202245 H thET  (B519hR) AR S M ERE

AR7) x5

873399

EERAAEL—TH—L
H AJRPESEAIATZ 0 1 F 308 BE58 2018 (2019 AEHHIR) 1T HEHL L CTHERR

P/ El
T A VIR REE

NLF7ZAE'VY5:100mg

Bayaspirin tablets 100mg

#l

&

WGEREE (7 4 v ba— M)

A DR H R S| EELRD

b & = |1EFHRTAEY 100mgEa
_ i P 14 : T AE U (JAN)

= ¥4 . Aspirin (JAN)
WERFERZFERA B | MERFTRZEARD : 20004 9 H 22 H
EMAEWEEFED B | BEMELIEFEARD : 20004 11 A 24 H
Bk 5c B %8 & B B |BRFGTBEHBEARAHB: 20014 1H24H

SLEIRFETT « /N /LR AT

ERIFHRBLEDOEMHE

PNA VRSt - a2 b X —

[eXs] TEL : 0120-106-398
ZATEER 0 9:00~17:30 (- H - LA - ¥R E ZFR<)
PEHEBIRE )T AR — L=
https://pharma-navi.bayer.jp/

5T = I O

o3
O

AT FIE 2022 £ 5 HUGETOE IR L OFREEIC ST UGET L,
BT ORI, MSIATEEN R R A ORI E BRI — U CTHER L T &0,


https://pharma-navi.bayer.jp/

EXRAVFEL—T+r—LFADOFIIZOBE —AERREEFEE —

1. BEERA VA E1—T+r—LEBDORE

R EH GO AR R EHIER & LT, ERMAERLIRISGE CUF, BI3E) 8dH 5,
PRI BLS CLERT « JEHIR S O ERIEFE A B % B IS E e RIS O EE R IER A 15 H 3 DB
I, WA SCEICREE S NG R A BT 2 ISR E RN L E RGN H Y REREDE
FH®EEE (UUF, MR) F~OFROBIMGERSLERICELVFREZMTELTETND, 20
BRIC KL EREREMREIICAFTL2OOHEEY A ME LTEREMLA X a—T+—45 (U
T, I F&WET) deA Lz,

19884FEIZ A ARPE AR = (LLF, RIWEE) P8 2/ NEB R T FOMCEM T, 1 F ik
X, [ FRUEEHEAZRE L, EO®RI998FIT IR E 3 /N LB, 20084F, 20134(C
R EHIEREB DN 1 FrediEEHOWGT 217> TE 7,
[ F Ak Z3H2008 LLRE IF@PDF%@%%%T L2 L LTRHEET 2 2 ERAIE o7z,
ZHUCTE D B SCEOFERSGT N H S 12 5E ICWET ORI T — Z 2B L7 T F2RELHIC
Rt s L Lhpode, BHROD 1 FIX, E%ME%%“‘ AHE (LR, PMDA) OEH
A EIELTEBRRREDO~— (http!//www.pmda.go.jp/PmdaSearch/iyakuSearch/) 2 TAB =i
TW5, BIEIETIL, 20094 L 0 HEILO I FOEREBFT 2k LT /2 a—7
F—LREtE ] AE L, Hx O 1 F R SCEE TS 28 EA R E L CHEEE - MR
FLTW5,

2019 F- DU CEFLHBEHOLHIZ ALY, [ 1 FRidZE2018) NARIN, 4 [EE
MEIE S OIRFERIEIEEN AT A A A KT A v ) ([CBET 2 REM O, T OEHRE
WRE LT,

2. 1 F&lE

I Fid T EFOFRZMTE L. EM - FAREOEREFEIZL > THHEBICLE
7. EEGONEERDOT DO R, WHRFOZDOEH, FH OO, FEHES O#IE
R OO DE R, FFHRBE T T OO OIFHRE DK S TG B9 8 oD 12 3 5 i 3
E LT, HIRIENTLEEMAEZIRE L, FEAIANEE O 72 D12 Y 3= 3 b o B Ik 78 U TIRGE I H#Eb 5
TR R QMR HE 2l L TV D2 R S ALET B,

[ FICR#ET2HEARINIIHRENHFE L 1 FldlEEIC L L, — o pis 2 B &R

HPHNOBRNTZH SN D, 2L, MRGEOMBEZEICEDD O LOFIHE B SR - 4
Wr - FEAE T REFEEII ] FORBFHEE TR LR, S0z 5 &, RERMEN DRI
I Fid, FIAE B S35 - Hlr - BREA T2 & & bic, BERHSEEZTHHD & W) Bk
FFoZ L &qifgs LT 5,

[ FORMITEFT —F 2 AL L, B TORKIINAETIE R,


http://www.pmda.go.jp/PmdaSearch/iyakuSearch/

3. I FORAIZHT--T

BHAD T Fix, PMD ADERMEEGLEFRBEROR—IZHESTTRES L TVND,
RIBEIEL TR A VX Ea—T7 4 — MMERDOFRI &) 1> T 1 F 2B - 29 223,
I FORSEZEE 2, EFERBGICAE L TOHERS T FAERRICEEHE LW EREC OV TR
TP EDOMRE~DA U HZ a2 —ZLVFIAEAORNAEZRFESE, [ FORMAKEZED S
VEND D, Fio, BERFSEGET SN A EOEESICHET 2 FHICBEL T, I FAKETSND
FCOMIT, RESENBIT ZUETANRZ I ST L CES, &5 WIS O E 3G Wi
et — BRI L0 HEARE A ST H L L bz, [ FOEMIZHZ > TE, RFORM
F 4 PMD A OEREG EFEAREHRRR DO_— U THRRT OLERH 5,

¥, WIEHHSOZEMEOMRROSNLRHEIN TS V.5, RRAE < XML 28&
B TXOL %3] ST 2HEASIEREZ T TORWERB G ENDLIZERH Y, ZDH
DTNIFHRETRETH D,

4. FAICELTOBER
I FEARAFREBCBV TP T ZENTERVEERMLEHRIRE LTHEH L TWEZE 0,
I FIZAREDEEE 251 T, MRS ORGSR ¢ SUTEIZHE D D BB ER - 27 5,
IS B O 72O OFWER TH D & ONLE ST 7228, Foll » REBUIZEIRS, EHRERSE
DEE., A IMER LM OMREIZE T 2 1EFO L EB ARG RIRHHEEN T A R T A |
I a— K - AT - 7T 77 4 AROKNE —EREZ T S5 25700, Wit gase) s
A RTA Tl RARBIESCHEGRA O EFICEAT 2 MR O T, RSN ENERIEFH
MODRDIIECTITI ZEIFTELIXZRNEEINTEY, MREA~ADA A E2—HLODX
BAAEZR SICLY, FIHEBEOLDN I FONFERFESELRELDOTHD Z L &L TR
FIUEZR B0, BEEEENSRH/ LN LIEROB TR AR L, TORBMLE RikE ., EF
BGCRBIT D EE 2T 5 2 L ITEFIOAB THY . 1 FEHALTHEEEZ I

EHDHEDIZLTWETEEZN,
(20204F4 H &ET)



x

I. ZEICEHISEE

1. BABSORRAE 1
2. BUELOWRIBRLREE 2
3. WEORFIZLAEME 2
4. @EIEMEAICE U CEET &R L 2
5. ZGRSEM L OYE - EoORIREE. ..., 3
(D AFBGE . 3
(2) i - EH EORIBRFEE. ... 3
6. RMPOBEZE ... ... 3
I. &¥ICE3 %ER
1. BRI e 4
(D FALG e e 4
D PBEL e 4
) BFROEIE . 4
2 L 4
(DF (415 4
Q) PES (B4TE) 4
() AT In oo 4
3. REERSUTRMER 4
4. BHFREOSFE . 4
5. b4 (WA UIARE. ... 4
6. HH%L, B4, K5, B5Es ... 4
M. B ICEY 51ER
1. WEMESPROMEED 5
(DAMBL - PEIR . o 5
OV EIRVE 5
)M . 5
() s s . Bhaiy BEREAL. ... . 5
G)BRYE HARBE R . ... 5
B) BRI . e 5
(N FDOMDERTREE . ..o 5
2. B OEFESIE FIZBIT DR EM. ... .. 5
3. ARG OffeRaBRIE, EEE. L 6
V. ®HIIZB§d HIEEB
1. B 7
(DFTEDERI . o 7
Q) BIHN OB OPER .o 7
)RR — R 7
W BIFNOMIME 7
(BY DML . oo 7
2. BFIOEL ..o 7
(W) BRIy GEYERRSY) OEER OS] ... 7
Q) BRSO 7
)V BVE: . . 7
3. INFHEMROMSE R ORE. ..o 7
A I 8
5. BATOAREMOHDKMEY . ... ... 8
6. RFIORFELMETICBITALEM. ... .. 8
7. TRENER VARG OLZEM . ... 9

8. il OEEE(L B LFRZ ) ... .. 9
9. WHIME 9
10. 88 -8 . 10
() FEEDSMEIR RS - aldE,
SNBLDNFEER 72 A - BT RE T B . .. .. 10
()AL 10
G -5 S 10
W) BEROME . . 10
11 Bt AsEMEE ... 11
12 FOM . 11
V. AEICEY 51ER
1. BBESIIBNER. 12
2. BRESUIZNRICEIET DR 12
3. EROHE 12
() AELEOHEORS. ... 12
(2) HER OVHE O ERRRE - BRI ... .. 12
4. FEEOHEICEETIHERE . ... 13
5. BRIREGRE .o 14
W ERRT =N = . 14
() BEIRFERFRSRER . . 14
) B SHRZRABR . .. 15
W BEFERRER. ... . 15
D AERDMERRGERRER ... 15
DRAEMEERER ... 15
(5) BB - JWBERIEBR . ... 16
O)IBRIERIE . 16

D) plo i (—fisefds A i a2
R A i AL, A LA
FOEIRTEM T — 2 ~N— R AL

BB ERRRBRONE . 16

2) HEGREME L L CEB T EDONE T
FEh L7 - iRBR oM 16
(DFDOMh. 17

VI. EHERE(CEY SER
1. SRS 2L AW UL EWRE. .. 20

2. EIER ... 20
(W) VEFEBAL - TERRET . ... .. 20
(2) HAh 2 AT DRlBREAR. .. ... 22
(3) MBI ZEBIERET « Rfoeef. ..ol 27

VI. EWMEREICRET HIEE

1. MAEEOHR ... 28
(DR BRI, 28
(2) FARRBR CRER ST AP . ... ... 28
G)FdE. ..o 30
4) B - FRomE. . 30

2. FEWGRFEGRIHINT A—HF 31
(FRHTYE 31
O WRIOEEER .o 31
OISR ER .o 31



W) T VT TUA i 31
G) BT oo 31
@G)FDM ..o 31
3. BEMN (REa2b—Tay) i ........ 32
(BT TS 32
Q)NRTA—ZEENBER. ........ ... 32
A MR o 32
ST~ i E 34
(1) 17 — A4BE P, .. 34
(2) I fE—REAE B P . .. 34
GVFHH~OBAITME 34
(4) BEHEA~DBATIE . 34
(5) = DM OFHRE~DOBATIE. ... 34
6) MAEEAREAR. 34
6. . 34
(D) ARHEBAL S OREARES . .o 34
@) R#NPEHET HFE (CYPHE) O
SRR, RWEER 34
Q) MlELEEN RO L OEDOEIE . ... .. 34
(4) () DIENE DA L NG, TRER . 35
TR 35
8. "NIZUVAFR—F—IZHTHER .......... 35
9. BITHEICLDERER ... 35
10. FFEOY RER/THBE. ... 35
11, ZOft 36
Z&M (EFRALOXESE) ICEY 5EE
1. BENREZOHEMBE ... 37
2. BONEELFOHM . 37
3. FHESUIRICEEE T AR L EOBH ... 38
4. HEROHEICEES 23RS Z0O#b ... 38
5. HEREANEELZOEB. ... 38
6. FEOHEREATHBEFICHETIEE..... 39
() BOHE - BRSO HLRE ... ..., 39
Q) BEHEREREERE . ... 40
) ITHERERE RS . . 40
W) EFEREZ AT DE .o 40
GYEEIT oo 41
@I . 41
() /NS 42
) B o 43
TOMEMER 43
() PFHZES EZ OB, ... 43
QPFHEELZOHEB. ... 44
8. BMEM .o 51
(D) BERAFEWERERARER . ... 51
Q)FOMOBIVER . ... 52
9. FEEMARERICKIT IR 56
10, BERG 56
1. WA EOEE 57
12, ZTOMOEE 58

(D) BRRBERNCEE SR ..o 58
(2) FERGARRBRIC S E®. ... 58
X. JERRPREAERICBE 9 HI1EHE
1. BPREBR ... 59
(1) BEAHAEFRSREBR . 59
(2) ZZAaMEIREEER ... 59
) FDMOIIRAER ... 59
2. MR .. 59
() HEFeGERBR. ... 59
Q) G EMERER . 59
) BEEFMERBR. .. 59
() DSASEMERRBR. .. . 59
G)AFEF AR . .. 59
(6) JRFTHIIT MR B, . 60
(N ZFDOMDEERNE. .. 60
X. EEMEIEICET HIER
1. BRI 61
2. AR 61
3. AMRREECORTEE. .. 61
4. B FOBER. 61
5. BEMITEM. 61
6. [FA—Rsy - R, .. . 61
7. EBSEEAEA B 61
8. BLEIRFEAGREH H K OVKEE .
FAMBAEIEAEA B, IRGEBAMBFEH H ... .. 61
9. ZhEEIZhEBM, AELKOHAEEFBMED
EHHRORZONE. i 61
10. FRRAAER. FaMmfs RAREH H LW
FDORE oo 61
1. FSEAEMIME ... 61
12, BEEHIMHIRICEE T 2. .. ..o 62
13, BT — R o 62
14, PRBRAGHAT EOMER 62
XI. Xk
1. BIHSCHR .« 63
2. TOMDBEBR ... 66
XO. 3EZEH
1. FERAETORIERDL. ... 67
2. WM DERAR SRS, ... 68
XII. f§&
1. FRA - IRFEESCERITES U CRER B 247 9 12
Sl TOBEHER. ... 70
() I 70
(2) FREE - BRUEME N O E R G TF 2 —7 D
WIEPE 71
2. FOMOBESER ... 71



R

bt W& FE N2

ADP TT ) g

ALT (GPT) TI3=20T )70 AT 27— (UAVFIVMENVE NI AT =T —
)

ASA TAEY v

AST (GOT) TANGHRET I ) T AT 2T —8 (UVEI VBTV affgts7 A7
=7 —P)

AUC TR B —IRE FAT R T T A

CH50 A A A

COX vratrxv s —+%

Cmax ot e I R

CRP CIGHEEA

CYP Cytochrome P450

vy -GTP Ho<-TNHEIN KT ARTFH—F

IUPAC [ERSHE - ) ARS8 4 (International Union of Pure and Applied Chemistry)

