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(57) Abstract: The present invention provides a composite preparation which comprises: a prior-release section comprising as-
pirin or a pharmaceutically acceptable salt thereof as a pharmacologically active component; and a delayed-release section com-
prising clopidogrel, an isomer thereof or a pharmaceutically acceptable salt thereof as a pharmacologically active component. The
composite preparation of the present invention exhibits a far better eftect in preventing platelet aggregation than does simultane-
ous oral therapy or treatment with the respective single preparations, and not only can it improve the patient's drug-taking compli-
ance by administration once a day but it can also reduce the adverse reactions which follow long-term administration of aspirin.
The composite preparation of the present invention is also advantageous in that it exhibits an outstanding effect in inhibiting
blood platelet aggregation despite a reduction in the amount of aspirin ingested, and in that it converts clopidogrel resistance into
susceptibility and prevents serious adverse reactions caused by clopidogrel resistance and in that it can be stored over the longer
term since it is stable under common storage conditions.
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2417 S a7t o] HAA] RS AT F AU v,

Z2 0PI FAA Y AP 2 AAHA T3 Alzto]

oA AEFAARG = AL SAE 5 AN 53], pH 1.2 T A FlA
A A 1034129 AL = olfre 4 AR TEAALS R 2H 4%
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U E Lo AW EREA 40+ 2°C/AAHEE 75+ 5%(7HEA| B 2 7)), 25+
2°CIEUNEE 602 5%(F7NBENEZ)Y A28 570 Basted g1 A
AL E AUe] ER AEL AAETH \

FA A AV 40+

(315] <AARANE AFgE B5, F634 Zoh FS5EIIEQ
°CIANEE 75+ 5%) 2 F o8, & 62 F7] AAHA A Y25+ 2°C/ & = 60+
5%)7 T} o] .
[316] X5
714 PR A H (401 2TCT/AUNESE 754 5%)
SAA AFHEAGRA)
olAM U FH(FH%) E29E0E FF(FH%)
WA A AFF FaE K 475 S0E
H)ia] 1 99.4 98.5 -0.9 - - -
Hlald] 2 - - - 99.9 98.1 - 1.8
A Ao 2 99.4 98.7 - 0.7 - - -
A Ao 3 99.3 98.8 -0.5 - - -
A A 5 99.9 98.9 - 1.0 - - -
A Aol 8 - - - 99.1 99.2 + 0.1
A A o 11 - - - 99.8 98.5 - 1.3
AAd 2 101.1 99.6 -1.5 98.9 98.6 - 0.3
A Al 10 100.6 99.4 - 1.2 99.6 99.2 -0.4
A Al 12 100.2 99.6 -0.6 100.6 99.8 - 0.8
A Ao 25 100.4 99.8 - 0.6 99.8 99.2 - 0.6
[317] B6
27] PPN A (25+2T/ANEE 60+ 5%)
FAG NE(F7ImnEAERA)
of2u YA (%) £29x1%d &F%)
ANE | eN8 ¥ 78 AAA 671 & 318
¥ 1 99.4 99.1 - 0.3 - - -
B e 2 - - - 99.9 99.1 - 0.8
A Ao 2 99.4 99.2 - 0.2 - - -
A Ao 3 99.3 98.9 - 0.4 - - -
A A 5 99.9 99.4 -0.5 - - -
A Ao 8 - - - 99.1 99.2 +0.1
A A 11 - - - 99.8 99.5 - 0.3
A Ao 2 101.1 100.7 -0.4 98.9 98.7 - 0.2
A e 10 100.6 100.1 -0.5 99.6 99.5 - 0.1
AA A 12 100.2 99.8 -0.4 100.6 100.2 - 0.4
Ao 25 100.4 100.1 - 0.3 99.8 99.6 - 0.2
(318] E 5 H6olA AU F Kol E dFolM g 2 =T oA Y Y

EPAAE AEAE 2 A7 RENY 277} S48 S8 2 4ol

CHAE X] (& A26Z)
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UEo2 ZAY uo AP v THNS B AN P4 o) AsteA) Pk
oA, & @Rl o1 B2 E 2D ok AR By A Pt
FEA0 TR AU 2717 B H5 T Aoz g

