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7 a e N7 UVEEEE (JAN)

(2) *%& (g%
Clopidogrel Sulfate (JAN)
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5. b4 (ddik)
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WL RRAICIE, WEBBAICZ e R Ll LT 300mg 2 1 H 1 ERRO#FE L, 0%, #
FELLT1H1E7mg #%O%E53 5,
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WE. AT, 7 R Ll LT 7meg &2 1 H 1 ERO#%S51 %,

(& - AEICEHET HFEALDEE)
ZEMERF OB HITGRET D 2 E N E Ly (ENE T AREERRBR IR THo e 5-RHC LRk
NHELINTND),
O MR & fE (LFEMERMEERIE 2R <) #OERIH O5E
iz R 2 B2 H 5O T, FRZHIMER, = OFRKOH % EBFFEIZ OV T, 50mg
1H1EMOEGTS 2L, ( MEEES ) OEZH)
ORI EEARE M (PCD) A% S 5 Bt R B OGS
1. PUi/ IHCE —FIPERBRERIZ, 7 AU > (81~100mg/H) LHFAT 2 Z &, Hif/h
B FIPE PR IE I T % OB G HECHOWTIE, ERADERFOTA R4 v %55
BT H L,
2. A7 v NEEBFESORENIE GRS BRGSO CEEZ L TBRT 52 &,
3. PCIEATHIICZ m B R L L 75mg 072 < &b 4 HIREEGE SN TWAHEE, v —7F 1~
7 R— ¥ (5B B2 300mg 2 #5452 &) 1TMAE TR,

3. BRERAUAE

) BRT—2N\vr—2
Y LA




(2) ERERHE
gk L

(3) ERPREREEAER
ALY EE R L

(4) FFMHER
AR L

(5) MIEHOHER

1) AT E R
B L

2) LEHB
LB L

3) REMHER
LR L

4 BE - AR
LB L

(6) ;AEpEMA
1) FABERE - FEFEARERE (FHATE) - 2ERFGTREEKRAER (TREBRRERHR)
B
2) RBEBHELTERFENDABRTIIEIER L -HBOBME
YLD




VI. EERICET HEE

1. REZHICEEH S LEYMRITILEHE
Fx v TR REE

2. FEBER

(1) YEREML - 1E LR
7 a Y R LR IZTFE CIEEREmIC AR I T, EeoCi/MMLo ADP Z &A1&

(P2Y12) (SR SRAENCKE A L, PI3 ¥ —V oiEME b2 Mfil+5 2 Lick v, GP
Ob/Ma OFMALEZLET D, 52, 78 N7 LUREEEIL P2Y DKL > TR Z %
PHMEEAE GIIcE DT T = — b7 7 —EOIRMHEMH 2 HE L. cAMP %81 X &, Ca2t
MAZHET D (I/IMINO Ca2BEZIMZ5) Z &2k v, KFEf/EER 12 X 2 EEE

PO 2 i3 % 49,
(2) EMZERMAITHHERAR

B R R L
(3) EFRIERER - HiahR
MM ER e L
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VI. EMHEICET HSHE

1.

M HREDHR - BEE

(1) AR AN MR
AR L

(2) &&= E EERE
VIL 1. (3) BRIRARBR CHERR S 7ciirhiiefE | OHS M

(3) BRERABR TR IN-MPERE
(IS EIRE DLW FHR SRR T A R T4 U BO—ERIEIZDWT)  (CERk 24 4£ 2 A 29
HIERFATE 0229 55 10 &) (THEHL L, FEMERIHI & o W) i[RI EBR 2 S50 L 7= 9,

EYZHRF AR

1) PO0E RS LILEE25mg TEFH
7a v K7 UVEE 26mg [B£F 4| LIEMERIFIZ . 7 A4 — A "—kIcIh ZnEh 38 (7
B R7 Ll LT 76mg) fEFER A 5 1 IZHE A BLEE 15 U C i R AR LRI K OFE
TEPEAGEY) SR26344 (FEHM) JRIEZHIE L7z,