IVIG E s a7y

JAN AR — %475 (Japanese Accepted Names for Pharmaceuticals)

LDH LK B SR

MRT SRR TE ] (Mean Residence Time)

PET RIZFLoTLT7HT— |k

PGI: A

pKa P iR e TE

PTP Press Through Pack

RH FE S

RMP RIS Y A 7 & EEHE (Risk Management Plan)

TIA — P AR R 1 7 A

TXA2 e ARFH A

tie EPSESIE 1

tmax e v I HP I B I AR




I. BtZE(CEI 5IRH

1. FAFOER

TAEY AL RA Y « S LA 18ITAEIZBASE L CLIR, T TIZ1004ELL EO R ZI2h7=» T,
HRATEH SN TWAHIERAT oA/ RUEMEBERHERAICTH S, £7-19674, Weiss, HJ. HDIZ X
D7 A Y UBNMIMREEIMEWER 2642 Z LN RH SN TSR, 7 AU »ofufin/Ma#l &
L CORRMEIL. 28O RFBEERRBRIC X > THEA &, iR R, MLEHEELZ IO
& T HEIREE LR B I 1T 2 MARZERRTEAINH O B BT & T & 7o, 19984 I2iE, KER
mEHE MR (FDA) 7 A A (—iHESES) IERICONT, Zh b BRI MR I
BT 5 mARZERIZEANEI O B OIS 258583 578 & BE CIX RS E T MEEl & LTo
ISR O BTN D,

AIRIZBNTH, Juli/MEFI E LTOT ALY U ORBOELRITRFICEHE D . HARMAETFS,
A AR e T BIRAER T U CEEEN R Sz, A m/V3EMIE, FR1FE2H 1H FHE
R EIRF 104580 DEISIME R ICFR 0 2 EFRAERL OB SWT) o ASEE (F
RS ICARMDNEY T D Ll L, BN OBEFSCHk A I L CHIGEE R Z 2. 200049 A
21 A THRRBIZE -T2,

— 05, JIEFRIS R LTI, ARFBOEFREEIC I T 2 KRB, A NIRRT R X 2 HIES
L EEESERBR SR Z L > THRRMIC A DI DR ERIBIRIETH D Z ENFEIESNTND Z Ennh, A
A TOVERELT, AFIRTER ., YEIREIC OV T LEl@EmM O ASMCEY T o L HE L. BN
S D BEAESCHR 2 IR L TG 2 K| OB Nghee & L C—MEEAGRHFE AT o 70, ik, M4
RSB R LTIk B A/ NRIGBRER 2R 0 B IEA S8 12k L CEEENH S i, 2005410 H
31HfFCAGRICE -T2,

BAVEE2—T+—LDORHEANBITOVTOEESR
o LA R AR - R4 L7 P T LS BB L 72 20 RE » 2D RS k3 2 A O AR HFE I W B v 7o iR o
FEAETBACTEBEINTZHLDOTHY, EIARKE R DA - HEORBREENE T
WA, WTNHAFOEBOBRICEEEL L SN DTHD (KRAKGRZIZHEE I N
Antithrombotic Trialists' CollaborationiZ L5 A % 7 U v A2%[Rr<)
F7o, JNRHHROEBEHFFICHOW OB TIL, AH L B 250 - HEORBREEN & i
TVDNR, WIS AADOERDOERICEEER E SN D TH D,

JEL A AR [ SRR 5 10458 e oD 3 4
HISIMERIZ OWTRERERENLEARH Y | EESHMFFEEREETE XV sz >0
BETT 2 & 2 EREN H - - HEITIE, BRSO Ik & O ORI 1S < M2 %)
REBINDHELZETH L L7250, LT — A TIXRhEB o 512 B L TR D
P XIL DA TE D EnD D,
OAMEIZBW T, BRI YR IR RS C L 0 AR S h, EIRICEB T 2 o A EZ&EN H
V. FOFEEYBICKT D AEBRAFFICIRMN SN T DI EERNRAFETE B4
@FMEIZB W T, BEICYSRE I RS L RGBS, ERICEB T 2 o AEEN D
V. EBREICEETE 2 MR SN - B2 AARIL & 722 0 15 5550, UTERREER T
Al S RSN B DA
@AM TR FE ORI REIC L Eii SN D 7 &2 O FMIAR D MENE, B2 & 0S4
PEDSHERR U152 R ARBR O RBRAGE S & 5 54



I

. WEICEY 5IEH

2. HEOLERFHEFE

3.

@i/ MEAI & LTRSS N7 AU 3

@ /A bE
T AV URRFEOREES (B+ fEEEE, HHM%E) 2SI 58E. BIRsE 85,
( TV.5. (2) HRIEERE OHESH)

@ A A DEIVEHZBLIRIZ2.67% (7361/2739%1)

FARREWERIZE &, HEARE, Mo 70 E O LEREE C2.81% (7T71£/273961) | if/MK -
HH I BRI P55 230.15%  (444:/2739%1)

(KFND R4 wififrEEic £ 2) (VL 8. BfEH—%&] DHESH)

@7 At ) VA ROBEBRREWERE LT, Yav 7y, TF7 40 7% — Hil, BEREEIR
TEMRRE, HIgPERBEIERME ., RIBLIERE R . BARRMER M, @/ MR A ek
Wi S FEAE, ATRERERRE . BOE., THABMEEES. NG - RIBEEAERE S TS, (T 8. (1)
HRAeRIEA & WIHER ) OIHZ)

KR OHF|FREE
@A EabERl (TIV. 1L AR ) OHZ)

@i - RERFOFIEM:
- fFIOZEMERE < (RIRMEMES) | e aEe,  ( TIV. 6. ®AIO B FEEM TIZB T
5EEM] ODHBH)
- AR ROSUI D A E RS FEE, ( TV 4 FER O ERICEET 2R OESH)
CRTEHE T =7 U —— NEO@MEE U,
PTPZE : 50085 (108EX50) . 7008 (1485£X50) . 1,0005E (10E X 100)
T 5005

CEEFRICEL TEMT NERET

W IE A I B4 5 A HiE
A Y X 7 EHEHE (RMP)
BN Y 27 F/MEEE & U TER STV 5 &4
IR HHEE DT A KA v
PRBRE H 0> BE s

2w e e

JIEIE DI REB AN OV Ci, Ji AAME IR0 5 ER A ER S O A SIS T 52 L,
2005410 A 31 HIZ)IIER  OIIBHIC L 2 0 MESZEIEZ &) (ST D03 &R S vz,



I. BtZE(CEI 5IRH

5. RREMHRVRE - ERLOFIRER
(1) RKEBEH
Y Lgn

(2) i - FERLOFIREE
BARSYA

6. RMPOHE
BN



0. &FICEAT HEE

1.

w

HR5t4
(1) %04
NAT AT ®E100mg

(2) *4
Bayaspirin tablets 100mg

() B Dk
Bay aspirin : /XA Z)LDT ALY

. kA

(DF% (k)
7AEeY » (JAN)

(2) % (f&i%)
Aspirin (JAN)

(3) 2T Ls
R

BEAXIERHER

CO.H
L
O)kCH3

- AEFHR (%RE) XIFEE

2-Acetoxybenzoic acid (IUPAC)

. BRA. 4. BS. E5ES

B4« T RF YU FLEE
15BRFLS - BAY e 4465
CASH $kE =5 : 50-78-2



. BDICET SEE

1. YELEFHIEE
(D581 - R
AT EAORTE, KSUIHAR T, IZBWER < ENTERKEY S 5,

(2) 7 fgiE
i LgZ DT OICET S | ARG OWE R
FER (L)
=5 ) —)L (95) 10 BT
TEbh - BT
YT T - SRRV
X 300 B

AEIRERET R U U AR RER T R Y U AR T D,

(3) BBt
BB L

—~
=N
~

e (s, e, BREA
B F91836°C (H O UHIRIRAE130°CITmE L Tk <, )

(0) BB B R RETE
pKa=3.49 (25C) 3

OF MY
15.49 [1-4 27 % / —)VIK]

(7) Z DD E 77 RAEE
FEHNPUL AT D
UVmax (0.1mol/L H2SO4) : 229nm [Elclm 484)
UVmax (CHCls) :277nm [(E,_ 68)

2. ADHSTDEREHTICEITHREL

MY ER L

(B5) AT - 72225 TR & K E LT U FOUER K OWERRIZ 72 5,
AV DL RERY
YU F VR

©[ COZH
OH

REMMN CHTE S S DBERY R U5 AR

CO.H CO.H
(0] H20
@ o — —+ cHscooH
0~ “CH, OH

TAEY U FIVER FERR



. BDICET SEE

3. B S DHERRARE. EEX
Rl R - BR (7 AV ) 12k b
EEE: AR (7R ] 1tk b



IV. KIIZRHd HIEH

1. Hl#
(1) &z DX H
IRREE (7 4 Vb a— NEE)

(2) BEF| DS E R UMK
e NA T ALY EE100mg
e tasE (7 4 v ba— MEE)
e SR
" O =
[IERES 7.3mm
BEX 3.2mm
B 137.0mg

@) #Aa—F
FORERNL ¢ BEAI (EiH)
FRNE -

BA

4) BHIDYE
FREERER - B R aRBRYE (7272 L. B2 CORBREFRNIL30%)) ORRERBRIEICHE L TfTH &
., ZNCEAT D,

(5) Z M
RN
2. HEIDMERL
MBS CEMERS) DEERVHRME
W74 NAT AR FE100mg

NSy 1HEH H /7 AU »100mg s A
/ﬁﬁﬂﬁﬂ *53\3'%’!2/1/1:!~X\ ]\]7:‘:‘13:!\\/5“\‘/70‘/\ )(&7 U/]/ngﬂ;"uv_LD\ ?'7”/1/
” Wil RU A, BY YL_— K80, ¥NJ, JZLUEE KU ZF L

2) BRREFDRE
RN

Q) &=
BARYAYA

3. ABEBEROHRERUVRE
RN



IV. KIIZRHd HIEH

4. A
A L7

5. [EAT DAIREHED H DKM

BIER R VD EERY

B U FILER

©: CO.H
OH

6. HHEDEFRFHTICETHIRE.

HEDREM

UTORBRERL Y . AMIFPTPEEE (KY 7u Ly +7 A ROANZaE (R xFL
‘/E%%) EP\ ﬁﬁ@‘ﬁ?%%{ﬁ!:?a:j;sb\(3ﬁzuiiﬁzﬁ%é k%z%héo

RIS | BRI PRI RE il B
95°C PTPaldE 607 ARTELIZFER, U FABD T NN
60%RI 604 A (RyFavr L, (0.7~0.8%) BNWD L2, HEFHEEANTH -7,
’ VX)) fDIEE TIIZE IR BRETH - 1=,
3y ARTFLIEHEER, WIThoIEHR & LB b2 ZFE
10°C N T Ak Tholz, 63 ARTFLIMEE., VYU TFLEBBODLT )N
7506 RH 65 H (RY)=F L~ 2N (0~0.5%) R ONT AU V& EDIE T (K3~
’ ) 4%) DFRH ST, BEEFHNTH > 7=, oA
ERQEY X (AE Y ey
40°C PTPal%E 27 A ETHRELEER, VU FLBoE 0.7~
75%RH 3% A (R Farry, |1.5%) NED LN, HREHENTH-7T-, fthoIE
’ 7L ) HCIIZide -7,
30°C PTP o 607 ARTFLIRER, U FABO DT RN
S0%RH 604 A (RyFar L, (0.9~1.0%) BED SN2, HEFHHEANTH -7,
’ 7L E) fDIEH TIIZEIT R BRETH - 1=,
30°C PTP o 127 A ECTRAF LIRS, U FLBEEOH#EMN (1.6~
20%RH 24% A (Y Fabr Ly, |2.0%) DEDLN-D. HBEGENTH -, moE
’ 7V E) ERQE X (AreAy ey




IV. KIIZRHd HIEH

Mtk REM
ARfE, B, B, AT L TREIZEIIZRL . BETHD Z LRI N,
RIS | R IRM PRIFIERE AE R
SH ARELEREE, U FABO T 7N
40°C 3% A BT = 280 (0.1%) RO LT, HKEFHANTH - 7=, o
THH CIE gz, BECH L TRTETH o1,
67 ARFLIER., YU FALEBBO DT N7
. N (0.9%) NFED SN, HEKEHHENTH -7, £
&ﬁgH 6 %%%gfﬁ T RN < 2 BRI BN, BEAID AT Y%
’ & N EEZ D, MOER TIIEIZARL . BEIC
SHLTLRETH T,
¥ )77 905 BHT T A v —1 |60 /L7 A » hrll R FEORK R, X THHEA Tk
35 V) A wir (T v 7 TRE) [ 137, KIHLTREThHT,
(%)

Al 2 — FENF DMt e

AFNOFH] = — FEIFIE, KIS L TRETH -7,

RAFLM: | RAFEHIR {17 RE R
25°C
60%RH QT BT TG Ay —1 | 1205 /L7 A « helZ R fE L7 fE 5. B8l a— RosEl
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V. BEICEI SIRE

1. RERITHE
OTaEHREIZHE TSIz - EreR RO HNH|
CBRME (BMRERME. FRERDE)
- IDEREE
- iR EREE (—EMREMEE (TIA) | KNEE)
OFE &R/ N1 /AR fff (CABG) %4 WERKBRERLBARFAM (PTCA) MHITRICH T Sz - 2|
2z B D
OlllgE JINBRIZE HIDMEREEZED)

2. PEEXEIHRICEET HFE
BRIE STV

3. AZERUA=E
M AERUVAEDOMHEDR
GRVE (BHERERODE. FRERE) . DHEE, EOMEKOERES (—AMHERNE DS
£ (TIA) . BNIEE) (CHIT5M01E - BEREEOIF . BEIAR/ 1 /SR (CABG) %5 ULME#R
RREBBRMAMN (PTCA) MITRICHIT S0t - EREBOIFHIZERYT 5548)
WH . RAIZIET AU & LT100mg4a 1 H 1A A& 515,
2B, JERICE D 1[RI300mgE THIETX 5,

Jiigw JIBRICE 2 0NEREEZST) ICERATHHE)

SAPEAEMIMIE, T A Y v LC1HKRELkgdH 72V 30~50mgZ 3[R/ TR D&% 59
%, fRBGOEEHISHEMINE, 7T AU L LTLAKELkgdh 72 3~5mgZ 1[A17% 0%
5325,

2B, FERICE U CEERIET 5,

(2) BERUVAEDHRTERE - 1R

GRME (BURERME. TREFOE) . DHEE. EOMXKOERES (—i&0M%5KE nF

£ (TIA) | BXNHEZE) (2HI+T5Mm - EeROIH., BTERR/ S /SR {ff (CABG) $H D ULMIHE

REERHIRFEMN (PTCA) MITERICHITZMME - EREEOIIEIZERT 5158)

