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WA EERMEAT AL, BICEELlEBIL
Tt RS OEE L AIHEZ T L 2 &0 5,

15. ZNMOFEE

15.1 BRRR{ER ICED < 53R

15.1.1 EANTHEM S N ERAZ S & Lz RiRSE
PLERER 12 BTy AFIZ00mg % #) [0l 5% 5- 12 24 B
T RIMMEESERE (5 u M ADP#& #maximum platelet
aggregation intensity (MAI) : %)i&. CYP2C19D1X;
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Intermediate metabolizer (IM) #:. Poor metabolizer
(PM)BEDIEIZ, 43.67=6.82, 47.17+5.71, 54.11
+4.34THY, FDOH6HMIZH > THRA75mg/ H
25 L7 OMAL(%) X, #12132.87+5.10,
39.41+6.34, 47.48+3.60% . PMEIZBWTAK|D
MNP ERAME T L7222, [16.4 28]

15.1.2 #7MI B A B EENIRIZ AT 61T % 7% L
TRREERNGE L ERRRER K Mo Bz
I2BWT, CYP2C19®PMd L L IZIMTIZ.
CYP2CI9MEM & i L €. AL %O ME %
A XY NFIEROE MNP RE SN TWw 5,

15.1.3 1 >~ A v HOREIEBER O ZEBIZHLA-DR4
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70 ¥R 7L VIR H N 15K O SR26334 0 Bl g /<

G A=k

tmax (hr) Cmax( u g/mL> t1/2 (hr) AUCO-48<.Ug 3 hr/mL)
1.9+0.8] 2.29£0.46 16.9%0.9 8.46+1.36
(mean+S.D., n=12)

tmax © B¢ i IILAE AP R B 0 G RF I . Comax 9 0 ST WO 2

te PN

AUCo-4s © MIAE AP 15 15 R AR T TR (0~ 48RRI )

16.1.2 EYF IR F KR

(7OFE K7 LIvEE25mg[NP])
7Y K7L IVEE2SmeNPIE TS5y 7 A§e%, 7
OAF—=NW—iEIZ L) ZNEN3EE (s uE K7 L)L
75mg) fEEE N T LM A R % S L C A
FERBEELZIEL., BONTEYHEE/ ST X —
% (AUC. Cunax) 12DV TO0%1E HE X B 112 THEET
W 24T - 7458, 1og(0.80) ~log(1.25) DHEFHPI T
0. WHE O AW FRIFRSEE DR S s,
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AUCO-Z4hr Cmax Tmax t12

(pg * hr/mL) | (pg/mL) | (hr) (hr)
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(mean+S.D., n=40)
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YR 7 L VEE2omgl NP & e SH] & /- & &, B
ZEE)AEE L L EWEIC S L A e ST,

16.3 4%
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WH A L 7ze WA R 1, THALEBE - T
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7200 Fo, REHRSICX L &R~ ER ML
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16.4 3
7V F7UIUVEREEIIZIIN X -8, iR TEI22
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TR E . (2)FEMMRHMEELEF b7 10— 4P450
(CYP)IZ L BERALECEH W 2 BT AR TH 5o
BHEOBRB 2N L < WHEREHAD AR S LB,
M2 BV TIE. REA O D T <
SR26334DSENAFAE L 72 7 T ¥ R 7 LIV JFERLEY
REICEHES T 5F 70— AP4504 FHEIXZ I
CYP2C19TH Y. #DMflcCYP1A2, CYP2B6,
CYP3A4%N G+ 51517, 72, SR263341%
CYP2CO%THE L. Z V71 v EIaaRIZCYP2C8%
FH5ES 1819 (7n vitro), [10.. 15.1.1 =]