<FBR 7L >
HERBIELIL 25 27 0 A4 — —ik
Mo R HRIRR O 5

R A 51

FEI% 50 1] (1 %E 25 44 2 Bf)

<P 5B RO 535 >

%1
ABE: 7o RTLIVEE 26mg [EF %) X3 6
B Bf : BEYERIA] 25mg $E X 3 $E

(7 B HEL EOIRER)

IR
A RE  AEUERIA] 25mg HE X 3 B
BH#: /b R L 25mg [£F 4| X3 §E

< FRABRAE A >

AW [R) B RRAT R 5200 B BRAN S LT BB (X e o 72,

5T MAE R RE(AR DR E & KB HE T 2 —4 (AUCo-24, Cmax) (22T 90%(FHEX
MR CREFHIENT 217 o 725 5. log (0.80) ~log (1.25) DO#PHNTH V. WAIDEWFH
[RIZEMED fERR STz, 7235, SR26334 OIEMENE/ T X — 4% (AUCo-24, Cmax) (22T 90%
[EHE X BRI TREHRAT 21T > 725 5. log (0.80) ~log (1.25) O#FHANTH -7z,
SEhE X T A — & e O IR EHERS T IR LT,
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EYEEE /NS A —A

HENT A—H SENRT A—H
AUCO-24 Cmax tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)
7 a7 LVEE
N 1.94+2.08 1.32+1.48 0.84+0.43 2.49+3.79
¥ | 25mg rers) G
e | vz
(5E#1. 25mg. 35E) 1.90=2.10 1.47£1.78 0.84%0.30 1.568%+1.25
AUCO-24 Cmax tmax tie
(1 g hr/mL) (1 g/mL) (hr) (hr)
S | yuv s LAk
R . E 10.68*+1.86 3.88+0.97 0.97£0.51 8.43+2.26
% 25mg [EF 4| (3 §E)
3 | FEUERF
e 10.69%+1.93 3.81+0.97 0.92+0.36 7.73%+1.75
3| Al 25mg. 36)

H-BEE

FREE

(Mean=S.D., n=50)

—eo— 7O FZVLNESmg [EF%] (3§
—o-- BRHERNN] (BEl. 25mg. 38E)
Mean = 5.D., n=50

0 4 8 12 24 (k)
5%

5r

—e— 0¥ F¥LIviE2mg [€£5F %] (38)

g —o-- BRI (§54). 25mg. 38E)
[+ Mean * 8.D., n=50
S
R
2
6
3
3
4
P
=
\‘?‘***1— .
8 12 24 (hr}
5 SR

k. MAERREN NS AUC, Cmax FD /3T A —H 13, #RE ORI OLREREIEL - FrfH
LEORRENFIT L > TRARD RN S D,
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2) JOERSTLILEE 75mg TEF 4]
7B K7 ULIVEE Tomg [T X | LIEHERIFIEZ, 7o A4 — =Bzl ZznEh 168 (7
o R7LLE LT 75mg) AR A S FICHE R AR 0 b U C i R 22 LRI B ) OV
TEPEICHI) SR26344 (EHM) REZHIE LT,

<FABR 7L >
HEMBIELIL 2H 27 0 A4 — —ik
MR R O 5

PN

FEGI%% 30 51 (1 8%E 15 440 2 Bf)

<P B RO 535 >

%1
ARt 70 R7LAEE Tomg TEF 4] X1 8
B B AEMERIH T5mg $E X 1 5

(7 H A LA_EDOIREE)

o5 11 ]
A B BEMERIF 7T5mg $E X 1 8E
BREf: 7oV K7 LVEE Thmg [£F 4| X1 8

<FABRAE A >

LR SR RV SRR FRAT X 5200 & BRI S LT B 12 e o 72,

o AR RENARDIRE 2 FYBNRE X T 2 —4 (AUCo24, Cmax) (22T 90%(EHEX
MR CREFHIENT 217 o 72 k5 5. log (0.80) ~log (1.25) DO#PHNTH V. HAIDEWFH
[RIEMEDERR ST, 7235, SR26334 OIEWENRE/ T 2 — 4% (AUCo-24, Cmax) 122V T 90%
TR XA THREGHI-AT 21T o 725 . log (0.80) ~log (1.25) DO#iPHN TH -7,
SEhE X T A — & e OB EHERS T IR LT,
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EYBE/NF A -4

