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80 mg, 3] F4

NAETE 10 mg 19 18], 14217} 0 mioli B P e
2 71
EAZdUro] 700 mg/ BlEUH]o] 100 mg 19 23], 847k | 10 mg, ©3 Fo %gjj}ol
BA T
ore] ZelEl4t 0.3 mg, 7Y 40 mg, 73 %9]:? oi}o]
BA T
Agvtd 140 mg 1Y 33], 541t 10 mg, &3] F %g;}oi]—(ﬂ
BA T
H=IHYolE 67 mg 19 33], 743+ 10 mg, 7¥€r i JOX}O]
BA T
ZFA 450 mg 1Y 13], 743+ 20 mg, @3] Fo %gjj}(}]
BA T
AEFTUYZE 200 mg 1Y 23], 797+ 80 mg, ©3] Fo %qfoi}ﬂ
BA T
EFFUE 200 mg 19 13], 1143F 80 mg, &3] 7o %gfj}ol
BA T
o glz=®nto] Al 500 mg 19 43], 743} 80 mg, @3] Fo 20% 72
Hlo]Z+ 50 mg 1¥ 33], 1443¢F 20 mg, &3] Fo 47% k2
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(Contraction Stress Testing), H]4- 3}& AF(Non-stress Test) =& AE-o|g% 3
=3 (Biophysical Profiling) ¢ HAAH} ?Q/\L%_] I At} AR Ejolo Al o]n
H| 7} 2] el 7F A gk o] F-of = OL’FJJr o] YA 25 7 A

g el A A LEA T F=EA AFA] 1 =& Ao e wgo}, oJ.gro}e]

BfolE AL, 2MtaT 9 uRFdFel lex Wdsl dEstelor
wkof ibﬁi%‘ol‘/} Aol vehdthd, dsk 8 AldwTel W Al B
g5 ok vk ALY sHATIL AskE AYeE walsy] flel wdkdel
U A4S @ R g

2a HES g 9 A7 AT Ha, SA/AE 2 Ad, ALE
AEEEe TR oSS Azt AAAAMe] ATS7HE 34300
mg/kg/day®] St Fo]E&FelA FF e ADE AlSfstas, o
gol 2dd A2 25 mg/kg/days ZH7 Fol & 7ol A A th(mg/m2el 75}k
Aol Aol A8 100 mgo] oF 3ufel ). olHF o dutEES Al
271 9 i T FE == 71T Aot
@ ZFupAErEl
- Aol Wigk mautaEiee] kA SHA ke nz Al Fol ARgshd <
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2 olE F9slo]of gy,
13. 7]Ek
ZF GddAe gk IR E oS3 2o
O d=rA
(1) 2ok« =3 0.5, 1.25, 2.5 mg/kg/dayS 2\d FeF Ho] o Folgt P =l
npg-2 o A Wb ol T AE YERUA] @t} ES o] Ao Fod FHagwF
S vpe-29] Ho Wekd &% (Maximum Tolerating Dose)oﬂ AR, (v9-20
M= mg/m2 7o 2 A Ho EAEE 10 megol A% &5, Hodgs

A A AFEF] 20))

(2)

AW - EARo] Al o] ofE FAHA £ ARRE FAd dFS A

A ekt
(3) FHls °]% 10 mg/kg/day&ZF71A 9] 4293 (mg/m27|=o 2 73 HAdE
2 10 mgel 8ux)om AAZ HE=(urdo] F=A2 64 S, S 14 F

@ =
(1)

(2)

(3)

F A A oA FEiEel ek FEFS ERA] Rt

* 32k AT 50 kg 7+

APE g

wholx 1 BALEZERZAEO Ho ok &% (maximally tolerated dosage)S ZHzt
1055, 925 &<t A= mpg-2o Foeigls wf oS YEhbH] gtttk FHaL
|F(270 mg/kg/D)s FoALE AR H=o A AFHFY o =2 HAE]
Ebtel. Ho Yok &% (maximally tolerated dosage, =X 270 mg/kg/Y,
nhg-22o A 200 mg/kg/H)l A EALEE 9 ZALEERRS] ofg]ehA &4 tiAbA| o] H
Al =Ee 50 kg 715 AOlAl 19 100 mg & Folakles We] =Fo] °F 160 -
90rf(A=) & °F 30 - 158H(}$-22) o] AT},

