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E. TAd
o IBRL R
JH R 3
VR, R
wmE (JF 2
v . F B
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#, LU
TG B % TR, REER IR ffo . i B
LR UK
. Bk, @
R
T ik BUN L5, JRE|JR B K| Sk B E
EHN, i fR. | Y. b | SREAL SER .
JRICHEBE . &7 V7 F | RERIRE
FefekE s = v k
H.ORbE
1S
I 25 RE | Mk, . K
KB K.
N 12
Z DA, AR g, FEN | ZRMEB[IETY ., &%
CRP |- 55- i, JH | Ve, WK
i, BEES | mk. B
K. ES| B, HLita
HOhL BE | Wl %%, FLAR
MR, B K. b
B (R | B, BER,
B, R0 | B . R .
TE) RAETH

BE (%) X7 u e R VIVEEBEE 7 A R LE
NEFRRBR CRO N b0 E R LIz, £/, Thlscr v

v R LRI X7 A U O IRAREC

ZHEA L LTRLT,

13 BERE
13.1 fEH®

TAEY COBERGIZEY, BIE, DEV, T, IEH,
T, BRI 2 O RIHIE R 2> & i R EE D EFAZHE,
BEDIBIE . FERMET A e — X AREIET S R—3 & |
g OEHE, FERAEENTBD LN,

=8
o

D55 EITEM

=

13.2 @

Tk, FUeE, EWRERE (L. R OVE ) .
WIEANMIE DTV F—v A EIE, T8V RIEE (7720, &
BEREMN IEH OS5 E) . kBT, MEIRGENT 2 MBS U TIT 9,
Ja b R UAITIT AE Y OBRBZRMERITmM SN TN
AN

14, EARLOZFEE

14,1 FFIZZFBFOEE

1411 AANIBEEO N2 G A TH DL DT, o720,
N2 TDORLEY LT, ZOEENETICRA S
T5Z L,

14.1. 2 PTPEALZEDIEANIPTPY — ROV H L TIRAT 2 XL 5
8552 &, PTPU— ORI LY | OGS RIER
JEEA~HIA L, BRI Z 2 U CHERIR 2255 0 BE e A OHE
BRI ENDH D,

15. ZDDEE

15.1 BRERFEARICE D <1&§R

15. 1.1 ENTEBINTZ/BERAZYRE L7 K7 LV
OEFEARBRICB VT, 7 vt K7 L 300mg % ¥)E# 5%
24WF ] D e KM/ MR EESERE (5 M ADPA fEmaximum platelet
aggregation intensity (MAI) :%) (X, CYP2CI9D{UHIREIZ)S
U T, Extensive metabolizer (EM) #f. Intermediate
metabolizer (IM) BE. Poor metabolizer (PM) BEDIJEIZ,
43.67+6.82, 47.17%5.71, 54.11+4.34TH VY, TDH%6HM
WZblzo> T/ u e R L Tmg/ HERE LB OMAL (%) 1%,
Zh2h32.87+5.10, 39.41+6.34, 47.48+3.60%L . PMEEIC
BWTZ v R7 Lo/ MREBEMBIERMET LY,

[16.6. 1%1R]

15. 1. 2 #ESMC BT B R EBARTE B AT 1T & T8 L7 R &
KB E L7 vt 7 Lo iERBRY & O K o 822467
223 ~6) | Z U T, CYP2C19DPME, L < (ZIMTIZ, CYP2C19DEM &
HEEL T, 7t R VLAERGHOLMERA N FFEIERD
WA HE SN TS,

15.1.3 4 RV v B CREIEFEROREBIZHLA-DR4 (DRBI *
0406) LM< AHRET B L OWMENDH DD, 7ok, HAANIZHLA-
DR4 (DRB13%0406) Z{RA T DHENENEORENRH HY,
[11.1. 13 /]

