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& %, ADP Z BRI R AW AE AT 25 Z & TADPIZ X D IM/IMROTEM AL ELE L. 7 4 7V ) —
U DRER EIHIT D 2 LT, iR & BG < b MR T H D Y,

J0OE RS LUJLEE 25mg TBRSAI. Y OE R4 LJLEE 50mg TBR;AL KO OE K45 LJLEE T5mg
TEASA] 13, & RSN I E A, & U TR 2l L, AT 0331015 5 (CFRE 17
3 A 31 H) ICESEBUS R ORBRTIEZ3E, REMRER, AW FrRS R 2 S L,
2015 45 (AR 27 4F) 2 HIZAGRZ IS L, [A4F 6 A3IBICE o7, BT 10 HIZ, REZRE
AR AN (PCT) A SN D Freommth o RE [BrEEER (R EPIE, FE ST L&
DFFREZE, ST ESLBREZE) . ZEPeIME, BRIBMEODAEZE] 2B 5208 « 2hRo —HZAE
ARZRF L, [\ 10 AIZLL T O%hEE - 2h 3 [REWEBIIRIZ AN (PCT) 233 S 4L 2 1 if 4
DR 2R D HE - HEOBIEARZBRG Lz, 0%, 2016 4 (R 28 4F) 12 AICKM
BRSBTS B AR - FERRTE RO INH 2 8009~ 25 Zh6E « 205, HIE - B0 — A F AR % B
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HADBEFEN - HEZNEE

(1)25 mg $&, 50 mg $E & 75 mg FED 3 Kk B D,

(2) BEFNCIE, WimEZR D4 & B ROFIRR G S5, (6 ESH)

GV EMW (T > ) THWMERER & 2oz 34 L T\ 5, (19~20 H X UN30 HE M)

(4) BIWEH
EARARFEIER (BEARR) & UCHim BRENHIMm, SEHmED Hm) , § -+ fEEEs.
JHHERERRE . PR, AR VEd MR PESREES S (TTP) . I VERT S, AFFRERMEMGZ /v
WA, BRI ERE . RS BRI A F LM BRI E, R R AR ARSE  (Toxic
Epidermal Necrolysis : TEN) . KJEEEIEIRIEMERE (Stevens—Johnson JEIERE) . LI HIMEAD
BE, BEPLEMHISBIEIRERE . KA MR EOEE R, % RMEMAN., MR RAEEN H &b
nN5ZeEnbs, (INIL.22% FEFRALDFESE) ICEATHIER) &)
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1. BER5E4
(1) 04
2 0FE KY LJLEE 25mg TBRGA
2 0FE K4 LJLEE 50mg TBRGA |
H28E KRS LUILEE Tomg TERIE)

(2) #4
CLOPIDOGREL Tablets 25mg TMEIJI |
CLOPIDOGREL Tablets 50mg TMEIJI |
CLOPIDOGREL Tablets 75mg TMEIJI |

(3) HMDERE
—ka A B (BE) + TR

2. —f&4&
(1) ¥4 (&%)
7 at K7 LUk (JAN)

(2) *4 (fik)
Clopidogrel Sulfate (JAN)
Clopidogrel (INN)

(3) AT L
platelet aggregation inhibitors : —grel—/—grel ?

3. BEAXETHER
it

® H,SO,

4. PFRRUOSNFE
452 1 C6H,:CINO,S * H,S0,
A& 419. 90

5. {24 (dfiE)
Methyl (25) —2- (2-chlorophenyl) -2-[6, 7-dihydrothieno[3, 2-¢]pyridin—5 (4H) -yl]acetate

monosulfate (TUPAC)

6. ER%A. B4, BE.

BA=RPAA

CEES

ba[]1[}



7. CAS BRR&ES
120202-66—6 (Clopidogrel Sulfate)
113665-84-2 (Clopidogrel)
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FEmZIERRBO LD,

(2) BfEEM
ARETIARIUIA X 7 — TR T K, = 7 —)b (99.5) IZR0R0FIT0T0,

(3) WiEtE
IR T 22 Do 72 (SRR, 9%RH~96%RH)

(4) Bhes (ofiRA). A, BRES
F177°C  (5fiR)

(5) BABEMHESR Y
pKa = 4.5~4.6

(6) HEFEM
PR L

(1) ZDHOELRMEE
U ERR L

2. ABRSDEEEHTICEITAREMR
LB L

3. A DOiEZRHERE
(AR T7a v R7 VLR OMERRBRICEL )
(1) ZRAN AT AR LS R A 7
(2) RAMIL A~ b VRIEE (RAE S U O AEEANE)
(3) KSR ER (2)
(4) WREEHE O EMERE (1)

4. AR DEE]
(B 7o R7 VLR OEEEIZED)Y
Wik~ 757 4—
g RN EE R (MBI & ¢ 220 nm)
HThPE3Im, EE 15 ecmDAT Y LABIZbum DRy v~ N5 7 4 —RHA Y
BTN YL Y BTV EFRET S,
HT LIRFE © 30°CAHIT D —EIREE
BENFE : 1% o ZLR T Y 7 A 0.87 g Z2/K 1000 mL (s L, U ANz T
pH2. 5 IZFR#ET %, Z DR 950 mL IZ AKX /—/L 50 nL Nz 5, ZDiE 600 mL (2
k7o~ 7774 =78 b=V AH ) —)VIEH (19 1 1)400 ml Z 1z
Do
Wi . 7 v K7 LVOREFRF-IK 8 /31272 5 X 9 IS 5,
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1. Hi#
(1) FIRORR, SRR

ST ula— R
= 117 = b
BR7E4, i t = i e TR | g
TS (VN \//ng LEZS
pagrgLn | 100 e Sz &Y = | 92 | ot
gomng TRi) | 70 | morne mg
EE:6.2m EX:2.9 m
{',F?Z {;F\Q“{
poergLn | 2155 pa~ | (€505 ES S R
 50mg TAA1 | . ;;g Mk A = e g
BEZA:7.2mm EX:3.4m
\(;Fé“( \/‘,F9<
gaekgun | J100 | pa~ | (@15 $75% i T
% 75mg TBAA g | MORAE el ot mg
EE:8.2mm EX:3.8m

(2)

(3)

(4)

HF DYt

WHYE  TIV. 78 OHEZROZ &

#Ala—F

£ 8E KRS LILEE 25mg TEASE ] : MS087
2 8E KRS LJLEE 50mg TEAE] - MSO8S
~28E KRS LILEE Tomg TERAE] - MS089

pH, ZEEL. #HE. LE. BEOERURER oH HF

R L

2. HEIDMERK
(1) BSES GEMRSY) DE=
SO RS UJLEE25mg TERAR] - 17 R L 26mg (AR 7 o v K7 L Uit & LT

(2)

(3)

32.63 mg) &AH

SO RS UILEESOmg TERE] : 1 8EF 7 u e K7 L 50mg(ARZ a v K7 L Lt & LT

65. 24 mg) ZA

JBOERTLILEETomg TBRR] : 127 n e K7 LV Thmg(H)FZ v ¥ R7 L LEilg & LC

Ik

97.88 mg) &

ongd

Iy

~20E KRS LUILEE 25mg TERGA ]

MERKHME, o777 —bT o7 REREE Ra X

~20OE KRS LILEE S0mg TBRGA

vZuvlrklro—A, wr7ad—L6000, FUEY
JEffile A5 )L, haZ7xo—)L b Aa—RA_ X)L

20OE KRS LUILEE 15mg TERGA]
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BAEA. HAADTRIEICHT IR
A L7

HEDREEHETIZCHBITAREN
20 R4 LJLEE 25mg TERR) V-9

LENE e | PRTE - fiti
s | ORI RGP g HEEH TR | AR TR
———— fébk - FEREER *] + %2 *] + %2
(1008 | 645 L ol EE RS - BUAIE)— %2+ %2 *2 %2
/49 VRHE (%) (50 rpm. 7K. 3043) 85. 8~95. 3 83.3~91.4
JI/IBEY J0°CT5%RH EERR FErRE%) 98.82~100.19 *| 98.51~99.91 *
R S PER - R IER *1 « %2 *1 « %2
(1408 | 61 1 WIEE AR - BUHY)— %2+ %2 %2+ %2
/4%) YRHE (%) (50 rpm, 7K. 30%)) 85.8~95.3 85.1~92.8
EERR PRI EY) 98.82~100.19 ** | 98.52~100.29 *
PR - R EER %]+ %2 %]+ %2
. HE (%) (50 rpm, 7K. 304)) 92.9 * 86.8 *
e A TR R 9.0 100.0 7
fHE (N) (B55) 114. 2 101. 0
PR - fl AR *] - %2 %]+ %2
bl oo e o WM (%) (50 rpm, /K. 3047) 92.9 * 83.1 *
st |20 CTO%RH| SRQLEA | 30 A et (e %) 9.0 7 9.7 7
WE N) (%) 114. 2 76.2
L000Lux _ PR - MR EER *] - *2 %] - %2
(v — 12075 @ﬁ@@@%ommmﬁwﬂ 92.9 * 95.4 *
L) Lux - hr| E&ERER CIErE) 99.0 * 98.2 *
fHE (N) (B55) 114. 2 89.9