=AWl ¢ ZAEEZFES HAE EA¥old R V-9 ZHF AE EAWA

A

v}

3], in vitro alkaline elution, in vitro % in vivo G2 A| o] Aol A S-4do|%]
Tk &4 dAAE mA8E Ed¥elA, in vitro alkaline elution, in vitro 414
o FA Gl FHEALE VERNA okt

)

FHS ol ¢ A A=A F 150 mg/kg/d ATEFY BAIZRAES T
Aol A g AT o] e glolth. A A H482(300/200 mg/kg/
S Folgh A AGH Al dARNA AFIFA, 2AF B AEE oL 7o froTt
(p<0.05) #29F Aol AATh 100 mg/kg/d SFAE= AR AF5FAST A2
gro] #FE AT o] st FFo A Aalgh A 9] A Y F S EE
AL AEC gk o] AEEA] Feky] e, HEE Aot oFEIe] AdA
o Bigtsir}, B9l F=o Al 135 mg/kg/UE 7L FoEHS o 2AlEE @
22 g gabAl 9] AAl =EF(AUC)S AbgtolA HdHdddE3(100 me)S
TS uf euE =& oF 66 2 26H] 0]t

T HF2~ELE




(D) =9 A A5 DAANFAAN, 852 A7) &, w52 FA 74, AAg S
Gx 5 A4 Aol LEIT olelR Ak AR el uldl ATt §ue
Ao AA T39S wl el

(2) oFEs} 1 okgst AlFo] eyl opAloll(AE, T, Welw, WE, e =)
Alerelzt HlaAl AUC 9 Cmaxz kel oF 28] F7bskalch. Q1484 of&sh &4
of o5t P 51 Fhol dFH o= oule oFEs Aol fisith

O A7y % A7

5/50/5mg 718871, 242(1~30C) B, AzId=HE 071<¥

5/50/10mg 71487], AL(1~30C) B, Axd=2HE 671

5/50/20mg 71487], AL(1~30C) B3, Axd=2HE 671

5/100/5mg 71887], AL(1~30C) B3, Axd=2HE 071

5/100/10mg : 71287, 2-(1~30C) R, AxId=2HE 6712

5/100/20mg : 719-87], A(1~30C) B, AxU22E 1871<
LB %¥F5E(DMF) A+

O ¢=YAZA4H

* FAR Az dujgUsst

- FA o AVE AEA AARZ 59

- DMF 5= 20100616-130-H-6-01

O EAIZRHLF

* FAE Azxd o R dsst

- T AR ASA BARE 59

- DMF 5= 20090924-122-G-33-04

14 37tz @AGsts 49
O (AAAN TepAbd A2z 9 T9okF T bdol &3 13, A2z @&



ANAAE A B A A AL Z1ZE (63 /A EA E 2] oF )

O (1A BAAY) TelokE Seof obyo] B A, A4z A1 AE D e
o FESFATLAA A, (AEJFERAA 1A AT A2F (A
bl ERoE AW ARAEFF)

©
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o (71 53

1. TeRArs |, ARz = TojokEzo] obde] #ak 7%, ARFA1IA IS LEof <] 3
A AL o] ok <
- AAALZIZF 1 2017.07.14. ~ 2023.07.13.(63)
— AR A 7] 7 2023.07.14. ~ 2023.10.13.

2. TAISF SO AUA A1F, (HFNFEFAALAES 25 A

B2 % 204 o AR wa s, olF o waE A

4. o] ooFE2 FTAYFE ‘olmFAEA Y #F 535 A04524915, A|05585055 B A
123220659 S ASAAE SASHAAT] FE7L APAL 52 FASA oh]
sh Aol Fo@Ths "SI BA ST AFH o FE

5.9 Wgol A thEAY sslddel B A% EE AR A% gl 37 2AL
oA ofF Aol B EuIANE AL 5 A

15 MFAF A AF
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FgopAa U8 AE A%
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Folux GRUA/ZAZR/ZoutAEEl v EF BA Al
: 5/100/20, 5/100/10, 5/100/5, 5/50/20, 5/50/10, 5/50/5 mg (& 67H)
Te 98 FEFTAE, HEFHTSAANY, N8F FF d4ANF S AN

ol

PR+

d|
o

Ao

Xz

o AEH

.