HIE T A —H BERG A—H
AUCO-24 Cmax tmax tl/Z
(ng-hr/mL) (ng/mL) (hr) (hr)
ERZ7UILE
* 7RERT i/fi 3.64+4.00 1.92+1.67 0.79+0.29 2.46+1.46
75 75mg €T 4|
(2 *’“E}K%J 3.55+3.35 1.94+1.84 0.95+0.37 2.94+4.13
(BEHl, 75mg)
AUCO-24 Cmax tmax tl/Z
(1 g hr/mL) (1 g/mL) (hr) (hr)
S .
= b 1P
R |7 k7 f/fi 9.77-+2.22 3.52+1.05 | 0.83+0.29 | 891+2.70
% 75mg €T 4|
3 o AEHLK
3 *”“Eﬁ%ﬁj 9.59+2.15 3.28+0.93 0.97+0.33 8.76+2.08
4 (BE#l, 75mg)

FREESF B BEE

e

(Mean=*S.D., n=230)

yO¥ R L LEETSmg [£F %)
R als) (S, 75mg)
Mean * 5.D., n=30

12 24 (hr;

B ]

—e— JOEFXLVETSmg [ 5]

4
i o BB (5EA], 75Smg)
§ Mean * 5D, n=30
S 3¢
R
2
8
3 2
4
b ]
B

] b

0 I 1 —

0 4 8 12 24(hr)

5w

k. MAETHREN NS AUC, Cmax F D/ A —H 13, HRE OB, R OLREREIEL - KrfH

LEORRENFIT L > TRARD RN S D,
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(4) hEH
A v/
5) BRE - ftAXDEE
A v/
<BE>
VIl. 7. #HEAEH (2) OFREE L ZO#EB] OHESM

(6) BEMH (REalL—Y3y) @BFICEYHBALEEMERNBEEHER
Y EE R L

2. BEMREERIY/NNS A=

(1) A3
MR L
(2) RARERE EH
AR L
() RAFTAASEYT 4
MR L
() HEEEES
HEHERA S F10 7 0 € R0 LV 1654 ) & 2R IS S L AR A R (ke) 13,
0.4191~0.5683 hr'! Th -7 9,

BR5E4 HEEETH (kel - hr)
rJuat’ K7 LILVEE 256mg [T 4 | 0.5683+=0.3362
ya v K7 LR Tomg [E£F 4 ) 0.4191-0.3332

(5) HUT SR
AR L

(6) HHEE
M E R L

() MPEEAKEE
M ER L

3. RYR
EEER L
4. 5

(1) fik— R EB
AR L

(2) mE—FEAEIPIE;B
LR L

15



(3) Hit~ 0BT
MR L

(4) BRANOBITH
gk L

(5) ZOMDMMADIBTH
AR L

5. X

(1) FRBERLR U RS
AR L

(2) RBIBEET HEF (CYPAS0 &) DHFiE
T2 CYP2C19 12 & 0 iEMHAEHIC A & v, CYP1A2, CYP2B6. CYP3A4 & &G MY
DA EFEEYT D, £12. AR 7 V7 o o EERERT CYP2CS 2 HET 5,

(3) NEBBHROERRVZOHE
AR L

4) KEMOFHOEER U LLE
FRat Ha 2575127 0,
<HE>
DB R LRI S he T AT 5 — P T L 0 SRR T 5 % SR26334
(ER#H) &, F b2 v A P450 I & 0 G HA 2VER SIS D,