16.5 HEtt
EFERAICUC-4-7 0¥ FZ L VEERIE (7 0¥ N7
L vk L C7mg) & HIAREI%S- L7254, #4550
% F TORSTBED RREPEME 1L G- BT RE D F92% 12
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BUYEAREEEZ I LT F 2T T ALY
EE(5~16mL/43) & &R (30~60mL/45) D27
V=255, 7a ¥ R 7L IVRERE(7 o ¥ K7L
V& LT7mg/H) %8 H M MAER KT L /24
EHEBEBEARALEZ I BV TPESEEEERS RS
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16.6.2 FFHrElE=E&
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CYP2CII)IZDOWT W NH % FEEAHRIIZ VT
nbArFoEskE LT 2BEH(PME) Tt if
ERBHHAD AUCo-20 2 O Crax DS BF AR R EREE K
B (EME: : CYP2C19°1*]) L el LTI L 722, 7
B, HERNCBITA2PMOMEEIL, 18~22.5%& O
B2 52,
TR 515 5 CYP2C198 5 T2 B ASE A S HA D 3£y
BEE ST A — &\ T T

- CYP2C195#fz A1)

EM M PM
Crnax 808%% 29.8+9.88119.6%4.73|11.4+4.25
(ng/mL) (;%mﬁg) 1226717 00238113 0021 36
AUCo24 gogr%g) 39.9=16.8(25.7=6.06|15.9=4.73
(ng * hr/mL) <;%m§> 11137917 20+1.93/4 58+ 1 61

(mean+S.D.)

%)

EM : CYP2C19"1"1

IM : CYP2CI9°1/"2% % \NICYP2C19*1°3

PM : CYPIC19%2/%2. CYPIC19%2/°3% % \MNICYPICI93"3

16.7 EWMHEIER

16.7.1 L/XJ UK
R AL 0¥ K7 LOVERERE (1 H1E3H M. 2
o¥ K7L vE LC1IHH300mg. 2~3H H75mg) %
5L, IHHE3HBIZL 327 = F(0.25mg) = B
HLZHERE, L7 Z FOChnux L FAUC)-1X, L
ST Z R EHMEG Lz &L CTIHHIZ
2. 5K U5 145, SHHIF2.0KU3.9f5 12l 7z, %
72y 1203l AR L. 26 TH o 7219 WA EAT— % )0
[10.2 =]

16.7.2 ELF T
R AN BE2260122 L ¥ 2370, 2mgx 1 H2[A10
HRE&ZIT#ES L, 27 F 7LV E#&F54HHIZ
300mg (n=21). #%55H H»*510H H1275mg (n=20)
EREORG Lz, Bt S il <, 2L F I
7 DCmax X FAUCh121E % 5-4H HTIE1.3f5 K% U1 .4

RZHEm L. %5108 130,985 R UL 1R Tah - 72

FEEIZ. £ L F 237 oEENRHY (MRE-269) ©
Cuax X FAUCo121d, 54 H B TIEL. 745 L 082 245,
¥ 510H H TR 9fE R U2, 7R L 72, [10.2 &
]
16.8 ZDfth

70 ¥ F7LIVEE2mg[ NP IR N7 1o ¥ K7 L OV§E
75mgl NP Jid, AARERHEERZRIED SN2y
0 K7 LIV St O B IS ICEA L Tw b 2
EREFRE TV A,

17. EREREXHE

171 EHERVRLMEICET 2558

(EMEMDEREE (OEERMEREZBRC)ZOFRN

#1)

17.1.1 EBREMARER
RV M REESREEZXRIC, 20 E K7L VE
fRiE (70 R 7LV LT75mg/H)IZOoOWTF 7
0¥y HEREE200meg/ H 230 B3E L L CTiT b7z
TEEMEEER (1, 15160) (12 BV A M Fi o 5%
HRE2MH LA, Frul¥y UEMRIE2. 6%
(15/5786B) l2xt L 7 1 ¥ R 7 L oVEkfeE3. 0% (17/573
B THY, 70 F7LVVERBIESTF 7Y vk
B L HES O MBEWER O A 7 IR E2H$ 5
ZEDIRENT(ONF = FI0.977) 0 7, Mkt
A& (A ek A sk A, iRA) o B
RefE 2 JEAMVEETE O B I OS % oAt od B EE 7 BIE
OHBIFORBEEIX, Fru Yy v EEELS. 1%
(87/578B) I2xt L 7 1 ¥ R 7 LOVERIREET . 0% (40/573
BNTHY ., 70V R7LUVEBREIZBWTES I
Ao 72 (p<0.001) ),
270 ¥ K7 LVIVEERIED £ 8EH L y -GTP LA
8.2%(47/575%1) . ALT 57.5%(43/575%1), AST
1 55.9%(34%1) . Bz T HiM4.9% (28/575%1) . Al-P_k
5.4.2%(24/57561) . £HIM3.0% (17/57561) Td - 720

