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V. HAICRI DIEH

1. Bz

(1) AfZDXE, SMERRUMER
Ik 7@ & 7uab R7V)VEE 25mg [JG 7abt R7V)IVEE 75mg [JG
B - Al B HE~EEEBD T ¢ VLT —T 1 V75
ot W SI= =
ARZEZ (mm) Eff:6.7 Bx:37 Eff:81 EZ:40
& B (mg) 120 230

(2) HEIDYIE
FEER L

(3) #RIJ—F
- 7abE R7U)VEE 25mg [JG)
SERIAKIZES : 7o RI LUV 25 JG
- 7O RZ7U)VEE 75mg [JG
SERIAKIZES : 7o R LIV 75 JG
(4) pH, EBELL, #E, E. BEOERURER pH #%E
ZAE LN

2. RFEIDER
(1) BoRES (EMERSD) OS2
- 7O R7U)VEE 25mg [JG
1#gth HE ZobERJVIUEREE 32.63mg (7ot FJ7L)Lve LT 25mg) &6
- 7ub R U)VEE 7omg [JG]
1$gth HE ZobERJV)UEREE 97.88mg (7ot FJ7L)ve LT 75mg) &F
(2) #n0%m
- Z7u R7 V)V 25mg [1JG]
EOKAME, BTNV T 7 —tT 7y, e RaoF> oo —-X, ¥r7ad—)
6000, BEEKT M. d-a-ba7ca—)b, TFIVEBEATTVIVF MY T L, > atElEhs
BT A7)V, e 7/axXa—X, BtFF >, YI)V7. vFoNay
- Z7ub R7 V)V 75mg [JG]
HKFHE, BBREL RoFyubibba—X, #9777 7—{tT 7>, B, b
Jaxo—RA, ¥7ad—)L6000. BILF¥ >, H)VFo Ty
(3) ZMfth
B2=192/4%

3. BER. IABODEEICKHTDIER
B=19224%



4. HRINSERETICHITDREME
r7ua¥ RJ7V)VEE 25mg 1JG
O foEzEE 2
CIEEFRE
OQPTP/7)VIo—a EEAIAD)
QONTa%E FEEREEIAD)
RESEM - 40+2°C/75+5%RH
RFHAME : 6 # A
HBRIEE MR, WERREER. MIEZEAER. WA —MEiER. WHEE. E=aER
OQPTP/T7I)VIu—aE EHEFIAD)

SEIEE R | mEsl | dumam | SOl | WHPE) RO
B (1) 2 3) 4) 5) 6)
SEEGE | Es (B8) | ES e e 85 1005
1 »B% | Es @e) | — e 38 99.5
34B% | ES @) | — e - 82 99.3
6»B% |Ea @) | EE HE e 81 99.9

@S ERAAD)

HEIEE R | mEs | dmam | | HHBE) ERDE
5 (1) @) 3) (4) 5) 6)
SEEEE | Es (B6) | Es e HE 85 1005
1 »A®% | s @e) | - e — 89 99.9
3, H% | Es @e) | - e — 88 99.4
6»B% |Ee (e | EE e e 91 99.7

(1) BE~WERBD T 1 VLT —T 1 V75 TH S,

(2) ARG CERIEE | WE 269~273nm XU 276~280nm IZIRINDBAKZTRT .

(3) FEWE : RRT*W 2.0 DEEMEIL 1.2% T, RRT*Y 0.3, # 0.5 XU 0.9 DK
WEIL 0.3% T, ZNADEDIE 0.1%UTTHD . FERWEREIZ 1.7% AT TH 5,

(4) BB | HIEMED 15.0% %A 20,

(5) 30 3. 70%LAE GK900mL. /YKL, 50rpm)

(6) FRED 95.0~105.0%

$RRT : 70t R LVIVTHT 2R R

R EEREm AW IR (40°C, HHEE 75%. 6 » A) OfER. BEOHESIETIT
BT I FHZETH D Z EDHERIE NIz,



ABRIEAT

O EAZRETOLEM SR Y

OiREITx g D% EMaE - 40C. 3 » A Y - [EEE)
QEE 1T dLEMHER : 25°C/75%RH. 3 » A GEY¢ - Bl
@YtITxtd D EM SR | #IRE 120 /5 1x - hr/25TC (25001x « ¥+ —L+5 v 7 (7))