(5) SERABNOEERI T A —5
DR L

6. BEit

(1) BEMERGL R U R RS
HEHhBLORT

(2) etz
MY ER e L
<HBE>
EFERRAIZ 14C-4-7 v ¥ K7 LVEiEEHE (7 n B R 27 L)L e LT 75mg) % HLAIRE O 8 5 L 72 B,
5.5 A% E TORURRED RIEHEM R ITH 5B BE DK 92% 122 L, JRHIZITH 41%., #EHIZ
13K 1% ek s e (HMESh T — ) D,

(3) HeittiERE
AR L
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1. S URKR—2—IZBET B1EHR
BRI L

8. BIEILHRAE
AR L
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. £ (FRLOIFEF ST LHHEAE

2. ¥ERBELENEH (FRRAERZEV)

22 (ROBFIZFIEELGWI L))

1. i L CTnWa@asE (AsE, BEENHm, WS Hm, R, g, A meE) [Him
FPETOIBENARH D, ]

2. KRB OGZxE LIRBBUE OBEERE O & 5 B

3. MREXITHRICEIET ERLDERE L TDEH
A LR

4 RERUVREICEEYT SEALOEELETDEH
(V. 2. HiELUOHE] OEBMR,

5. BEERSAE L ZDEH

BEERES CROBHEIZIFEZIZERET S L)

() RoOBETEHHOLOBHRENSELS 228NN HLOTHEHEICEGTH 2L, B, EimtE
MM FEE (DRI IERIE 2 R <) BOBFRMEIOLAIX, 50mg 1 H 1 B 2%
ETnZ L,

1) HifEf R L ONZFDORROH 5 B
2) HERTEEDH L EE
3) EELEREDH DL
4) EIMENFHE L TV D EE
5) miknE
6) RIRE DB
(2) thoF= /U PURER (F7 0y RIS (26 LIBEUEDBEEREO & 5 B

6. EELGEXNIBLZNEARVLESE

BEELEARNIEE

(1) A PEf RIS PESEEES (TTP) | MERIEKE, EERHFEESOEKZEWE- ST
L2 EMHDHOT, FHB%2, AR, 2B 1EFREE O Mgk ELEOFEiEE BET 5
ZE, (TRWER) oEZH)

(2) Bt CREEERSRE L CAKIZEAT AICHT-> T, v —F 4 7 R—X# 5 (5B
AHIZ300mgE G T HZ L) ROT A Y »EDPFHIC L » THIILO Y 27 RNE £ 5 AlHE
WRoDZ a2 tNBETDHI &,

(3) ARANCT X 2 i/ MREEEMSINRE L 725 X 5 e RN OSLAICE, 148 L ERTicE G2 ikd
HZENEELY, 2B, HoRRERR 23005 Z ERHRRNGEITERR O Y A
IREMEDLZEDPHESINTWDIOTHIIBILET D &, £, BHH IR T O imiE
RFERIED Y A7 OFERTIX, @WYRIIEMHIRZE T D 2 &, PITRICAA OFE#R S

18



NUNERPEITIE, FMEANMOIEMZZRFHR LTI 2 L,

(4) oo H i OfERRME 2 BN S8 5 A% L O A/ERICERT 5 & &b, @MmEREHET 5
BESOEGITEEICITD, KERGFIEEooltEo=ay hae—Lz21795 2 &, (MEER
1 kO TFHAEAER ) 0oESR)

(5) FHREDMERMED EWEMAMEKIN EEERE BT, TAEY VEFHA LR, Z7nEe RS
UOVEFNZ AR R A H ML OB OB WL THE SN TWbH DT, JFHT 285815+
DEETH L,

(6) HifmofEkktl L OMEEMREWER OB ENNSH D Z b, AR Z TRt Eme &
EZOLNDEAIE, Tk - BESEEETDLZ L, 2, B A RET D EFEER S D
NHEE, EHICmEREEEOEY) RELE T 52 L, ( TRER OEZR)

(1) BRMIMAW GEMHALES e R 7T AT EE (aPTT) OEE., FHVIEFIEHEIK T2
NHLDONDZENH D, aPTTOIEEZENRD LNHAICE. HiLOFEIZ LD 5T,
BRMIMAFRO ATREME A2 BB L, HME & EET 572 Sl @ s> 2 &, (TRIER]
DIARR)