¥1: OO T 4 N bha—TF 4 L TEETH T,
*2 0 RSO RN OB (CEA LT,

B r& el E L 2 O 7R RER (40°C, 75%RH, 6 » H) OFES,

L3 EMELETHD Z ENHEN S N7z,

£ 0OF KT LJLEE 25mg MBRA




£ 0OF K45 LJ)LEE S50mg TERE) - ©

ZEEME L | TRIE - it
g | ROERIE | RAEPIE |y AR RIS KR 715
- PR - TR e k1 - k2 *1 - %2
(10088 | 645 - FlEERER - A — *2 o %2 %2+ %2
/4%) A (%) (50 rpm, 7K, 4543) |  87.4~100.9 85.5~98.4
JI/IBEY J0°CT5%RI EEAR (R EY) 98.68~99. 43 *2 | 99.21~101. 07 *
R ——— PR - TeRREER *1 « %2 *1 « %2
(1408 | 648 L AR - BRI — %2« %2 %2+ %2
e PR HAME (%) (50 rpm, 7K. 45%)) |  87.4~100.9 83.1~97.7
EERR PRI EY) 98.68~99. 43 ** | 99.76~101. 34 *
PR - MR EER *] + %2 %]+ %2
o AHPE (%) (50 rpm, 7K. 304)) 96.9 * 94.4 *
10C 311 EERR PRI EY) 100. 1 * 100.0 *
fHE (N) (B55) 130. 4 120. 1
PR - ol R *] - %2 %]« %2
HTHE N . WHME (%) (50 rpm. 7K. 304y .9 * .9 *
;tgg 25°CTo%RH| BRIl | 57 ] {gu;jéé(ﬁé%;( (iﬁg%g%) 2 19060.91 *2 2;2 *
WE N) (%) 130. 4 90. 2
L000Lux \ PR - R *] - *2 %]+ %2
(o e 12007 |# bk f%) (50 rpm, 7K, 30%)) 96.9 * 96.6 *
LX) Lux - hr| @EERR GIERTE%) 100.1 * 98.5 *
fHE (N) (B55) 130. 4 103. 4

¥1: QOO T 4 Nbha—TF 4 L TEETH T,
*2 0 RSO RN OB (CEA LT,

Bl BB & L 72 IR (40°C., 7T5%RH, 6 % A) OfER, 2 0 E K4 L JLEE 50mg MBAA |
X3 EMZETHD Z ENHERI Sz,




£OFE K5 LUJLEE 15mg TERER] 2 7

2N ” N RAF - R
b ZHE RBRIA — -
g | REARIE | REEPIE | g A RTIAI IR TS
- : f%bk TR ik bR *] - %2 *1 - %2
(1005 | 61 A WipE B - BRI —M %2+ %2 %2+ %2
/Qg)”ﬁ M (%) (50 rpm, K. 45%%) | 84.8~100. 6 82. 1~95. 4
EREAR FFRREY) 99.51~100.27 **| 99. 49~100. 64 **
. PR - FeRR R K]+ %2 *]1 + %2
IIBES JOCT5%R Pﬂi;g;t_ 6 %@Ef?ig% - BRI —E %2« %2 %2« %2
B ? /gg)% 7 TRHME (%) (50 rpm, 7K. 45%4%) 84.8~100. 6 83.7~97.9
EERR FETEY) 99.51~100.27 **| 99.47~100. 40 *
PR - iR EER *] - %2 %1 - %2
AU =F 6 WipE B - BRI —M %2+ %2 %2+ %2
LR M (%) (50 rpm, 7K. 455%) 84.8~100. 6 83.5~96. 6
EEAR FFRREY) 99.51~100.27 **| 99. 25~100. 18 **
PEIR - IR B *] + %2 *1 + %2
NN | o YAN *2 *2
10°C 5 %ﬁgf@) (5(1 rpIn;?i(\SOﬂ) 100. 7 - 96. 4 .
E AR PR TEY) 100. 4 100. 6
WE (N) (%) 155. 0 143. 1
PRI - WIEE R *1 « %2 *1 + %2
o B (%) (50 rpm. 7K. 30%) 100.7 * 61.9 *
50 3 - —
¢ ) EERR FETEY) 100. 4 * 100.5 *
T ; EEE (N) (= 155.0 132.3
TRHME (%) (50 rpm, 7K. 30%4%) 100. 7 * 91.4 *
P [0
25 CTR%%RH SN T (R %) 100,47 0.2 *
WE (N) (%) 155. 0 107.0
PR - R *1 « %2 *1 « %2
1000Lux 3= 0 I\ *2 *2
(o e 12075 | ¥ H1E (%) (50 rpm, 7K, 3057) 100. 7 99.4 *
L sph ) Lux « hr| @R CI&riE%) 100.4 * 99.9 *
HE (N) (B%5) 155. 0 123.6

¥1: OO T 4 N bha—TF 4 L TEETH T,
*2 0 RSO RN OB (CEA LT,

%3 1 12w IV CORGE

B LB R, & L 7 IR (40°C., 7T5%RH, 6 % A) OfER., 2 0 E K4 LJLEE 75mg NBAA |
X3 EMZETHD Z ENHERI Sz,

REERVEMEDREN
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ftuFl & DEEEEIL (MELFEHEIL)
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7.

A

<P HZFENTIIT D[R EME >
Y BE RYJLILEE 25mg THRAR] ©
[ B8 RS DA ERIRI SRR T A R 4 o CFRR 9 48 12 A 22 A FHESRES 487 75,
—HBIE PRk 24 45 2 A 29 AATERASEALTE 0229 5 10 5 B 1D ) RO TEENRR DR
1 [ T L O Ay (RIS ERREBR T A R A > CFRE 12 4F 2 H 14 AT 64 5. —
HRUCE SRR 24 4 2 H 29 AATSRRRATE 0229 55 10 75 R 2) |

AR A
RERFE - BARSER G (Jple) —fakERiE s (X Raik)
HEBREA 2O K LILEE 25mg TERA ]
AR . SO K4 LILEE Tomg TERGA )
PRERIR A 0 900 mL
R JE:37%0.5C
AR OB R OpHl. 2 (HREHRE 56110
@pH4. 0 (7= McIlvaine DOFEMER)
@pH6. 8 (H B SR 25 2 #K)
@7k
[l #iz % 50 rpm ABRIEO~@
100 rpm AERED
W) E L uE
(1) FRITa H R
(DpHL. 2(50 rpm), @pH4.0(100 rpm) K& Q@K (50 rpm)
T2 Y U D SELER R 3K 60% TN 85% & 72 i 7 2 HElc T, it
B L) 0D - PR HH SR DS HE LA D SV R £ 10% OFFHIC 8 2 7>, U £2
RIS OAED 50 LLETH B,
@pH4. 0 (50 rpm)
TEAERLA O SEIGE HHRDY 40% KON 85% T DY 72 2 BRSIZBW T, Bk
UK D VR H R DMEHERIA O LR R £ 10% OFPHIC H D Ay, XL £2
B DfENs 50 UL ECh B,
®pH6. 8 (50 rpm)
FEAERIA 3 S U BRI B 1 2 EIE RO 1/2 O R R % R
T Y 7oA, ROBUE SR BRI B\ T RRBRILH O S BIER =R A
TEAERLA O S R 6% OFIPHICH 57>, T £2 BEofE»s 61 LIET
HD,
(2) il % D
(DpH1. 2(50 rpm). @pH4.0(50 rpm & X100 rpm) K @7k (50 rpm)
Bk LRI U236 1) 2 BRBR LA O 2 DR HERIZOWT, RERELA| 0 E)PE
HEREE15%OHEAZE X 500 12 fif 1 HLLT T, £25%DHiFHZ#E X
BHDOMRIRN,
3pH6. 8 (50 rpm)
otk PR U 3 1T D RRBRELA DO 2 DIEHFRIZ OV T, RERELA| D F X5
HEEE9% O EZBEZ 2 b O 12 f@F 1 ELLF T, £15% DAL B 5
HDVRIRN,
RS
ARBRGIA & AEAERLA DA HEEEN T, 2 TORREIEICBWT IEENER2 RO
B RE| O LRI SRR T A R T4 > ) ORISEOHERMELH- L2
D, WRANIAEMZCFETH D &R SN,