2

[319]
520) APl 4 BIFAY A
[321] A7) AA oA L AAE NG H /AR A EE F
gAY g AlFe AAEEn 2 2F4E E 79 ER A
ofgfe) 7 A FAE & QFo] B e S29cada oA
E3AAE AE QL FALE £330 o2 gFHE Y] Fgo] M gle ALE
FAF AT gty B e g F2d s oja e B A A
AF @A A AZA| A7 A AER] Fa, Bap £ FAE Y GES
E4Pos R TS $4VARENE QL 5 AL L0 §F BT ol
mE RS e F AL AR dddnh
[322] 7 ‘
7] AN E(25+2C/ANEE 60+5%)
AAAL ANFH (A7 REAFEZA)
ol A~ §F(%) 2295 ad gak(%)
7HAL A 6714E ¥ >uE URE: 670 ¥ S0E
H) o 1 99.4 99.1 - 0.3 - - -
Hluld 2 [ - - - - 99.9 99.1 - 0.8
Al Ao 2 99.4 99.2 - 0.2 - - -
Al Ao} 3 99.3 98.9 -0.4 - - -
A A d 5 99.9 99.4 - 0.5 - - -
A A <) 8 - - - 99.1 99.2 +0.1
AA S 11 - - - 99.8 99.5 - 0.3
A A 2 101.1 100.7 -0.4 98.9 98.7 - 0.2
A Ald] 10 100.6 100.1 - 0.5 99.6 99.5 - 0.1
A Ao 12 100.2 99.8 - 0.4 100.6 100.2 - 0.4
A Ao 25 100.4 100.1 - 0.3 99.8 99.6 - 0.2
[323] Age4:. 58 E‘—‘s—éﬁ
[324] R AP aFE ALY E FEANYL2 89 2o N2
AAsR o
[325] *8
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43

El-i-ﬂil%%_‘f'—} ol2m @ Azkal W& HAAY SDREE o8 4w §3E A%
alk:

AdaA Ag N8 L oAy BHo 2 g EAAY
ADP S - frxol we daw $3Y 2E Bleeding time &
=9 At

oy_, OIO

- R=(5R), D 957 (274.0 g ~ 310.0 g)

gy

WEzF(HFA, SO A=) -
229539 10mg/kg, 9 ‘
ot~ 3 A 10mg/kg, &
2= 10mg/kg, °tA3 H10mg/kg, B(HAH 25) 10
2= 10mg/kg, otA2H B10mg/kg, H(FAIFH)
g=29=1% 10mg/kg, o2 ™ 10mg/kg, F(A A6l 25)
229539 10ng/kg, FE olAHU20mg./kg, F(FA Fo)
1.54742 2 Souly . JAFFAE ME390od, HAFFHE %ﬂlﬂ} FAZ1E ol &3lo 9
Yz ZAz 73-?‘-:—04 6}%1‘4
2.5 Mdholf : & AFEZY YAHEAEV FT7E dJ4dHER FAFFo AT
3.549A 7 olA(d IANFAF(Y), AYFAF(LF 9A4])(9H)
4. AL

4.1 FAFAS29 519 10 mg/kg

4.2 o}~d ¥ : 10 mg/ke
5o R4 18] Bo,
6. #7423 : 23 12T, AUEE : 50 £10%, 12X tH o2 ASY A

m

o
m

7] S

“

olft

3 7H

<ADP §3] frxo g 448 3" &>
1.4y
1.1 $EBFo 242 ¥, H=E Etherol oA F /5SS AAP3to &334 3.8% sodiun
citrate £¥o] YNR:33 1) 1:98] &2 A}
1.2. 950rpmoll A 1083 YA R E g F, 45 Platelet rich plasma (PRP)E FR5A ).
1.3. E2ddLe tA 3000rpmoll MSEZ FHRIAE TAIF F, A5 Platelet ponr
plasma(PPP) & 3319},
1.4. PRP&9Platelet cell €& ZAFTHALRVEZAH7|7IE ol &3l EAF ¥ PPPY PRPE 41oiA
Cell&E 3.0X10%ells/ml2 THFUC.
1.5. Z} Cuvette©] magnetic barS 22 Fof PRPE 247.5ul¥ & F o 184S A A,
1.6. PRP7} ¢t& sl ¥, 30x Pz agonlst°) ADPE Z}2}2) cuvetteol]l 2.5ul Elcl.
1.7. Aggregometerg ©l &84 APPSR X WgE FAsAH.
<Bleeding time &>
;i }—%ﬁq—r"‘iw‘]{} ¥, R=E oA U BUE 22 ngy ERESZEH ZmE A
3]
2. FEAE o)l 30x P02 me B wWE FAL FHPc).
3. £Yo] HE w9 A& 7IEFsAY.

[326]
[327]

[328]

(329]

A9 243 2L E 99 100] HEMAUTE E 9E SDREAX Y &AL
54 Zoln, 102 SDRA=A 8] ADP &3 fro e 2% 5319
53 499 2ol

E99H 10014 AT F AYKo], B 2o BE 9y BFAAE A 4
9 Fol o uaa s o 73T, AR T A F47)
FAFAY o} AT BT R L3 AFE UYelE RS 4 AU
EF, Yt o2 AGHE B84 ol B} FFo] HFAE £33,
A o 53 £7%8 dEA

®9
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EYAN &4
-k 28N
HZE(ZS, SD A=) 750 + 468 %
g2y 10mg/kg, 3 1177 £+ 729 %=
ol A3 Y 10mg. /kg, 3 930 + 296 =
E2HE19 10mg/kg, o2 U 10mg. /kg, FH(AA A 25) 2016 + 1345 =
29229 10mg/kg, oF23 W10mg/kg, B(EFAFA) 1568 + 983x
29523 10mg/kg, °r23 A 10mg/kg, F(A A 25) 1734 + 852%
229239 10mg/ke, 1626 + 1093 =
A4 oA A20mg. /kg, B (BAFA)