15. 1.4 JERT v A4 FEERERA 2 BERRE G S Tn s otk
WIZBWT, —BRRERRBD N OHRERDH D,

15. 2 JEBREREABRICE D < 1HER

15.2.1 In vitro DFRBRIZEB T, TAEY V&)L 7 o g
A I VRSN EB BT A NVAK (P RKTVY) OF
VT a UGS EILE LT EORERS D,

16. FEEhkE

16. 1 mMAPBRE

16. 1. 1 £YEpRSFMH
o L7 ARSEISK L a IS U REEES, Fr A A4 —
N—gizk v EnThig (Ve RZ7 L e LTHhngk O T
AEY & LT100mg) fERERR A Y T ISR i B AR O 5 5 L
T, 7 RTLAKRT A Y oo R ARZE AR EE % )
EL, BONT-IEYEHRE T A —F (AUC, Cpay) 12OWVTI0%
B MEHEIC TR 21T o TSR, 7 2B R LILE DT
ZEY & blog (0.80) ~log (1.25) OHIBHNTH Y . Ml
FIDEMF RIS TR S iz,

1) Zabe R7 L

HE/RNT A —H BEINT A —H
AUCO*M Cmax Tmax T1/2
(ng+hr/mL) (ng/mL) (hr) (hr)
o L7 ARLEBE 4. 69 5.28 0.59 6.32
[A5HK) +7.19 +11.33 | £0.29 | *+2.46
4.63 4.52 0. 65 6.95

VI UEAE
ALTTEREGE | g +7.17 | £0.28 | +3.53

(Mean=S. D. , n=85)



(ng/ml) e OLT7ARARIEH

—O-— AVTSEVEEE
Mean=+S.D., n=85

RS M SO MOV B E

16 20

0 4 8

12 24
%51% DR (hr)
2) TAEY v~

HERT A —H BEIRT A—H

AUCO*IZ Cmax Tmax Tl/Z

(ng+hr/mL) | (ng/mL) (hr) (hr)

o L7 AR EE 1059 880 4.8 0.50
[k +435 +433 +1.5 | +0.78

) 1034 908 4.8 0.35

N ° = E“ L\\;

IVTTECRBRE | ), +337 | 1.4 | £0.09

(Mean=S.D., n=85)

(ng/mL)
900 r

—o— OL7RAER &G EH
—O-— AVTSFEVEER

Mean+=S.D., n=85

6
5% DS (hr)
MAE PR BN ONCAUC, CraxFED/XT A — K%, #BRE ORI,

IR OERIEHL -
2o
16. 4
16.4.1 »aEFSTLIL

7 aE K7 VIVRREREIIRIN S =%, TR CTEIZ2 ORI
TR sNnD, Thbb, 1) =277 —FIZL Y IEEMHERH
¥)Cd HSR26334 () ZAET HIREE L. 2) MG
BEFETF N7 o — LP450 (CYP) 12 X 2R & AR+ 5
R THD, BEORKERE LT, EERBHAN AL SN
510,

7 ut R LV OIFBALEAHNI B 545 F k7 v — LP45047
FFEIZEIZCYP2CI9TH V. & DOhIZCYP1A2, CYP2B6, CYP3A4
HNBET A0S F7m | SR263341XCYP2COEHE L., Z Ly
o R A RIZCYP2C8 & [HAE S 519 19 (in vitro), [10.%&
]
16.6 HEDEREZHT 85
16.6.1 CYP2C19BEFEENRIOE RS LI OEMBEICRIFT
2

TR 2 CYP2CI9 DR BE LIS U C3HE (BB 12T,
sut K7L LCHPIRIC300mg, % D% 75mg/ B %6 A [
H4 53 BR A £l L=, CYP2C19D2-o D@ a1 (CrP2cl9 *
2. CrP2C19 *3) IZoWTWFhhZ REHEAE UIVTR L
~TaEgESRE L THLOBEHE (PHEE) Tk, EMERSHHAO
AUCo-24 8% UCrax 25, BFZERU AN B HEAIREE (BMEE : CrP2Cc19 *1 /%
1) U TET LAY, 2B, BARANIRIT HPMOMEE T
18~22. 5% & DWENRH B0, [15. 1. 1B]