HERIRD : pHL. 2. 50 rpm ARERIRD : pH4. 0. 50 rpm

100 1 4o . ) 100
~ 8 4 17 ~ 80
X L
~ 60 { P -
gg , % 60
w 01 £252.5 i@ 40
20 - 20
0 & ' . : , 0 e , , , ,
0 30 60 90 120 0 60 120 180 240
B (4) R (4))
HBRIK® : pH6. 8, 50 rpm ABRE@ - 7K, 50 rpm
100 A 100 o
/8 80 N — 80 1 7
g 5
J%F 60 - o 60 ’
@ 40 IR
20 r’_-- { 20 - l’
0 hd T T T T T Ll 0 4
0 60 120 180 240 300 360 " o o % 0
BR (4) BRR (4)

SERIED - pH4. 0, 100 rpm

100 L SREBAL (5 O E B2 L LR 25mg TBAL ) X % b

80 CHEERFI (P O E R4S LJLEE 1omg TEEA] ) X 182
S sk BE:1 2 (pHL. 2, pH4. 0 L UVK)
< 60 3 #E (pHe. 8)
H 40 CHE R RS U D[R] S A YR
o

20 n=12

0 @ T T T \
0 60 120 180 240
B (59)

Y 0E KT L)VEE 25mg TBRE) OBRHEBICE T HRFMHE
(HEBREA R VRERF| O FIEHEDLE)



x 0OEFRYLILEE 25mg TERA ] OBHEEIZE ITLHRIEMN
GRERBLKI B V2R KD T A HED HLE)

- BRI F2E HERIK|
ERY TS s . e . -
ABRAE (HOERT VG Dng TBE)) | (DRERT UL Tng TE]) | HIE
i FHAE | BB | HIERE A R R (%) R R (%)
(DpH1. 2 — £2=52.5 T B
(@pH4. 0 — £2=50. 7 ey
5%y 12.3 6.8 N
vttty | 00 tom |Opl6.8 360 4y 22.6 22.0 HE
(R FE) 15 43 71.1 62. 3 o A
@k 30 4y 89.0 90.8 L
10 %y 65. 7 57.0 N
100 rpm |@pH4. 0 30 2 953 39 9 1A
(n=12)
(HEREKDELZDALER)
B S 0FE K5 LILEE 25mg TBAGA | T
Jiik sk | RABRIE | I ERE il 2 DY HER (%) TRV (%) £8.D.
100.6. 101.6. 100.3. 99.2. 98.6. 99.5
N .6, 101.6, 100.3, 99.2, 98.6, 99.5, . N
OpHL.2 | 4595 | 1000 1013, 1013, 99.1. 1002, 100.2 | 100-2%0-95 | &
84.0. 87.1. 82.9. 87.5. 82.9. 85.0
N .0, 87.1, 82.9, 87.5, 82.9, 85.0, R N
- @pHd.0 | 3093 | oo's” g1 5 g5.3. 82.4. 86.5. 86.9 85.0%£2.31 | A
g |0 | 2109. 23,9, 221, 22,8, 22,1, 22.3, \
+ AN
(S RILIE) ©pH6.8 | 36057 | 000" 5o 5 993 298, 22.1. 22.8 22.6%0.65 | HA
82.9. 89.7. 91.0. 88.7. 89.8. 92.0
N . 89.7, 91.0, 88.7, 89.8, 92.0, R R
@K 3097 1 g7.5. 88.2. 88.0. 90.3. 90.7. 89.6 89.0%£2.35 | HA
95.5. 93.3. 96.7. 97.1. 95.9. 97.6
N . 93.3, 96.7, 97.1, 95.9, 97.6, R R
100 rpm|@pii4. 0 3997 1 940, 93.4. 95.4. 94.4. 95.0. 94.7 95.3%1.40 | WA
(n=12)

<ERHZEENC T B A >
J0OE K5 LJLEE 50mg TBAAR] ¥
(1% 38 B 3K L D AW R [RVSEMERBR T A R T A > CERR 9 4F 12 A 22 A AFEE SR 5 487 5
—HAIE SRR 24 4E 2 A 29 AATERAERASE 0229 55 10 5 BIHE 1) ) RO [GENELRD
0 ST RE O AR RSB T A R4 > CERR 12 46 2 H 14 AATERES 64 =
—HREOE Rk 24 4 2 F 29 BTSRRI 0229 55 10 75 AR 2) |

N el
AR AE - AARIER ) (Jp16) —iakiit  HEERIE (X FLE)
HERRA] 20O K5 LJLEE 50mg TERA )
EAERLE] : SO K LILEE 1omg TBRGA )
BRI © 900 mL (7272 L@pH6. 8 (ZF1) 5 R BRHIANZ IV Ti 600 mL)
M 37£0.5C
A B R OpHl. 2 (A REHRR 56 11
@pH4. 0 (Hisb7= Mcllvaine DOFEER)
OpH6. 8 (H AlaHaER 5 2 1)
@K
B #5 % : 50 rpm ERERIEO~@
100 rpm FERIED
) E HLE
(1) R H =R
(DpHL1. 2(50 rpm), @pH4.0(100 rpm) K @K (50 rpm)
FEHERIA O S R DK 60% KN 85% & 72 A7 2 B SlckB\WT, &
R B oD S P 2R DS EEME R D SER PR ER = 10% O FEPHIZ 8 D 7>, XU 2
BASL DA 50 UL ETH B,



@pH4. 0 (50 rpm)
FEAERIF O SR IR DY 40% L TN 85% T D 72 2 BBV T, ik
BN O LR R D FEAERLA O WP R £ 10% OFEFRIZ & D ), XE £2
RIS DAEN 50 A ETH 5,

@pH6. 8 (50 rpm)
FEAERLA S HLE S 72 BRBRIF RS 3 1 2 IR R D 1/2 O TR %2R
FE Y AR, M OHE SRR W\ T BRBRERA O 28 8
FEAERLH) O IR 6% OFEFHICH 5 >, XL 12 Bk 61 LLET
HD,

(2) %= O HF

DpHL. 2(50 rpm). @pH4. 0(50 rpm & X100 rpm) & O@7K (50 rpm)
B HLIIRE R 38 1T 2 s LA D & DFEHEFRIT DWW T, BUBR LA DS
MR 15% DAL E 2 26O 12 i 1 ELLF T, £25% D2 -4
B HDINTRUN,

®pH6. 8 (50 rpm)
O HEHRIRE U 381 2 3R EBLHI D 2 DFEHERIT DWW T, BUBRELA| DS
HERE9%DHHZEZ 56 D08 12 HP 1 LT T, £15%DFHEEZ 2
LN OYAVAAN

AR A

BRI L ERLR ORI EENT. 2 TORBRELEICB N T [EERRR AN
[ T SUH D AW P R HRER T A R T A v ) ORIEMEOHEEEL - L2
Lnh, MBI EYFRNIRETH D &AL I,

HABREQD : pHL. 2. 50 rpm AERED : pH4. 0, 50 rpm
100 { = @—@-—--@-=====- @-===-==9 100 - & -0
/’ Do—_
80 7 80 {1 /
8 ; L A
~ 60 { |/ ~ 60 { @
H a ,
g4o- a 40
20 - 20 14
0 ' ' , . 0 ' ' ' ,
30 60 90 120 0 60 120 180 240
BERE (5 BRI (5
BRI : pH6. 8. 50 rpm ARERE@ : K, 50 rpm
100 - 100 - e
80 80 -
S <
2 60 - < 60 A
gg4o- ﬁ<E4o-
20 ﬁ“' % 20 -
0 T T T T T T 0 T T T 1
60 120 180 240 300 360 0 30 60 90 120
BERE (5 BRI (5