(BReIBHIRF R (PCI) M #EH S h 3 EmiEOKSE)

17.1.2 EREIHEAR (A HERBERE (FTRERDIE.
JESTEROHIFE))
JEST E AW EEREEEE 2 %I, 7TAEY »81
~100mg/H #£@FEE L, 7 0¥ F7 L IVEEEE
(7o ¥ FZ7LvE LCHEE300me. HEFFE75mg/
H)IZoWwTF 7 u ¥y v EEERiE200me/ H % %) Ha e
LT b N ZEERILEGRER (T9960) 12 BT A4
Bk A N N GET, A OB, mATEEN O i
T DEBRAFH LI 2 A, Fru¥y v iamE
9.52%(38/399%1) 12k L7 1 ¥ N2 L v Mt
10.25% (41/40060) TH V. 7 1 ¥ K7 L )VIRERIE O
HrEZF s u Yy VIERIEEFBEETCHL I LS
TN S U7z (T ) 2 i HE 2 -0 . 73% [ 1959 15 T X
Ml :-4.87, 3.411),
—J7. EMERZEBIRIE., F 7 u ¥y L iEmEES5.3%
(219/39661) 126 L7 B ¥ F 27 L ViifgiE44 . 9%
(178/396%1) & 7 1 ¥ F 7 L ViR TI& D - 7 (B
2= SHEEAM10.35% [l 95% 15 FEHIX [ : 3.43,
17.281) 6
7O ¥ F7 L VEEREO 2 8IER L. ALTHE
15.2% (60/396%1) . ASTHIIN11.6% (46/396%1) .
-GPTHMM9.3% (37/396%1) . I ALPHMG.1%
(24/3961) TH o720 F72. ERZWIM., MmREE,
JERERERS ] O G- I ICE o 7-RIEH O R HL=E D
WEHZ, Fru ey o HERERE29.57% (118/399%1) 12 %t
L7 aV¥ 7L IVERIREEA 24 . 25% (97/40061) T 1 |
TEENR N A S A HEAT OB % L8 L 72ETIE Y
0¥ N7 L VEREREDYE B - 72 (p=0.0358) o
WIIEA XY b(FEFER) OEBEII I/ nE N L
WHREETE T7.75%(31/40061) . 727 0 ¥y vl ©
5.01%(20/399%1) (Pearson's y 2#i% : p=0.1135) T&
0. I A XY b (EIER) ofERIT 70 RS
L OVERERYE T2.00% (8/400%1) . F 27 1 ¥ o ki
T2.01%(8/399%1) (Pearson's y %5 : p=0.9960) T
Holze Ty BHRIBLI~THBIZEH L2k
ARy bEEFER)IZZ7OE FZLIVTHEEET3.50%
(14/40061) . F7 T ¥ v EaEeiEc3.01%(12/399%1)
Thotzo BALBIMOIHERIT, Fruy Ui
WRYE 2 BT 2 EBIIRN A4 7S AT IEFEAT B ClE2.62%
(10/382%1) . FEBR /N A 78 24 fi 4761 T2 70.59%
(12/1761) TH > 72D L. 7 1B ¥ R 7 L UEERE
TIEZNZN1.88% (7/373%1) . 59.26% (16/274]) T
Hotze Tz, 70 Y F7 LIV O EEIIR S A



