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2. BR (ROBHCEEE LA L) T I AR AP i“f_’%

T Fuvy Yy RMEAEWITN LBIE OO B 5
il HEA D %
) . VAP RIS AM KW
3. #R - IR OD $% 10mg [ 7 AM
3.1 #R XV EAE ¢ #) 80mm /0D10
4 7 A0 Y ¥y OD §T72a0YY Y OD$EbSng wiEf |EE 8 39mm
PIET 9 5mg [ 7 AV [7A)V] B #190.0mg
I HR7 40PV |1 HRT7T 40T E Y aha =
BR | NYUIVEENE 347Tmg (7 4|V OVERER 693mg (7 2 4@%3‘5?%
EOHT Do R
- . o . 5. ®EENIIHRICEEET HXE
D-v>Y=Z b=, TAND-v = h=)b, TAN s
VT — A <L>7l:«)1/7 T — A (L—7:L:—)1/7 2’—(%[ i)‘j}%yafﬂﬁ)'ﬁiﬁzfﬁ)éf’&) El (D%%%?%Tﬁ‘
5= LG, B0 R | T AL, £ 7T A FESRE ISR RATIIFT T & e
wl [T TR ﬁ’éél%' (F—ju—2, #4455 (¥— 6. HERUHE
L—F, bl o—2 | L—F, fEfero— 2, & U S
FAY b=V TRVIRA|LA 2 b=y T XIVERA WEL AT ATV E Y L LT 2.5~5mg & 1 H 1A%
FTUNF YA FTUNF YA M54 2.
s s 7 c N i I N \f el
Wtk 740 C5 OD B 0mg (740 L G
lfEdm, HR7 20V E XY VIR WEL 6L EO/REIIE, 7TATYEYE LT 2.5mg % 1
Hahsr  [1387mg (7248 YE Y & LT 10mg) = &H g1 [E];@[:]:}’y\“%féo
ERCE B, e, ARE, ERICE D EERET 5.
D-v = b=, fiftla—A, 670X BeIE
O—A, 7AW F—24 (L7227 5= HL RAICIET A Y E LT 5mg & 1 H 1 R
EA | ALa). e (-t Y) T 5% %, o
IZWAL—=F, LAY =V, TIVEER B FERIZIS CEEIIE S %0
FTUNF YA (OD #¢ 10mg)
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OD 4 5mg[ 7 A —— AM5 °
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TR BRI T TEAE (AUC) A KRT 5 2 EAd 4, [11.2,

16.6.1 Z&]

.5 1113

IR AT IR LT B W D & 2 etk 1o 53 5 412
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NIEHIEEHE T2, b FREAPFABITT S 2 LA

HENTVDIY,

© © ©

9.7 hNR%E

R AAENE, HER, LB 6 mRmog e rge L
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1.1 EXLEMER