BRI : pH4. 0. 100 rpm

100
G---0---0---mo T mTTIT @ : RBREA (VO E RS LILEE 50mg TEAAL) X1 88

80 - O EHERF (H O E RS LILEE Tomg TBAAD) X1 8
) II T
S 60 O HIERERICH I 5 S HIE S
H 40 n=12
e

20

0 T T Ll 1
0 30 60 90 120
BR (5

Y 0E KT LLEES0mg TBEE ) DBRHEBICEITHRFMHE
(HEBREA R VRESF| O FIBHEDLE)

£ HOERTUILE Sng T83:81 OBHEWICH T HRA%SH
(GREREE B VIZEDFN D FHBHEDELE)
St R A] FEERA]
i (9RERTUNVGE g T9A]) | (9RERTUVETme [98]) | CHIE
5 A% | BB | HIERE A EEER R (%) R R (%)
15 4y 78. 4 72.5 N
OpH1. 2 30 4y 99. 1 98. 1 HE
10 4y 41.6 32.9 N
50 om @pli4. 0 30 4y 88.3 83.7 HE
v AR B N P 55y 8.5 6.8 N
(S RLEE) pHO- 360 %y 21.9 22.0 T
15 %y 65. 7 62. 3 N
@k 30 4y 87.7 90.8 L
10 %y 61. 4 57.0 N
100 rpm |@pH4. 0 30 2 910 39 9 1A
(n=12)
(HERAKDELZ DAL E)
RS S 8F K5 LJLEE 50mg TERGE ) | E
Jiik sk | RABRIE | I ERR il 2 DY HER (%) TRV (%) £8.D.
100.5. 99.5. 100.8. 99.4. 97.9. 100.1
N .5, 99.5, 100.8, 99.4, 97.9, 100. 1, . N
@pHL.2 | 3093 | 00'0 99 3. 99.3. 98.9. 98.4. 96.7 99.1+1.18 | #&
91.8. 88.6. 93.2. 83.3. 83.8. 92.3
N . 88.6, 93.2, 83.3, 83.8, 92.3, R R
- @pid.0 | 30 78.1. 83.8, 90.3. 90.1. 91.9. 92.5 88.314.86 | HA
g |0 217218 2210 219, 21,9, 22,0, \
+ AN
(S FLEE) ©pH6.8 | 36097 | 016" 9o | 91.9. 21.9. 21.5. 217 2192017 | A
87.8. 87.6. 87.5. 88.3. 88.4. 84.7
N . 87.6, 87.5, 88.3, 88.4, 84.7, R R
@K 30 86.1. 88.9. 86.3. 88.0. 88.4. 89.9 87.7%1.39 | HA
93.6. 94.7. 93.9. 94.8. 94.7. 93.3
N L 94.7. 93.9, 94.8, 94.7, 93.3, R R
100 rpm|@pii4. 0 30 94.4. 97.7. 96.1. 94.7. 95.5. 94.9 94.9%118 | HA
(n=12)



<IRHZEEhC T BRI >
£ 0FE K45 LJLEE Tomg TERE] 10
(1% FE IR DO AW LIRSS A R T A > CERk 9 4F 12 H 22 AfTESRES 487 5.
—HREOE Rk 24 4 2 F 29 BTSRRI 0229 55 10 75 BIRK 1) |

RS
B E - BARIER T (JP16) — ket s HEERTE (O8N RLiE)
BRI & : 900 mL
b=y JE . 37+0.5C
WOBR W . OpHl. 2 (HEEEHRE 1K)
@pH4. 0 (GE¥7=McIlvaine DFEMER)
©pH6. 8 (H AR 552ik)
@k
[l 85 %0 : 50 rpm  ARBRIEO~@
100 rpm FERIEE
) HHE
(DpH1. 2(50 rpm)
FEUERLA D SELITR DY 60% Mo OY 85% 130T & 72 B3 X4 7 2 Bl B8 T, AR
Al D - R SRR AE R O SR R = 15% O#FHIZ & D H. XU £2 BIE A
D42 ETH D,
@pH4. 0 (50 rpm &K 100 rpm) U@/ (50 rpm)
FEAERIH O LIPS 40% K O 85% T D 2 7 2 FERUZ B W T sBRERH 01y
TR H R D EEERIF ORI R £ 15% OFIPAIC & 20>, UL £2 B oofEIX 42 LLET
H5b,
@pH6. 8 (50 rpm)
PEUERLA S E ST RIBREERIC 310 2 EE O 1/2 ORI A R4
W 7pRE AL, M OYHE SR BRIFRI I IV T, BRBR BUAI O SR PR H SR A R RS
DIELJEE R 9% DOFIFAIZ & 27>, XL 2 B OEN 53 L ETH 5,
RS
BRI & ERLA D YR BN T, & TORBRSAICIB W T HEFEIE S O LY FH)
FIZEMERER T A R T A ) OFRWEOPEREREZ T U, B8 OB DS R

i,
B : pHL. 2. 50 rpm HAERIED : pH4. 0. 50 rpm
100 -
100 A _ . »
e 80 i II/ - 80 b
g ’ g 60
60 1 | . l
] 40
ja 0 i
20 A 20 -
0 T T T 1 0 T T T T T T T 1
0 30 60 90 120 0 30 60 90 120 150 180 210 240
BERE (%) BERE (4)



BRI : pH6. 8. 50 rpm
100 -
80

60 -

BHE (%)

40

20

-

t

0 60 120 180

240

fEl (53)

SERIED - pH4. 0, 100 rpm

100

300 360

80
60 -

40

HHE (%)

20 A

f2=45.3

0 ¢

fEl (53)

2 0ERTLIVEETSmg TBRE] OBRHERICE T HEM M
(FHEBREA R MFERF| O FIBHEDLE)

0 30 60 90 120 150 180 210 240

AERIE@ : /K. 50 rpm

100 . —»
80 ¢
= 60 /
i d
H 40
K
20
0 T T T 1
0 30 60 90 120
B (9)
@ : ABREAI (U O K5 LILEE 15mg TERA 1)
-O- : BEUERIA) (BEH], 75 mg)
T
grzﬁiﬁﬁmﬁﬁéﬁ%@%ﬁ%@%ﬁ
n=12

& JBERTLILGETONg T881 OBHEBICH T 2EME
(GREREEI B V2R DT B HEDELE)
. R AL HEE AE |
= b 42
PR (98EF5UNETng [941) | (AL 75 me) | HIE
Jiik EILEE RERIR | TE R A SEYIERH R (%) SERJR R (%)
15 4y 72.5 62.5 R
Dplil. 2 30 4y 98. 1 96. 1 e
Dot 0 15 4% 53.9 42.6 i
. 90 45 94. 1 84.3
T RERTE 50 rpm 50 6.8 9.0
e . . R
(X RviR) ©pHi6. 8 360 4y 22.0 21.6 A
10 4y 40.0 34.2 o
Dk 30 4y 90. 8 83.0 HE
100 rpm |@pH4. 0 — £2=45. 3 ik
(n=12)

< H JRiE S~ A >
s8E RS LUILEE25mg TBRA] WV
HAKBHTEERLERIED NI OE KT VILBRBIEREORHHEEICES L TS
ZEMHER STV D,

BRI AT

H Rt aiRiE (8 Kbik)

Lz

: 50 rpm

BRI - 7K. 900 mL
AR 300 DO =RIZT0% L ETH 5,



10.

11.

12.

13.

14.