IRpf 5 DB K > TR D WREMEDS &

=3 37 PN bS5 wwzcwﬁf:%%*”ﬁ‘y 0y R U VEE
HHHAD S ENRE R T A — X (T RIF T B
CYP2C1938 {714 iE)
Be55
EM M PM
300mg
29.8+9.88|19.6+4.73 | 11.4+4. 25
Crax (1R H)
(ng/mL) 75mg
11.14.67 | 7.00+3.81 | 3.90=*1. 36
(THH)
300mg
39.9+16.8 | 25.7+6.06 | 15.9+4. 73
AUCo-24 (1B H)
(ng * hr/mL) 75mg
11.1+3.79 | 7.20+1. 93 | 4. 58 1. 61
(THH)

(mean=S.D.)
HE)EM : CYP2C19 *1 /%1
IM : CYP2C19 *1 /*2 & B\ MXCYP2C19 *1 /%3
PM : CYP2C19 *2 /%2 . CYP2C19 *2/*3 & HUNECYP2C19 *3 /*
3
16. 7 EMEEER
16.7.1 LT Y=F
fEFERAICZ B E R LOVEREEE (1H1EI3HE, Z7rE RS
LLe LCLHHE300mg, 2~3H H7mg) ##&5 L., 1HHL3H
BlZL X7 U =F (0.26mg) #PFA L72fER, L7V =k
Coax X PAUC)-olF, LR Y = REHMES Lz L& L
TI1H B F2. 506, 1, 30 BI32. X3 ofgiciim L7z, &
7oy t1203 L AR 25 TH - 7219 BEAT—4), [10.25
]
16.7.2 ELXINNT
R R AN BPE226112F L 323270, 2mg 4 1 H 2[E110 A BRR 11 4%
HL, Z7urE R L& 54H HI2300mg (n=21), #&55HH
MHI0H HIZ75mg (n=20) ZEOFG Uiz, BMME G L gL
T, BLH I DChax & CAUCo-120F, #5-4H H TIX1. 35f% K&
O 445N L, B5-10H B30, 98fF K O 145 Th o 7=,
FERIZ, B X T OEMEMRHY (MRE-269) DChax i Y
AUCo-121%, #5410 B TIiX1. 69 L U2, 25(%, #5100 B TIX
1. 90RE K T2, TOfZIZ A L7210, [10. 2218 ]

17. BRER AR
1.1 FNERURLSHEICET 568
17.1.1 BRSS! | 11BERREER (RERDE. BRIBEOHEE)
TR Rz ) T B IR B A0 3 308 & A0 % 22 8 B OV E / BRI P 175 A 2
BEEZRIZ, TALY 81~100mg/ H # 3L L, /oy
K7 VLR (7 a e K7 Lv s LCHIRIE300mg, MERFR:
7mya)mowf%ymﬁyyﬁ@ﬁmmyﬁkﬂﬁﬁtb
Tiron iz “EERLERER (9314 BV TI2HAETO
TFELARY b (BTORLE, AMELHEE, mATHEER O
7. A7 v MLRIE) ORBERBRLMHI LA, Fo
v RO, T% (FEEREIS : 45/46501) 2L/ n b R L
IV RO, 0% (FEBLEIA : 43/46601) TH o7z (NP— Kt
0.945 [M{I95%ZHIXIA @ 0. 622, 1.436]1), F7o., FEL - K
M1~ b (4 f@%t AP DETE . IMAT LT O M
7. A7 v MLKSE, MZEEF) O RFERBLE S EKIC %7n
Eyyﬁ%ﬁmA%(%ﬁ%é:wM%m)’ﬂb&mtb
LVIREREES. 0% (GEBLEIGS : 43/466%) TH Y (A~PF— KLk
0.886 [MifI95%fZHEXH @ 0.587,1.337]), 7 m & N7 LA
BRIEDENEITF 7 n Y U ERBE L RBRETH D Z L BNRE