INAMREAT NS B 1T 2 HA R MO FEBIEI, HE)
BR7NA 7S 20 4T T O ARIEIA R A7 H LL_E O 5E ST
3/760(42.9%) T > 7= DIZKF L. [A7H K OHER T
1313/20%1 (65.0%) Td - 72, [8.2. 8.8 ]
17.1.3 ERFEIHARR(REROE. RIBEOCHER)
Rz 10 T BRI AT 2538 & B 22 e pe URE / B TE 1
GREERE 2 RIZ, T AEY »81~100mg/H %
L L, 70V R LUHRERE (7o K7 L)L
& L CTHIAE300mg. #MEFFE75mg/ H) 12D WTF 7
0¥ Y UHEERE200mg/ H 2 xRS L L CTfTbhv/z =
EEMIIEEER (9318 1B W12 H ¥ T80
ANy METOE, AN OMmEE, mfrEEM O
AT, AT ¥ MRE) O R EHELFEN L2 2
A, Fruvy sIERRIE. 7% (ZEBLEIE  45/46504))
R L7 0 ¥ R 2 LOVEREREES . 0% (FEBLEI 4« 43/466
B) Td o 72 (NP — F 0. 945 [ f195% 45 HE X [ :
0.622, 1.436]), F7/z. TEL - MILE A X2 b (&
TORE, AL, MATHEMfORIT. 27
> OMMARSE. BREEH) O BREEFEBE L FERIC, 571
YD U ER10. 4% (FEEEIE - 48/46561) 12k L 7 1
YR 7 LOVEREEYED . 0% (FEELEI 4 - 43/46681) TH
(N — FH0.886 [ MII5%IEHE XM : 0.587,
1.3371). 70 ¥ K7LV IVIRERIEEO BMEIEF 7 0o ¥
DVURERIR LR CTH D T EDURIBE E N/,

—7. BIWERZEBE G, 77 ay o HEREE39.8%
(199/50061) 12k L7 B ¥ F 7 LIV 20.2%
(101/499%1) & 7 1 ¥ K7 L )VEGEE IR TR - 720 H
WL b7 0 ¥ K27 L IVEGERYE o 876
1d. B2 TS . 4% (17/499%1) .y ~-GTPEE/N2. 6%
(13/499%1) . ALTHEIN2.8% (14/499%1) . Ifirh ALPHE
BH1.0% (5/49961) 3 NI FFHERE S E 0. 6% (3/499%1) T
hol, T, BARLWMIM, MEEE, kRS
OG- I E - RER 2 84 LzEEo 124

(R ENRA B (C & T 3 M2 - BRSO MH)
17.1.5 EAE MR

FAEIRE BB EZ GRS, 70 K7 L VIREREE
(7u¥ k7 Lve L Chmg/H)iZowCFrul
T UEMENE200me/ H 2 Xf IR L L TP/ ZEE
M R ER (43100) I B W T12:8 B F TOIME A N
U OAEZE, OZE, Fofo.LimiEe. Rk
ANRY ML DA ORBEIFRELFITLI2E A,
F ¥y IR0, 9% (FBIEE ¢ 2/21660) 128 L
7 0¥ K7 LIVERERIEO. 9% (BE3REIA - 2/21561) TH
D, 70 ¥ N7 LUIVREREOFHEEF 7oy v
IR & MR TH B 2 EAIRIB S T2,

—J. BWERO128H F CoORBREHEFIZ, o0
YD VRERES5 . 6% (FEHEIE - 77/21660) 12k L 7 1
Y R 7 L OVEREEIEL5 . 5% (38884 - 35/21561) & 7 1
YR 7 LIVERERIE A E 2K A o 72 (stratified log-
rank test® : p<0.0001. /N%— FI0.403[H95%
fEHEXIH © 0.270, 0.603)). 7 O ¥ N7 LIVERHEIED
FEHREIER (BEE2%LL E) k. y-GTP# I & O°
ALTEIMAS 2 212.3%(5/21500) TH - 720 F 72,
BRI, Mk, BRI E N OV E e RIE
HArHEELHBEDI2EHT F TORBREERIE, F
7 u ¥y IR 6% (3EEA - 30/21661) 12k L
7 A ¥ K7 LIVEREEIEAS2 . 4% (B8 E & - 5/21561) C
HH. 70ERTLVVERBREIAZIZEKDL» 5 7
(stratified log-rank test™ : p<0.0001, /N¥— NIt
0.161[MHI95%EHEX [ : 0.062, 0.416]). HIMMA
EHZOIZABE TORBBIFEEI/0E L
TRFRHES . 4% (FEHEIE - 19/21561), Fru ¥y Vi
BT .0% (FEHEIE 1 15/2166)) THE LR ZEIXFEO 5
N7 h o 7z (stratified log-rank test™ : p=0.4478.
N — FI1.300[MH95%EHEIXH - 0.659,
2.5611)%),