TR B
SO FRIE85. 8~95.3% TH V . HZIZHES L-, (n=18)

2 0FE KT LILEETomg TERA] @

HAHFHFERLEASRFICED SN0 T UILBEEIERE ORHBKICES L T\ D
PRI NTWD
N e S

H RtaHaERE (O Ruik)

[El#5%% : 50 rpm

BRI K, 900 mL

TEHHIR - 450 B OB HERIZ80%LL ETH 5,
ﬁ%#%

O FRIE84. 8~100. 6% TH VY . HIKIZHEA L=, (h=18)

AW ERE

BARRNA

R DEN S DR E
(RJE 170t 7 UARERESE] OMRRARIC L)Y
RO TR I BE T E A

HEPDENRATDEE!
(AR 7 v 7 VILERRESE) OEEEKICL D)
Wik a~ N7o7 14—
WIEHEVRIK © /X7 A X VEREEEA Y 7' 1 L OBEFEK (1—1500)
g SRAMREE R (R E W & 220 nm)
BTN N3 Im, ES 15 ecnDAT ULV AEICbun Dk a~ NI T 7 4 —HA Y
ZTIN AL U AN EFET D,
T LR 30°CHHT o—EIRE
BEIFH © 1- X Z AR T R Y T 0.87 g Z2/K 1000 mL (T L, U A INZ T
pH2. 5 IZFABET D, Z DL 950 mL I A X/ —/L 50 nL Mz %5, Z O 600 mL (2
Wik~ 777 4—HA7® =tV AKX ) —/LEHK (19 : 1)400 mL % iz
5
Ml 7 B R LIVORFFREE K 8 31270 5 & 9 I3 5,

=y

paRii
BN

BATLHAEEHEDH LMY "

FEXHRFFRER 2. 0 OXERE OFFARIREAEIL 1. 2% LT, FERMRFFRER] 1.3, 0.5 KT 0.9 OFF
FE OFFRIREMIL 0. 3%LLF, %MU%®%@101%UTT%D R EIT 1. 7%LL
TCThd, 7t N7 UARRREIL, KNCKOBRZIZHET 5 PRSI TEY ., WK
1% 5CLL FIZRTET %,

ERNDEGRES - NESVRRGERICET S1FR
ke L

Z Dt
REER e L



ARICEI 5B

1. EEXIIHE

ORE MM M A e (LR PEIMIEARIE 2 B <) £ O FF IS

O REEIRIZ AT (PCT) 2518 S 412 T RE O RE LM LR
SRR (RLEPLOIE, IE ST ESOMifEZE, ST RA-LAHiEZE)
LEPE, BRIBPE O 58

ORMERE IR T B like - FERRTERR D]

Mee - HRICEET SERALDEE
ORI RZ A (PCT) 25 & 112 MM IR B DHE

PCI73 8 7 € O ML DB B E ~ DR EITFTRETH 5, mENRERIZ LY . RIFAVIR
& D WITTHENAR N A SRR S, PCIZ A L2 WAL, Ao 5 13Ex
5T &,

2. HERUH=

OREIMMERN M A R E (LR MEMZERIE ZFR<) RO FEIEIME O5E

WHE. KA, 7 E K7L E LChmga 1 HIRRE QG958 Fin, (K&, ERIZ
Yoz R71LLd LTCh0 mgalALERRAEKET 5,
O P EBNRIZ RN (PCT) 2% & 5 B e R B OS5 E

WE L. RACIE, BERBHICZ e R L0l LT300 mgZ L HIERRAE L, FDi%,
HEFFE L LCLHLMITS mga R O&59 5,
ORMENNRERIZTB T D Ite - R OMGIO% &

\E., A, 7 R L e LTCT5 ngxdl H1ER ARG 2,

Ri% - AECEEYT HAFERALDER

ZEWERE DR GITRET D 2 ENEE LW (Z o B RS LK ENE 1 FEERRBR I T

M BB HRHCIH LAER N A BTN D),

O IMMERIM F RS (LIRIEMIERIE 2R <) %O BRBIEIO5EE

i 23T 2B ZN03H 2O T, FrHifrm, EDRKDH 5 BEFIT OV TIL, 50
mg 1 H 1EINOHEETLZE, [MEEES ) OHESMR]

OfR BB (PCT) A% H S 2 B it RO A

L P/ —AIOFHBEEHRIE, 7 AU > (81~100 mg/H) EOFHT 22 &, Huim
IINHCEE T FIOFFRIEBIRIE T 0BG HIEICHOW T, ENAORBFOTA KT A %
EBHEILTHI L,

2. AT v MRBERESORFIE GRHICIT Y ERE SR ORM CEL L TR &,
3.PCI EATRIICZ B E R LV 75 mg 207K &b 4 ARG SN TV AHEE, B —F 4
VU R—= ¥ (5B HIC 300 mg L5452 L) IZMATIZAR,

3. ERIRALIE

(M

(2)

(3)

(4)

BRER T — R/ —2
RN

FEHR AR
BB L

e PR 2R T SR B
MER e L

BRI
PR L



(5) HRIEHOSHER
1) fEEBILLTRERIGHER
A E L

2) HEHER
ML L

3) RLMHR
LR L

1) BE - FENER
AR L

(6) aHHIfEF
1) EARMEE - HEEARERE (BB - WERARERRR (TREBERRR)
R L

2) RRBEHELTERFTENDNERITER L -HEBROME
A% L7



VI.

2

HhEIB(CRH 9 HIEH
HIBP(CEEHDILAYMRITILEHEE Y

Fru YUY, T AT VIV RS

. EIB/ER

(1) 1ERERL - /ER%F
7 R UIVERERE OTEMERE N 7 7 = Vg 7 5 —8 2 iEMHAL L T/ IMRN O YA 2
U2 AP ZHINE® 2 Z LIk 0l IMREEZ G35, 77 =iy 7 7 —8 OIEMHAI,
7 a v R U IUEREERE OB INEIE 6 & 7B (G1) & 445 ADP AR ABHE L T
TT =NV 7 T —RBIT T 2 IE A fRRT A Z LT XK D,

(2) FEhEZEITSHAEBRME

1) 7 v MBI il MrEEEmHIER @

O/ MR EEE 2

YPBE RS LUILER THAI GUERRAD Z 7 m e K7 L)Ll LT 1.92, 3.83 KN 7.66 mg/kg @
HETT vy MCHEROEE L, &5 2, 6, 24 KO 48 K& I i/ MrEEERELHIE L, £
Ot FRBRRIAN oo FRAE (IEALE) & il U C AR AT AN I/ R BESE 2 4] L 7=, 1. 92, 3. 83
KNT. 66 mg/kg #4512 X B M/ INEEEE DINHNTIIE G- 2 F7213 6 B ICR KR E R, 2oL X
OIHIRITZINZIHR 30, 55 M N T0% Th 7=, Dk, M/IEEOIHIXH~ ([ZBlE T 5
B0 &< L7 70N B 5 48 B4 % THiHE L 7=,

(%) 80 7 REFRRE (L)
JBE RS UILEE THEAL 1.92 mg/kg

60 JBE RS LIS THRA] 3.83 mg/kg
o JRERTLUILEE TBHAL 7.66 mg/ke
I - FEUERLE] 1,92 mg/kg
R 40 ,
B - JEERLA] 3,83 mg/kg
§§ - BEMERLA] 7.66 mg/ke

20 A

0 6 12 18 24 30 36 42 48
E®RERE ()

A+ R (n=4~5)
HOE RS LG TBEA &S DA Ounnett O EHEME) ; *:p<0. 01, *:p<0. 001
PEMERUAD L XHIREE & AT Dunnett O EEBHRIE) ; S:p<0. 05, $:p<0.01, $%:p<0. 001
HOE RS LIS TBAI & A o4 i A MR SR 567 L (Student 0 t BiE)

B 5w bIHT S iR IS ERER (/MR ER)



@7\ kv R (PT) K OVEMEAEER Sy b v AR T T 2 F L IR§f#E] (APTT)

H20OERSTUILEE TBRR] GRBREADZ 27 o R L)L e LT 1.92, 3.83 KTN7.66mg/kg D
BTy MCHREREABE L, #5 2 O 6 BEfI#&IC PT R OVAPTT ZJIE L7z, ZORER, W
VOB ERECIB W T ORI (EAE) &g U C PT R ONAPTT OIERIFFRD bR o7z,

® SvbIcEFST0 MOV E VKR P RWEREERES O KR TS X F R (APTT)

PT (F)) APTT (F))
# 0 R S B BT B 55
2 I 6 I PAEIRES 6 BER%
S BEEE (AL ) 9.9+0.3 — — 15.4%+0. 4 — —
2OERSL | 1.92 mg/kg — 10.0+0.4 | 10.0+0.1 — 12.4+1.5" | 14.5+0.8
JUEE MRAl | 3.83 mg/kg — 9.8%0.2 | 10.0%0.4 — 15.6+0.6 16.1%0.6
eyt 7.66 mg/kg — 10.0%£0.3 | 10.0£0.6 — 14.5+1.2 14.1%1.1
o 1.92 mg/kg — 10.1%+0.4 | 10.0%£0.3 — 14.6+0.8 14.2+0. 9?
by 1 3. 83 mg/kg — 9.7%0.2 | 10.0=%0.2 — 16.3%0. 4 16.5+0. 3
7.66 mg/kg — 10.2+0.1 | 10.0=%0.2 — 15.5+0.6 14.4=+0. 4%
SR £ EEER 22 (n=5)
— : EBRR SR