M/ MREEEIHNICIB T 27 A »OAEMER PLZEMETETFEE LOANNTHL EEZD
AUy MM 2 KRB 2 E0a 6 RHET A Y & Ui/ IMREEEE I 25 5 A3
OB HHEIL, 75~350mg/H THHZ &, TAEY v - VLU vREHET AU T
O HMmAEE FHEDOHIMZ B E 2 T, EFIRB IR OHELVCHELZRHET ALY v &
L T100~300mg, 1H 1A EFE LT,

Jigm JIBRICK DM EREEZET) ICERAT H5HE)
ERNSADOH A KT A T, 2EHICBY X, @, #ERARE s/ a7 ) R LT,
BERAHIB0~50mg/kg/H (433) H580~100mg/kg/H (434) OFRAOEENHLEI N TV D,
BBV TIE, 3~bmg/kg/H (471) H DWW iE5~10mg/kg/H (/31) BRI, &5
BRI DD TIER K NEBIAREZE OGO DM T L SnTnb, ZhbEBEL,
AENOH IR NZE2VEOBLE G, AEROHEZHE LT,



V. BEICEI SIRE

4. BERUREICEAET 5FE

1. RERUVAZICEET 5EE

1.1 BB ZE e b DN I ZE 2 E O PTG R IZ B W T, P/ MRIEH OB Z2 2 <8
AT, PR ERRICIEAR Z TV O5 L7y hARWTRHET 2, [17.1.1%
e

(fiFa5)

FhE7e E OB BEET A Y CANIIEIE 5% OB R (B IMRIER) 2315~3053# 12

FHLT D OIZK LT, IBESETH D ARKNL, SEA OB OSKER) 721 S I BLos

ND, ABIOMBIEED S B, B2 BRI BN WIF: S 5 A D FEZE 72 & QNS M ZE 2k

HOMIEFIZEE LT, #IEE R R > THfSUI AN TR 325 2 & TRAK15)

B Tl MR EEEIHIER 2B 2 [ [XUL S 1. (1) Wik oES8E]

AR AR ZE ST ZE A M O WA IC BN T, WL OO ESN O KEEEEIRER S & 5 59),

1. BERUA=ZICEEYT EE
1.2 DA ZE R M O RS BRI I (PTCA) fif T OWIHIEHRICB W T, WA
BEOBEEHRGT D5 ENLEE LY,

(fi#a0)

T AV AR FEE, T A DLBHEC L2 LREEOBETA K7 A4 LI T,
2013FE-DE T A RT A L 0TE, (OAGFEZEBE K ORERE dBIREEN (PTCA) fif7/EE
DOWENERICAA 2 AV D 5513162~325mg/ H OF G/ HEEI N TS, (KITONRAL T
AU ORBINHEEET)

1. BERUAEICHET SEE

1.3 JFHIE UTIIIRE OZMIN > X IRE, G E2MTHZENEE LYY,

7.4 )RG5 CIEFRES L » A, i/ IMREEERE S TUHE L T2 O T, JIEHE O RIE HIZ 30
T, KAIZFIEH2~3 5 A& L, £ O%WE.O = = —[X% 0 B IRk A ¢ s kR
ENRBO LN WERITIE, AFOFK 520192 2 &, JEENRE % K L 72 EF] T
X, EEREE OIBRME DGR S DR E CHRE 2T 5 Z EMEE Ly,

7.5 JINRR OIRFICB N T, KHE T+ 2R M/ MASEEOIFIAFRO D2 WEE L H D
7o, EE. M/MREEEREORESE 2 BETDH &,

(fi# )

1.3 AFNIFERIE U TLREVERTHENL L TR W20/ NI G- LW 2 LT 72 - TN,
JIBHRIEERIZBR D [ S3u D 2 Emb ., I H T2 - TR OMEEZW S LB TH 5,

1.4 KRN OFHHET 0T TIEHAMEINEEDO T A KT A4 (20034) | HE2SEIZLT
BRE S, NRICH U CRELL BICARRZ G LR O DIERMRE Th 5,

1.5 JIFREE 255 & LBzl W, K& (7 A Y »1~2.5mglkg/H) #HHEO—
ERORERI T, T KLU VEESC T T — 4 U EHESE OMIHI TR B oo 12 & OEN
H b,
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5. BRPRRELAE
WEBRT—2 1\ 75—
L (RANIARBEEICHESE TV RRICE T 2HAE 1. OEICRHE L7 2hse U3
REHGLEERLTH D, )

(2) BRER IR R

1) BER 5 e
Kﬁmm@&v?XE)/%%ﬁ%mwéﬁﬁkﬁﬁﬁkﬁ¥ﬁw’”Eﬁ%@ﬁm&gbﬁ
B, AREME - BETHICBV T, AFICERT % &5 2 bs BT UIHRHRE D R
A ﬁm&b%ﬂ'ﬁ“%}\@f ERIFThH T,

2) REHR5HER?
R A B 406112, AAI100mg X IT T A ¥V FEEE100mg s 7H B 5 L 7= 8 &5 i ikt
B ONCAERE AR B F- 1852 ARAI100mg XX 7 T v R 215 Ao 5 Li- —EEHRZ 0 2
F— =GR 21T o 72, LR ICE DR R A2 RT,
AFNC & 2 BRI EIIRIEICHARGEICD L, 77 RHLEBR L TCHLAEETRD S
IR DN T,

[ 72V VGESE
| APE ¥

#51HH #57HH

4
35

9 p=0.0002 00,037
15 _

1 p=0.009 p=0.006
0.5

0

WiFTE RS HES MR B FEE
RV-1 A#lvs REDBHIRBEFLE (n=40. 7EMEKS)

BREEIESE 2 a2 7 DFE (£SD)
w

7 AL VGTESE (1 5-810) [ 754K (#550)
mm 7 A6 VisEs: (5150 H) =l 751K (5 15H0H)

BRI 2 2 7 OFfE
O =N WA DN ® O

BV-2 X#&lvs TSRO BHREBRGLER (n=18, 15BMHKE)
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Q) AERICIRRAER
REER e L
[ TVL BEhREICRITDIHE 2. (2) & B4 2Bk DEES ]

(4) BB
1) AR
DA 11 TRERGHER
BB L

QLB ER
R ER e L

2) REMRER
FAVIZEITBERE (FREY VEGRTE100mg) OHIRZAEME
ARNOTHIREHEICBN T, BRENPBRFI I, SIEMBTT A X 0 FEAM AT GEJE F1 A3
2,739 Fk S 4L, T D 5 H 2,309 2FERH & T IE STV 8RO A K& & T Lz,
PR BH 4G IF O B OMERINERIZ B ME58.9% ., 7 M£40.6%. ~B10.5% T, FHIFn1365.4 =
113 CTh o7z (23~97i%) ., ERRFREF L, DIHFEFEREES2.9%, RNZEEMLMES0.8%,
—IEPERN R M58 1F24.1% T - 72,
AR, 2,73961D 5 B, AAlE ORFEERENGE ST RIER & HE S = EBNL 736

(RIEHZBLEERTH) Th V. AAIORHWERZELZ132.67% (73/2739) Th o7z,

BIVEH O ERINR TR L EREEN K H %< 2.81% (77/2739) T, W CIL/MR « g
MPEEA0.15% (4/2739) | FJF - KB REaEE230.07% (2/2739) Th-ol-, [EHEH®
R TVIL ZeatE (fEH EoES) (B3 2HE 8. FIEH I omES#]
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(5) B - REERIEGER
Prm /REET, SfEm Y A7 BEICB T - DILEA X2 NORIEEZH BISHEHE L
[ TV.IBEICETAHA 5. (7)) 2o oEEBME] . 72, APT (Antiplatelet Trialists'
Collaboration) ® A% 7} VU A (ATTORIH & 72 2 EESILFEMIL T, 1455888, BEEHKI10
JHERB]) 2BV T, Fuli/MREEIX, 65mAl & 65 Lh b, Bk & Lotk JraE#mE90mmHg
Al £ 90mmHgLL | FEIRIFE & FEFEIRIF O VT IUTIB W T H AN « LI E A X N IEZ AR

P L7z19),
32(4) 45(7) 37(4) 33(7)
<0.00001 <0.00001 <0.00001 <0.0001
” A=fin /R E R
# o 20% C=xtfRRE
R
PP
N
’»( w
by % 10061
g c
2
. 1934 P
= R 17537
(QRREY] (14. 3%)
<65
F#
1000AH1=Y @
RRT4 Yk
(BERE) 32(6) 41(7) 36(3) 38(12)
2p : <0.00001 <0.00001 <0.00001 <0.002
o A=fumn/D R A B
B 20% C=xtiRE
*®
=
Ny
’1< %
by '4“+'¢ 10%1
RS c| W ¢
2
. ALY 1451| [y 107
= 8421 5308
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(mmHg)

* DREZE, AR, S

V-3 HIU/MREEDR - DIEA R MIFEZIR GERHR)

(6) ;AmERIfE A

DEABERAE (—REAERAE. FEEABERE. FABELRRAE) .
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L
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V. BEICEI SIRE

(1) = Dith

DBME (BUERERE. FREHDE)  DHEE, EOMKOEREE (—A&MHKEmDFKE
(TIA) . NEEE) 2B T2 - ERBEOINGE . BEIR/ N1 /X (CABG) H 5L
ERETBIRMANT (PTCA) HEITERIZH TS M4E - ErERROINH
AHN e O 7 2 Y R 2 DT B REERARRBREGE L 0 . 7 A8 Y ol MRAERIZE
SLERODENLU T O LBV HERINTND,

1) RLEEREBFE K ORI E R OERFT TR LT A Y > 75~1,5600mg/ H Z 5 L= —
ERIBGABRE BN T, DHEERAER L OME RIECROAERE TR b
GHEA, A HEEET) 1419,

2) BAMELAREERE G LT A ) 756~326mg/ H 25 L7z “EEMRLEGBRE BN T,
TR AR AT RARK NMERIECROFERETRRD b GHEA, AR
NHAELETe) 5720,

3) LFFEEAAFEICH LT ALY 756~1,600mg/ H % #%5- L7 ~HERIEGREIZHV T,
TR AR AR AERK NMERIECROFERE T AR L GHEA, AR
SHEAZETe) 212D,

4) —EPEMEMEIE (TIA) | MAFROBEROMT 70— A LERH (S LT AL
~30~1,500mg/H PR LT CEEMEEEREBRE BT, N R ER AR I
FPRARR O CEORERIKTRRD bz GEAN, KRSV EEZ G Tr) 828385,

5) IR/ SA N2 (CABG) M O R E BIIRIE RN (PTCA) ®EZIIX LT AE Y
»50~1,500mg/ B %% 5 L 7= ~E MRS I8\ C, 2B, Bl ogEsAz
TR OFRAERELROFERIRT AR bive GMEA, AR EE ET) 3641,

APT (Antiplatelet Trialists' Collaboration) 134243 K& TNATT (Antithrombotic Trialists'
Collaboration) 2137 A B Y VDO HLMARKIEICET 2 =T v AOREEN 2 T2 By L L
T EBE IR TH D, 20024F IR S NZATT CIX A A Z & O304 ELLERSIL .
HARNDT — & 2512287 D BAEZ L HLBGABRpRE (BELBHI20GMER]) DA LT TV AN
Tz, ERMRELTITRT,

OFuin/MOgEL, DFEZERETE, S OFREZE, WA P SO TIABEE, R ZE R K OV

O OIMARIER Y A7 BEICBIT DM « DB A X2 b (LRREZE, MR ST EsE) o
FIE 7 A B IH Lz (U A7 Jb322%, fEAERRA22%, p<0.0001) .



ARICEYT S1EH

B Ry ROy toxpemmEn  AIHDE

EEET sy Tl R

DRI R - S A 1 25% (4)
AL 15 10p/o%s  1T0/96 L 30% (1)
et TIABECE: T R e - 22% (@)
A2 1) 7 167((,;{220)418 185(8;210)403 :._ 11%(3)
EOMORE Y X 1o 1692089 210880043 - 26% (3)
AE REERMEME ) 18y O0PPIII TO/BITI0 o 25% (2)
w T i ?

L Il H Il

s DRIEIE, RS, SR 0 05 10 15 20
R/MREENES  RM/MREESS D
SAHEIRp<0.0001
M 999% /55X A
D 959%fEHEmM

BV-4 £iESYRXVBECESITHMMREZDOR - DIMEA N MIFEHE

1000AHT-YDRRT 4w b
(1B#ERE) 36(5) 38(5) 36(6) 9(3) 22(3)
¥ABEE () 27 1 2 0.7 22

pfE : <0.0001 <0.0001 <0.0001 <0.0009 <0.0001

N
o

W /MR

RE)

]
=3
o

CDMEAANY FRER (%)
(+15

g

DEREE Ak i Z= e - fRiEE  Zofho
BEE DR TIAIE SfH 8YRY

* DA, WA, W
V-5 &iEEYRYBEIZHSITHRMMREEDR - DOEA X2 SMHIFIZHR
(FEXER)

@7 Ay roORERATICBE W, BIEHE (T5mg/H Kfu) . (KHE (75~150mg/H)
HEE R (160~325mg/H) . mHE (500~1,500mg/ H) DO4REME TRigt L 72 /55, BIK
FIBREZRSSHETIR, WM « DI A X b OFIEZ A B IHH L7,

(BIRTONRAL T ALY VAN EZEGT)

B DB R kB (%) s
FAEYLAE RBM * v Rt {EERR ARl
TFAEY VB paf:ic: ) T
L 1621/11215  1930/11236 ’
500-1500mg/ H 34 (1.5) (17.2) I 19% (3)
or 1526/13240  1963/13273 ; ,
160-325mg/H 19 (11.5) (14.8) L 26%(3)
L 366/3370 517/3406 P
75-150mg/ H 12 AT A = 329% (6)
. ‘ 316/1827 354/1828 o
< 75mg/H 3 (7.3 (19.4) i 13% (8)
i 3820/29652  4764/29743
B 65 (12.9) (16.0) i 23% @)
* DfHAEZE, MAsHh, g sE 1 I I |
0.5 1.0 15 2.0

TXEU/#Eé FRAE) NS B
SAESHRp<0. 0001
i 99%1{SHERMA
D 5% iEHERRA

®MVv-6 7FREYORERN K- DMEA N2 MIGIZIR



V. BEICEI SIRE

2) s (IBSIZ & S0 MmE

BEEZED)

