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e 72aad¥y | 7auvey | 1gEdh s 7Aa0YE Y
o NUNVERE 347Tmg | NVIVEENE  6.93mg | NUVERME  13.87mg
PRT N (pruvvrveL|(Fauverel | (7auy¥velL
T2.5mg) T5mg) T10mg)
D-wv=b=l, AZFTAHETNVI Y |D-7y=F=), X
B~ R, WK VBREIVY | FXABTVIVE
YA, FNT, BILFY Y. TVT 7 — |7 RV YL, K
Ibr> 7y, ZaARE Ny, TRV | UERKEINV Y
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O DEE
5. REER IR ICEHET BEF
FHNIRIRIEBCEARTD D720, BERGME BT D PNEE
PROHEL AR AR T & A v

6. AERUVHE

(OD#£2.5mg. OD#E5mg)

& I ESE
WE WA T 2aYE YL LT2.5~5mgZ TH1IE %53 %,
By AERICIE DEEMRT 225 EA TS REA IO
M10mgF THET LI ENTE S,
WEL 6 Eo/NRIE, TAauY ¥ e LC2.5mgx1H1M
R G- %,
B AER RE ERICX ) EERKT 5.

BOE
SEHL RAIIZT7T AR Y E Y E LTome# L HLERI 1354 5,
B, ERICIE CEERRT %0

(OD#&10mg)

& I ESE
WE, WA T 2aYE YL LT2.5~5mgZ TH1IHE %53 %,
By RIS CEEMRT 225 EA TSRS A IO
M10mgE THET LI ENTE S,

BOE
FEHL RAIIZT7T A Y E Y E LTome® L HIERI 1354 5,
B, ERICIS CEERRT %0

7. BARUAEICEET 2XE
(OD#£2.5mg. OD#E5mg)
6Ll ED/NREADOPEE IR LTt 1H5mgZz A wvwZ &,

8. ERLEXNERE

8.1 BEMFHICEDCDEVENRDHLDLNDE I LBHLDT, &
FrfESE, A B OIS a2 M ) B2 R 1E T 2 BRI
EEDHT L,

8.2 ARFNL M H AR 3 < e G-k iR b MR e BRI AL R A
BOHNL DT, KRAPG LIS OFEER 2S5 & &
1 RSB CICRGMBICRET 55 CEEIRS 52 L.

9. FENERZH I HBEICHT IR
9.1 &HHE - IEEFOH 2 8E

A1 BEICIEDEVGEE

EHIKMEME TN T2 BENM0H 5,
9.2 BipelEERE
9.2.1 EELEBHREREDHIEE

FEIE AP NERBEMR T T2 2 8 0%h 5,
9.3 FfikpefEERE
BRI IZEE I 545 2 ko mE (10mg) 2BV CHRIVEH
DREBFEDPFHELBENND S, RARTEIFCRBFINL 2
s ML IR o0 HIE IR % O I H g FEE - T AR T T AR (AUC)
PRI LI LDH b, [11.2, 16.6.1 BH]
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10. #HE{ERA
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LEZLNTW5S,
10.2 HFRAEE (BRICEERT 2 &)
ESEE WRPRAEAR - HE i 5 i W7 - fabrid T
BRI % 453 % 36 | FEEVE I 38456 S b B2 [HI ISR 2 Bk 5 %
nrdH s, BENWNDH L,
CYP3A4FEH#] ) AavA TV ROV V| RH OB DA
T)AuRA Ty |FTELALOBACED, |ESNLWREENE
INFTE L REN DM HEIED LR L7222 6N b,
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CYP3A47%35H] RANO M HEFEDET 3 5 | AR A OACHDEE S h
V77 EVVE (BEMWYD D, LR EZ 5N 5,
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HaBEL. Aol
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oy ) A ADOEWER
DVHRMTHBENDLD 5,
PERIBRICIZ Y 70 52D
Mgz E=y—L, &
BG LT 20 A AD
HEZHETLZ L,

AL 5 21 AR,
FE & LTCYP3A4IZ &
DLz, B
Hizkhrzm) sz
ORBHE SN 50T
BEVEAEZ 5N D,
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1.1 EXLEMER

FLH
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1111 BUEERF R BRI . FHReEREE. B (0. 1%A00)
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1.2 ZODEIERA

