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o Ay : g ndgeAte AdHuE 100 mg @3 FY Fo= d=EY
Aol ofFehz dereledl JEFS WAA FUT FEHASLG HduHyd S
7 e dRAH g Ao A stans LIt
O Alo]E=E P3A4 A A : Alo|EZE P3A4 A Aokl W -EFof(H
oA g sgzuteo]il Bl uF A A HEoH)A dEUASY R FE
22% B 50%7HA FrretAey, ddA)] dEAde X bk ok
ALOlE ZE P3A4 AsA(dl, AEZUZE, olEZtZUE, gEUH)7}
Hael €% w5 e A BEFAdA YEd ARG H & F3
2 S7HE JheAe viAlE ¢ Qlth HEHAS Alo|EAE P3A4 A& A
o BEFAA Foste] T3t a2y, old FedE ALoERH 7|9
g2 B wp gloh
0 AO|EFE P3A4 F5A : AC]|EAE P3A4 F=A7F dEUHe v A= 3
Foll gk A2 FAEHA Fd. Aol EAFE P3A4 F=A (A, F/]"JUJ
AJE &2 9 E(hypericum perforatum))2}e] HE&F o= d2rjde &
E #Ha AE g eesw, HEA Foste] Fo3n.
6) ¢2HHA] t& FE=°l vA= Y
O ofE=ZHIAEIY : olE=ZHLAEHE 80 mgd HEHHA 10 mg U3 HFS HE
Fol Al ofE=ZHtAEH Y Y ofF s detr Bl 1ol WU /il
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g
$-229} PENA Z+zt 1,000 mg/kg, 2,000 mg/kg(mg/m2] TA3F] A
Fol Aol 8 A7 4n), 1708])S Tkl W oA AArtse] #EH
ATk AHES e R 3 AF Fo Z}s:—-_"—r: Aol gt #F FoAA YEhE A
o7 qAHEE T4 Add Hluﬂo}u:l Wz FAE) e A=z Qs A
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(3) FElF °old : 10 mg/kg/day F7tAe] dEYW (mg/m27|EoE P4
AL 10 mgd 8uv g AXF A= (wr)Hol] FARLS 64Y FoF, ¢
AL 149 &< AX]) oA FEl o g F3F> YRR ko

* gkzte] AlF 50 kg 71+
Q@ EALZ®

1) EIY - ZEAZEZFY Hd WA &% (maximally tolerated dosage)S 2t
2} 1055, 925 &<t A=9) vhe-zo] Bosidle W TS YEA &3t
o H3 &%(270 mg/kg/d)Ss FARL A A=A AFHFS] Gt =
< WAl Yt Hd WA & F(maximally tolerated dosage, =l
A 270 mg/kg/d, vH-2=olA 200 mg/kg/ D)oNA ZALEZE 2 ZALZE9)

oFg)ehx &4 gAY HAl =& 50 kg 71 AFEOlA 1¢€ 100 mg & F
S-S o] =29 oF 160 - 908 (F =) 2 oF 30 - 158 (7F-9-2) o] ATh

2
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(2) E4Hcld  EAEZEAFES AE SdAWcld 2 V79 2RF AE 54
4 A3, in vitro alkaline elution, in vitro ¥ in vivo 2] o] A3 ol A
Aol 3, &4 diAMAE vAE AWM elA, in vitro alkaline elution,

in vitro AAA I BN FAEHS Vel e

B) FHis ol : FH HE=oA o 150 mg/kg/d BTEHF EAEERFES
Fogh Aol A g T FEFe AT FAA F8E
(300/200 mg/kg/¥)S FAS A AFEMN Al FHAANA A5FA, 2
AEZ| oF 2] 723 (p<0.05) 74k d¥ol AR 100 mg/kg/ D & 7ol A
= YA A=A Favto]l BEHJY. ol F &AM AT FH A
} oAl A g o] BHEHA T
ABAYL B sttt HYA A=A 135
2k g AT FATAA S A
C=EAUC)S AMFolA ANAZLYEHF(100 mg)S FAtAS o Hede

0 o

W o o

71447, AL1~30TC) R, AZIZRY 24/0€

98 9|} Z S 2 (DMF) A3
SRIEA= o PYPSES:

* AR Al e Ao A(F), AHFAA He T TEURe490W A 123 (1ztE)
- DMF $2%3%: 20111028-130-H-193-34

O BEA=ZRHZF

AR A dEedodi(F), dHFIA HFET TN Ee49M A 123 (AL3HF)

- DMF 553 20090924-122-G-26-02

: °l -"491:%% %—H -"4‘2}% ‘O AERG o] #g FA 53 404524915, 10558505
g 534S A gevks A AA
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2. o] YoFES 5 FAMY

- ookFE EFES QEYl &9 o] A (http://medipatent. mfds.go.kr) 2] ‘¢ vl E =
s|7he b el g e AR ESSIE 71 St AR B AirE 342
2~ o)lo
PO =

3. ¥, AR AT gflo] BVl 2SS oA olE A & FESVIE ALE
2~ olo
T oMxw .