TAEY COBMFIER T A repE a7 ) v (IVIG) OPFRBREIR. RIS

LTHMTH D Z &M,
BRIEAED A X T F 1) 2 AT X0 NEFE S LTV 5 44°60)

flL> 7 A &Y B A VN2 2 < O B BB B OMIE(E 2 (b Bk
LTIz i 7 B % 5

1) JEHREE I LT A Y 22t e B i 12 1330~50mg/kg/ H
(& O AEFE | mbfwmw%$&XiTXE)/$@$$%@m> fE B I
Sme/kel H % . U= SRS 300 C . EBIIRNEE %6 4 ﬁfém%w%@mﬁen%uw
£V-1 JBEICETF 37 REY U EMREER UIVIGH FEE QR E0
IRBE R H HHEE
o BPTEIIRATRIETIAE | gy B R
e GEFIED TR Bk (H) (H)
TR — LR
7AE D > (ASA) 0/58 0/58
(58451 (0%) (0%) 6.7£16™ 1 | 11.0£3.6™ T
ASA+IVIG 2g/kg X1H 1/72* 2172 - "
(72f51) (1.4%) (2.8%) 7.5:1.8 13.1+6.0
ASA+IVIG 400mg/kg X 5 H 7173 4/73
(73451 (9.6%) (5.6%) 9.25.2 15.97.2
*F5 )RR BE 5 40203451
Btk TREOR 27 ) SEH U FORBILT % E ) (ASA) SRS . 458 L5 Bl ASA & IVIGHH

BIE L L, IVIGOEH 51E132g/kg X 1 H £ 400mg/kg X 5 B IZMAEZAI 2B 1T 7=,
ASAD & : Z2VEIA R 30mg/kg/ B . 42 bmg/kg/H (431)
* 2 p<0.05, **:p<0.01, ***:p<0.001 (ASA+IVIG 400mg/kg X 5 H & & D LL#K)

T : p<0.05 (ASA+IVIG 2g/kg X 1 H B & D)

(%)

FHORO7

1) AmEkE 12,000/mm3LL
2) I/ IMREL 35 X 104/mm3ATi
3) CRP: 3+LLk

4) ~~ 7 Vv b 35%A

5) M7V 7 2 3.5g/dLAT

6) 4Fifin 125 ALLF

7 M 5

LETHHEO 9 G4 B L (Bl O REME) 2. 9% H ANz L7z

ERAR

AICIVIGOD s &



VI. EMNEEICEAT HIEHR

1. EEZFMICHEHLIILEPXITILEYE
FTIEYDUREAN (7 nE K7 UARRE, T/ nEUUIERE,. 7T A7 LU
Fh 7L ual
RS — )

Ty AE—
HE  BEDH LB DNEE « 2IRFIL, BOBEBTRLEZZRT L2 L,

2. EBER
(1) YEFSRML - 1EF%RF
1) /M e A
O oy oFx5r—EHEEER

FRAEY VOFELGEEZMERIE. o204 F245F—E1 (COX1) ZHEETHI LIS
£BHEDT, M/MRIZE T HCOX-1TEEEAIZIM/MEAABZEBERTE LR =H. R
W TH 56169,
voatx b =YL, 74 VYV A LELTCOX-1LUCOX-223 BT 5b, COX-1
IIHRERRUEERE CThH Y | COX-2IFRIESUSITARE L THRET 2FFEERTH L, 7TAE Y &
I, FIZCOX-1ZANAIWIICILET 2R T, o> 7 oA 7 —BIEK L i L, §F
BHTHD, TOHFIL, COX-10530% (COX-2TIE516%) D&Y v EkAEZTNENT
tFUlE GEAERE) 7528128k,
T AV OIM/MIIZ T D COX-TBLEMERIT AR A TH 543, MEHER TIZCOX- 1D
BN TOND T2, TaAZY A7) v (PGle) A RBHEVE T T C L ER ) <0
WZEHET %,
B, R TH LY ) FABITICOX-1%2HE LRV,

A EE
RARY S—X
g
vouxFvrr—+

TAEY v ;

IURRUAFUR ] [ vra~ LA FUF

TaRE TV . O
PGDé PGE: 7"1::115;2;7‘) /1 IU/T;Z#/ [=Z =18k 7 tFU#VﬂEHﬁ@]
PGF2a ™ \.
GBIEME) (i & ) (i)
TACN ALK BV atxv 7 —EREERZ7R LT\,

RVI-1 2904 FI5F—ERBRVIRF T T—ERBENT S
735 % FUBAHOEBE.

EFL S F -




VI. EMNEEICEAT HIEHR

QTXAE R EEER DERMK
BER WIS 7 e X 7 F—EB 2 HEMRTE WO T, /MR T Z OFERIENE
MARFARNCRE SN D & 7T AE Y COERATER & IEBE%R 72 < FEBR K H T o i/ Mo
Fay (7~10H) HWIRHFHESNTWD Z & s, EBIITH7- i/ MG S D 7=
D, TRV roEGERPIEIAE ZOERIIEET S, —F. BEERRoNERRITY
AV VIRBHRTHLY /A X U T—BEAFOEAT DL ENTE D720, PGLARKIT
[ 3% 6369,
T AE YV OIEEEIRYEIC OV TIE, BIREEE W 2in vivo B CHIER ST\ 5, 7
ZNZT AE ) CGEMERIE] (FAMERER) 100mgZz 1H 1A, 1EMKERO&ES L, 245
% D I/ REEEE RN NI TXAe X PG A e EZ AT LT & 2 A, 77X RV RY U A
(1.65mM) T & 2 I/ IMREEEEITSERITENE] S, 2 OB M/ B AR S 15 TXAz & X
B H-AMEIZHE~SK910% 2 F Tl LA EISHHl S 4u7=23, REIRICE T 2 PG 34I60%F2
JEE TORTIEE D A ERIHENIA DAV )N > 7266),

RVI-1 FREY DO TRITHEIT S M/MESE I TRIZTXAE FBEE1E 6o

. [ — = s 77X N
AR (1) 25—y e
3.1u g/mL 6.3 1 g/mL 1.65mM
571 #51% 571 & 5-1% & 5-Hii & 51%
s MREESR L 68+2 N 80+3 . 3+1
(% at 5min.) 6310 (p=0.63) 834 (p=0.61) 696 (p=0.001)
TXAPEA &= 19*+1 607 57+14
+ + +
(pg/106 platelet) pT-12 (p=0.05) 24337 (p=0.02) 5365117 (p=0.03)
HFEYE (R ADP 7T RLFY
4 M 100 M 10 M
571 #51% 571 & 51% & 5-Hii & 5-1%
1/ RS 4 32+8 . 77+3
(% at 5min.) 3313 (p=0.97) 786 (p=0.79) 0 0
TXAEEAE & 0.9+0.3 0.7£0.2
+ +
(pg/106 platelet) not tested not tested 1.9£0.4 (p=0.07) 1.7+0.5 (p=0.09)
CEE AR HERR 2 n=4)
£RVI-2 FREUDDOTRIZETBHKREARPCLERIZRIT T 52 E®
f R T AR Y G
PGIPEA: ™ N 0.95+0.20
(ng/disc) 1.66-0.28 (p=0.07)

CPEfiE £ R HE#E, n=d) | *PGF1 R& LCHIE
2) FREL - URIESFR

T ALY ANICOXEPHEL, uRE TP OFEAZIEITHZ L2k FIRIEMEM.
EEVER ., BRIERZRET 5 & STV 560,



VI. EMNEEICEAT HIEHR

(2) N ZE AT B RERAE
1) fn /M4
Q7 T/ o) VBRUVIS—F UFRMNMUREICT 5/EA
KA (7 AEY VIAEEI00mE) K ONT A B U VA EE300medE & H A M HEEER A 5 761
(22~295%) (ZHFAZEMERE (FRTIRFER) /K100mL & & HICH IR D& G LT,

cTT U U (ADP) 102 M, 27— 1Kk 02 ug/mLIZ XV ER S0
IMRIBEE DWW DN T b, AFIER 56 # 1 E R RIT R R & 2o 7=,
« 3T — 7 VBRI IR X L C. ARFNTH SIRFR 2SI ER 2R~ Lz,

ADP 1M ADP 24 M
80 80
60 60
40
40
25 S0
# 0 /T/l # 20 1
& &
& -40 g -40
# 60 * -60
® g ® g0
-100 -100
-120 -120
A4 . -140 4 - —
0 2 4 6 8 10 12 14 16 18 20 22 2 0 2 4 6 8 10 12 14 16 18 20 22 24
B 5-%mM (h) 5 %M (h)
aA5—7v 1ugmt 25—4 2ugil.

FEMIDHIE (%)

R (%)

|

-40 +

0 2 4 6 8 10 12 14 16 18 20 22 24 0 2 4 6 8 10-12 14 16 18 20 22 24
#5 &M (h) 5% (h)

CE¥fE =S8R, n=6 ; @ : 100mg, O : 300mg)

FVI-2 ADP1RU2uM, 25— 1RU2ugmLICk YFERS -/ REESEIC
95T RAE Y UEEBEEE100mgR 300mgtk 5 kDR R IIHI R DHR




VI. EMNEEICEAT HIEHR

@7 RE ) UigiBstE & FRROPM/NRER QBRI HEFE
AR LR 60 (22~3Tik) ZXRIC, 7 A Y #EEE650mg Kk OIHIREE650mg & 22 i
FEHEIRR O#5 LTz, (RERTONRA T A Y kG &)

WO RBIEZFRE L-BATYH, /MRS 7 a4 7 —PIEMEIT95%L FIRE S

7~
s /MR 7 v A xS —BIEEOEIX, IR SER 5 RH I ER BB B, B 5-4RF%
MNHERD BT,

« BRER G TR G450 B I EFETEMEN i KIC /e o 7o DIZXF LT, IHESE ClIi 5-100F

MR K E LT,

'&5% I aAd X —BIERILERICEE L, BESE. BEOWTILL R G5%T
(3% 5-m1D80~90% F TlalE Lto

—t
e o] [
& 8 8 8
T T T ¥
ot

TXB:2PGD2DABKE (%)
CHEERE 1002 5)
S
S

3

e Y : L L L ' L ! I

246810 24 2 3 4 5 6 7 8
b ] HE

0

(FBHER D> 7 v A% 27— BG5OSR LR ERE . n=6)

BVI-3 7RE »&RiE650mgE ERFERRE L-Fof/Mri o 0
TX T —EEROER

|

2463810
‘-———-H#F‘EJ———’

(BEERIOY 7 n A ¥ ) — %Z/i%f% XY B MR VE O S fE H R AERR ZE . n=4)

EVI-4 7 REYUBERE50mgE EIIEERS L BO MRS Y
O 35 F—EEEOKER

100

©
O

[=2)
O

'S
O

5]
O

TXB::PGDDA K (%)
(XTHBEE100E 3 5)

0




VI. EMNEEICEAT HIEHR

@B-torRTOT) DEQOHBMRUVEEEEEEYE(C & S M/MMRESEICX T IER®
fERE B PERRE 1061 (50~6Tik. FH605%) (ZxfL. 7 ALY VIHEEESOmg, 250mg K& T
1000mg % HERE O 5 Lz GEEMREBIEAL vm 24— "—1E) . (K TONLTAE
U UGB E A B Te)

- fIEPTXBalt, WFHOEERICBWT G54 2482 h - 0 HAEICIK T L7z,
/RSO B-ba R Uy (B-TG) | M/IWGEH4K T (PF-4) OFgkix, Wi
NOFEEIZEB DT LG %7202 0 A B S iz,

- T 7F RUBEImM, 77 /v Y U (ADP) 1p M, 7 R U 0.1mMIZ L V75
ST M/ IMRBEE SO, W OBEEICBWTH EHZ 2RO FREIC, 2
SHEBEERFICIHE &N, TOHRTHT 7% RUBRIC L B M/IMUBER SN S - & b 5f
<Pl &g,

- Simplateit THIMFEH OIER: 2 MGt L72fES, 1000mg i G- R 380 T 544 24l & C
BHRNCHRTHERIEENA LA, 50mg. 250mgD &% 5 Cix H I D iE & (3=
SENiemotz, (KIETONRALT A VKRN HEEZET)

300

100

0 T T T T T
0 8 24 72 168
B (h)
CELIE YR, n=10; a: p<0.01, c: AEL ; A : 50mg. o : 250mg. e : 1000mg)

HVI-5 7RE VG AfES0mg. 250mgKk U1000mgZ EEE S L =B o miEs
TXBD#EFFHIHETS

100
80 40
2 a
g E
B 604 ~ 304
£ E,
O] a 3
£ 40 B 90
[e)
- // o)
O T T T T 0 T T T T T
0 8 24 72 168 0 8 24 72 168

B (h) w5 (h)
CEYE R, n=10;a: p<0.01, c: AE#2L ; A : 50mg. o : 250mg, e : 1000mg)

HVI-6 7RE'Y UEEEGESOMg, 250mg K U1000mg % B E#% 5 L -FEo m A



AY
"

VI. EEE(CEAT HIEHE

TIE AR

100

50 1

100 -

BHEPER (%)

100 -

RER (h)
B-TGRUPF-AD#RHRIHETE

CEYE %R, n=10; a : p<0.01, b : p<0.05, c: HEZ=7:L ; A : 50mg, o : 250mg. e : 1000mg)

MVI-7 7REY VEEEEES0mMg. 250mgKk U 1000mgZ BE% 5 L -RDEEHE
AEMEI(C & S M/MRESRINE RO ZRHER

a a a
b a "a a "a a B 50mg
[J 1000mg
X
T L
= 50
&
g
c
| —
c ¢
/i
0
8 24 72 168 (B¥FE)

CELE+ ¥ RZ2E, n=10; a : p<0.01, b : p<0.05, c: AEAERL)

F®VI-8 7RE UBAE50mg. 250mgk 11000mg% BE%S L=-BO7 5+ R
VBRIZ K Y FHE I M/MRESEINH EORRFMHER I IR 5 2R R



VI.