0. 1~1%Aii 0. 1%A SHEEA
iR ALT. AST @ L|y-GTP.L5, #J JiEAk
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13.1 FERK
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SFHHHIRZ R T2 DD 5,

13.2 L&
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TR 2 R 13 2 v AHNZEAKERPE W20, BT
L BBRIIHEM TR,
T2 AFMITE BTGV R 2 55 L7286, Ao AUCIE99%
R L B H2RE R 2 TI49%IRA L 72 2 & By AH G-I
DOYIRPIHALE & U THEERIR G0 TH 5 L HEE SN TH 57,

14, BHLEDIFE
141 EHAMUBFOIE
SEBITEDIHHT S Lo DHBRLEZBTRET LSS
Wi, R EEMEIITHRET A L,
14.2 BHZMABFEOIE
14.2.1 PTPUEDHAIIPTPY — b2 5O L CTIRAT A L9
Tl 22, PTPY — bOREAIC X D B S5 AY A B A
JEAHIA L. B3zl E B 2 L CHERSIT 925 O H 5% 2 & OHE
EHETHIEN DS,

14.2.2 A ZPTPY — b 5 HLY ML THRAFS 2413,

TR BT TRIFT 2 L9 RET D L,
14.2.3 AHNIE O Lo TR 2R S €2 LT 5700,
K LTIRHWRRTH S, £720 KTIRHATHZ L TE %,

15. ZOMDEE

15.1 ERER{ERICE D <153k
ABERIZI S 2 Th WS, RANC X 2 HEFTI O ZER AR
IR LS MEIN 2 G 8) AN L OHED D 5o
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16. E4EHEE

16.1 MARE

16.1.1 BEE%RS5
ERER 20617 22 V¥ v & L CT10mg% H ¥ 5 L 7= Koo I
S i O Tmax (FFJ2fE) . Cmax. AUCo-tast X O T2 (CE- 34 4if)
X, ENZFNG.0RFM. 5.84ng/mL. 278ng * hr/mL & V35 15§
MTHy., FHEANE B L 2REE, FEETH - 729,

16.1.2 REHSE
TEHERE N 661 CEI4ERIS3.5/%) 127 A Y ¥ v & LT2.5mg# 1
H1ME14H M RAERS- L2 EoliEm 7 240 V8 VilEig, &
H6~8HMZICEFIRBIEL., DEOERIIRDO SN h -T2,
PG H (14 H H) @ Cmax K OFAUCo~2mr id & 12N 3.5ng/
mL &% 0°61.8ng - hr/mLCT& . # W% 5 K (1.4ng/mL & O
19.3ng * hr/mL) DFI3ETH - 720 HeG-iktk, MiE g
Wik L. #5-91E5H H12120.24ng/mL & 72 5 729,

16.1.3 &£ FHIESEMHHER

(7 LAY E>OD#E2.5mg[HET/V])

1720 ¥ r0D2.5mgl iH 73] & J WINA 7 §E2 5mg %
ARG —=N—FEIL ) BERAS TICER TN (T A1
V¥ & LC2.5mg) %l L BRI G- Ui R ZE bk
FEalEL, #on-8YEE <J 2 — 4% (AUC, Cmax) IZD
W T 90% 15 FEIX BT TRERT AT 2 17 o 7245 4 1og(0.80) ~log
(1.25) DFEEPANT D D TR DLW RS R SN2,

HE 8T A =5 BEINGA—F
AUCon2 Cmax Tmax T
(ng * h/mL)| (ng/mL) (h) (h)
K |742mIY 0D
% . . 8+9.2 |1.88+£0.31|6.9+1.1(34.7+4.
lf 2 5mgl & 73] 67.8+9 88+0.311 6.9 34.7+4.5
<
Hﬁg JIVINA 7 §E2.5mg 61.4£10.5 |1.74+0.32| 6.7+0.8 |37.5+5.4
7 a1 Y ¥ yOD§E
ES ES + +
Z‘? 2 5mgl & 73] 51.8+12.3 |1.47+0.38| 7.1+1.1|33.6+6.7
ik
W | WSR2 §82 5mg 52.8£15.9 |1.48+0.44| 7.6+1.5(32.6+5.5
(P + fiEfF 7, n=16)
- k7% L TR
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&
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(2) 7 v Y ¥ »yOD§Ebmgl i 7 /3] & 2 VN 7 §gbmgk 7 | A
F—N—RICL Y, BEEABFICERERISE (T uTE L
L C5mg) % i £ 5 M 1 3% 5- U C A o R 2 bR % 0 L
BONHEWBEE/ XS 2 — % (AUC, Cmax) I22\TI0%IEHHKX
RS TREHIRAT 2 47 > 724 H. log (0.80) ~log (1.25) O HiPH A
THY . WA OAYFENFE SR S 72D,
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L Smg!—rtﬁEEiT/\J
<
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BILVWLDEERZ SNBY,