(8) BFICIIBEE LV b HM LT K 2D 2 E a2 L, BEZ2REMNZED 5 NGEITIXER
WCHEAET D L O FEEEART &, o, ks (R 2229 28Ik, AFIERH LT
LEEEMCLIIEZD L )BEICEEERT Z L,

# 1. tHAEER

HEAER
AANZ, EIZCYP2C19 (2 X v iEMEMH I3 &4, CYP1A2, CYP2B6, CYP3A4% ¢ iGPE(
WO ERICEET D, £2. AFIO T V7 o U EBIAIRIZCYP2C8 A HET 5,

(1) BtRREELZDEHR
LR
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(2) FRAZEELEDEH

HAEE (BFRISEET S L)

AT T — v

FeH4 & BRARSESR - #5[E J71E BEFF -+ falRIA -

FERAT v A R SR 38 AFNEDOPFRIZ L HEED | BN IMREEEMTRIER 26
Fraxt SOHMAR SNz EORE | T2570, ZhBIHEA & O
£ B 5D, HEWLERMEESTS EE

ZHNTN5,

FRE 5E i L7-FE, ZhaBhET 58 | AFI/ MREEmEIER 26
INT 7Y TN H D, FHRICITHMSE | 35720, ZhH3EA LT
~RY v DREWERIZEET D Z &, 5 EHMEBRET 280 H
£ %

MR IEIE 2 F 7 2 3

Zall
TAEY
s

MAREARESE
vnX)—+¥
TNTTT7—8
£

FYRHTEESRE (CYP2C19) ZFH | AFIOERBEE T 280 | CYP2C19%HET L Z &Ik

EJ 2 HHA H5, 0 ARHIOTEPERE O i H iR

EMET T2,

B r b= D AR

=& (SSRID)
TARFH I~ LA VR
v N T R

Yiring

HimzhETo8Thdid s,

SSRIDFE 51T L v 1/ Mk
RAE S, AHEOPFHIC L
VHIMZBET S EHF5 260
%,

DRVl <V

NAHZEIZXV MY 27 M5
FLEBENDDH D,

R S L A/ T A RAN
CYP2C19 #FHE3E L Dff Ik
B ENEE L,

£
HMHIRESRE (CYP2CS8) DA | VX7 ) = ROMAFRENEM | KMED 7 V7 a Bl aisic
L7 D EA L. MR TIER R 28 | 5CYP2CSILEIEHICE Y., Z
LARJ Y =K ENRH D, LS FEA O i HP R EE AT 5

N AE A T LR OIEMEREY LEZBND,

(MRE-269) ®Cmax} *AUC

DML EOHERH D, K

HEOFHT 2HAITIE, BLXx

NI OWEREERTDH L,
74172 CYP2C 1975 5 5K AHF|O M/ RLEERASERS | Z7a e R L EE

CYP2C19 T & » TiFHAHY
WREEN 720, CYP2C19
FEsE % i 5 3855 & o pEIC
X0 ARHFIOTENEAH O 5T
HRIRE SN D,

EE R AANOMIFPREMET 2% | B/ b ROHELEEEINHIC &
TNRH B, D AANORIRPEIES D & F
Abhb,
. BIEA
(1) EHERDHE

ARFANEBE AR AL A O BIE I JEBUSREE 3 W & 72 2 A 2 FEhi L T e,

(2) EXZEIER & DHBER

EXGEMER (FHEAD)
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1)

2)

3)

4)

9)

6)

1)

8)

9)

Hin GEEREN. EREnFEDHm)

(A MZFDEEN LM, FETmESE]

Mt S OB N L (WIEIR © B, ol - MEM, EEREEE . RRRESE) | BT
MEERH HONDZ ERb D, ZOL D RLGAICITEEEZFIEL, #@Y2RAEEITH
Z &,

(., T, BELEMm. RESM, BEEmESE]