P

EMEE(CET RIER

RVI-3 FARE UEEEHES50mg. 250mgK A1000mg % B[RS L F=FF 0 t i B D #E B i
P

ISR () T A Ui G- & (mg)
50 250 1,000
e o] 4.6+0.6 4.5+0.7 4.8+0.6
P 5.1 8IRsfA] B 4.7+0.5 4.8+0.2 9.5+2.0b
245 H 4.5+0.6 52+1.3 7.0£1.9
T215¢fH H 4.9+0.4 4.3+0.5 5.5+0.7
168HF# H 4.6+0.5 4.7+0.4 4.3+0.8

CE¥IME £ AEHER ., n=10 ; b : p<0.05)

@REHRSHEORIU/NMRIERY
e BAEMBRE TH] (19~415%) IZH LT, TAE Y U GRMERA] (IratEEER) 80mg* &
1A 1A, FARIRERRNICTHBRER QS Lz, AR TONRL T ALY VRGN HE)
- MEH OTXBel FE IR IR T L, 4 A& 5%ICI390% %2 8 2 21K T 23580 bz,
T 7F% RUEE (AA) ImME N2 T —4 01 pg/mLiZ K0 E5 S vz /MR KON T 7
=0 Ul (ATP) EBERIZE 2Tl S 7z,

400
300
2001:
100}

300 W

oo
fo=l
<

I~
1234567 24

1004 FRER AR (FFRY)

i TXB: (ng/mL)

1 2 3 4 5
RERHAR (H)
7 AEY LA
(107 REY U4 A LT MR OEROMEBITLA A O A AT,
FRET AV U FEEESOmg & Al — DR E I 5 LB oHEB 2o~ d, )
KVI-9 7REY VEGAMSEEISOMmg 1H1E., 7HEREXRSHE SO MEFRTXB,
=E DRI



\e,
"

ENEEICREIT HIEH

ATPRHL
100 BB 393
AA
o BTH 028
:gm [ Bl PRl 223
¥
=
f& \?ou
TR oo
wor 15 AR <
¥T# o7
oM./ 108/
5Conr
|
O

(THIHFORER ; AA: 77 F R E1ImM, 1 Coll, 5Coll : =7 —4 > 1pug/mL, 5ug/mL)

BVI-10 7REY UEEAMRKGOMg 181, 7THMRERSRABAITRUETED
/SR RE & ATP iz Rt

OIBFEEEIZH T HM/MRER
FIE% 1 H A UL ERE U7z )G R BB 41512k LT A Y »1~50mglkg/ H 2 B¢ 5- L7z,
TR, TAEY v OREEICEBRRIZEAEDEFT, T R+, ADPEXU=
— 7 EHEOIFINE NI ER ha AR B (TXB2) fEOK FABEINTZHOD,
2.5mg/kg/ H LL T O# 5B TrE—BIC sl 838 SR VERIDMFEE L7270, 723, AFID
TRER OHEICEET 23FE] ik, DIRHEOIRFICB W T, KA R TIE+47e i/ MR
BERE D] 25388 %hfxu\b%é%&pét&) WHE, M/REEROIEELZETHZ &, |

LEE L TWA
(7 ELFY ST (ADPFESE2 W) (ADPSESE10 1)
/RS EE /MRS EE MMRSESEEE
% % %
100 " 100 100

i HHH

Uymente 0 10 520251 UhEsms0 30 10 520251  C #E5®s0 %0 10 525201
TAEY U5 meg/ke/B TAEY RS meg/ke/B TAEY U5 meg/ke/B
(35— U5%2 5ug/ml) (Hn#% R TXBfE) (M 4% th6-keto-PGF 1o fif)
pe/mL
z00p ¢
/RS A 3 L
% pg/ml
00 - 1000 g/
N
80 i i 800 400
60 \ . : 600 300 1
’ \\ N I i { )
40 \ LU 2ol 1 . [
2 \ . - 200 100, %L B % i
s B D e e e YL
O @5850 %0 10 5202651 JFRS5HE0 30 10 52025 OymEr50 0 10 52025
TREY U5 mg/ke/B FREY L REE mg/ke/B FREY U5 mg/ke/B

HVI-11 JIEROFERREERDBEICE T457AEY Y ofmul/MrER

(3) #e P FETBER - H5GREER
Rk L



VI. EYEREICET HIER

1. MAREDHR
(D e LA RIRE
T AE Y OF/MRER & R AHBEMEI3EE D & 7 166.68,71-75),
[VIL SEPEhReIC B9 S H A 4. WIL) OHESM

() ERRERABR CTHRIN-MPRE
DEEZSHFOmLMFRED

AAR R A B 1661 (22~295%) (ZAAI100mg (100mgEl8E) K ONT A BV VIGIREE
300mg (300mghE16E) % FHizEfgi; (FAT9FtE) /K100mL & & b ICHERR OG- Lz,
RIFLTICRTERBY ThoTz,
RELIE (7T AEY ) DOCmaxX CAUCITH EITIFIEHBI L TEM L7283, tmax. tred Y
MRTIZIFZE IR O Lo T2,
REH OV Y FIOVER L OV Y FOVRERIX, 100mgHe 5-BF I 135% 5-4. 5[ % & V4. T5REM 12,
300mg ¢ H5-RFIZ 1L 5-5. 25 [l 74 S OB TBIF[ZIC, 7 A Y K R T ComaxlZEE L T2,
Z DO IMAEPRERERIIREMA LV E <. Cuax X CAUCITH BITIZIFE LB L CHII L 7=,

RVI-1 HERSHOEVBEFH/NNSA—F

?—XLL?‘E *%'f[ﬁﬂg/ Cmax Cmax,norm tmax AUC AUCnorm tue MRT
Bkt [ug/lL] | [g/L] [h] [ug-h/L] | [g-W/L] | [h] [h]
] 4553 4.00 542.2 3122 | 044 | 295
] Y
TAEVS N (953 | 221 | (1050 (1.91) (1.89) | (1.35) | (1.93)
| 63014 450 24843 | 18657 | 2.03 | 5.56
1 o)
100mg | ¥V FAEE | (1ag) | 47321 (1060 (1.40) 1.39) | 1.19) | (1.56)
N 1988 | Lo 475 24854 | 13207 | 242 | 6.33
TRI% (1.65) ) (2.0-6.0) (1.49) (1.50) (1.22) | (1.53)
. 1839.6 450 20540 | 3909 | 041 | 451
] N
TAEVS A g0 | P01 | woso | a7 | 116 | 1Lss) | 1.12)
| 152101 5.5 84249 | 20912 | 221 | 820
1 o)
300mg | YT/ | a0 | 37755 | (508 0) (1.40) 1.37) | 1.15) | (1.14)
HUFL 12785 | o0 5.75 95594 | 16791 | 3815 | 9.50
PR (1.44) : (5.0-8.0) (1.28) 127 | 117 | (1138

Crmax 1 I MLHHRE . Cmaxnorm 1 RE Y Y D58 (mglkg) THEAE(L L 72 Cmaxy tmax * 35 5 ML 9 B EERE ]
AUC : i rpfe BE R R i T A, AUChomn @ E Y D OG-8 (mg/kg) TIEHE(L L72AUC, tye @ 801,
MRT : V-2 AP i B B ]

(Cmax. AUC, tuz. MRT : (i P CRATERER ) | tmax @ HPRAE (/M — FRKMH) . n=6)



VI. EYEREICET HIER

T A VI SE100mgt 5-FF
10000

—
(=3
(=3
S

100
-7 At v
—O— YU FIVER

AP EE (e g/L)

—
S

--@- U FVIREE
S AR S (TREHE (R 2
n=6

S S R S B R IS TR TRVt
51 (hr)

T AN ¥ HE300mg i 5K
100000

10000

=

oo

Z 1000

i

=

T 100 -7 XY

#® —O— U FLHE

0 @ ) FL IR
T V-2 (1 8 (e e 3
n=6

I R R R S R B R R I TR TR
1% 5-#% ¢ (hr)
RVI-1 miEhRERE (FREY YY) RUKREY

(U FILBEUTY ) FILRE) REHR

2) RIEVSFOMTHRE™
B (22~45m%) KOVERD (65~TTir%) OREFERN B G246 CAFH 1. HF k1. &k
BT, @i, &6fl) AR ELTT A Y VIBAEE300me & 1 H 1EIEI A% 127 B R IE
b Ui, BFEEROEBEONTIICE O THKERGIC L 2RYEEEN T A —2 Dk
TIFRD LR 5T,

RVI-2 EERVEHBERRAIZETS7TEMRERSHEDOY ) FILEROEYERERFH/NS A
—4

o Cmax tmax AUCO-24 t1/2
AR Sl [me/L] [h] [mg-h/L] [h]
LHH 16.7 5.0 86.6 2.5

N e (5.7-25.3) (3.0-12.0) (62.4-103.4) (2.3-8.8)
7H B 16.0 5.5 90.1 2.4

(12.8-21.2) (4.0-8.0) (72.2-103.8) (2.0-3.1)
LHH 15.4 4.0 59.9 1.7

PPTES (11.7-17.7) (4.0-6.0) (49.5-83.9) (1.3-2.4)
7H B 15.4 5.0 55.2 1.8

(5.9-19.2) (5.0-8.0) (40.8-83.3) (1.6-2.9)
LHH 17.0 6.0 91.7 3.0

T (6.3-26.8) (3.0-11.0) (65.7-140.6) (1.8-5.6)
7H B 21.6 5.0 107.9 2.1

(18.6-26.9) (4.0-6.0) (98.9-148.0) (1.9-2.7)
1HH 25.9 5.0 116.6 2.2

Py (18.0-34.3) (3.0-7.0) (93.8-150.8) (1.9-2.7)
7H B 24.6 5.5 116.7 2.0

(21.1-31.8) (3.0-7.0) (108.3-148.0) (1.7-2.7)

HRAE (e ME— R R fE) | n=6



VI.L EYEREICET HIER

(3) i
T A AL U FOVERRE 23300 1 g/mLEL b TR £ 2 37,
(EEHE) (8l )
1,000
900 B - RSEER S
800 — IDERIBRER
= GES
£ 700 B BREE
=%
# 600 RBHET & F—U R
g
& 500 R LA O — SR -
n THEZ—
= 400 . ;
iy MBI (V0 AR 5K)
& g0 [UovTR LI
= © e
00 [AEEDR HiE & HFEL, HE
100 § sammE LSRR K
BEHR FREY Y - P LILE—

0— - m/MRERSEREHNH 5 E

KVI-2 M4 ) FILEREE ZOMR. BIERDOHEE

4)BE - fREOZE
EVBEICHT IREOEZED
fREFER N B 7-861 (21~255%) ZXfHRE L TT ALY VIBRFEL1000mg* % 22 fE 1 K V& 5
(N2, NE— A1), F—RX28) FAI0mLE O a—t — 1) OEFZICENEI
BeH LTz, (AR TONALTAE Y VKGN E)
T AE Y VIGEEERGHOMEER Y FARRREHS T, RBREGICIVEEL, #5108
% £ CTITEMERR 5% I U TR o 72, 7T AE Y VIBRED BRZEGRICEED b
TR E DK T I EANAPEHEEROBIEIC L2 b0 E 2 5N, L, REBIEE
BICABEITRD» S22 800, RRNEIITE DWW ERNRE Sz, T72bb, 7
AV UNGTESEIX— N B 1 B G- RIS IR 28 i 45 5L b~ TR R B HERS LB IE 3 3R
NHEDOD, NAFTNA TV T 0 DIRTIE eV EHEEINT,

roTEE
o fiik

= o3t

=)

= 02k

g

=2

w 01f

=

0 1 2 3 4 5 6 7 8 9 10
K8 (hr)
CEEIfE AR n=8)

XKVI-3 miEds 1) FILERIRED LR



VI. EYHREICEAT HIEE

RVI-3 48K RIRRPY ) FILELEHEM 8 D LA

ZefE R 5. BE%EG
Sy 959 878
FEAERR 75 28 58

(mg7 AV Y V&L L THER)

2. EVRER/INTA—4
() &A%
LRk L

(2) VR B FE S 48
gk L

(3) SR E
BB L

BHoIVT7I32RA
TAEY o RREER R L

(%)

YUFILBEDI I TR
TV FABOE 7 VT 7 ZFRpHIZK & <HKAF L, {KpH TIE5% A CTh 54, pH>6.5
TIX80%LL BIC72 %, BRI DEANC L > CTRpHEZ EH-SW 5 &, RP oA AL AH Y F
JVERISEEINT 5 3, meﬁciofﬁwWéné®i YTHITH 71980 FER L LT
T U FARORFPYEESIEINT 5, JROT I VAT &R G OWLE FEETH D,

(5) AT
Rk L

(%)
AR S RSB 27 AU & U FOBO AL TEISZELEICET L, ZEhiniux

pHEBEEIIKIFET D, Lo T, RV pHTIZY U FLBRIT AR L8 — F X v MCERET
60

YU FABOSAEBIIHEIETET 5, FHEZ®RE LGS, OAAHEIIN0.2L/KkeTH 5,
T, 80% 70 5H90% E V) MW E AMEA DD TH Y . oL EICHas 25 = &%
KL TW5, mAE (PHE) Tk, MEEAERKENED L, TofE, HikEag~
FEADEIN L TN A DS EEINT 5 720 oA AR I350.5Lkg 2 B 94-2 77,

(6) T DA
RN



VI

EWMEREICHAT SHE

3. B&H (REaL—Lav) @

(1) T A%
AHK (BIAEEE100mgsE) 15E& SO T GHEME) I ToEEY ThHo,

7 AEY o 1.58ht
B U FILER : 0.34h1

(%)
MR EE300mghE 15ER G- R OVHISHE EE FHEME) ZLLTo &RV ThH S,

7AEY 0 1.69h1
B U FLfE 2 0.31h?

(2185 A — S EHER
BB L

- BRI
WIS = /NG 5B
TAEY COFEFRZTHLH + HBREGLH ML, 7 A Y A H R BT S
LI Lo THIEE D S D RFTRIEIEN 23 EZE 2RI TH 580,
AFIOFIZIE, BREIZ O 2t/ MWoRiEoR, BRAMLm ESE 5 A THEESL LT
o LIEBoT, AEHDTHLT A Y VIFE Tl Sz, /MMeicE L Tld TR
SNd, 7AEY UGEEEEZ W TESE TR~ 7 AU CORIUIKIBER IR L EN S,

rie L FP e R ) R ]

40~4&%% (IR HE100~300mgZE i FF B [A] 52 5-)

RNAFT_ATEY T 4
BaiE & REDHEHNALATRASEY T 4

7xﬁuy%%ﬁ@\%ﬁmﬁﬁémﬁmﬂ4ﬁ7x4ﬁHU?4%@%¢%H%?\EA
TR AN 1-2401 (19~395%) Z xR E LTT A Y UIBAREL OFERE (EbIZ A -

A AR D 100mgsE % O'800mghE & 15E% 7 1 A4 — "—JRIZ X b ZhZE e @ﬁa@
BO#E LT,

TAEY VIGIREER GHZ DT AU UIRE Dtnaxl$3.43~4.01FF TH Y . FEHED0.55~0.58
WERC e U CHBAE L7223, tipl I MK CEITRRD DL oo, Fio. IBIREER 51
OMRTIIHEFEH G LD AR L TEY . ZIUIARFINE TRIETH D72 DI E R
AR L sickbbn B2, 7TAEY VIBREEL00mg D FEEIT KT 2 %Y
NAFTTRAZEY T LIET A CEEELE LELEAITM4.7% THY . U F AT
9ﬂm1%ot_&;b\%mm_iéﬂ4ﬁ7«47t)74mﬁ% FEAERNT &
DR ST,



=

"

"

MENREICRE I HIEH

3% i E (mg/L)

100mg 1% 50 ——— T F LY UTF IR 300mg#% 5.8 ——— T L FLFUT LR

- - @ - TEFASUFLEBBER - @ - TEFAYUT LR
——— T ILE R 100 ——— YUTLE-RR
0 = . O - HUFLE-IEER == O - HUFLECIREE
MEITIE SARERE, n=2
10 E
Y L
@
£
'R
a
o N
"
|
01
0. 001
0 2 4 6 8 10 12 0 2 4 6 8 10
H5%EER (h) & 54850 (h)