HI COBRMEHEKILZ, Fruty yEHBIE30.9%
(ZEBLEIE 1 159/46561) 12k L 2 1 ¥ K 7 L URGERE
H38.9% (ZETHENA  47/46661) THY, v ¥ K7L

(EmiEmpmERE (DRERMEBREZR) ZEOBFRM
HIRUKEBIRAEEB (CH T 5 M2 - FiFE OIMH])
17.1.6 BS BIAEGIER

WAREE TR A 12K o 72 (stratified log-rank test™V

S p<0.0001, /NH'— FIb0.259 [ H195%13 E X [H -
0.187, 0.359]), HiIMMHA X D12 H F TO R
FHEEIZ 70 F7 L VHTEEL . 3% (ZEHE 4 ¢
6/466%1), Fra ¥y VIEMEIE0.9% (BHEE -
4/4650) TH B 72 #213300 5 L7 7> - 72 (stratified
log-rank test™ : p=0.5292, /\¥'— KFIt1.497 [l
OR9EHHEIX I © 0.422, 5.306])27, [8.8 =MH]

17.1.4 B B IMAER

JEST E A AV ERE R B E12 5620 2 1% & Lz
EEWILESE (CURE) T, 7 A1) »75~325mg/
HAMEBEL L, 7oV R L LVEBE(Z7aE ’ 7
LvE L CH#ImEE300mg. #EFFE75me/ H) 122\ T
7T Rae i, MmEESER COMmE. O
T ORAEH) FERED ) A 7 s FEa st L, 7 0E
R 7 L OVERERYRIE19. 6% DX ) A 7 i /bsh R % A5
LT ENIRENT (p<0.001) 0 F 7z, MMM (L
MAEFE, OHIZE. BxZsh K ONGHEPUIE RN 38 4E
DY AT HVHREIZONTD, 7O F7 LIV
HIX13. 7% DX ) A 7 WA EEHT 5 LARE
N7z (p<0.001). B, Lz & HMosEHEEC
BRI E RO SN h o 72 (p=0.1251) %),

HERGOFHER L, 70 F7 LUIVEEBIERE4 7%
(2,612/6,259%1), 7t K#40.1%(2,530/6,303%1)
ThY, METIIIERETHo720 TILREELDY
L7 0¥ K7 LVIVERERIEHE O B D0, 3% UL B

Do B EFRIL, FEITED £112.4%(148/6,25961) |

#2571.5%(93/6,259%1) . #4551 .4% (87/6,25961) . &
#£1.1%(70/6,25961) Td > 720

i R A b R Rl I O O 2 B 2L SRR B IR e AR
2)19,1850 % Rk & L 72 —EH ML iR B
(CAPRIE) T, 7BV RZ LIV (7 a ¥ KoL
V& LT7mg/H)IZoWT7 AY) »325mg/ H % &
10 N 1] = = A A IR (K= o NN Y iR T e
OIMAEIE) FERED V) A 7 AR EE T L, 70 R
7 VIOVERERIE LS. T% DA 1) A 7 AR H$
5 ENRENT(p=0.045), F 7o, MBOFERS
W (7 0¥ B 7 LV VIRERETES6.25%, 7 AE ) »
H86.48%) IZ#=1IFHO B L7 2 o 72 (p=0.640)37,
D) 7 A Y Y ORI % KT & L 7zstratified
log-rank test
H2) F 0o P/ MEEED B OB, OHEED
B\ LR IR A I B S O BE A S E A BERED
e, BERFOEHOAEL KT & L 7zstratified
log-rank test

18. ZEppIRig
18.1 {EAHEF

7 0¥ K7 LVIVRERIE OIS A, ASu] # Ay 12
MO ADPZERYT 7% 4 FP2Y 12V ICHEH L
ADPOREASRAEST L2 12X Y, M/MEOENMEAL
WZHE D /MBS 2 9 5%, 720 T v b
BwiT@HLNaT7 =7 EREE Mo v
W2 & B IM/MREEEIC 5 7 0¥ R 7 LIVEERTE D
HHIERIE, 2N S ORI X > TR A S i
EN7zADPIC & A I/ MIESES 2 Jfl 35 2 L 1ok
S EEZOEND, [8.7 BMH]