ABRIEE IR, MR, AR, BRI BE

e . e | EEEER | B
SHEATEE KR MERE st | S | 05
I D) @) 3) @) 5)
SHEABELDS et Ee e | 1013 | 108
| 1288 | BAHL Ee Bzl | BlaL | Bkl
?E
B | 30A% | BaL O L | BlaL | ZsL
{25 D RS
1 »H#% | GBEM: | (RRTH903:0.80%. | ZaL | BitaL | ZkL
WEEE) | ZhbIS: 0.18%)
{25 D RS b
@ | 27A% | GAfEM: | (RRT*M0.3:0.99%., | &zl | ZitaL 5‘(72)
2 WEEE) | ZhLIS: 0.24%)
B RS
B D (RRT* 0.3 : 1.19%.
) | RRT#03. 05. 0.9 |, " (LD
3Rk | RS | Ru 20 bisomen | BV | BEEL) T
EOEA : 0.30%.
WE - 1.99%)
o1 807 | ma e B | BB | BaL
120791 ey HE BlnL | BitaL | Bal

(1) BE~WEBRBD T 4 )V LT—T 1 V75 Th o

(2) WA : RRTH 2.0 DEEMEIL 1.2%LLF. RRT*$ 0.3, % 0.5 XUH 0.9 O¥ERZ
PEZ 0.3%LA T ZNADEDIZ 0.1% AT THD ., FERWEREIL 1.7%UTTH %,

(3) 30 fE. 70%LALE OK900mL. /¥ KF)ViE, 50rpm)

(4) RED 95.0~105.0%

(5) &&=

¥ RRT : 70t RZL)IVTHT B R E

ZEM OIS [§EA] - /17 2)VAIDE\EERETOLZENFBEICOWT (BH) Frk 1l F
8 A 20 B ITEEEH S N/ SHERIEE OFHIEE IR > 7z,



rsat RJ7V)VEE 75mg [JG
O foz B

TP

OPTP/7)VIo—a% HEESIAD)
@NTa%E FRAIAD)
TRIFSRM 1 40£2C/7515%RH
R8I 6 » A

ABRIEE IR, REREEUER, MUZSURR, RIFIE R,

OPTP/7IVIo—aE (FEEFIAD)

EHEER, EEHER

MBURE | MR | REEWR | mam | | HLSE ) ERDE
s (1) @) 3) (4) 5) 6)
SEEEE | Es (G8) | Es e e 93 100.4
1 »A®% | Es @) | — e - 94 1005
3, H% | Es @) | - e - 96 1006
6»B% | @S ([EE) | EE e e 96 99.7

@ NS ERAAD)

SEIEE R | mEsl | dumam | SO | LSRR RO
B (1) ) 3) (4) 5) 6)
SEBGE | ES (BE) & HE e 93% | 100.4%
1 »B% | Es @e) | — e 95% | 100.5%
34B® | ES @) | — HE — 96% | 100.8%
6 A% | Ee @E) | Ee HE HE 96% | 100.0%

(1) BE~WEBED T 4 )V LT—T 1 Y THThH 5o

(2) N OTREERIE © KR 269~273nm KU 276~280nm [TIIRDOBA %R,
(3) WA : RRT*K 2.0 DERWEIZ 1.2% T, RRT* 0.3, #70.5 UK 0.9 OFFE#

WAL 0.3%LA T, ZNLIADBDIE 0.1% LT THD, FEERMEREL 1.7%L T TH 5,

(4) SEE—MHE  HIEED 15.0% 2B AR,
(5) 45 73fE. 80%LA L OK900mL. /¥ F)ViE, 50rpm)

(6) RED 95.0~105.0%

XRRT : 708 RTLIVITHT DIEXREFRE

REaAZERE AW INEAR (40C, HMEE 75%. 6 #A) DR, @EOHEIE T
BWTIFHRETHD Z LRI NI,




O EAZRETOLEM SR >
ABRIEAT
OiREITx g D% EMaE - 40C. 3 » A Y - [EEE)
QEE I T dLEMHER : 25°C/75%RH. 3 » B FEIH
@YITx 9 D EMEAER | #IRE 120 /5 1x - hr/25C (25001x « ¥+ —L+F v 7 (7))
AERIEE ¢ MR, MR, R, EEHER.