;o ZERFA5/50/5, 5/50/10, 5/50/20, 5/100/5, 5/100/10, 5/100/20E 2] 13}
o A g 713

250 2eh

“

2T HA(CCB, Calcium Channel Blocker), EAFZEHARB, Angiotensin Receptor I Blocker)
(HMG-CoA reductase inhibitor, 3-hydroxy-3methylglutaryl-coenzyme A reductase inhibitor)
12. 719 3 AL 9
CAEY ABAR AHSHE dEHA/ZAER EFAG 1T
FoE Y3

9% ABAE AGHE 2oagEe
14 §ROE EFW BYAE /L] BoFESEE FolnA

3;;}
13. A% A3F M8 2 AEH
+ A3 ALE AL gRa/zA=e
_‘]—y_go]-

SGAS 25HaBRS FA0 Folstolol s Bae] AgHS
= A2A9 2YA

14. 4

o A&
AR B FHRolE AR Gerh
15 AR FFY 7R A dolgd A A7
o AU
. TEZEE - =EEetY 4 2 MEctE MdAEo et AR(ZFH 2#E X R)
21. 959 %F(Drug substance)
1) ¢=HAGLd4d

211 Gk R

2-(2-Amino-ethoxymethyl)-4-(2-chloro-phenyl)-6-methyl-1,4-dihydropyridine-3,5-dicarboxylic acid
3-ethyl ester 5-methyl ester; compound with (15)-(+)-10-camphor sulfonic acid



. Qug  GEOuBANE
o HA}2A : C20H25CIN205 - C10H1604S (MW: 641.17)
. 724
HyC = 30CH 3CH 3NH 5 Hy 3
H,CO;G :°?=}H=‘ % %
HO .8
212 98FF NFFE : Bt
BT mEUAd A4 (Opd m9AZs [ 248 mEed m9)
SEAE (W 924 [ ARLAE W 22 S m 1)
AL AL E R0,
O &sA" O 78A3 I ggH O F2FF/A /\] &
W g5 498 74 WE S5

211, AR

o WA Potassium 5-[4" -[[2-butyl-4-chloro-5-(hydroxymethy)-1H -imidazol -
biphenyl-2-ylltetrazol-1-ide
o Uuky : EAEZRZF
2

. szszClKNsO (MW 46100)

212 989 %FE NYPYE . EP

3) 25HAHELE
211 9 R

o HA . Zg H2[(3R,5S,6E)-7-[4-(4-EF L 29 D)-6-(1-H 2o &)-2-[m (D xd)o}m] =
H-5-9]-3,5-T &t EF A E-6-of 'mol| o] E]

o Ut . EFulAERIZ S

o BAA] 1 (CypHyFN3OS)Ca (MW: 1001.14)

1 - yllmethyl]

1512



: EP

22. $A ¢ % (Drug product)

221. A7HAY FF (FAMA, ALA, A4

. AYAT 813

222 $AFE AFYE

A, HolAd dFete B-F)

m Y B EJINE ARA (
TEAY (B FA=E O 7E)

O SsA3 O 7eAd B 33A3
e 2

HE [ 71g)

AAAE
B 53/ 83T B AFEDHAA/AATLZANE O A=AD/ YAEAE
O F54018Ad O G B3/ "/ a9 FEFA Y
O #7449 O mAESREAE O 2840 HAAE [0 2848189
O $2e548 [ A=A/ 2I4EZAE [ HFGAd [ [ 71EA 3
A G5 HYE F5 WE 7] A
3. ¢t Mof ztsk Xt=
31 ¥rfFY ¢BA
32. ¢AYkFY ¢AA
o AEAR
<5/50/5mg, 5/100/5mg>
NEEH NgzA £7188/A% A&7 EE
PEERDE: 25C/60% RH HDPEH/PPrLAY 187] € 2 g
7HEAR 40°C/75% RH HDPE®/PPul7Y 6712 ki
<5/50/10mg, 5/50/20mg, 5/100/10mg>
NEEH Nz L7188/ A% ANE71% EE
HDPEH/PPu}A }
A7 REAF 25C/60% RH o 24709 3
Alu-Alu Blister
HDPEH/PPLAY .
74N 40°C/75% RH ° _} 6714 A%
Alu-Alu Blister
<5/100/20mg>
| ANEEF Ngzd £7198/A44 ANEzE A3




] HDPEH/PPEL) ]
A7 BEA Y 25T /60% RH o 971 € 3
Alu-Alu Blister
HDPE®/PPr}s ]
7H5A 40T /75% RH i 671 A3
Alu-Alu Blister
33. AAAE & o= FH/EH

o AAANZALERH B AT -

5/50/5mg 71887, 4e(1~30C) B, AxIZHE 307/
5/50/10mg 71847), A(1~30C) B, AxLZRE 3671€2
5/50/20mg 710 87], AL(1~30C) B, AZYZHEH 3671¥
5/100/5mg 71987, A2(1~30C) B, AZYZRE 30/0€
5/100/10mg 71887], A4(1~30C) B, AxYZHE 3671€