1.1.1 BIEERFFR CHEEAHT) . FFHSBERES. J|E (0.1%K00)
AST. ALT. y-GTP @ _FA& %) IFRERE =25 &5 bt
LI ENDH D,

11.1.2 EBENIE FUEAH) . amEES (0.1%Ai0) . I
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MA.3BETOY 7 (0.1%Kii)
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~19, N Sl N ) [ B Y i N N
01T o ki | L iR e e, | THD. AR
P - 16.1.2 RE®RS
e BRI 6 61 CFISERG 33.5 ) 17 A0S L LT
o CK 5. B 2.5mg % 1 H 1 [ 14 HIEREHT L2 & ol 7 40
AT s W T VU VIEEIL, 5 6~-8 HIRICERIREIEL., DHBEOE
1:];“7‘? K 17‘ o B SN Lol &S H (14 HH) @ Cmax &
e, Y AUCo~24nr (EZ 1271 3.5ng/mL N 61.8ng - hr/mL T
- - — HY . WEFGE (1.4ng/mL K 1°19.3ng - hr/mL) OF
ARIMLER A~ 77 /MR 3 TH o700 HG IR, MUk TR LR L %51k
i o IR 5 H HICIF 0. 24ng/mL ¥ 725727,
DD B 16.1.3 EMFHFZHHER
. SR3E 7ATYE Y OD 4 5mgl 7 AV L7 A0Y Y OD $ 5mg
BE 5895 Z I LA\ ZTEALRE. A % 7D7\7?—/‘\“—‘2£L:Jib%ﬂ%“ﬂlfi (rruvvrk
= 15 TR BBURE | 75 I R IE L C 5mg) RS A T2k 7% L3RS b Tt E Rl
GEFNZ L)) 35 LIS R LA 2 58 L 150 1S B e /S
mi A R S5 % —% (AUC. Cmax) 22T 90%EHEX 1 Tliat
YT . ” J T ——— JENT 2 AT o 7oiEH. log (0.80) ~log (1.25) O#iPANTH
SaERR (LR RO EEE R )\ TR AR S 7Y
I, BRELFE . (B, R E R HWERE/ ST X — 5 (RS, Kz L)
A N AN AN ST N3 | HENTA—F BEINGA—F
Z o B, MR | A M AUC 0~ Cmax Tmax T2
IR [T B8 | S (ng-hr/mL)| (ng/mL) (hr) (hr)
JBE £, ATV
GV RPN OD#%i5mg | 98.5+16.9 | 2.6+0.6 | 8.7+2.4 | 37.6%8.2
A (7 A
1) W LT 10mg 295 LB 10, BOEETHED S TAUYY g7 12159 | 2.6+0.4 | 8.5+2.1 | 39.6+9.5
7. [9.3, 17.1.1 B OD §t Smg
T 2) SEHUHEE XHBEREL &, (Mean+S.D., n=15)
13. BEES (ng/mL)
: 3.5 r
13.1 fERK e P AOYE 20Dk SN T AL
WEORMMENRIZED ., > a vy 7 2&6E L WIIEKT Rl —O--- 7 A0 > 0DSE5Ng
ERESIRER T EDNDH D, i Mean+S.D., n=15
F 7o, FRLOBEERAKIED, AF @RS O 24~48 R 4 izo»
WCHRHTAZ DDA, 2B, THERERE, OnlEifEREtr H =
e L-faiEE (EEomanss) NERE 22 RENED 1t
%Z)o ﬁi 1.0 +
13.2 B e
BRI R REIIL 7 Ve BRI E AR ARDE 0, B .
& BBRFTER TRV, Y ‘ ‘ ‘ ‘ ‘
F 7o, AARRAER G2 %5 L2a . AFlo AUC 0 6 12 24 36 48 60 72 (H5)
13 99%i A L. IR 2 BRI TlE 49%imA L7z 2 &L AR 25 I

At - B O W HIALE & L TR AR TH
b L s N TnBY,

14. BAEDEE

14.1 EFFAMBFOXE
DERIZROICHERET L L, DEIBRRP L2 ETIHRLET S
WAz, A, BRI CRET S 2 &,

14.2 EHIZFEFOEE

14.2.1 PTP W2 OHFAIL PTP ¥ — FH 500 i L CIRA &
HEHIEES A L, PTP U — FORKIZK Y, AV SIS
HATEERIEATIA L, I35l E B 2 L CHERR 2550
EELGAGELZHET LI DD D,

14.2.2 AHK % PTP ¥ — F XA ST B L CHRIET 555
Al R LR CRET AL IRET L &,

14.2.3 AFNEFO LICOTHEE 2 RE S5 L g 572
O, K LTI TH 20 T2 KTIRHTAZ LB T
&5,

15. ZOMOEE

15.1 ERERfERICE D 158
PRBILRIZIE 5 2T\ Ahs, RENZ X 2 IHEE RIS OIS
RENR (CEUHEME E8) PR OWELH 5,

16. EYENE

16.1 MAERE

16.1.1 BERS
fEE N 20 Bllc 7 20 ¥ v & LT 10mg & S L7
FrDIMAL IR @O Tmax. Cmax, AUCoHast X O Tz id, Z
N2 8.0 Bf (huefi) . 5.84ng/mL (F35fE). 278ng -

MEEHRZCIRIRE (EWAREREE, K2 L)
HWBRE YT X — 5 (EWERFEEE, KD D)

HENT A—F BHEINTA—F
AUC -2 Cmax Tmax Tz
(ng-hr/mL)| (ng/mL) (hr) (hr)
TLraYE S
OD % bmg 99.0+19.4 | 2.8+0.5 6.9+0.8 | 41.0+10.0
[7 2]
TLraOY Y
OD § 5mg 96.9+19.4 | 2.7+0.4 7.0+0.7 | 42.2%9.7
(Mean=S.D., n=16)
(ng/mL)
3.5 1
—e— 7 AOYE ODEESmgl 7 X)L |
i 0T --0--- 7 1022 OD§ESng
# Mean=£S.D., n=16
i
* 2.0
E
{t
gl.o H
B
0 ‘AA 1 1
0 6 12 24 36 48 60 72 (RfE)
e 51454

MEEPREICIREE (RS, Kb D)