SHETEE PESR R it | RO | B

s (0 @) 3) 4) (5)

SEABHLAGS e () HE e | 1002 | 146
ol 1rAE 54172 L e Bzl | BEL | BRL
B 2nA® ey - - — =L
Bl s, An {172 L e BnL | Bkl | kL
o | 1#AE ey e BnL | Bl | kL
w | 2nA® (7 L - - — | mnL
B s An 254172 L e BaL | Bkl | Bk
30 H1x-hr | %Mzl - - — | mnL
O 607k hr | ZlenL O BaL | BrL | Bk L
120 Flx-hr | ZftiL e BaL | BRL | kL

(1) BE~WEBED T 4 VLT —T 1 Y THRTH S,

(2) FigE : RRT*K 2.0 DEBEWEI 1.2%F. RRT*#9 0.3, #9 0.5 UK 0.9 D%iz
WAL 0.3% LT, ZNESHDEDIE 0.1%UTTHD ., FRMEREIL 1.7%LITTH 5,

(3) 45 73fEl, 80%LALE (K 900mL. /¥ F)L¥E. 50rpm)

(4) FRED 95.0~105.0%

(5) ZEE

XRRT : 708 RTL)VITHT DIEXREFRE

ZEM OIS [$EA] - /17 2)VAIDEEERETOLRENRBIEICONWT (BH) Frkll F
8 A 20 B TEEHEH S N/ S5HERIER OFHIEIE IR > 7z,



. RARERVBREDZEMN
B2=19224%

.l EDESZEL (MIELFRIR(E)
ZUER 2L



7. Bt

(BEHEF OEEM IS
7ab RJ7V)VEE 25mg [JG] ©

[BRERRDOEMZRREHBRT 1 R T A EDO—EIUEIZONT Bl 2
OEFZEA OEMZNREEHBRAT A FI 1> (FR24F2H 298 EAFEEHK 0229% 10

)] TS,
o MLFZZEEIKHE  C IKHE

BAEFS —MelBusEtaig OVRUER)

AR

pH1.2 | B&%®ES EHRRE 1 K

SENRRDE

pH4.0 | #D7z Mcllvaine DIEEWR
50rpm

[C1ER %5/ FBR I pH6.8 | BAERY HEHFES 2 |

K HAEFS RBEK

100rpm pH4.0 | #D7z Mcllvaine DIEEWR

ABRIRE | 900mL  EFEREE - 12 X)L

IHTIR

WRiEr7ax 7574 —

- HIEENE

[E[
(rpm)

BRI HE R

50

(1) “FEEHE

H19 HEIZH 5. X £2 BISOED 50 LIETH Do
pril. (2) A& DYEHI=

T, £25%D&EHZHEZ 2 H DHIRN,

(1) TR

H4.0 HICH 2h, X 12 BEBOMED 50 LLETH D,
PR @ ma ot

T, £25%DEHEZHEZ 5H DHRN,

(1) “FEFEHZE

pH6.8 (3 £2 BABDED 61 LA ETH %,
(2) B4 DR

+15%DEHZHEA 55 DD,

ERHERIE| DS IE DI 60% KU 85% & 72 2EH 72 2 KT
BT, HEBREA OB HRHDFEERF OB HEE10%D

B LR U B 1 S BREA D < DIFHRITONWT, HlERE
BlDNGE LR L1 5% DEHZEBA 25 DA 12 @4 1 EUT

ERHERA DB HERD 40% 520 85% M D@47 2 KiRTH
W, FRERELAI DS R DMEHERIA O SIE R £ 1 0% D&

B LU RUT 31 D i BREAI DE 4 DIFEHRITONWT, FERE
BlDNEHER L1 5% DEHZEA 25 DA 12 @4 1 ELT

RERIFDRE S N3 BR R RIC B 1T DB HED 1/2 DI
BHERZ R IEY RN, LOBESNREITEN T, iR
Al DS EYE H R DMRHERIF D S EREH R - 6% DEFIC H 25, X