RVI-4 BAERBRABFIZETET7AEY VBBRERUVREERR

HEBEESHOMBERT7RAEY D RUY Y FILBRED LR

RVI-4 BABERBRABFICESS7RAEY VBERRVRRZEERERKRSROMEST

AEY VERUH Y FIVERDEYMBEZHINS A —F DR

& Lj—!-‘ % @ﬁ” ﬁeg'ﬂ:ﬁ:/ Cmax Cmax,norm tmax AUC AUCnorm tie MRT frel
ft@# | (mg/L) | [kg/L] | [h] | [mg-WL] | [kg-WL] | [h] | [h] | [%]
. TAEY 2.03 1.48 3.43 2.46 1.80 0.37 | 3.86 94.7
Pt sie .
100 WU FIUEE 4.74 4.53 4.22 20.50 19.57 2.17 | 6.57 97.0
m.
& S TAEY 2.53 1.85 0.58 2.60 1.90 0.38 | 1.08
SRE
+ U FRE 5.67 5.41 1.21 21.15 20.18 2.02 | 351
. TAEY 3.77 0.91 4.01 6.34 1.54 0.43 | 4.55 73.5
Pt sie .
300 WU FOUEE 13.21 4.18 5.27 76.20 24.14 264 | 831 93.4
m.
& S TAEY 8.54 2.09 0.55 8.62 2.10 0.34 | 0.96
SR
+ U FEE 17.80 5.66 1.47 81.63 25.97 2.14 | 3.99

RATIEE, n=24 frel : X NA T XA T Y 7 ¢

TRIE T BERNA T T RA S E YT 4 RUHRIU/MRER

TACY UIEEEEE 7 2SR O BRER G L Ra . RERE (TR 2) O oA
FTRA TN T IR REOK20% TH 5820, FUl/IMHERIZRO b D, 7AE Y
VIBtERE (KA Z2100~300mgt 5 L7 a ., RIEMAIZT A Y PRE 2 JIE TE 72
WA T b I/ MREEE A BRE T 579,

ZOBGE, TAEY) URRFERT LEIC, Y utx v —¥E T BF L LT
LZONFRRTH D, 2F 0 M/MUE, PREERF T ALY VZBEEINDR, 2O’
/RO 7 vt 7 —BHEICIFE A EOREIET A URHEIND -0,
KM OT7AEY VRBENELIBDT D ENEESND, DD, KMMmENE
fificks sy 7atXrrr—BidtaicllEsnd, Yaxz24 42770 (PGl) @
PEEICHEVEELRNEEZZ D 5H66880, 7 XY v aFui/MEAl & LT 5354,
TAEY UNEHITREIND BT, TAE Y VBESEIIRN RIS 7 v A
XA —PEHEL, 2 TR RE T UAREIZEAETEI LW, BIVEH
DI DI2ND LB Z 5 5H6682:86)



VI. EYHREICEAT HIEE

kil
(1) i — i BE P98 58 1
I V) 87

(2) I i&E—RRAERAFT @B 1%
BATIED 1 89

(3) Fit ~DHBITH
BT 8900

(4) R~ DT
BATiE&H 0 8D

B) Z DB~ DEBITHE
BEHINE, MEHR, REWPEH P ICRAT S 59192,

(6) MIREAHS
80~90%77,93)

6. {t#
(1) R BIERLL K R BHERR
FEHEROL « Tk

COOH

OCOCH3
Aspirin (Acetylsalicylic acid)

CO HO- -COOH
OH -OH
acid

Gentisic acid

@ C0-0-CsHsOs @
Salicylic acyl alicylic
glucuronide / *
-COOH
—0-CsH90s -OH
ic Salicy!
e .

Gentisuric acid

CONHCHzCOOH HO- @— CONHCH2COOH

~CONHCH2COOH ~ CONJUG-0-— @-CONHCHchOH

—-0-CONJUG* —-0-COHJUG*
Salicyluric acid conjugate Gentisuric acid conjugate
“BRERA XL ooV giad

ERZEITHET7RAEY UOHEE R BHRIK

QKRB E5T28EF (CYPE) OnFE. F5F
MR L

Q) WEEBHNRDEERVZDEE

| EIRERREE Fol))
50~ 80% > g oD #5138 250 5 L AV LARTZ IR 53 fif S 40 2 75.82,95)



VI. EYEREICET HIER

10.

4 KEYDOEHEOEERVEEL., FELE
T A o OREE. TS B R AR (3 N T174)

(%)
R&$O—ETh L7 TV U BITRBSIEIER 2 H 3 59,

- i

FR FR ittt 99)
TAE Y ATFERITAF S . REEITHRE S ey, B TIRERIRNEE & JRATE 55

WXV IRTPICHRES D,

e LR
AR L

Pttt 32

A A AR A 5B 1-6B1IZAAI100mg e VT A B U IIASES00mg & ZEJERF Hi R 5 L7 & & |
P 5% 240 £ TICBE G- BO RIS Y U FOUEEE & L CRPICHEIE S, BEHEICHT 5%
5% 240 0 Ji vh B AEHEIE2R13.90.29% (86.76~94.83)  [HMTFHME (/M —HRRME) . LA
TRUT] }169.03% (26.27~87.56) Th -7,

AR EOT A Y U ERGEOEAE, FERHBYTHLH Y FAEBMIT, 7 UEAeEk (YT
VIREE  KITB%) . v a UERRAIR (F95~10%) . MONERED U FUER (]910%) L LT
JRHUCHEH & 597,

(%)
YU FARRITT VT ) VR THEEDMIEEE S, BRMEIR THIH & 412 7980

S U RKR—2—IZBET B1EH
MEER L

. BRFEICELSBRER

TAEY COWMEHRGICI > TH Y FBRIC X D EERRBERERS B LHE, BIEET,
MEENTENFNTH D,

(1) FEELEHT © 45~90mL/min9%)

(2) IM#ZENT : 35~100mL/min98.99

(3) EFEEMPKEN : 81mL/min®?

BHEDNDERZATHESE

SEEICH T HEYEIRE
FEE O RERERY N B 126 (B, Lr56f) 127 A Y VIGEEFES00mg & 1 H 1EFI A% IZTH
MR G LB DY U FVEE O FEMENRELH) X T A — X IIE B G X D EBTRD 5T,
ERE BT HEFEFFERICAF OEREE TR Doz, £lo, KERGEIGERE D
ETREDERT A—2Z1F, WIhb &g & EHEETOMICKREREIT RS, TAEY VIHE
BE$E 514 OIEENRBIZIIINES 2L O REREITRNbDEZ X b,



VI. EYEREICET HIER

11. 0
(%)
T A CREHE A 100~300mgit 5 L7255, TEMEE O U T URE O R R 1E2.0
~22HCTH oz, TAY) U EEAERE LGS, U FABROYERMITERE L, 1g& 5
TH5~6H], 10gT0H T&H 577,



. &% (ERLOIESF) ICETLEE

ERABEFNDER
EIN TV

R D@

2. ERRBREZDER

B2 (ROBHICFZELLENI L)

1 ERB DRy XY Y F RN LIBBUE OB O & % B

2 MIEMEBIEOH D BE [TuR¥ 7T 0 D UoASERMEERIC XY B oMk &N ED
L. eSSBS 2035, 1 [9.1.1, 11.1. 75H)

2.3 HifEm o d 5 8E U/ MWHEREENEZ2 2R d 5700, HilEmzhET 58%
b5, 1 [9.1.3, 11.1.28M1]

2.4 AV Y UMEE GEAT uA PN EHEISIC L DM BRIEOHER) LT OBEED
bHEE [HERT7TACY UInBRELZHRSEL L8 HD5, 1 [9.1.4, 11.1.5%
]

2.5 HETE R 12BN O [9.5. 12/

2.6 {RMHAREN, HrAERSOIANR [9.7. 12 /]

(figEn)

2.1 7AEY VEOY Y FOUEERBF| OWBUE I LEMED D WIXIEMO AR 7 U AREZ OB % 2
THLSMZ, v a v 7 RMEMRMEEFEEOEERER MO TN D,
T D& D I BUE DBEE D & 5 BE TITIBBIENHR T D RENENEEZDND D,
AENOPEITRET D Z &,

2.2 7 A Y v ORMKEHRE (8.5~4.7g/H) TIXHBEENS0~60%I2, FAHE LS
8T%IZFRD BTz & DG B % 100,100,
TAEY VEDOIFAT oA REHE XS A (nonsteroidalanti-inflammatory drugs :
NSAIDs) X DM LEREEREE O & LT, LB R R 2 BEEER 1027 1 2
BTV A RREEE (S radxv s —E  COX-1, COX-2) DPFHEIC X Y NKRMET =
AR T T D BRI S AL, KRN T OREE, AR WO RS R 8 O
B O MR RO ENTFREIND T L1031095 50T 7 Y —F UV DRI H187 E3E 2 6

N |y
R 4

o,
HALMERIG O & 2 BE TITHIMEG 2 B (L S22 LD 5D T, AR OKGITEET 5 2
&o

2.3 TAE Y ANIM/IMRD Y 7 ot 7FF—Enk® ) UEEEZ RN T B F b5 2 &
(2 &0 /MR EREERE & JIHI - 5100, @, T ALY U 1gdF 52 X0 EE O H i RER 1
MER L, 1/3gfk 5 CH/IMREEENRE L7200 . T gt L \nbiu T %107,
FFESEBENN  (MEMESRBER . R SR PSRBT 72 &) St/ Nl 28 ) 9iE 25 D 18 ~ ifi.
IINKRGR D B S < IR OO & 2 HBE T/ MBS RE R 23 B R S v, H i feE ) A3 4
INDBENRH LD T, KHOEGITRET D Z &,

2.4 AR DKILI0%IET A U ERDIN A S OIEAT v A FHEERERA (NSAIDs) O
IRSCTEST O, ALFE . AL, BATIKOME B LD O IR E £ CoMICHm BEFRIELE 2
TV TWD, FRICITEREELMEY RBEIEL RV, T HZ &b D, AilKERE
U OB R, B, IRERAERE SN, BHmALH e E 2tk o Z &b b,

TAEY RS TREFHICEI R XS Z R TR REE DR 0z e A Y2 ToOmM%
NSAIDs (f v RAZL v AT FuTdzy, 7x) 707z, FFudty, Va7
=F T BERFTHLA AT 2F LB ALY L) Lo THmENFRINDZ L
N5,

i BL Z B OB OFFSILBOKBIEA TH DL T u A4 77 VU EAKIEERICL S



. &% (ERLOIESF) ICETLEE

LDOEZZHNTWD, ZWNTIINSAIDs CHER SN Z L2 HRTHENEETH D,
TAEY UNE GEAT oA RYEERERAIEIC L DM ERIEOFHETR) XUIZ OBEERO &
LIEBETIIEERT AV VR EBRIEDLZENHDLDOT, AAIOELGITRET D &,

2.5 SO KBIBL2 A K OREEF 2 WITEMWERIC LD . 7 AE Y OG5 EIRBIM
DIER ., BIRE O RHIPASE, = IE O, iR M OIS B 58 EZnDH 5 =
EPTRBINTWDOT, HETEH 12 LLNOIE R ITIIARFI O 513088 T 5 Z &,

2.6 IRHIZAEMRENL, FrA R SUIARITAFIOBE TR ARER EB X HGNDHT-D, RAIOB G IS 5
z&,

3. MEEXIIHRICEET HFE L ZTDER
BRIE STV

4. BERUVAEICEET HFE L TDOER
(V.4 HEROCHEICEET 2FE] 22383752 &,

5. EELGEARMIE L TDERH

8. EEREANIEER

8.1 MUFHIE A ~DEEITHT= - Tk, Mo /MR 2 304 2 A% & O BERICEE
THEEBIT, BMENRHEET 5 BE~ORGITEEIITV, 5P IEHoiED =
fe—nzi79 2 &, [10.2, 11.1.2%04]

8.2 JIlR oM ) L TR G 254101, MH., EEREZITV., BEARO L7
LA ICidEE, RS0y B L2#ET 528, [9.7.30 11.1. 6]

8.3 Jilleyp i (B IC X 2 D& %IEAE 2 &) 10k L CRIE ST 25510, &80
ZERRIRA (R, MERA K OISR AS) 217528, £/, BEPEO LN
LA eE, KREREOMEYEELHET 52 L, [9.7.30 11.1. 65 #]

(fif=)

8.1 fthod i /N EEEE & B9~ 2 TUAIC & 2 b I 28 O SHZE PN HE L R B S W TRR S 7=
. RCHIMARAITEH L7 A Y CBAERJ A SN TODIEFNBRIND Z &b,
AR ZEIZ 31T D iite - ZERTEROIE] OREE AT 2 EALE CHEREEAME T 52 &
272 o7,

8.2 JIFHRAMIICE T 27 A Y &5 EI1330~50mg/kg/H L EmHETHD Z Enb, Ik
RERRTE 2 9 5 LB H 5,

8.3 JIai B N IZ K 5D EHRBELZZT) I3 L TR GT 256, —KICH
B AR TIEEWERADRBNST W 006 AFlZLREICEMRER T2 72012 3@
IRENPVLETH D,




. &% (ERLOIESF) ICETLEE

6. RENERZAITLHEBICETLIE
() EHHE - BEEZEDHOIEE

9.1 54HE - BEEZOHLEE

9.1.1 HILMEBOBERODH I EE
LIRS AERSEL 20305, (2.2, 11.1.758]

9.1.2 MENEEXIFZDHRERNHHEE
MR DR 2B IFR S T8RN H 5, [11.1. 48]

9.1.3 HMMEMDZRRDH S EE
Hin | st osB82nndH 5, (2.3, 11.1. 250

9.1.4 [REXHEDNHSEE (FTRAEY VIEEEETH5E8%KE)
TAEY UEEETRWI E2+RIcRT52 L, [REXMEOBREOHTIZIZT A
Vg EBELEENTODAREERH Y, N5 OBE CITEE e ERIEEZFHR
SHLZERDHD, [2.4, 11.1.5%K]

9.1.5 ZIa—ILZERLTWSEE
ThAa— )L EREBICRAT S L, HEEHMZFR UIERT LN D,
[10.2. 11.1. 2]

9.1.6 Fifi. DEHAT—TIILREXITIREETEARLUADOESE
FF. DAY 7 — T VA ST RO R M E 2N S5 82 0036 5,

9.1.7 JEXTOA FHEHREFBFORPESICEZHELEEEDHIEET. AFORHESE
NBETHY., DIV TORM—LIZEZEBENTODNATWSESE
AR E MR 5T 25A100%, HofRzels L, EEICEETLZLE, IV TrX
M= IR T oA RYEERBTRANC L0 A U bEESE 22 - 2R L5
N, YT AN K DIBFEICREUE A2 R TR R L H 5.