JBERTUIVEE TBAL & xR E OFEZE Dunnett O EILIHIE) ;™ :p<0. 001
o A L L RRRE & O E 7S (Dunnett DL E KR E) 5 $:p<0. 05, *%:p<0. 01

2) YIRS M MREEEINEIER 1Y

2O ERTLUILEE TEHARI GRBRRADZ 27 o RZ L)Ll LT 19.2 mg/kg DAETY I FICH
mIfE OG- U, $e5 2 RIS MR RE 2 IE L 7o, ORGSR, SRBR RIS 1T fn Mk EREE % %
HRIE & Hef TR 40% 0] L7,

(%) 80 - O £ 5
- - m 5 2 B
60 -+
il SELIE + K HE(R 54 (n=4)
ﬁ; *:p<0.05 (& G-HEDEH EZE, paired—tiE)
g 107 n.s.: AR L (B GRER, Student-t#E)
20 A
0 T
HAERS LUILEETERE ) 2 e K|
X Y XICH TS/ E N Ve
(3) YERFIRAERA - FrrERE

R L



VI. EYMBREICEY S1EHE
1. mMAREOHS - AIEE

(M

(2)

(3)

AREADGIPRE

R L
B o TR FE B

VIL1. Q) ERREABRTHR S NOMFRE] OHAZROZ L,

ERRGRER CREE SN MR E
< AW [R) S R >
[ R EIRS OAEW LRGSR T A R 7 A 2 CFk 9 4 12 A 22 BAFESRES 487 5, —¥F
SIE SEAk 24 4F 2 A 29 BATIRATEATE 0229 25 10 5 BIAE 1)
~0FE K5 LILsE 15mg BRG]
Y BE RS LILEE Tomg TBAAR] LAZHERA] (k. 75 mg) TN EN 18EE, 2 A2 ip s v
AF—N—JEIC X DB A B FICHRE T, K150 mL & & HICHERAKREG Lz, F1HE
B UHIOWRIEMMIZ 7 BRLL R & Uiz, #5811, #%%5-0.25, 0.5, 0.75, 1, 1.25, 1.5, 1.75,
2, 2.5, 3, 4, 6, 8 KON 12 WefEI% D FF 16 REAUCERIM A 1TV, LC/MS/MS (A Tl 7 v &
K7 VIVIBEZRIE L, GO N7EWERE T XA —% (AUC,, C,,) 122\ T 90% {58 X Mk
W CHERHENT 21T > 72,
ZORER, AUC,, Cpy & BICTERBA & FEAERLF D 5t il O A D 22D 90 % 15 1 X F#] 1%
log (0. 80) ~1og (1. 25) DEFHANTH 0 . MIH DLW FHIRIFEMED R S,

12,000 -

10,000 ~

-@-: REBAI (Y O E KT LILEE 15mg TBIA] )
8,000 1 T “O- : FEHERA GEA. 75 me)
T (Mean=+S.D. . n=24)

m#Ehs o RS LILEE (pg/mL)

6,000 -
4,000
2,000
O “ T . T T T .
6 1 8 9 10 11 12
B (hr)

B 7omg fERSEOMIFF I OE I LIVREHRS
£ 15 mg FEFEHOMFEFIOE T LILOEYERE/XS A —4

HE ST A—H BENTA—H
Al L Sees AUC, Co T Ty
(pg * hr/nl) (pg/mL) (hr) (hr)
2 0E RJ LIV 4 4 4 4
Tong T84 24 5785.01--8280.56 | 4258.12+6657. 06 1.0+0.5 3.8+1.4
AR
24 5812.94-£9671. 41 | 4477.007853. 03 0.8+0.2 4.0*1.9
(FEAl, 75 mg)
Mean=£S. D.

IMAEF RN NS AUC, Cmax S5 DFMENRE/ ST A — 2%, HERE OB (KK OLRER B - IF



(4)

()

(6)

% DRGSR K - TR DR ® 5,

HBE RS LILEE 25mg TBRGA] ©

7 BE RS LILEE50mg TBAA] ©

S0E RS LUILEE 25mg TBRR ] KO BE RS LILEE S0mg TERAL 13, S &SRR DR O[HE
TEHUHN D F R SN T A RF A4 ) ICiS%, 2O RS LILEE T5mg TBRA] #4=
WERIFN L L- & & IWHZERENE LS, EVFNICFASE E RSN, (V. 1. /AHE O
Z )

GE
BB L

BE - FRROEE
(V. 7. ) ftREE L EDER| 2R)

BEE (KEaL—>3>) BATICE YL RN EEHER
BB L

EYRERII/ND A—4

(M

(2)

(3)

(4)

()

(6)

(N

R Ik
R L

AR
BB L

NRAATFRLSEY T4
M ER e L

HEEEESHR Y
0.217240. 1225 (hr'") (82 75 mg. fEEERK AR FHEIR O£ 5)

HUT7 TR
LBk L

ST
LR L

MmIFEEHFER
REERRL

IR 4%

BB L

5%

(M

(2)

% — RRFTEB
gk L

% — B ABAPY B
BB L



7.

(3)

(4)

(%)

Fit~DBATH

BREERRL

<BESEMER (T v b)) TP ~OBITHHE SN TS,
(VI 10. 124, EWR. RIABFADEKES) OHSM

BB~ DRI
LBk L

Z DB~ DFBITHE
AR L

Heas

(M

(2)

(3)

(4)

(%)

RBEAL R DR BHRER

MMEEe L

LT OHMEDRH D,

7a e K7 VVMBEIIRIENTZ%, BT A7 7 —BIc XV IEEERHmTH S
SR26334 (FEfREHM) & . > k7 v A P450 1 X O IRMECEI) 14 AR S D D,

R#IZEEE53 5B% (CYP450 &) O FiE
AHFNL, EIZ CYP2C19 12 X 0 IEMHEACEHWICAHT 4. CYP1A2, CYP2B6, CYP3A4 %5 & {m MR
MO HEGET 2D, 2. AR 7 VT o o BRIEERIL CYP2C8 #fHET 5,

HEEBHROARRUEOHE
B L

REYDOEEDOFER VLR
VI 5. (1) BB R VHREBHERR) DHSR

EIER B EER S A —5
BB L

Bt

(M

(2)

(3)

Pt B AL R U R R

MM ER R L

LT OHMENRH 5,

LA YC-4-27 a B R LRI (V7 a B R L)Ll LT 75 mg) & WAl OG- L7,
5.5 B £ CORBKRED BRI T8 G HEEEDK) 92%I1Z# L, JRPIZITHN 41%, FH
(21K 51% 23R S LTz (st — ) v,

PR
[VIL 6. (1) HEMEARGLE UHEER] OHEZM

PR
R L

SV RKR—E2—IZBET H1EHR

DR L

. BEICKHBRER

AR L



VIIL.

1.

T (EALOIESF) (CEYSIER

EERB LT DHEH
R L7

BENELEEZDER (RAEEZEV)

22 RoOBEIITEE LW L)

(1) i LW s B (fACs., BAZEN M, E(EE i, JRESH M, v&in, 54 H )
(HizBhET28FNRH D, ]

(2) RFND okt LiaBuE OBEERE O & % &

. EEXIMRICEET S HEALDIE L TDER

[V.AREICETHIER) 22352 L

FAZRUAEICEET SERALDEFE L ZNDER
(V. AEICEHT HIEE 22752 &

. BEERSRNELZDER

EERE ROBEIIIEEREICEETDH L)
DROBETIIHMOERENEL REBETNNH O THEEICR ST 2L, 2B, i
PERM IS TS (DRMEINZERRIE 2 BR <) B OFRIMHEI O%AIEL, 50 mg 1H1EER G2 8%
BEETHZ L,

OH g O F OFER O & 5 B

QEERNIEFED & 5 BH

QOEELREFEEEDOH LHBH

@ M JE D FfgE L T2 B

O iEaS

OKIREDBE

) fhF T ) BV VUREA (F v vV ERRIES) (x LIRBUEDOBEEIRO H 5 BE

EZERERMIBE L ZNOEARVLESZE

BELGEANEE

1) AR R IB D 4R B (TTP) . SEREKIERAE, BB 7o TR E45 o B R BIVEH 2336 B4
HZENHDHOT, FHBME% 2 » ARNE, 2 BRIC 1 [EIFE O Mg R o £ & & JE
TH5Z &, [TRIERH) omEB]