BRAS LRI U 31 D BREAI DE A DIEBHRITONT, FERE
B DOFEHBEHELI%DEHH 2B A 55 DA 12 @ 1 EUT T,




[O]ER %L emas et s
oy | B HEE
(1) B H=R

50 7K IEHERIE| DSEIFEHERN 40% K& O 85% D27 2 BRicEH
WT., SERRE| O IE H R HDUEERIR| DO SEEEHE+10% D&
Fch B, XIE T2 BEEBDOEN 50 DL ETH %,

(2) iR DB HER

R HEEF R B 1T DR BRI DAL DB HERITOWNWT, R

100 pH4.0 EDFIIEHE+15%DEFELBZ 55 DA 12 @t 1 EUT
T, 2% DEHFEHEZ 5 DD,

- BRTER
(50rpm. pH1.2) (50rpm. pH4.0)
100 | 100 |

~ 80 < 80

S g

1\;} 60 |- g 60

o —o— JOERT L IL§E25mel JG) RO —o— JRERTLLEE25mel JG)

2 ¢ e EEBEIGEH. T5me) 20 1 —o— EEABFIGEH. T5me)
0 0 1‘5 :;0 4‘5 ° 0 60 120 180 240
BER (53) BERS (53)

HERRTH D 15 KU 30 BN T, 8
BRELA D S IVE H R AT HERIF D SFIG¥E I =R
+10%D&EHEICH D 1 RT41 > DHIERE
cz@ébon

HIERR TH D 15 7 KU 120 F12H8W0WT, &
BRELA DS IVE HER DFE A O S E H =K
+10%D&EHEITH D /71 FTA1 »DHERE
GZi@ébfzo

(50rpm. pH6.8)

100
~ 80 )
X —o— JAERT L ILEE25mel UG
w 60
a e FEHEWAGEH, T5me)
40 +
e
20 o —o ? S ° [ ®
0 L L L L L ]
0 60 120 180 240 300 360
R (59))

(50rpm. 7K)

100 -
3 80
X
+;|/- 60 -
{33 40 —o— HOERY L LEE25mel JG)
20 ¢ —o— EAERF|(GRHF, 75mg)
° 0 1‘5 3‘0 4‘5
B (43)

HIERRTHSD 5 KU 360 TizHNT, 3
ERBUA D S HIE H R HIEHEBIH 0D SEE H K
+T6%DEHEIZHD . HA1 K71 DI ERHE
525@@[’ L/f:o

HERRTHS 10 7 KU 30 izHN T, &
BRELA D S IVE H R DT E A D SE¥E H =K
+10%D&HEITH D /71 FTA1 »DHEEE
c:ﬁébon




(100rpm. pHA4.0)

100
80

s

g 60|

{3,3 40 —o— JOFRY L ILEE25mel JG
P —o— {ERF|GEH. 75me)

0

0 30 60 90 120 150
B (53)

180

HER R TH 5 10 7 OmEF OFIEHER L
+10%DEHE TR >72h, £2 BEEDED 50
LAETH 572728, HA K51 DHERLEIC

@ébfx—:o
BHEEDOREEMEDHE CHIEHE)
EEEg HIE FEREER (%)
N = S
BRI | RN =pEa ol HIE
(rom) B ’ S 1 SEREH| (o RV
15 68.9 77.3
pH1.2 Eer
30 96.0 98.2
15 41.3 44.3
pHA4.0 BE
120 85.3 85.1
50
5 8.6 8.7
pH6.8 B
360 22.2 21.3
10 31.7 36.8
7K BE
30 83.6 82.8
10 45.9 59.1
100 pH4.0 60 84.0 86.9 BE
f2 B DfE : 59
BHEEDORFEMEDHE (EL DEHE)
EEE | pgeyy | CHlERS | EYOEHE ) , i
e . B HRE D= '
(rpm) BRI (min) S ME~ B SEIIVEHIER HIE
pH1.2 30 96.9~99.8 +15%i& : O & e
=0 pHA4.0 120 84.0~86.3 +15%i#8 : 0 & e
pH6.8 360 19.7~23.1 +9%i#8 : 0 & e
7K 30 81.0~84.7 +15%it8 : 0 1@ e
100 pH4.0 60 85.1~88.5 +15%i8 : 0 1@ e