5/100/20mg : 7]E8&7], A2(1~30C) &, AZY=FEH 1870

34. (A U AAR oA

e 5/50/5mg, 5/100/5mg : 187 A7IEZE, 67§ 7t B Al

g AAdE EYE T%F
=) (AFA Al whel, AZYZEH 307]€9 AFE7]7Ee]

A4

e 5/50/10mg, 5/100/10, 5/50/20mg : 2470 € A7|HZ 67/1E 715 AN AP AAE BEUYRZ MgEs

ANEIE, (A Aol wet, Az E2RE 367)Le] AHg7]zte] QA E
AFRE BEUZ (FES o] kAN Y7 ZE, (A]grq

o 5/100/20mg : INE FA71EE, 6/1€ 714 A4 AE

Aol weth, AlxdZ5E 18742 AHgr]Zte] AAHE

4. S Mol &8t X=E
41. SANIAR AL
o 72

o
S
b
oft
—m
£
o
in)
—m

o 7] 7k

&% (mg/kg/day)

Z TN

AJLIR 3.75/37.5/7.5
AILIR 7.5/75/15
A/LR 15/150/30
A 15

L 150

R 30

) 27(0.5% MC)

Z TN

A/LR 1/10/2
AJL/R 3/30/6
A/L/R 6/60/12

A 6

L 60

R 12

T 270.5% MC)

o ARG

ol




42. SANIAE Y 2% (HoFt 37
o ATl
43. SR U@ A4 oA
o 137 WEFAEGAPA ACEL ARB ¥ 2et8lA 54 9o A2 543 whgolu 54 rH8e
#HAHA ok
5. 22| &0 &et Atz : HA
o [oJoFEo] EEEI}- AT - A FA] A28F A4 wat, A FAR 7SS SUF E5aH
HAWAA 215t BFAE Mdshs Aol APHER IR A A ARE Asso ARE T
6. MAFEEo| st K=
61 YFNEATY AFHH(GCP &)
o YAAY A (2017.04.27.) A}, GCP F4
62. YFNIAER AL
o YNANFAAAR : F 34, 14 24, 34 14
- FEAEAE 1A
- AEFAETA 17
o AA ASFE AT IA AN TS HM-ALRO-301 study
o 1 9]y 5/50/5, 5/50/10, 5/50/20, 5/100/5, 5/100/102 2] 1A | o|etFFESHA AR R
- EdAIg BEFEAY HESHFTAHLS YT 5/100/20mgA A2 MW EFEANFAEE AE
6.3. BEAATAY
o [ Nusy | gge | TE | FAET R w9 . A
e - > i 713k N
HEFAT A7
A28 ¢4 AL4AE oo = HCP0605, HGP0816 8509 A9k HCPI305 Feirlel oh5sta 5y 2 FuA/ebde vlm
B7k 37) A% 29 wA, TR, B, D FAYFAY
I [HM-ALR[& B3 o ol A3, [A7@ A -8 EERGS S <FE3H
0-102 |53tAl =5 |FepPE, (94618 | HCP 1305 SEuA, EAZ 9 dE0E, 2AZY 9 2
o] Ash 2] |ehsl T, 5/100/20mg, 1% 24ulsElRle] ok |fulsEiEle]  AUC 9
VB2 @ E 2X2 3 3t shejul el Cmaxe =Iw@sle] =
9 Z25uaE A e : AT A, BHA 2]
| ggre A HCP0605 (o} <QkAA> 90% AFFre] =T A
o ozt & o og A ol gukg 5 2347 554 WUl
49 ek 5/100mg) 1% e
Hl +  HGP0816 <R
EEENE: ekt A gete] <
20mg) 174 Ao o= Qe
o olmAEFA 5/100/20mg ol9lol =E AgeF AA(5/50/5, 5/50/10, 5/50/20, 5/100/5, 5/100/10mg)E E-gHA) 9}
BE5Ede HEFHNFEHS AFT 5/100/20mgAAeke] vAEESANIARE Bt AESFHFTHNY
A8E A&



64. 93N

A4
. o FA8F 4 | 7o =
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