(fi#z30)

9.1.1 7 AU VIANC L 2 B IGEEOMECHILERREEEOWF 2R T2 & HbHE
BOBEERI O & 5 BE TIL, AFPHERIEA BRI T 28001 H 5,

9.1.2 MRE UL OBEEF D H 5 BHE TIL, AAIRGICE MY 27 2 FEET 2 0EH
b,

9.1.3 HiEMDORK D& 5 BHE T, AFEGICL DM A7 ZFEETHHLENRD D,

0.1. 4 Bk TITH AN EDKILI0%A T AU Ui B & SNTWDN, JEAR NGRS 0 BT
HEOT 7 — MRE TIIRAMREDT.7% MR T A ) Ul L i ST 5108, Z o
FOICREIHEEEOFIIEIT A ) U ROBELEZTENTVWDLZEBHY . £
DO BE TIIARANEE M ERIELFR I DR H 5,

9.1.5 7AE Y T a— T e bICHMEAY 7 (fERE) ZEEIELIBETNHY . i
FOPFR TS IFFTAN/ER L, IS Bl 2558 U358 GER) 3 2 Alaefkn
b,

9.1.6 FIFATIEARLINICT A Y > 600mg* %z 5 L7 ER T, KRILENFREIZEMLIZ LD
WENDH B109, FAFLTONL T A Y v OEBINE)

Flo, TAEY UV EMOIERT v A FHEERESRA (NSAIDs) O &R O it Hin.
R T B A Rt - B R R BR C . H i R R 28 1E 3 P 28 2. CIER T 2 EfNIE T %
U CAIREFEICE L, P OHMES 7 A ) CNARCHIMBRIAER L7 BE T%
Mol OWENNSH D, 728, RS TIIM/MLOFEMNT~1I0BB TH DL Z &b,
DI EBINFITHAING T ALY COREITHIET RETHLEa AL FLTWND,

F 72RO FEBIARE BAE (2% U TOMVBHTRIRIES I 7 — 7 WIRIE D AT S LD %60
b EREEMTOND ZENRH D, ZH bAFIEEGIC XY Ak S AN &
D




ZeH (FRELDIESF) CHAYHEAE

9.1.7T 7 AU NIWHLMEEE 2B S5 2 B3 H 50T, MLMHEREDH 5 BFITITERE
ITHET D MLERNH D (2288) , —HI YT A M—UITAEY VEDOIEAT oA R
PRV 2% B A O B ]I GIRFIC A DL DR (BIESE L O IBE%) %206 -
ERLEL TS, IV 78R M=V XDERPTHOI TV D BE T AICARI O
PNV BERGAICIE, 2 Y7 e A h— Ul XD IREICIRPE 2 R HEE SN &
L2E0, HoRRBlE L, HEICRETOIUNENRD D,

TZEDEREEDHDEE
B IER S EL BTN H D,

R+ X

(fiFain)

TAEY VEOI AT A RHEHRERA (NSAIDs) IC X > TEMEBEARE, X7 v —BiEREE,
MEMEBRRREOFEEN RIS ZENARESNTNDHILND, Flo TAE Y /LY BiEE
(ZEALZ LT 2 BEIXEIHIEOBIREDMAERZIEZH T 55808 L 0L ORE L H 5119,

S OITKEICBWTITEEDE AR CRERAIEE R 10mL/ /7 A0m) O BE ZIIAF OG- % kE

FHZ & Lo TNDHIY,

Q) FrHREfEE 2 A
9.3 FH#pelEERE
9.3.1 FEEXIIZOBEERNHIESE

JFRESE 2 B U E R S B82hn b5, [11.1.6501]
(fi#z30)
TAEY O EFITARAEIM & R EICEKFETH D E b TW A1, BN H & A iR
AU F U FOVERERFE 3 25mg/dLLL E % 2 5 L IFFEE DR 9 5 2%, 15mg/dLLL T Cldfs
LA SRR NEDORENRH 5110,  (Iks, TAE U UFREEOREBREO R OIEEERE L L
THEENEY v~F, SLE, VU~FHERNMOENTNDER, TAEY o) v~F1EANR
D HENDDIF15~30mg/dLE VWbl TV D)

(4) £JEREE BT HF
BRE I N TR



. &% (ERLOIESF) ICETLEE

(5) bEd

9.5.1

9.5.2

9.5 1E1F

HEFEBI2BLRADIEE

BHLRWZ &, MR OMER, BIJRE OFWIPASE, =00 O, iR i
DHEIMZORNDBENNH 5, W TORFBIEFHTE CIL, EREPFOT ALY
VHRA &R IRHEORERBEBRIITEN TH L0, EHEA LZGAE. RO
i, FERTFESR O MM, iR OER, #rE, JEE, AR ORERD - BT &
DIERNEL R HEBEITNEBEETERVWEORENH D, £72. b b CTHIEREICE
HEINTBEROZOHERICHMLEEND bz EORENRH D, S HIT, HE
KD T v Mo h LI=FEBR T, W RROEBRENMEIHRESN TS, [2.55
R ]

FiE (fzZL. HEFEBIZEUNDITREIERC) XIZITFRL TLWSAEEMEOH S K
k3

B EOFEMENERMEE BRI D S SN GEICORBEET L L, v utF
VA —PIER (RO, LD ZiEEcHE L, B O BERER E & VR B
Do FIUTHES FAKRAMENRE T L ORERH D, BER (7> N THEGEE
TERABRH N DOWEDRH L, IHERMFOIEERE, WHEICORNLIBENLNH
%

(Fif)
9.5.1

9.5.2

F—Z 8TV T RKETIT O KB FHAE T, EIRTICBIT 27 A8 Uik
&R B RHPE & OREBRITE TN TH D2, 7T ALY > Z4ER P & R H
L7caici, A, PERTER O I, iR OE R, e, e, FHrA R ORER
Do T EOERENE L 72D FREMHEITRE TE W EOWEINH 5,

R21H () © 7 > MZ100mg/kg% HLRIFE N5 L7 <. IRIICB T 55850
BRE DR S S AL T H118),

B ERIE T TNE DN HER STV 5119, Wistarz 7 v b & WA O3 A ER T, iF
IRFE9O~11H, 9~14H, 12~14HIC7 2t U > (165, 330, 660mg/kg/H) DOk 0%
HZ2BAM L, IEIRE200 BICBIZ Lo R, IRF9R B KLV K& (660mg/kg) x5 L
TR B W TITREM O DN IR EETH U | AFRF OB b O R
(SMIMGE, Fiddes, FHEARZL, % () RER, OZEMERR L) BnAbh, F & (330mgkg)
B U BECIRAEIREEO A B G- 2 Bl L1258 Cai A (M EmEL, /NMBERE 2 &)
NH LT, -, V& (165mgkg) #5 L7-BECHALIRFEIR HICEGA LIZ5E
[CEHEM SO (V) IREKMENRD BN TND, S5V ha AT T 0 THFFE T,
ARSI DD 72 < & b6y AMICEAED T A U ZRA U= i i 1 R 25 E R L.
IR OB BEIREINZORBDEENNHH Z & RHRE STV 5H120),

(6) 12 5L5%
9.6 AR
BRI OIS AR 5 IR AT S5 2 L. BRI ~BITY 5 2 LR Sh
<3,
(i)

FEFHLA~DOBIT R ERR R 12012012 L > TRRO LTV %, Berlin® (1980) 132 H Dl A 10
BT AV »650mg* & HAlRE (&5 L, REELF OV U FOUERRE 2 HE Lk R, LR34
R IS REALIOML A A T2 56, RBLOBR G EDOI~21% N TR EINT-Z L1272 b L H/IEL T
W5, FTERE. BEORERAIC L AT EECRHNET v R— 272 ERBinTz
EOWE2INDH D, CAFRTONRAL T ALY » OEKBINHE)



. &% (ERLOIESF) ICETLEE

(D IMNRZF

9.7.1
9.7.2
9.7.3

9.7.4

9.7.5

9.7 MNR

RHARER, FARSUIAIRICERE LW &, BERITH 5 AKK O F 23 REET
b5, [2.65H]

IRIZIIAF OB FN A RE/R 2 & 2R L C, HEICKSTHZ L,
BEOREEZBR LN OHEEICKRET D Z L, MEETIE, BHEARS 5 bhed
W IR OTEEIZIB W TR RERRE O E 21 H 5 0T, #E., HFEERAEZITV,
FETLZE, [8.2, 8.3%/H]
HUFABRBBAOMEHERIIFRDE L Z 200, KEIZBNTY U FomRHR
& Z A GEGERE & ORI 2 R TR FEFRERE D DO T, AREN % 155 AT O K.,
AV TINEHFORFIEG LN E2FAIET 50, RUarGTRETIHAIC
I, EEICEE L, BE%ROBFEOREL +05ICBIET 5 2 L130,

T ASEGERE  DNRIZBW T TENICKE, 41 7L FEO T A L AEEED
FeATth, W LVIEM:, ERREEE, 8 (SPEMNMEIE) &R0 SR ORI TS
S b RY TR, AST - ALT - LDH - CKO&Z&#E 7 L5, &7 =7 Mg, K
7'a hvu e ME, RIS ORER A EHMIC R BT 5B ERORETH 5,

B U FABRBAOEHERIIFRDE L2500, KEIZBWTY U FLEBRHR
& T A JEGERE & OB 2 R T FIERE DN B DO T, KA G- O155AM D
JINERDOBENAKE, A4 > 7NV P ERIELEGAEIIE, B52FWT25 2 & %2R
HlE 20, KRUC2ETHREZMET 255120, HEICRE L, B5%0BFOIR
Rex+olcBligds2 L,

(fifn)
9.7.1
9.7.2
9.7.3

9.7.4

AR EE, FAERSUIILIE TR, AR OHE F A TE 20,

FLIRTIE, BEIC L > TIABOBE T RREERGARH 0 | IRAFTEENE 5 0 & iR
LHEND D,
—RIZHES/NETIREERA R S D bnod W2 &, F7JIIRFRE OIEHRIZ B W TITH#EE
EEOMRENRH D,

19824F, KEIZIHWTH U FARRRAN O & 7 A SEMEEE OB 2 it 2 7
FERNHE S, ABZB W UL ZORMER/REZ T, BEFRO RN, A 7=
VRS S RREBIFO Y U FVEERBF O & T A SEGEREDOBIEIZ DUV T, 19824 LI,
JEAEE IR ORI RIER SR ORIT, A EOTEBEOUGTR RN ¥ —L X —0D
BOATSEC K 0 ERBMRE S~ DOTEEMLE O 72 0 OB MM T i T & TU 5 124130)

Flo, TNEWATL T, RKFITEBIT DT A fEfRE L VU FLERBA O & o B
EHOLMNCT D720, [ReyedEEBEIC BT 2 FHAMIE)  (BFISTAEE ~FRoFEE) &
O TEERBEBIELZ SO THINAREOAMIMIE & KA & ORI 2 RAMZE)
CERR2AEE ~ R84 E) & U CAFZEHEDSHME S A, JEBEM. R PRI B OV A0 ke
LTCRREMIE TN TE T d, LrL, WTOFRENZEIZE N TS 7 A SEBEHED
FEIE & BV FOURE SR EA OfE ] & OBSEMEIII 5 2MZ 72 5 TV R,

—J7. 1998 THIKE/NERHES IR, TAIEBERIIE L 7 ALY 00 U T LR R
F O & OBEMIZET 2 FHEORAE LT 21TV, REICBW TR, 7 A
v O & T A SEERERIE DfERME & ORNIIFIERE VR REBBRAH 5, | &
HBERLTND,

AFR & KEOEFREAERN RS T-01F, BAROT ALY O RO 2355 F 1
KMEn=bDlEZLNTWD (FER) |

ZDE T, KETIET A SEGEREORIE & 5 U FLERRRAI O & ORISR
BT L DI SR TORWA, AR EITT Y FOUBRRRAOFHAEENRR D HLO0,



. &% (ERLOIESF) ICETLEE

KEVNER 2 ORERIZZFHI 2B £ 2. AT TH Y U FAERRAIO/NE~D
DL FIZHONT, S ESL LY —EEFELL > TS BER D D & DRAE DX
WIS EARHENRE SN TN D

K SAERBEY ) FILBRREAOERE CREDOKRERERLY) 180

U FUERR AR & WU F Ui A
(mgrkg) 1AV & (mg/kg/H)
/Ml B RAE /Ml B RAE
Z A JEMERE 4.1 ~ 534.1 4.1 ~ 89.0
Hh il 74.3 Hh il 26.4
P 2.4 ~ 357.1 2.5 ~ 51.0
i 24.5 rh i 11.1

) 7AEY vD— NN 0 OB EITKRE TIIARLOLIOEL, L. KLO/NRTOT 2 o O &I138 5
10~20mg/kg/ H. KX TH30melkg/ HFEE (AL kbv) 130

9.7.5 JIEH CTOARFERCEE L, 7 A SEBRRED U 2 7 (ZBES 2R 25k 272D D
L TH D, AANC K DNEHROIRRK 202 G172 Ba RIS L, BF oIk
Bz ToICBRT5 LB ETHD,

fnE

9.8 Hﬁn%
BEOREZBE LN OEREICRGT 52 &, —MRICEWRE. TR & DA PRRED

KTFLTWa72, BIEHZH BT,

(fiFain)
—IREC SR E TITEAE. ITHEREZR EOAEPEREME T L T2 Z &% < BIEHORE

LGB S 5 DT, %%@ﬂ( BB LN OEEICKRET DL,

:Iur

@)=

7. ¥HEER
(W HHRZEZ EZDER
BRE I N TR



. &% (ERLOIESF) ICETLEE

2) AZEE & T DHEH

10.2 BHREE (BFRICSEET S L)

AL

BRAREIR - FEE D715

B - fabRIA T

PR [E A
7= U v R PLEEE A
ONT7 7 U)o A
[8.1. 11.1. 28]

7 = U 2 SRBUEEE A O 1
ZoR L, i Ry o Sk
R, WLE RS L2
EnbLOT, s v
RYUEEE A AT D7 L
HEICKRGTHZ L,

AANTMIEZ 7 1THEA
L7727 <V v RPukEE A &
EH L, FHEIE5, F
7o ARHINZ /ISR A ST
TER. TEIEERIRIC X 5 H
mERZH9 5,

PR
I U [ 9L L= 741
A~ B
FFoa A KFRY oL
FEXalA 1 FHEA
YoR—o o)
I = I 1
FEHRNToroTxFoI—|
A B RIVIR R
FavRETFT 2V TAT 7%
[8.1. 11.1. 28]

IhBHEAE ORI
0. H LD fE R 23 HE K3
DRENDHDHDT, BIE
EHolATVw, EETHZ
L,

ASFN U N B R A P )
EHT D0, i IEA
E ORI LY M AEE A
I sBENNH D,

I NEESE I HIE & A4 5 3854
S a/A= R S Y 73
aAH Y —)L
7 ¥ K7 VKBRS
ke LR S A R E

At/ VY 1V ml N Ry N

Ta 2L TSV EEHK, Bl RO
Lo g (R 55
A= N e NUR VN
YILIR T LT — NEERE

S YL N F L

(8.1, 11.1. 28]

B EA L DHFHIC X
V. o fERR DR
LBENNDDHDT, BE
AT, EET S 2
&

ASFN U i/ N B R A P ) 1
EHT DD, i IEA
E ORI LY i AEE 2
I sBENNnH 5,

A A i )
vaXx)—r
t-PARU K|
(8.1, 11.1.2&H]

INBHEA L OFHIC K
0. H O fE R A S
LHBZENNHDHDOT, BlE
ATV, EET S
L.