2) BIMPE LR E TGS E L TCARIZEHATICHZ> L, v—F 4 7 F—=AFKG (&5
BALAE 300 mga 53252 L) ROTAEY v EoftfIck>THIMD Y 27 08@EmE 5
AREMNH D Z BT EETDH L,

3) AANC L 2 M/ IMIEREMHIAME & 725 X 5 RPN ogA 2L, 14 BEL BRI G % F ik
THIENLEE LV, 2B, FokEIM 225 2 LK WEAITER 2 HLO
VAINEEDLZ EPHRESINTWDLIDOTHRITBETHZ &, o, HHEFREHEFO
MARFECEEFRIE D U A 7 O WERFITIX, U2 RBIEMHIRZE L5 2 &, ik ICAA
DOERGDLERIBEAITT, FHEMLo M Z2#RE L THOHERT5 2 &,

4) fth o> H . O B A BN & & 2 BEANE & OMAERICERT 5 L &b, @lES R
L BE~OBEHITEEIITV, AAE ST+ ormEoay he—LrE27H 2 &, [[ME
EwG ), TFEEH] oEZBH]




5) FIFE DG D O IMAPEN I & R EBF BT, TAE Y e LR, 7 R
7V VHANZ L RE K2 L ORI THRE SN TWDLO T, HHT254
EHoEET S L,

6) I DGR IR EHEWER OBZNRH D Z Lt iz 2 I fERIERE V&
B2 ONHHEITE, Hik - BEEFEEBETH L, o, Ml ERERT 5 ERRIER D 5
OIS EIE, BEHICmERKEEEOEY)/MREL IS 52 L, [TRWEH] OS]

% REMAR GEMHALERY b v R 7T AF W] (aPTT) OIEE., VA 7T MHEAK T 5)
NHBDLNDZENH D, aPTT OIERZENZED L= HEIE, HILOF I )b 5T,
BRMEIMAIF O FREMEA B E L, HME L EET 572 /e @El 2175 2 & [TRIVER )

DIHZ]

8 BAIITWHE LY bHM LI < bl tx

AL, B2 b GEICITE
FICHRET 2 Ko EEafe T 2 &, £z, ik (A 2%+ 28T, AAIZRH L
TV EZEMILTIRA D L) BECHEEZIRT Z &,

7. tHE{ER

AANL, TS CYP2C19 (2 & 0 FEMEAGEMIC ARG S, CYP1A2, CYP2B6, CYP3A4 55 b iE AR
MDA E ST 5, £lo. AKFOZ L7 o U EEA R CYP28 ZTHET 5,

(1) AR EZTOER
RN

(2) FFRZEELZTDER

UNT 7 U~ A
/R EEEMEER 269
% HEH|

TAEY A
[ilIRERAT

vaexr,—¥, 7T

7 —P%

TR DD, PFARHZIEH M
DEWERICEE TS Z L,

[FFREE] (DHHICIEETHZ &)
HHI4 BRASER - RS E P - fElRR 1
FEAT 1A REEEREREE | AFIE OB L0 . B D | AFNE /s B e 4 30 ) 7 T
F7a %t SOHMMNBE SN EDOHRE | 2GTHD, b L
N5, OFH 3 5 &AL i % B
ET5EEZE20n 05,
PrLvaE [ K I U7, 2z BhE3 2 35 | AN A 1% i /s B e 48 40 i 7

AL, ZhbEHFL
OFH 92 Lz 8R4 %
BTN H D,

RS (CYP2C19) %
FH. 29~ 2 FE A
FAT T — )

FRIO R BRT b BZIn
b5,

CYP2C19 #[HET S Z LTk
D ARFNOIEPEREY O i H
BEEMETT 5,

BRIt e b= B IA

FPAEEA] (SSRI)
TIVREYI v~ LA VR
. vV b7 RS

Hinzhkds68Ehnrnd s,

SSRI D512 X v if/ Mk
ENHEI N, AAFE O
WX HimEBET S EE
b5,

Y HEESE  (CYP2CS) O

L7 ) = Ko i A B 23 88 hn

HE L 7p B HRA L. IMERE FER 28R 55
LY = R FInd D,
L XN T L X RTOEENEY

(MRE-269) @ Cmax & T} AUC 73
WLzt oHRENH 5, KAl
EPERHT G EICIE, B Ry
NI DO EEZETDH &,

I A=INg T GREX N
\Z k% cYp2cs FHEMEMIC X
0. AU S EE O i R R
HWhniséExons,




SR

BRPREAR - HEIE T 1A

PFr - fepRIN T

g0 /72 CYP2C19 755 3K
R SV

ARAN Ot/ MR 1 23 B 5 &
NDHZEIZEY Y 27 h&

20 =1 < N/ V) VN = = il N
CYP2C19 T X » TIHEMEACHY

FHLBENLD D, WRE B 7-H, CYP2C19
V77 BV EOWMN | BEEFET HIEFEDOPE
CYP2C19 K L o fF IS | I X 0 KA O IE A H 2
HZENLEE LW, O M AE PR E RN HEIN45,

E/)LE X AFOMIEFRERENME T T 58| F /L b %O MEALE =]

TNnH 5, W2k AHFIOWRIL AN ERIET
HEBEZHILD,

0 ANALTF AFH 300mg DF G, B ANZIAKFNZELD, v ANRRZF
ZF D Cmax 25 1.3 fi%, AUC 25 | D I FEEEN FH-3 5,
2% EH L. KA 75mg DNMIER
Htg, B ANZAHEZF D Cmax
I A9, AUC N 1.4 2 |k
FLicLoHRERD D,

8. ElIEH

(1) BEHERDOBE

AN A AR A A O BIE I JE BB 3 W & 700 2 A 22 F2fi L T e,

(2) EXGEIMER & DHER

BEXRGEWER GEEARH)

@ i (GEEREMm. BFHEMmEDHMm)

[ mMEDOEEAEM. FETMESE] : MHIMSEOEENHIMm (FIHER « 9wm, &
O« MEt BRSO AR . MR T IESENH SN ENH D, DX DY
Al G 2RI L, WYL EETTO Z &,

(i, T, SEEm, BEHMD. BEEMESE] : thif, N, S0, BREH o,
BEENIMAE, MEMRMmAE, “EEENENDLLONDZ N D, 2D L) REEIIEkE
kL, YR E AT 2k,

@ B-TZHBEE: HzfE>FH - +ZEBEERH DML ZENRH LD T, BlEE
F3AT, BEPEO NG EIITRG AP T 570 @MURREEITH Z &,

@ FFH%EERES ., &8 : ALT (GPT) b, y-GTP L&H-. AST (GOT) k&, #yE. AVERFA4,
FRENRH LDbND ZERBHDHDOT, BIEE 2TV, BEDSRD LN GEITIE,
G adik L, LB CEYRMEEITH Z &,

@ miztEm/ R EEBR (TTP) (TTP N Lo s Z E MDD DT, BlEE 45127V,
TTP OFIHER T 2 R, BACRIE, SEEEO HIMAER, Bk ES OB « tpiE
Wy IR BRI ER O B 5B D IR IMAME R I, FEEL, BREREREELSE N IEEL L
AT, EBIcEEFRIEL, mMERE (WRMER, MRILEROFREZ &) %
Fehe L, BN UMM O O) 72 AL E A 1T 5 Z &,

® B, IFERERMEM 2 - MMM, FERERERIR D S Db b Z ERHDHD T,
B2 01TV, K, PRI IREE B, B O BEENRD bR EGA IR, HR
DNZHGES X AR, Bl CT oMt 2 Fhid 25 2 &, BRENRDLNEEITE, #5%2F
IEL., BIBRERNVECROBRGEOEY)2AEEZITH Z &,

® m/piRiEd, BEHKE. BEFBRHENZ SO NMBRGEAE « /s, SEERIER
SE, FAEREBMEEIMEZETMERBERD HLbd 2 ENH LD T, BEE 0T
W, BEPBOONTGA IR AL L, EMYRAEEITY Z &,

@D EMREIEFEMMAAE (Toxic Epidermal Necrolysis : TEN) . F& F& ¥k I5 AR 4iF & B¥
(Stevens—Johnson fE{&EE) . ZHBHMKBE. SHRNRERPHERBEE « P alER B
AMRIE . FREREIRIRIE R, BB MR, SRR HIEEEN S bbb 2