- o
AEREA & RERAI OB HEBORSEUZHE L2 L 25, WITNOFERFFITENWTS B8
MR RO ETREA O EMZNEEMSARA 1 BT ] OHEREITEES L T\,

PEX O, mBANIEMZRICEE ARSI NT,

sat RJ7V)VEE 75mg [JG] 7
[BREZEROEMLRESFEREE T A VEDO—FRIEICONT CFR24F2H29H
BEAR 02295 105) ] TR,

BT | HAEFS —RelBEEnais 0N NnE)

pH1.2 | BAFEFE; BEHEERS 1K
50rpm pH4.0 | E7z Mcllvaine DFEERR
[Ol#r 2/ BRI pH6.8 | BARETS BEHHERE 2K
7K BHAZFG BEK
100rpm pH4.0 | #D7z Mcllvaine DFEEWR
ABRIRE © 900mL  EEREOE - 12 Xl

O | Bk ax N5 T 10—

ABRSRAT

. Y|EEYE
s | e i
R O IS IR A 60% % 1) 85%MHE & 72 2587 2 B 6
PHIL.2 | \WC. BRSO S5 tH R AVERESIF 0) TV R+ 1 5% D EIC
5D, XU £2 BESOMED 42 LIETh Do
FEERIE] O IS R A 40% % T 85%AEE DY 2 Bz BT,
pH4.0 | BB DTV HER AVEHESIA DSV HER & 1 5% DEFIC 5 2 70,
50 i3 £2 BIODMED 42 LU ETH 5,
R AR X N 7= BRI B 1) BV HED 1/2 DFHVEH
Heg | FATTELAES, RUMRESNsBIICH0 T, SBRAID
PHb. STV HH SR AVERE U] O SEASVE HUSR + 9% DB 5 B, X3 £2 B
BOMED 53 LI ETH D,

K TEHESIR D SEHIVE IR 60% % TF 85% 1 & 72 22477 2 Bz &
W, ERBRBYHI 0D STV HH SR A EHE SR D SIS HI R + 1 5% D &I
100 pPH4.0 | 25, X 2 BEEOMEN 42 LI ETH 2,




- FBRIGR

(50rpm. pH1.2)

100 @ 9
~ 80 |
X
&T_ 60
H a0 |
o —o— #AERS L ILEET5mel UG
20 1 e IEAEMF|GRHA, 75me)
O L L L L L ]
0 10 20 30 40 50 60
B (43)

(50rpm. pH4.0)

100 +
~ 80 -
X
'léﬂ' 60 B
H g0 | s
K —o— ORI LILEET5mel UG
20 v —e— JEAEBFSGEH, 75me)
0 L L L L L ]
0 10 20 30 40 50 60
BERE (93)

10 57 OWEBEF OFIFEERIT 1 5% D& T
Bhot=m, 2 BEEOMEN 42 DL ETH>7=7=
W, HA1 RF74 OHEREITHEE LT,

HERRTH S 10 7 KU 30 JizHBN T, &
BRELA D S IVE H =R DR E A O S ¥E H =K
+15%D&EHEITH D /71 FTA1 > DHEEE
c:s@ébon

(50rpm. pH6.8)

100
~ 80 r s
s —o— JRERY L ILEET5mel UG
. 60
a o REEWHIGEH T5me)
40
o
20 (gee-ee . . —
0e .
0 60 120 180 240 300 360
B (53)

(50rpm. 7K)