A50%2]8A18} ol whe} AAZES 77} AAHE HS,
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21. 959 %F (Drug substance)
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21.1. g¥-3
. 9P @2H) 2AZRDE
"k Losartan Potassium

CH2CIKN:O

o M M.~

212 A5 Y SF A RTE

7h dEYANALLS - USP 4

U 2At29ZF : USP 714

22. $A| 9] ¢ F (Drug product)

221. @A Y FFE AP Y=
Ikl B SINE AARA (OpH OHF O 7lE)
=AY (B F9EE D7) O dzzd=/58
O 538 O 718408 B 3FA 9 () EFF/A1%F - Al
)9G5 o] H3E F ME 74
A A AR
B &3/ B AATLANE [ Q=A/JA=A
O 5401 8A8 O 98T 3/ 98T FA g
O FaA3 O eAEd=Ad [ S84V EAANT [0 E8418A9
O ¢3eFAd O AESA/IAE2NE O AFEAE [ 3443 O 718t/ 8
g GEo] HFE F WE 7)A .
*EFAY  RAAAY, FEAEAY, SIAEYAY, AstEAY
* AR SR EAY, 9EY YAEAT F
3. ot Mol et Xt =
31 A kFS AR A
23 H| %]
NEEF | Ngza T2 2917 (month) 7%
/A2 | 5/50mg3d |5/100mg3 [10/50mg 3
F718E 25T /60%RH #RDO01 | #RDOO1 | #RDOO1 0,369 12 =g
HDPE® | #RD002 | #RD002 | #RD002
74228 40/ 75%RH #RD003 | #RD003 | #RD003 01,3, 6 142 sl

32. A4 F AR
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- AEF Y AP AAE F7) ALY, HE AL BENLES AFE AFHE A
Shal o] 22l Wgtglo] bR o ER 2GS AR VIIHAZLZRE 2471€)0] A E
4. SMo s XE
o QEOPNANG Y GRUR/ZAZGAF] o] drlE BEom £ 77 A8TA4
gholl o] A3t WA
5. k2|2 g0 st Az
o TN AN R drdu/AzgdEe] 47 DEAGARARZA o) HriE
o2 F 74 A28FA4Tol At WA
6. AMAHNEHo 23t Xt=
o AJAFAFAHASR : 5/100mg =F AAl, PK study (Protocol No: HU-009-01)
<QoFE>
9A] g3 | SAS¥EEYGEFAEANT | 3AgE | o
1. 23T 34 dEAAA WAL Fo A AR FFE E4S vln BFrishr] A FRAuA, F
N, @3, 23, 27], =LA JJFAIE
-19-55M19] 7733t -AlEeF - WA g 5/100 mg * 33 7}k
391 34 - &2 o2 e 5/100 mg |- PK o oFE3} uy}
'6(:";0 1 - : Cmax, AUC | Amlodipine, Losartan®] 7z} Fol7]4
5(;;” V) =T NeBAF HEF. 74 F47] AUC
~roe } _ } Cmax2] ARz he] X A
AlEets * FekrIZE 149 & wAF g
Clees) o T ool et 90% AFEE FHsed,
« 2B A7 In(0.8)~In(1.25)¢] Q1 A F7}35+
Sd=20:W: 0,1, 2,3, 4 5 6,7, 8, - ANOVA #4& AAste A7), AA,
10, 12, 24, 48, 72, 96, 144 Azt a7 SAARL] Fo8E HIMEH(H
(% 169)) o4 0.05)
14 - BREY718E . Amlodipine, Losartan®]
ZAFEE: 0, 025 0.5, 0.75, ?, Tmax, T1/2, AUCInf,
15,2, 25 3,4, 6,8, 10 A7t &
133) . A Bt
- 5o W3 @84 e, AAHAL A=
2 JAAFHAAA(E A AL, A
SHEAL, =34}, o3kl 5 A
st 1 Ao distd o) f-FE
st = # AlFPtHe] #HEA
55 1Este 4 ForE A A
o] Hlu /P73
<AEe7> TE Wi Fo APAN, F AANA 2B, 2AZEe] Cmax, AUCt
T 718 Hl9] 90% AlFTzro] 0.8~1.25¢] E3E o] T5A4 7FS wEIHS
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