18.2 mn/MRAEEADHI1ER

7 0¥ R7 UVIVERERIE 13in vitro Tl I/ NREEEEFIH]
TER % S5, ROk S-#%. oz < T



PR & 7 ) . ADPHIBLIC X 2 /MR O TGS
o /MR B & 9 55,
Fv FTldas— 7/&0&@FFD>E>Ki%
MRS D] & FRd 5N T Wb,
fREEE R A 2460127 a ¥ K7 L )V10~75mg/H %
10 H B RAERE % G- L 72 BE /ISR S 01 3R oo 1
TR O B IMLFES: (] D ME R SRR 5 LT 539
EFERANL0B 2 S RIZ, 20 R L)L —T7 4
V7R =X (A% 5-300mg. #H L IZ75mg % 1H1
M5HB K EREOKS) LFa—F91 v 7 F—X
(75mg# 1H 16 H B AR L% S) O - H&T
D7 URAF —N—=EIZ X DB T /MEESE
PHERICOWTHRE L7z ZO8RE, 0—F 71 >~
FR=XIE, FFu—F 1 7 F— X, )
A1 5% 5 2188 [ 7> © M/ NRCEE S B4R A (I /NARC T 1
L) 2R U720 300mgD A —F 1 > 7 F— X2
£ 0. 50 H oM MR G E 138 30~40% % 7R
L. F /8RNI ERIRE L £ 2 5N b
MBI O L VIS H XD EL TWizDs,
o — 74/7F~Z%L&w% TEHEGHH DI
IR BN IE R 15% T dH > 729,
fEFER A T156 2RI v ¥ K7 LV (75mgal
H 1\ % 10 H B RE# G5 R/ MREE £ RE (5 u
M ADPZEi#2maximum platelet aggregation intensity
(MAD) O [IEIAM 2 Mat L7z ZOFER, 7uE R
7LV DR 5-5%7H BIZIZMALZ 55 (7 o
YR 7 LIVEGHIMAT = 15%LL) (2[5 L 72390,
[8.2 K]
18.3 HM#RFHE
7 0¥ N7 LIVEERE I, BSOS II2 L0 IR
OIEHEALICE S MR 2 i35, 70 vy
L OVERERIE & o KRB IR LAE £ 7V (5 1)3D . B
FIRY x  FEFIV(T v 1) WEIREYIRE L 8y i
TR E TN (A X)39, FHE IR NV — Nz E
T (7HF)0 257 NEEBFIRY v bET
V(7 )OS B WA TR 2 JH L. RN E)
DR BS AR <€ 75V TR AR T2 BN 12 26D THEZE
A X &N LT HEIRADS L — Y NEEEE TV,
27 v MEEBEIRY ¥ v PETVICBIT S IIETE
BRI FAE T A YY) VR Lz & SR L7,

19. B3RS ICEAT 2BILEMFHR

—fEEFS - 7 0¥ R 7L OVRERER

(Clopidogrel Sulfate)

1244« Methyl(2S)-2-(2-chlorophenyl)-2-[6, 7-
dihydrothieno[3, 2-c]pyridin-5(4/)-yl]acetate
monosulfate
Ci6Hi6CINO2S + HoSO4
419.90
H &~ oo R K IIH KT
Hb
KINE ALY 7 —VIZBETFRT <,
V(99 5) IZRREIT R TV,
HiZ Lo T2 1Bt e b,

WSRO SN D,

A
i
{EEINE

Ty /) —

Cl

S (0]

B K9198C (431 o

20. BBV EDEE
SRR E I, RS TR 5 2 &

+ H:S0.

22, B
(78FE K7 LIvEE25mg[NP])
100%E[108% (PTP) x10(7 )V 2 =7 4.4%) ]
(70FE K7 LIvEE50mg[NP])
100%E[108% (PTP) x10(7 )V 2 =7 4.4%) ]
(7OFE K7 LIgETSmg[NP])
1003108 (PTP) X 10(7 )V 3 =7 2 4%) ]
14088 [14%88 (PTP) x10(7 )V 2 =7 4.4%) ]
50082 [10%E (PTP) X50(7 )V 2 =7 1 4%)]

50088[ 75 AF v Z ik, N ]
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