100 |
~ 80
S
H 60 [
H o4 | e
K —o— ~0ERYLILEETSmel JGY
20 1 —e— EAEBEIGEH., T5me)
0 L L L L L )
0 10 20 30 40 50 60
BERE (92)

HERR THD 57 Kk0 360 72 NWT, &
BRBUH D SIS H R HIEHEBIH 0D S A H =K
T9%DEHHIZHD . HA1 RT7A1 DI ERME
IZHEE LTz,

15 73 OMEF|DONFFEHRIT 1 5% DT
Bhol=m, f2 BBEOMEN 42 DL ETH>777=
W, HA1 FF74 OHEREITHEE LT,

(100rpm. pHA4.0)

100 -
~ 80
<
§ 60 -
H g + .
K —o— HJOERS L ILERT5mel JG )
20 ¢ o IEEMFGEF., T5me)
0 I I I I I I}
0 10 20 30 40 50 60
BERE (92)

HERRTH S 10 7 K0 20 72BN T, &
BRELA D S IVE H =R T E A O S ¥E H =K
+15%D&EHEICH D, /71 FT7A > DHEELE
c:i@ébf:o




BHEFHOFELMEOHIE (HIEHR)

B e EEHE (%)
OB e Hﬂfﬁ SesE (o R | HE
(rpm) | *° S 1 R )

10 55.3 74.5

pH1.2 20 89.8 100.0 HE
f2 B8 DME : 51

10 40.9 53.2
pH4.0 e

30 83.8 78.4

50

5 10.9 12.1
pH6.8 e

360 23.9 22.0

15 64.6 80.3
7K 20 78.7 91.7 EE

f2 BAKODME : 52

10 60.5 75.0
100 pH4.0 =1

20 84.3 83.3

. KEEE

EHERIA & HBREF OIBEHRZHIE Uz & 25, WINOHEBRFMAITHENWTS [HRREERR
DAYZRREEHBRAT A N1 2] OHEEEITHEEGL T,
PAE& D, FHERFE & RBREA OB HES OB HER S N,

[AFEHRBADBEE ]
sa ¥ R7UV)VEE 25mg [JG] ROZ ot RZU)VEE 75mg [JG] & BAEEHEREBESSRIT
EHHN7 O R V)VIREIREFR OEHFBITEEG L T\W5 Z LRI N TIN5,
B | HE —mEBREEEERE OVNNVE)
aBRst | [OER%L : 50rpm BRI - K EERRE 0 900mL
SiTE | RO N5 T 4 —

e 25mg #€ : 30 77fE. 70%LAE
BRI | 750 g - 45 SR, 80%LLE

. VRSB
B=19224%

. HRIDOFERLD DEEDEERE

HE 7ot R7V)UiiEERE | DOmERHERICE D,
SRR RERE (RE 269~273nm KU 276~280nm (TIRINDEA % 7R9)



10.

11.

12.

13.

14.

SFEIPDOBEMRDDESES:
HE 70t R7VIVEERER] DEEEKITX D,
REZ7 O T T7T 14—

paLii
B=19224%

AT DOTREMED H D REEY)
B2 L

ERDWMEREE - IMRNFFRIEEEEICRIT D15k
B2=19224%

ZDfth
B2=19224%



V. BEICEIHIEH

1. WEEX(IEHR
EMMAEMMERESE (OREMZEIRIE 2R <) ROBEFRINH
RERZIHEEIIIE AT (PCD A I 5 TR MM OKE
SEEIEREE CREROIE. JE ST EROBEZE, ST LROEEZE)
TREPOE. BRIBYEOAEZE
RHEBIRRRIC I T DM - A2 TERO N

<GhEE - SHRICEEET DIER_LDIERD
| RERZEENE RGN (PCD D@ SN2 RN MKREOSS

| PCI 2S8R T E DR DB EEDR SIS TH 5, BEIGERICL D, REKRED D
L OVMETEEIR N7 /S AMASEIR S . PCI 28EA L2 WESITIE. DBoEE51dE2 57 &,