ERHDHDOT, BELTHIATY., BENRBOONGAICIEREZF L, @)
BEEITHZ &,

® EFIMBBUEEERE : PIHUER E LTHE, BENRA LI, FICHFHERERE. U v/ Hi
JEAR, FMEREEIN, FERERIE S, AU U RERIHEAE 2 0F 9 I O EE 22l BEUE R
HOLbONDZ ERBHDOT, BEETHITTVD, ZOX I RIERNS L b TEAITIX
BhHERI L, EURAELZITO 2L, BB, B VLR AT A LR 6 (HHIV-6) HFDD
ANVADEIEMELZMNES Z 0L, HERIEZ RS, B, HFHEREREES OERD
FRH D VTBIEAL T2 2 ERH LD THEETDHZ L,

© BERMEMER : BREMAIRNS Sbd ZERNHDHDT, BELE 03IV, BEN
BOLNTEHAITREEZPIEL, EYRMEEITI Z &,

AR RARSE - AR, B, CK (CPK) LbF-. Mt R ORI 427 1 v R A%
& T DR RMRIE N 8 B, T - TAMBEESOEERBEEND &b
HZERHLOT, ZOXIRGEITITELIZER G ZHIE L, @WURAEEZITY Z L,

() TOtOEIER

Z DD EIE A
TROBERARS LD ENHAHDT, BENEOONTHEICITILEILS UG E2H
1357 CEEU R ALE 1T O 2k,

TR\ AL Mg A

I, &ifn, 565 0F) ., S, BimiEE, IR, s i, B
i, M. ZRRIRAL L, RLE % I, ~F 27 o e U ARIERED
. W | ~~ b7 Uy MEd, BBk, ek, HFREERIES . A%,
HiENH . P, A7 —7 AREEEAME, DEHn, EEHIm.,
PRIEHIM, AFRRERISD . IR

JiF g | Al-P 5. LDH B, My Vv L5, JH3E%. JEAYE, HE
THEESRIE, HREZk, DNk, 18R, ek, FH., BaCRR, [ER, &
B, WEM, REEREE . AR, D, BETIRE. R (BR) K. A
fERR., MG yWE%, R, BE R, KBk QEBIERBE, V>
PNERPERIBGR) . R

FPEERG F5S-. CK (CPK) F&-. oL xsn—/L L5, BEAKET. K B
R B | H. 7V7I KT, b ER. K TR, R ER., 77 —F EH
Cl TR, Na B&H-. Na T

W5, REERG, 5. SRS, RLBE, CHLEEIER SR, IRIBEE, 7

H b &

B BIE | S S Bk S., M, SUE s
Ko RS | BB SRR AR, WO
o 3 = | WORIL TORZ. TRRGEY. GO . BB, WOLE. G, T

IS RIEPS

SR, mfE, OFEV LU, HEHEE (520, FHRMEE) . Sk
RErpfRRER | E AIRE, BRkidk, EAEAW, RfE, TArA, IRR. BEREIE
g, BRI, RO

® oo ﬁ@\ﬁ%\I%%\@@\bﬁﬂiﬁ\%ﬁ\%mﬁﬁT\%m\mﬁ
A

BUN EH., M7 vrF=> k&, REBMEM, MR, JRICERE . RE
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Available data from cases reported in published literature and postmarketing surveillance
with clopidogrel use in pregnant women have not identified any drug—associated risks for
major birth defects or miscarriage. There are risks to the pregnant woman and fetus
associated with myocardial infarction and stroke. No evidence of fetotoxicity was observed
when clopidogrel was administered to pregnant rats and rabbits during organogenesis at
doses corresponding to 65 and 78 times the recommended daily human dose

The estimated background risk of major birth defects and miscarriage for the indicated
populations is unknown. All pregnancies have a background risk of birth defects, loss,
or other adverse outcomes. In the U.S. general population, the estimated background risk
of major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4%
and 15% to 20%, respectively.

Clinical Considerations

Disease—associated maternal and/or embryo/fetal risk

Myocardial infarction and stroke are medical emergencies. Therapy for the pregnant woman
should not be withheld because of potential concerns regarding the effects of clopidogrel

on the fetus.

Labor or delivery

Clopidogrel use during labor or delivery will increase the risk of maternal bleeding and
hemorrhage. Avoid neuraxial blockade during clopidogrel use because of the risk of spinal
hematoma. When possible, discontinue clopidogrel 5 to 7 days prior to labor, delivery,
or neuraxial blockade

Data

Human data

The available data from published case reports over two decades of postmarketing use have
not identified an association with clopidogrel use in pregnancy and major birth defects,



miscarriage, or adverse fetal outcomes.

Animal data

Embryo—fetal developmental toxicology studies were performed in pregnant rats and rabbits
with doses up to 500 and 300 mg/kg/day, respectively, administered during organogenesis.
These doses, corresponding to 65 and 78 times the recommended daily human dose,
respectively, on a mg/m’ basis, revealed no evidence of impaired fertility or fetotoxicity
due to clopidogrel.

8.2 Lactation

Risk Summary

There are no data on the presence of clopidogrel in human milk or the effects on milk
production. No adverse effects on breastfed infants have been observed with maternal
clopidogrel use during lactation in a small number of postmarketing cases. Studies in rats
have shown that clopidogrel and/or its metabolites are present in the milk. When a drug
is present in animal milk, it is likely that the drug will be present in human milk. The
developmental and health benefits of breastfeeding should be considered along with
mother’ s clinical need for PLAVIX and any potential adverse effects on the breastfed
infant from PLAVIX or from underlying maternal condition.

o
F—A N7 VT DLHHE ,
(An Australian categorisation of risk of drug use in pregnancy) B1 : 2021 4 4 A

2% . OB
A—AFF U T D44 (An Australian categorisation of risk of drug use in pregnancy)
Category Bl
Drugs which have been taken by only a limited number of preghant women and women of
childbearing age, without an increase in the frequency of malformation or other direct
or indirect harmful effects on the human fetus having been observed.
Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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8.4 Pediatric Use

Safety and effectiveness in pediatric populations have not been
established.

A randomized, placebo—controlled trial (CLARINET) did not demonstrate
a clinical benefit of clopidogrel in neonates and infants with cyanotic
congenital heart disease palliated with a systemic—to—pulmonary
arterial shunt. Possible factors contributing to this outcome were the
dose of clopidogrel, the concomitant administration of aspirin and the
late initiation of therapy following shunt palliation. It cannot be ruled
out that a trial with a different design would demonstrate a clinical
benefit in this patient population.

HE[E DSmPC
(2021 49 H)

4. Clinical particulars
4.2 Posology and method of administration

- Paediatric population
Clopidogrel should not be used in children because of efficacy concerns.

5. Pharmacological properties
5.1 Pharmacodynamic properties
Paediatric population

In a dose escalation study of 86 neonates or infants up to 24 months of
age at risk for thrombosis (PICOLO), clopidogrel was evaluated at
consecutive doses of 0.01, 0.1 and 0. 2 mg/kg in neonates and infants and
0.15 mg/kg only in neonates. The dose of 0.2 mg/kg achieved the mean
percent inhibition of 49.3% (5 uM ADP-induced platelet aggregation)
which was comparable to that of adults taking Plavix 75 mg/day.

In a randomised, double-blind, parallel-group study (CLARINET), 906
paediatric patients (neonates and infants) with cyanotic congenital
heart disease palliated with a systemic—to—pulmonary arterial shunt were
randomised to receive clopidogrel 0.2 mg/kg (n=467) or placebo (n=439)
along with concomitant background therapy up to the time of second stage
surgery. The mean time between shunt palliation and first administration
of study medicinal product was 20 days. Approximately 88% of patients
received concomitant ASA (range of 1 to 23 mg/kg/day). There was no
significant difference between groups in the primary composite endpoint
of death, shunt thrombosis or cardiac—related intervention prior to 120
days of age following an event considered of thrombotic nature (89
[19. 1%] for the clopidogrel group and 90 [20.5%] for the placebo group)
(see section 4.2). Bleeding was the most frequently reported adverse
reaction in both clopidogrel and placebo groups; however, there was no
significant difference in the bleeding rate between groups. In the
long—term safety follow—up of this study, 26 patients with the shunt
still in place at one year of age received clopidogrel up to 18 months
of age. No new safety concerns were noted during this long—term
follow—up.
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