Moifn, T, H G, AR, BEETmAE, MEEimAE, ZERHILENS Hbbhd 2
ERDHD, ZOXHREAICIRSERIEL, BWURLEZITY Z L,

B - T+iEmES

HizE S EH - + 4BIBEEND SbND Z ENH DD T, BEE oIV, BN
BOLNTEAIIIREEZTIET A7 8, WYRLEERITI Z &,

FHEREREE . &#E

ALT (GPT) LS. v-GTP k5. AST (GOP) L&, #JH, AMEFA4E, FRSERH
LI ERHDHOT, BEE DTV, BRESREOLNHAICIE, B5Edik
L. REZG U 2200 E& 52175 2 &

mizt /MR A EBER (TTP)

TTP B3 LoD Z ENH D DT, BIEE 72TV, TTP OWIER TH 5 EEK,
BACRIE, BB MR, BiRbEESEORFM « MRER, /MR, IR Bk
OHBLZ RO DM M, FE, BERESNSRE LA IE, BEbIC&ES %2
IEL, Mgkt (MEARMER, R MEROREEZ ETe) 2 %M L, SIS U #
LMY EEITO Z L,

FIE MR 2. SFERER 2%

WV MEN 28, FBRERMEN R 23 b Z ENH DD T, BEE T/, Kk, IR
WeRIEE, BN, IS O RFEENRD DS EICIE, BT X R, 9 CT E o
MEZFEMHETH &, BREPBEOONTELAITIE, 5 E2FIEL, BIBRERLVE A
O HHEOMEY)REZITH 2 &,

/R . BBEREE. BEFBRMEN Z & N MBKE A AE

MR TR ERE . AR BRI 2 & LM ERBEN H S b Z E0nb D
DT, BRETDIATV, BRENRBDONEHAICITR S 2R IE L, @O0 AT 9
ze,

hEM R RIEFERARS (Toxic Epidermal Necrolysis: TEN) . R [E#EIERR A 1
(Stevens-Johnson fEIZEf) . ZHRBHEMEAN. SHARERBEREE

HEEVER SRR ARE . RORRIRARIE (R, B HEALEE, SRR R B PR RIEAE
DHOLONDLZ ENHDHDT, BIEETZITTH., BENRD bNIGEICITHKE 2
IEL, WYIRAELRITH Z &,

ERIME B BUERE IR

PR & LTH95, BENRA LIV, BICHFRGRERE ., U v HilEiR, Ak, 4
FRERIEZ . BALY L OSERH B 2 0F 5 BRMEOEEBEIER N D bbb Z E0nb D
DT, BEETDIATV, ZOX I RIERES Db EA IR s 2R L, @Y7
B EITH 2 b, 7B, B R~ XA A LA 6 (HHV-6) ZED W A L ADFHIEME(LE
O 2 ENEL, BEHRIEZR LRE, R BRI E S ORI R & 2 W I TEIE
IWTHZERHHIOTHEETDHZ &,

BXRMMm KR
BRUEMAFRERHHONDEZ ENHHDT, BIEEHSITITV., BENRD LNILE
(e €3 s N S I ) P 52 v o B

10) 1B R ARIE
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e, B, CK (CPK) EF-. Ml ORT IA 7 v ey BRZR L 9 DR
RERIES & B DI, ZHUSHE > TEMBREEFOEELBERENLODOND Z L0130
HOT, ZOLIREATIFELICEEGEZTIEL, WY RLEEZITI Z L,

(3) ZDithDEI1EH

ZDDEIER
TROBWEAR L bONL ZENHLDOT, BRENBO bNTGEITITLEIE UG 2 kY
%70 ETEY) 2 MEZAT O T &,

N
B R, Zifn, 4B OF) . Sl IEMAEE. BRI, BEP L, L
M. RS . BRI, ~F 7 e B, R . ~~ k2
i Uy N, EMEREY . AETRERID . AFERERE S . RGBS, 1R
ML, b7 — T LR MR, DR, PR, G, AFERER
Wb, M
F e Al-PF5.. LDHER ., Y vy BR. fEZEss . BAAE. HE
WLBATER, BB, NNZ. IR, RS, TR, RACRIE, R, fEsk.
s WEM. MRS, WERE. DB, HFBUE. @ () K. HRIEE. Wik