Mg R IE N2 AUC, Cmax H0/85 2 — 713, W
DFIR, RO - K SO L > TRL S
WHEED D 5o
16.2 TRIR
16.2.1 BEORE

fEFER AT 2B Y E L Chmg %7 0 AF —/N—E
L0 RO AR ISP RS LA o3RS
FTA—=FIIHAEEIBEOLNT, 720V ORI I

FTEFORBIV VW DEEZ 5N LY,
16.3 9

16.3.1 MPFERFEEE
b MAEEE & oA E
16.4 X
FsRPRBEEEIY e Fa ) UV ROBRLLZEY Y
VBRI O E OB T I 2R TH o 721,
16.5 HEitt
16.5.1 FRRepHEM
R A6 BICT 20T ¥ E LT 2.5mg Xit bmg % H
PGS L 28 a s IRAICRZEILAR . LTSN 581 A
RS WFROFGRIZB W T H R RZE AR X
e 5-1% 24 BRI £ T2 G-E O 3%, 144 BRI F T2 8%
ThHorzo £7-2.5mg % 1 H 1Al 14 HE#EFEES L7235
EORPHER I G FE 6 H H TIRITEFIREICEL, 6
HEHUBEOD 1 HY4720) O RE(LEO R P HER =1 6.3~
7.4%Td - 71201,
fERE N 2 BN UC-1ER# 7 20 Y ¥~ 15mg & HEFE 3%
B L7236 85 12 0 H F Cle& 5 iEtaE D 59. 3% 1R H
23. 4%\ T F P ICHE S AL, #5172 R F Co IR d iR RE
D YU DVKEAETH o720 DM 9 FEDORH WA FED
Szl MEAT—%),
LGB, INSRIWICIZT LY E R Lo CEBEMRIZR
D LTV,
16.6 HENEHRZH T 2EBE
16.6.1 FFRREEEERE
B2 B (Child 738 A, B) 5fllc7auyEr &L
T 2.5mg % HiE¥H G L 72856 O M A i EEHERS IF O SEY B
RENT X —F I OFROMY Th D BEBRAIZIL. %
G2 FEMBZOMPRENEZIZEA L, Tre. AUC 1Z%%
EMEER LD HEEEID SN h 57212, [9.3 2]

12 97.1%CTHh - 7210,

(rlg/mL)
* JFHREREESRHE (n=h)
s O fREREA (n=6)
oot #p<0.05
=] Q’ R Mean=+S.E.
051
E
D
0.14 )
612 24 8 72 9% 120 (B579)
B 5% B
Tmax Cmax AUCo~ T2
(hr) (ng/mL) |(ng-hr/mL) (hr)
& Bl i
HH&;% = 7.2%1.2 1.9+0.2 |104.0+15.5| 43.0+8.0
TEHER D 7.3£0.4 | 1.64+0.07 | 68.1£5.4 | 33.3+2.2
HEAEMIE "n.s.
Mean=S.E.

16.6.2 /R
BIMEFERZEIC7 L0V E LT 1 H1.3~20mg % i

ey

e L7- BERIEEYEREABOME, 20 7T v X (P
i) 13, 6~127% (34 4I) T24.9L/hr. 13~17 i% (28 #ll)
T27.9L/hr EHEE SN, AICBIT A HEEREETH - 7213
MEANT—%),

) NBEFEICBWTAFOKFE SN/ 1 HilEHER
2.5mg TH 5,

16.6.3 =khE
ZAEBIMEREERR 6 61 (OB 2, 4, FIHERT79.7 %) 127

AUV e LT omg #HE, KO8 HMKEKS LY

EOFWETERT A=Y IROBY TH D, HEFEG L
Wia . HERERERAN (56, P4 22.3 %) 2L,
Cmax. AUC XA EIZEME A R L7225 Tie (A EZEITRD
SNholz, KEHRGEICIZEEEDOMBE R 7200
VIBEEIIEEE LD A E R LN F 0Ny — VIEHAE
FIZHM L TBY , BEETZOEEPEART L EMIIFED
SNehrorzd, 9.8 ZIR]

AR A R E FHAEMERE RN
BN 5.0 | ORGSR | B 58 | ER5-R
Cmax |y o140.089 | 14.92.29 | 2.63+0.35 | 7.51+0.32
(ng/mL)
Tmax (hr) | 7.2+£0.49 | 8.0+1.8 | 6.720.42 | 8.0%0.7
Tie (hr) | 37.5%6.0 | 47.4=11.3 | 27.7£4.6 | 34.7=2.7
AUC B
(ng-hr/mLy | 116-9%8.4 — 63.2=5.5 —
Mean+S.E.. AUC : 0~48 Ffif#
a) p<0.05. b) p<0.01 (vs fEEEH)
16.8 Z Dtk

T7AuYEYODE2.5mg [ 7 ANV K7 AuYE Y 0D
$E10mg [ 7 AN ] 1220V T, FNEN [S82 8 %1
I ELH O A= Wy 0 R SRR T A K9 4 >~ (PR 18 4E 11
H24 H BRI 1124004 5) | 12320 &, 7200 E
Y OD$Ebmg [ 7 A )| MK L L2 X, FH%E)
HIFEE SCHIR S, WIS RS & A Sz,