Shiz, —F. BHWEARBIEIS X, 77 v vy CHEREE39. 8%
(199/50041) 1Zxf L2 v & K7 L LRiEREE20. 2% (101/499

W)k7U5F7vwﬁ%WTﬁ#otgit‘éﬁﬁﬁm\
Mgk, AR E L OB S IICE-ZRIER 2846 L
hﬁ@mLaifmiﬁ%ﬁ+i\%7u€yyﬁﬁﬁwﬂ%
(FEBLEIE - 159/46561) 1Tk L7 v ¥ K7 L URREEH 238, 9%
(EBEIA .MM%%)T%D\ﬁﬂﬁFﬁvw%@ﬁﬁﬁﬁ
WK o 72 (stratified log-rank test’® : p<0.0001, ~H—
R0, 259 [I95%ISHE X @ 0. 187, 0. 359]1), HmMEA <>
FO12i B £ CORBRBERIZ Y 0 ¥ N7 LVHEREL 3% (3
BEG - 6/46641) . F 27 v vV R0, 9% (FEBLEIE - 4/
465f]) THRERZATHRD b -7 (stratified log-rank
test® : p=0.5292, NP — 1. 497 [MA95%(FHE XK :
0.422,5.306]) 18 19 [8 3£H]

) 7 AE Y CORHEFIRIL A KT & LT-stratified log-rank
test



18. xR

18. 1 fEFAHEFF

18.1.1 7 o ¥ K7 L VRRERE OGRS E 23 . Rl i1 i/
WDADPEZ IR 7 % A TPV 1220\ L, ADPO#RE S 2 BLES
DLy, /MR OIEMEACIZEE S < M/ REREE Z Bl 3
%20, [8. 75 ]

18.1.2 72U gy s uatx o7 —¥1 (C0X-1) ZHET
HZEIICED, burARIFY A (TXA) OAKEEL, I
INREESE Z 49522, [8. T& ]

18. 2 FEEH

18.2.1 7o ¥ R VLIVRERE I in vitro TIXifi/ NEESE SN {E
AZERBET, BOG%, FoREtae s OatEfEm & 22
D . ADPHINIZ X 5 /MR OTEHEALIZ FE-5 < ifn /N EREE % H ]
T4, Sy hTCEaF—F U EMEEE R EUIc XA
IINBTEEEE DN B RO BTN 529 20 [8. 35 R]

19. B 1T 2 BEFEMNHME
19.1 Y0 EFJ LILEEE
—Wk4 . 7 v KT LVEREEE (Clopidogrel Sulfate)
{b54 : Methyl (2S5 ) -2-(2-chlorophenyl)-2-[6, 7-
dihydrothieno[3, 2-c Jpyridin-5(44)-yl]acetate
monosulfate
5373 1 Ciall16CINO,S * HaSO04
y-H: : 419.90
R BE~ME A RORBREOMEIUIMETH 5,
KT A S 7 =TT, =% /7 —/ (99.5)
WCRRBETRT U,
FHIZ Ko THha Tl L 72 D,
Bl - KILTT°C (i)
TERZIENRRDO NS,
LG

e H2S04

19.2 PREY Y

—f4 . 7 AE Y v (Aspirin)

{24 : 2-Acetoxybenzoic acid

572 1 ColsO4

47 & : 180. 16

PRI - BEORE. ROUIMAR T, I2BWidie . #Ercm
WRH 5,
=& ) —) (95) XIIT k& h BT, YT
L= T JZRREET RO <L KT IV,
KEELT N U U ARBCUTREET N U U ARSI

Do
o 72 225 TR & SRS i LT Y FoL R K OE
[
RS #9136°C
e S COz2H

0
OACHs
20. R L EDEE
FE %IRRT CTRIFT 5 Z &,

1. a%
10082 [108E (PTP) X 10, FZMEAIA YL ]
1008 Dffi, /N7, #fEFIA Y]
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