W GRS, R, R Em. KBS GEIEMERIEA. U L oSERIERIRZ) |
[ED3
FPEISRG E5. CK (CPK) 5. faa L 25 n— L5 EME F. KE5.
RatEE | 7T IR, MRS, KK, AUREE ER. 7 35— EH. CIFK.
Na b5, NaFp&
Ji5 . SRFERL, T95. MRS, LB, CHUBEMER S k. IRRTEIE. T 7 4
S —, BRSPS, MASTEIE, &5 SR
R W, G, AR . RO
e | TRFSIL, MRBRJ. DRESHENS. BUOAR T, MEEL WOMBEE, REBZE. SRR,
AT RS
FUR. EIE, HEV. LU, BEREE (Fo0. FHEMEE) | EikEE,
Ferbahir | RIRUE. EIkIedk, SESH. KIE. TAA. IBR. KEREBE. iR
SOLEE
gEEmes | AR, MR, REUR. BVE. OERR. MR, IR T, BRI, Mg
i BUN L5, fih27 L7 F=2 B&. REABIN, fR. IR, R,
ki BRENEE . APEBEEE . R, MR, JRESRY. SRER(E
RS | %L SN mgE. MOk,

FTY . B, RE. BER (RER. SORE) . SRR, WiEak.

Zofh | BUELER. iR, WiRs. AR, . SRS, B,
W5 VRS IENE. CRP LS. . ik, LM(LLE

() BEANEERRBERVERREERE—8
BB L

(5) BREE. AfHE. BEERVCFHOEREERIOBEMERAE
TR L
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10.

11

12.

(6) EWMT LILF—I2dd 2FBRUVEERE

(22 (ROBHFIZITEBELEWNI E)]
2. BRNO RSk LIBBUE DBEFIR O & 5 BE

1. BEERE (ROBEICITEEIEETSHI L)
(2) T/ ) U RHER (F7 ey AAEREE) (Ix L, WEUEDOBEREO H L B

(1) EXGEMER (BHE AR
8) EEEIM B BUEE %A
PIHER & UCHB ., BENA LI, TICHEEERE, U o (EilER, AmEkEm, 4
FRERIE S, B L RERH B 2L ) BRMEOBEMBBUERS S bbb Z End D
DT, BEEHDIITV, ZO X RIERDSS b Bk 5 2k L, @y
WEZITH Z &, B, B h~ AT A LA 6 (HHV-6) D7 A )L ADEEME(LZ
PES Z e, BHHRIER LIS, FEL ITIBASRERE E S ORER D TR H 5 W ILEE
(T2 ENHLOTHEET DI &,

(2) Z0foEIER
FROBERARHOOND Z LR HDHDT, REDPRD DNIZHEITIT, LIS S
1T 5 DY R ALEEAT D 2 &

B AT
b, B, W5, RS, KLBE, CHREBUER G IRMEIE, 77 ¢

BHUE | Sao | ik RnMRS. MR, A o
BRE~DRS

il I MAEE, BHEE, ITHERESF O EBRRRE SR F LTV D 2 N < S ER DR
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Drugs which have been taken by only a limited number of pregnant women and women of
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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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KE, MO LEICB T D/NEFEA~ORGICETINEFIFLTO LB TH D,

s RENE
KEOUASGE 8.4 Pediatric Use
(201945 A) 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.
EE®DSPC 4. CLINICAL PARTICULARS
(2019 4F 12 H) 4.2 Posology and method of administration

* Paediatric population

Clopidogrel should not be used in children because of efficacy
concerns (see section 5.1).

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 pM ADP-induced platelet
aggregation) which was comparable to that of adults taking
clopidogrel 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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