[330] 10
Y233 %s 54
ak:E ‘ giry 3
HE2F (A, SD A=) 100.0 £ 7.1%
229512 10ng/kg, 3 77.1 £ 20.9%
o}~ 3 A 10mg. /kg, = 83.5 + 16.7%
229519 10mg/kg, o2 3 A 10mg./kg, H (A Ald] 25) 59.6 = 20.3%
SE2YE2Y 10mg/kg, °t2F U 10ng/kg, B(FAFH) 69.2 + 7.8%
2239539 10mg/kg, ot2 3 A 10mg. /kg, G(AAld 25) 72.2 + 10.8%
g29 =2 10mg/ke, 71.4 £ 18.6%
& o= b20mg/kg, F (FAFA)

aia B - e

(3]  22gowE 22EadsolauY 2HAAE FEhAEL
RHEEE o 27 A|2b3} B T} ol2 g AAH Vo] HEFL2H Z7e)
HES BUAZ BE EE 2 4R BAAS FABE EE BE FFAAR
2goe ARt YA O HolU 82T SHAAEHE sl 4E3A
A8 o3 2 AR EHE vebd & Uk

(332]  Webd, B el AL Q4H N8 E3 Holut | & A8 Fn
e §Fo2E SUF AHE U & Atk Z H4EBA 2B AL Y
Agol W g FALS £FE Y 47k Ao} RG] A Zadhy, Az
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[1]

o

1 0.01 U #] 209

S

of $lejAM, SRy E o] of 23] Wt} 55of A 120+ %= 7]

1

[}
1

[}

k)

k)

Al 1
Al 1

[2]
[3]

o

"o

[4]

nl

7F

o~

ol
Al EEfA|, kg BhA,

1

1 o] W

T:
~

o] A

=z

EE 2R
&

]

]

(crospovidone)

>
o

oA, 71 5

o)
DA

ol

AR 2 X (croscarmellose) U EF, 1ol 2Zbek,
2 v d 9] &

GAEQY YAER A o AAE R

=4

H] 4 (veegum), V] 4|

Al 6
=

Al 6
A 12

[5]
[6]
[7]
[8]
[9]
[10]
[12]
[13]
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[25]

[26]

[27]

41
Al 2380l Qo) A, 7] 84 At AE HE A ERQ 2,
FESALRIAAER S A LD J| EFA T2 AWE A SR Q A 59| A
A8 8 AER 2 EHE, FYndy S D Sy ddE
T Aed 84 Znjd fFEA e, EeldEdae] S Y
A S F Tl Agd A NSA = F3HA] Sl A A8d
Shuf o] &l A A
Al 2380l Qo) A, 7] FEEA] At AE EE 0l oAl E| O] E,
ZE)vetad e o] E 53, Eel(ldelad g o] E-vE
HElTH Y o]l BE) F55HA, ddolaH e o] E-vE
HetAd g o] E-E v Eoln] o et A H el o] E 35 3HA,
NEAZERZO A AZEZ Q2 AHE AEZ A EHE, AZEZQ A
ofA o E, AERQ A Told o] E, AER Q2 Eoli o] E,
AZERZQ 2~ olAHo|E, AEZ QA TolA o] E, W AEZ QO ~
E ol H o] E Fol| A A8 H sfvt o] el H A A
Al 2380l Qo) A, 7] A8 LA
S| EEA LR AWEAE 2 Q AolAEH o] ESG A H| 0] E,
S| EFA LR E AER QAT o|E
S| ESAWEgEAER Q A e o] E
AEZQ 2olAHo]|Exgg o] E AERZQ 2ol e o] ESA YO E,
AZZQ 2olAHo|EXtg o] E, AER Q AHlZoo]EXLE o] E,
AEZQATZI| QY o|EXE o] E,
HEAEZQ ASXEH O E, FJIE2EA WU 'dAERZ Q 2~
N =FZAfHAZERQ AT o] E ~E - ofAHAFTF3A,
ofA-HAME - o} A HAL FF A, o AHA E W B LA S A,
ol H el - ~E]H - o} HAat FFgHA) W el A
- el A E F 5 5HA), wlEf A Al - o g kol €l S A,
ofAHA e - WEFAHAL - o} AHASEH FF A,
oA EAMY « QA s S shA, 2E - g s

ofAHRYEL - ofgHAWE Y QI Frarm Al
ofAHARFE - 2E | - R
SefnjddEnde ol E, Sefn| dopAEE
S| dFE o] B ol E, Bl HejH| dolH EolA e o] E
oA A B skt o] 3l 5 ghA AL

A 217l Sl A, &7 A A=A 82 of
314 A, AeA, Fall Al, ZEAl, kg e, B
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