2. BiERUMS
MR EREE (OEMENERELR ) BOBRIHOSES
BE. BAICIE. 7O RZLILELT 75mg % 1 B 1 EROBS5T 55, Fih. hE, HRIC
LD 7OV RZLILELT50mg % 1 B 1 EROE59 %,
EREBITYRG (PCD ASEMA SN2 MM OEROES
B, A, B5EBEICZ O RZLLELT300mg # 1 B 1 @RS L. 20&.
B LT 1 H 1 E 75mg 280857 5,
FRBIRERRIC 50 B8 - BRIVROME OB E
BE. AR, ZOPRZLILE LT 75mg % 1 B 1 BEOR5T 2,

| P - FREICRBET HIEM LD |
IR OISR B e A LU (EAE T EBRARREIC B0 OB A 5B LSRR |
| HSNTND), |
BRI EESE (OEERERELR ) ROBERMHOSS |
HIERERT 25 720HH 20T, BICHIEE. ZOREDH 2EEZICONTIE. 50mg
181 E»>%5352 L, (BERS] OESR) |
FRIEBIEAG (PCD ASER SN 2B OREOSE |
(D) PR ARSI, 7ALY > (81~100mg/H) LT 22 &, FLh |
R AR T R DR 5T O\ T, ERAOBHOHA K51 Ees% |
KTBI L,
(2) AT > M EBBE QXA FHIC IS ERE BN B BT BRT 52 L,
(3) PCIIETANIC Y K K7 L)L T5mg #07% < &6 4 BESSh TN 2HE, 0—7 ¢ |
7 R—XfE5 (SHBEIC 300mg #1595 2 L) RAA TR,

3. ERPRALAE
M BRT—I Ny 7—2
FZEER L



(2) ERERZNE
ZUERLRL
(3) ERPRFIBHER
ZUERRL
(4) 0 BR
ZUERRL
(5) 1REEAVEHER
1) BEALILITRERSER
BRI L
2) LEEEHER
FZHER L
3) R ER
ZHUER L
4) BE - TRRERIEKER
ZHEER L
(6) B EAER
1) EFAMRERE - HEFERAMERE (FhIRR) - RSRFGERIRRGER (MIREERKRGIER)
BRI L
2) EERFEMFE UTERFENDABNISTEE U TREEDBIE
B2=192/4%



VI. EFEIEBICE I DIRE

1. FEZNICEEH DILEWMRIILEWEE
FI/EVYURFUUVMRE : F7 oY VIBHMIR. 77 AT V)VIERRR L

2. FEIBEFR

(1) {EFAERNL - YEFAMERS
RREOEERENDT T =)V 7 Z —EaEE L TIVMRROY 1 7 VU v 7 AMP 28
52 LITE D MVIMREEZIIHT 2, 7T =V 7 5 —EDEMHLIE. AREORBEY DN
MGy 8 (G &3% 925 ADP ZEGZHEEL T T=I)IVEES 7 5 — BT 9 28]
ZRER T 5T LTk B, V
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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 /see Data/There
are risks to the pregnant woman and fetus associated with
myocardial infarction and stroke /see Clinical
Considerations]. 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 /see Datal.

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.
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(2019 5 H) | 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.

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.

< https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/020839s
0721bl.pdf > (2020/1/10 727 & R)

A=A+ ZV 735

pag|
ADEC : Pregnancy Category
(An Australian categorisation of risk of drug use in Bl
pregnancy)

ZE . JEOBE

B1 : Drugs which have been taken by only a limited number of pregnant 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.



< https://www.tga.gov.au/prescribing-medicines-pregnancy-database >
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8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use
Safety and effectiveness in pediatric populations have not
been established.
A=
ég{gﬁgﬁ; A randomized, placebo-controlled trial (CLARINET) did not
21 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.

X1 . < https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/020839s
0721bl.pdf > (2020/1/10 727 £X)
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2 4.2 Posology and method of administration

Posology
- Paediatric population

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

5.Pharmacological properties
5.1Pharmacodynamic properties
Peadiatric 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% (5uM 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.

%2 . < https://www.medicines.org.uk/emc/product/5935/smpc (2020/1/10 7
71 R)
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