17. BRERRIR
17.1 xR UCRLMICEAT 555k

(&IMESE)
17.1.1 ERE MR

TAOYE ELT5mg % 1 H 1 8AMPLHIC, I
WM A5 140mmHg Ph b % 7R3 3% 305 4 &2 #2551 T,
7YY E LT 10mg Xixbmg # 1 H 1A 8 AK#%S
L7z EOPEHEIHMEDN— 2 5 A ¥ Hh 5 0ZE LD
fEiZ,. 10mg # T 13.7mmHg O F. bmg # T 7.0mmHg
OITTH Y. WEERIHRIIEE R =D AL NI,

i RARAE R 2 SO RIEH O ZIZIE, bmg BETIX 3.9%
(6/154 #1) 12, 10mg B TIE9.9% (15/151 #) 12D 57
720 EHE (10mg) #&5-FHIFIEDE WHE TR 5 1,
10mg #ET 3.3% TH - 7219, [11.2 ]

EHI2, Mkt s L CHER L - BRSREBETT oYY
e L T10mg % 1 H 1 [\#E@% LT 52 M#%G L2k, X
WWMEON— 25 4 95 oZEAEOFEYHEiT,
15.6mmHg DT % 7Rk L 7210,
17.3 201t
17.3.1 BRI RITTHE

i PN % & O UE SE B 43 B (39 LI T 205 70 AL E)
W7y ¥rE LTl HLM2.5~5mg (—HBORERNIZIE
7.5mg ¥ CTHiE) % 128G L COMERHICIZIZEAL
R Z ol

18. EhEIE

18.1 fER#F
MM O NEEAARTEYE D V> ™ A F % ¥ 2 IV R I
AL, HAND Ca2 " D AZ R SELZLI2ED ., &
M R KRS I O & 5l S &5 AV AFEPUE
HAOSBBITEETH Y FTH 5. F 720 DIPHIER L
55 <L M EIEDFRD 5TV 51018)

18.2 RRE1ERA
HHEIMEREE TV GEILEERSSIET v b, BEEILE
4 ) I2BWT, BERS TILE T RO FEB 5% TE =
BRI SR WS EARO LN THE D | WS TH kDI
HLaWZ DO LNTNDHY,

18.3 BMIEICHE S DMEBEEND/ER
A Dahl 7 v M7 203 ¥ % 10 DL s
59252 L1280 IS AE S M A O B E IR O
FRIKEAE 74 7)) Y iRESEOMERRES G S 7z,
MRS SESMES v M7 48T ¥ 3mg/kg/H %
Bk 59 A 2 L2 X | I B A ORI OVE Ay sl B ASEED
BTz Fo0 DA OFKEL. B OBIIEEIR IS, SRERALE
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7,20 21)
18.4 PR OIETER

S v MOEIC BT, BRI/ PR RS O LA B T %
FARZAER, 7 20 DY P GHETIE IR T COIRE
DO R DR S, HFEA Ca2 T E O BIINATHIH S I /zs
N ATP B RO 7 LT F ) v EEoEE b IEE S,
U PRETE AR STz,

I L HE AR O LS 33\ Tl 2828 dp/dt K OV 2 G
JEIXET L. OHEEREER D WA L7225,

19. BERSICREY 2I{LERMFR

—fg&
T AuY Yy RXY)VERE (Amlodipine Besilate)

124
3-Ethyl 5-methyl (4RS) -2- [(2-aminoethoxy) methyl] —4-
(2-chlorophenyl) -6-methyl-1,4-dihydropyridine-3,5-
dicarboxylate monobenzenesulfonate

P S A

SFR
C20H25CIN20s5 - CeHeO3S
SFE
567.05
MR
HO~ i HOORFREOREKTH 5,
xﬁ/—w’gﬁ%¢<\1&/—w(%5>u%%@ﬁu
<L TKIZEEITIZ v,
RO A% ) — )ViEi (1—+100) 135t 2R & hn

Bl 0 49 198C (53 o
BEX
H

H:C. N O/\/N He
||
HC /O%O\/CHs

0 0

_Cl
[:j/ OB B
%22, ‘@i

(7LOYE> OD#E2.5mg [ XIL])
100 $2 [10 $8 (PTP) x10. HZJEHIA D ]
1,000 $2 [10$ (PTP) x100. ¥z A ]
500 §E [, /NT. EIEFIAD ]
(7LOYE> OD#ES5mg [7XAIL])
100 2 [10 $8 (PTP) x10. HZJEFHIA D ]
1,000 $2 [10 $8 (PTP) x100. #zfsIA D ]
500 §E [, /NT. #ZIEFIAD ]
(7LOYE> OD & 10mg [7 XJV])
100 %2 [10 $8 (PTP) x10. WZJEFHIA D]

©/503H

23. FENXH
1) Packer, M. et al. : JACC Heart Fail. 2013 :1 (4) :
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