16.3 A7

16.3.1 MIFEBFEAE
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16.4 X3
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16.5 HEt
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F TG OK3%. 144858 F TI2H8% TH - 720 £722.5mg
Z1H 114 H MG L7236 o R PR3 5-fige H B
TIIZTEFRBIEL, 6HHUBEOIH Y720 OREALKDOIR
RPEIER136.3~7.4% Td - 72919,
fEHER 2B MC- 1S5 7 2 1 V¥V 15mgx BRI G L 723
Ay 5120 H F TITHSEED59. 3% 3R T, 23.4%13 3
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16.6 HENEREHT 28E

16.6.1 Fri¥peEERE
IR 22 % (Child 70 #HA, B)SBIIC T2 Y E e LT
2.5mg% WS L 76 o M i BEHERS IE OISR B g S 7
A—FFRROCEDOBY Th b, KA L, #5728
BOMPREAIAREIZ LR L, Tree AUCERREMMZRL
PHEEERD SN o7, [9.3 B

(ng/mL)

5-
—o— IFikREREE LA (n=5)

O JEH WA (n=6)
§ *p<0.05
mo 137 . Mean +SE.
o3¢ T
05
Ez 4
1 ~-9‘_\\\\
015 Y
612 2 18 72 9% 120 (B 1)
EpEeR AT
Tmax Cmax AUCo~ Tz
(hr) (ng/mL) |(ng - hr/mL) (hr)
S B e B 5 7.2x1.2 1.9+0.2 104.0=15.5 | 43.0£8.0
[ PN 7.3£0.4 1.64+0.07 68.1£5.4 33.3+£2.2
HEAENOE T n.s.
Mean=*S.E.

16.6.2 /2
EIEERZICT 2 0P v & LTIHL.3~20mg™ % iifik 5
L7z BRI ERBORKE, 2075 v A CFSfE) 1X, 6~
12% (3481) ©24.9L/hr. 13~175% (2861) ¢27.9L/hr & HfE 52 S 1,
BACBT B EAETH - 722 GHEAT—% ),
T NS 1BV CARAOAR S W71 @ RI32.5meTdh 5o
16.6.3 S
LAEFINERE R FZ M) (B2, &4, FIYERTI. 7)) ICT7 2 u Ve
v & LComg#k Hilnl, R OBH MG L 7= 6 O3B RE <
TA=FIIEDOBEY) THbD, NG LzgE, HERERERA
(6. PHER22.35) 1L L. Cmax, AUCIEZH ZICHEE% R
L72h% Tl B BAIED bGP ol KEHRGHHIZIZEE
FZOMMh7 20T VIBEIEEZ I b ECHER LA
ZONRY = VIFFEERICHELLTBY, BERTTOERIY
KT BEMTRD SN h o7z, [9.8 BH]
AR LR TR
Wl 5 | RS | WG | S

Cmax (ng/mL) 4.24£0.08"| 14.9+2.2* | 2.63+0.35 | 7.51+0.32
Tmax (hr) 7.2%0.49 8.0+1.8 6.7+0.42 8.0£0.7
Tis2(hr) 37.5+6.0 | 47.4%+11.3 | 27.7+4.6 | 34.7£2.7

