& [104& (PTP) X50]
10008 [1082 (PTP) X100]
10008E [, /N7 ]
(ZFLOTE I Img TEH])
1008 [106E (PTP) X 10]
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