ARFN U /N BRSPS
EHT DD, b IRA|
EDOPEAIC LY HfE R
W InNsB8ZTNnNH 5,

WE PRI FH A
ErAURY
MLVT K 3 RE

BE PR 95 0 A oo A ] A 1Y 5
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INFR I R47.5557,59.60 | Z Lk S AV TV D BIEH DRl 2 HRBUBE A2 T A ) VHMRIE L T A
U >+ IVIGHFHBEERN R O B BN AR LTeERIE, DLTICRT &80 Th o,
BUWERIZ., 7 A Y BURERE CTIXL MRl < 54126061 1761 (6.54%) (2. IVIG & Off
FIEE CII L MRHm T 44511,165651 15041 (4.29%) 12788 Hiviz,
FTREMER & LTI, 7 AU CHEMBEIEICB O IR ENS.77% 23O vz, IVIGE O
OERFRIE CIX B ER - M RIES  (IFBREK LA 4 ek %) 2.23%, IFIEFE1.55%, —#xAY

SHREE R, EESE) 1.3T% Th-o T,

IR EERICE T HEIERDRETKR

FTAEY T .
s IVIGHF ¥k at
FEIE 1%k 260 1165 1425
Bl F8 BUE (1 5k 17 50 67
EIE B 17 79 96
BIVEARBUER] = (%) 6.54 4.29 4.70
BIVEH oo FEdE BIER RS (%)
FE& - B e R Al 0 (0) 2 (0.17) 2 (0.14)
215 2 (0.17) 2(0.14)
HRX « R R 0 (0) 4 (0.34) 4 (0.28)
PR 4 (0.34) 4 (0.28)
H AR R e 0 (0) 2 (0.17) 2 (0.14)
JiiNEsg e 1 (0.09) 1 (0.07)
JiINER o 1 (0.09) 1(0.07)
TH L& 0 (0) 2 (0.17) 2 (0.14)
L, 2 (0.17) 2(0.14)
fTlg - AR R EE 15 (5.77) 18 (1.55) 33 (2.32)
T RE R 2 15 (5.77) 3 (0.26) 18 (1.26)
GOT - 5 8 (0.69) 8 (0.56)
GPT |- 5 6 (0.52) 6 (0.42)
LDH k5 1 (0.09) 1(0.07)
O - MFREE () 0 (0) 4 (0.34) 4 (0.28)
F7 ) —F 2 (0.17) 2(0.14)
RIETEER A4 1 (0.09) 1(0.07)
U P 45 I 1 (0.09) 1(0.07)
GBS 0 (0) 3 (0.26) 3 (0.21)
HEZ 7 — b ARERBG 3 (0.26) 3(0.21)
F I ER « HEPN R PR E 0 (0) 26 (2.23) 26 (1.82)
I BRER b5 14 (1.20) 14 (0.98)
I TP ER R 7 (0.60) 7 (0.49)
U SER B 2 (0.17) 2(0.14)
SEERT BRIE 1 (0.09) 1 (0.07)
HAER |5 1 (0.09) 1 (0.07)
I ¥R EE Bk - 1 (0.09) 1 (0.07)
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10.

BV F oo fi ke RIVE B (%)

MR« H i ifn e 2 (0.77) 1 (0.09) 3 (0.21)
S 1 (0.38) 1 (0.07)
1 IR A 1 (0.09) 1 (0.07)
PRI ER R 1 (0.38) 1 (0.07)
— R A By 0 (0) 16 (1.37) 16 (1.12)
FEEL 9 (0.77) 9(0.63)
G 6 (0.52) 6 (0.42)
RIRAK T 1 (0.09) 1 (0.07)
PG U 0 (0) 1 (0.09) 1 (0.07)
CH50 -5 1 (0.09) 1 (0.07)

. BBRERREHRICRIZTESE

R STV R0

BEHS

13. BEHRS

13.1 fEIK

g, oF v, GA. MR, FERE, 8 o MRS O HIE R 2> & (R E O F IR
VN, BEEOWRMER, FERET L m— A REET S R A R BEE, R AR
EREO LD, [16.35H]

13.2 W&
e B/, SRR (2L, R OYETRSEE) | BREAICL DTV K= R
JEIE, 7 U RMEEE (7272 L, BHSEENIER Oa) | MIKENT. EIEENT 2 428208
CTIT9, [16. 5]

(fiFas)

13,1 M3 U FOLEBIR A KI200 n g/mLIZES 5 &, Mg, O FEV, GHFE. ik, SR, B
D BERFIL 5 O WIHIER 358D H AL, 400 gmLE B2 5 &, BE OB, FEWRMET LV H
B A AREMET v R =3 A g BSE, FEIRARREDRTRO HLD,
nE, TAEY VBRSBTS D B IR O R ETRREE R (R
M5, M) 13, 7AE D VIBREOBMT R CTIIRELRNZ EBD D, ZHITGERE
A—T 4 I NTEFAY Y FABOBHEZIELE, PBICEIET D E TR SN
HEZBEZBND,

13.2

<H U FOUEE O BARBALE L >
< HEEG  IRH% R OFFRIAFE L T T HRIN ST, BRICEAL TS Z N
%2 50T, R L7ZEIC S BRELN ARG ELH D, L, HLEOZE
LRFZIXEESLETH D,

- WAEA  IEER (40~60g—7K200mL)

© TH: B~ 7 %V A (30g—/Kk200mL) XiXZ = it~ 7 31U A (34g—7K250mL)
C W 7 RUBRERAEE L

cROT N VAL AGEHNET > K= ZAOMIE b IR TREEKFET MU U AFEORE, L
L. FEIGMET Ll b — 3 A BRI ]

CREIFIR - 7 at I RESORS
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<KHERRIE >
- R DT EBANLEFEORE
CHAEMEDS « v ATF | HIEEAlL BSOS,
- HIm B2 XKL - K2R S A o b, SRR E
C RN ARTY UIRERY EHAH
TR == TN AN T AEFEOER S,
- BIEDOYE AT, IRENT, EHEMEERS ARG E 05 5,

11. BRALOZEE
14, BRLEDFE
141 ERIEESHOEE

1411 AANIBESE T 5 0T, AELIHEES 5 N AP O SIIARIC IV 5 5
AL, BT b, B, TOORLEY LANT, 20 £ ETICHRA S
T5HIZ &,

14.1.2 KANFTZENERFOARH 28T 2 Z EEE LUy,

14.2 ZERIZAFEEDOEE
PTPOIEDIEAIPTPY — M LRV H L CIRHT A2 L5 fFE4T52 L, PTPY— F D
RIZE D, BOSLA A REREA~TIA L, 23282 L THBIAREOEE &
PHEZDFRT D Z 0B D,

(fiEa5)

141 ERIEESRHOFE

14.1.1 KAIOEE D7 AV OFEREIERIZ, EICT7 A Y & BREE OB X
DEIEEZ SNDRATHEIERICESS BEETH S, AANLZ O BRERITLER %[5
W5 B CRIFIRR G S IR RA] (IBIREE) ©. FBEEOBESES O H iRtET A v
U VBRI R CHEAREICEN A CTH D, TORD, EHotob, Bz, 30
OSELTE0T B L. ZORBIFEREN KON D FREEN D 5,

14.1.2 ZEf@Rs DI HIXIEZENERE & i U CTH R Z RS HIM T 280 ndb 5, o2 &
DN THARFORAICHZD ., LV EIAFELZEOLT-OIC [TEHRY BHEICH
BORKE L BIRAT S BRI TV A,

ZOEBBENL, TZEERORHZETHZEDREELY] ERELTWVD,

14.2 RFRIRFEFDIE
AHFNOEEEIZIIPTP (Press Through Package) Zffifl LT\ 5, HAREKMHAHEASSDOH
FHLADEFHRE LT, EROFK— LIRSICEDEFHEM L TWD CERK8HE3 A 27 H T,
HAEFEH24075)
WIRAHER A O@OERE L L CBEPTPA R bAIH SN TnWD—J7, BEDNPTPEZ D
FERHL, BERLXELBETH LWV FEFABEML TEZ LIV, BARER
BERFENOEERHINTE D TH D,
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12. ZOMOEE
(D ERRERIZE D 1ER
15. Z0fthoFE
1651 ERERERICE D C 1B
15.1.1 3EAT v A FYEHRERA 2z REIFEREG ST L LBV T, —RRYZR R ED
RO LN E DRERD D,

(fiF7n)

AT mA NUEHREDEA] (NSAIDs) ORI EGIZ X 5 —R722 RUEiX, NSAIDs) 7 a2 2 ¥
7Ty DERES (cyclooxygenase : COX) ZPHET 2 Z L2 L0 MRS HEIN 2 #iil 3
LHZENEELTVWEEDEEZ LN TN,

(2) JEBGERERER ICE D < 1BHR

15.2 FERGRREABRICE D < 15K

15.2.1 In vitroDRERIZBWT, TAE U VO 7 V7 o Ui L0 A S i 25 34008
HOANZH (P RTVV) Oy a BREgERE L & ORENH 5182,

(fi#Esn)

TAEY COFERFFHTHLY U FAEIL, 1FEAEITT Y v oaaeER (44%) L7 vy
2 AR (K20%) R0 REtEnsd, —J7, iVANVARIOY RT VU TFEICT VT v
VA T, eI SN D,

t MFI 7 vy —La%EHWin vitroidBRIZEBW T, P RT VD7 a  BBREENRT A
VEDIIIVT v G T HEANHEIND L ORERH D,



X. JERGEREABRICREI HIEE

1. ZEIBEKER
(1) ZEhZEI AR
VI 3BT 2 A (P.20-27) #5452 &,

(2) R HFBRB
Rk L

(3) £ Dt FIEHER
fRZL - BE - MURIEMER
TAEY A, RN - B - PIRIEER 2 AT 5%,

2. MR
(1) B[R 5S4
L
A FE R EER 3 & # 5% (mg/kg)
~ 7 A w& o LDso 1100
7wk | LDso 1360
7wk JEREN LDso 500
AR S 1 LDso 1800
A X ey LD 2000-4000
2) RERSHEHHR

MElEZ ~ M7 AU 2375, 750K UN1500mg/kg/ H #3» HRIKER D& E L& 25,
375mg/kg/ H & 58 Tl REZL, B, HUKE, MKRFOMRE, migoELFrIRAE,
s . B EZ OMOMRAETHE T, KEEEL ORI T NI ITRO bR
2o Te, 750 M1500megH 58 TIIE T HINBIE S, Z OBIEUTE 1061+ 1451,
HE1Of 2451 K Q10 841, #E10GIH 8K ThH - 7=, T HIETHI O Ll Bk, WTh
HIELCAH AT LV BAEBME T U, SRR 2 OGE B 8k L, #EEOHMRAl, 'R
RO DHIL, RAITREIMET L7218,

(3)EEEIERR
ek L

(4) B A RIS
Rk L

(5) EFEF A SRR
BEE S R RSx4 5 5288 .
7 v b (Wistarg2) OFEIRI~11H, 9~14H K T12~14H {27 A U > 165, 330K X
660mg/kg/ H # ZNEfE OG5 Lc, £ORE, 660mgk G-HETIX, W& b5HHIC
BWCHREEBOFRENENZEZ L, 70, IBEROWRIE ORI LMD TE L, EFEKREO
EFNAT S D IERERE NFRD BTz, 330mgHe 57 TIIA T K OVE B B DM AR~
11 A5 T19641 5451 & U641, 9~14 A 5 T12441 4 1541 & 83841, 12~14 H 5T
16841 H1 241} ROBI CTH S 172, 330K U660mgik 5 /E THA LN ERRFIZ EOER, 0
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.M () BRE, MERER, FRSEM (RikE S RE R OEN) | E - HEERE TH
72, 165mgk 5L TITAEIRI~11 H & 5 CT1HI/173%], 9~14 H 5 CT5HI/183FIZFFHEZL,
i (N IRIENASNT-, 728, 165K 1660mgk G-HEDIFIR12~14 A% 5- T3 FH K&
WEREFIIZED Lo 72119,

EAR21H (i) ©F v MZ100mg/kgZ HERE OG- L72iBR©. JRIRIZRIT 295V B IRE
I NS STV 5118,

(6) R R 5
BB L

() Z DO HEE
Rk L



X. EEMFHICHAYT SHEE

10.

11.

. BREIRS

A B LR
BNy« #%% Lgn

. AR

HRNEARM - 364 H
AFEIZ TR

. BERRETORE

FEIRIRAT

. RO EDEE

BRIE I TULR

. BERITEM

BAMERLTA R
KTvoLBy (AKHER - %&5FR) AV

. B—F - A

T AT 7 % — MILAEEAS8L, = b FABLAEEASL, Ny Y I VELEHEASL, N7 7 U VELEBEASL,
7 7 &4 —ElEHEAS]

TAEY VIBESE100mg [ h—T ) | T AU UIBESEI00mg THET) | 7 AV Y UiGTERE
100mg 7 7 A ¥ —] | TAEY VIBREEI00mg [JG) . 7 AE ) ViGIASE100mg [ZE]

. EffEEEAB

198945 H 4 A (Buifi/MRAIT A Y i5#%#E 100mg)

- BERGAREABRVEARES. EMELREFAB. REMIKEAR

NAT AV UEHE100mg
FLERTEAREAEH B 0 200049 H 22 H
AR E B 21200AMY00212000
A FEHEGEAE A B 2 2000 4F 11 7 24 A
IRFEBRAA4EA B : 2001451 A 24 H

. PEERIBREM, RERVCAEXEFEMNFNFABRVENARE

ZNAE « W EIBMAGEAEH B : 20054£10H 318 Jlg UINRHRIZ X 5O E R IsiE &2 &) )

BEERR. BMERLRFABRVZORE
A L7

BEEHM
L
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12. HEHMSIRIZET 5 1EH
AFNE, B (BH2DVIFEE) BT 2HIRITED TV,
B, AFIO THEROHBEICEBET2ER] 2BWT, IR CIXRESR S » AR, /Mg
BEEERENTLE L TV B DT, JIIBROEIEHICBW T, AFIEZE#2~3 HEEE L, T0%
WiE 0= 2 — X% O R BRI CREEIIRMEE SRS DR WA T, AFlo#EEE2 I+ 5 2
& EEINE &2 R U ER Tl BN ORME SRR SN D R E TR G Ak T 5 2 &
YELV, | EEHELTND,

13. &£a—F
HOTH 5 | JEA T84 SR HL UE o A s
T (of) | WdipEsgsa—k |VE7 PERSE
SR | XA 7 A Y EE100mg | 114191701 3399007H1021 610443053
—RAUNE | T AV 100mglFREE | 114191701 3399007H1013 622897300

14, RERfMTLOER
RN
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