AUC(ng - hr/mL) [116.9+8.4* —
Mean=S.E.. AUC : 0~48k§ [t fi
*p<0.05. *p<0.01 (vsfdtH#)
16.8 ZDfth
7 21 Y ¥ ODEEI0mgl i H 73 &, [0SR 74 2 B OB
BFH) O AW [ F R AT A N T4 2 CRKI8MEILH24H 3
RHEATEH11240045) 12D &, 7248 V¥ X ODEdmgl i
TN R BHEREA & Lzl & BIMBEEL <L AW
HLRBEINLT,
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17.1.1 ERE DHEEER
7AuYErE L Tomgx 1 HIMSHEM PG %I, P A
140mmHgb &2 /R 9 E 30661 % — #2010 ¢, 7AarIE Y
L L T10mgidbmg# 1 H 1118 % 5 L 72 & & o> A 91 afi 1=
DR—=AF A4 H5OEALEOPHHEIZ, 10mghET13.7mmHg
DAL, 5mghfT7.0mmHgOIX T TH 0. WFEH ICHRTAICH
BRAEDVA LN,
WK M A 3 2 & G RlEH 0 3 BL=1%, Smght T1%3.9%
(6/154%1) 12, 10mgHf TI139.9% (15/15160) IZi® b7z, &

63.2%5.5 —

1 (10mg) $£5-BE R IE 235 W EIE TRED S, 10mghE©3.3%
TH-72%, [11.2 ]
51T, MkbiaBRE LCHEGL 2B SREBTT20Y Y &
L C10mg# 1 H1mE 4 U -Co28 M$ G- L 7zBs. U I E o X —
AT A i bDEALE OV, 15.6mmHgDE T &R L7z,
17.1.2 ENEERZER
T AH I Y Y NY VGRS A PG LBl (T0R L 1) 2B
B IEAE LA 2 A #)31386.5% (45/5261) Td - 729,
17.3 ZDOfth
17.3.1 ERBICRIFTEHE
WEPRI % 43 B U 720 % o AR BV 185 0 E S R 4381 (oF R 4 W
30/E~T74%) I T 20 T YR Y OVEREESEL H 1H2.5~5mg (—%B
DIEFNIET7 . 5mg T THI &) 2 12085 LT H R CHHc iz &
AEBEYZ o721,
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MV D IR AARAEYLE H V¥ 7 BF % ¥ FOVIZHR RIS L.
MO Ca* DA ZRD S5 Z LX), LA R M L
B OB %l S5,

AT BEEFWEM ORBBUIRETH Y FiTh b, 72,
DR INGES < M RIMED RO ST 5217,

18.2 BEE1ER
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ENBOLNTWDLY,

18.3 BIMEICHE S LIEBEEANDIERA
AIEZMEDahlT v MZT7 A8 VY ¥ 21058 M DR G4
BT LX) INESRE ) M bR O R ENIR O 1 KA
74 7)) VRAESEOMBEREDIH S iz
IR S SRS IME S v MC7 A0 V¥ ¥ 3me/ke/ % ik
L4212k, IfE ER OB OGRS,
F 7o, DR OMMAL, BoOMRBIEBIIRE, SREERELE, R
MEZEMEOIRE OFE LW S 2 ICHfl S h 7212,

18.4 Bk UAETER
T T v ORI BTy R L/ P T 0 O PR I 2 X
TR, 7 A0 Y UG CIE IRERC T LIE D o 1)
AL S, MR Ca R OB S hize MERINATP
M7 L7 F ) vBR OB S RAE S, DR RECE 2
RENTz,

A T EHETR OIS BV T R dp/dek O SIEEIE I3
KT L, ORI b L7222,

19. FEPICET 2IBEFFR

—f% T A VY XYV (Amlodipine Besilate)

1b4:4 : 3-Ethyl 5-methyl (4RS)-2-[ (2-aminoethoxy) methyl]-4-
(2-chlorophenyl) -6-methyl-1,4-dihydropyridine-3, 5-
dicarboxylate monobenzenesulfonate

7513 1 C20HzsCIN20s + CeHeO3S

J5Fat 0 567.05

R B~ EOEORSEOBR K TH L, X5 —IVITHE
TR T8 7 = (99.5) IZRREITITL L, KITHE
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20. RV EDEE
T I e —EBITEA TR TR T 2 L,

22. G
(7 LOY E2ODEE2.5mg[RET/N])
1008 [108E (PTP) x 10]. 5008¢ [10$E (PTP) % 50]
(7 L0 EOD#5mg[REF/3])
1008 [108E (PTP) x 10]. 5008¢ [108E (PTP) % 50]
(7 O E2OD#E10mg[REF/])
1008 (104 (PTP) x 10]
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