20244F4 H T (55200R) ARZEFRHLEES

ARJ7J *H

873399

EELRAAELA—T+—L
H AR B ERAIRT A 0 1 F 38 E6H 2018 (2019 4EHHTR) IS HEL L T 1ERK

/MRl
T A R REE

N1L7PREY>:100mg

Bayaspirin tablets 100mg

#l

&

EEE (7 4 03— M EE)

2 HE OMRHHERE D FZELELAD

&
o
o
]

BEFR/T7 2 Y »100mg e A

& 7AEY Y (JAN)
¥4 : Aspirin (JAN)

HWERFTERZFER B | MERTAEERAB : 20004 9 H 22 H
EHMEENSEER B | EMELEWNSHERR : 2000411 A 24 H
Bk 58 B %8 & A H | RRFEB®LEHRHB:20014F 1H24H

SLEIRFETT A TR At

ERIFRELEOERE

N VRS - a2 7 b —

[*Xe] TEL : 0120-106-398
SZAFHER] 0 9:00~17:30 (£ - H - LA - BAAKH ZFR<)
ERBRE T R— L=
https://pharma-navi.bayer.jp/

M W& b

o3
O

AKIFiX 2022 4 5 HMGT OB AR LOGHEIZFE S SET Lz,
BT OTFHRIL, MNATEIEN EIEMERREIHA SRS O RIS E IR BN — U THER L T E &0,



ERXRRAVEEL—T+r—LFAOFSZOBE —BARRERFAES —

1. BEERAVERE1—T+r—LERDOEE

I E IS O AN 2 BRER S LT, ERAERLBASCE CIT, B3 2365,
PRI BLG; CEAT « SEANAMSE D ERIEFE 2N B B T B 0 8 3,5 00 8 1E A A 2 15 3 5 B
I, WA SCEICRER SN T E A AT A ISR S AL E R G AR S0 REIREEOE
M WEYEE (LT, MR) FE~OEROBMGHERSLERICKLVEREMEL TETND, ZD
BUC LB R 2 MROICATT 270 0HEA Y A ME LTEERLA VX Ea—T 5 —45 (B
T, I F &) 2L,

198841 H AR eI 2 (LA, BIREE) P 2/ hEBRN 1T F OfET, 1 Filfk
AL I FRUEESEAZRE L, £ DH%R1998FIC HIRFFINGE 3/NER S, 20084, 20134EICH
RIREIREREB RN | F il B HOKG 217> T& 1,

I FAL#ZEGH2008L4F%, I FIXPDFEOE T —% & LCRMET 2 2 LAl & o7,
ZHUCED I CEOFERLBGT N H S 125G ICHET ORI T — 2 2B L7 I FRESLHIC
Rk ENs 2 L Elole, BHRD 1 Fid, EELEREIFABEHME (LT, PMDA) OER
FESR S ERBRRDOL— (http!//www.pmda.go.jp/PmdaSearch/iyakuSearch/) 2 TAB &h
TW5, HIFIKTIE, 2009 L 0 HEKLDO I FOBFRERFT2MBEE LT Ao 22—
F— AETE] ZRE L. Hx D1 FARMACELMTT D@ EEMERE L CHETINESL -
LTV,

2019 DA L EFLHBEHO AT IC ALY, 1 FridEiE2018] BNAEX I, 4k [[EE
FEIRS ORGEERIBIEENCET 204 R T4 > ) ICBEET D IEREHO D, T OFEHIE
WIE LT,

2. 1 Fé&lE

I Fid M eEEoOFRZzME L. B - EAREOERIEFEIZL > THHEHICHLE
72, EEGHONEEROT-OONE R, WHRFHOZOOEHR, TR O OfFH, EIHKHLOMIE
DT DIE R, FFERRBE T T OO OIFREPER ST G 7251 0D 12 36 5 i 7 2
LT, HIRSEEEHEEEA RE L, AN 0 72 12 2 3% 3 5 o UG IR 72 T IRGEICHED 5
B L OB 2 ARHH L TV D& R SArEM T B b,

[ FICRHET2HEARINIHRIENEE L7 1 FRldiEmIc L L, — B ofist 4 B X &R D
HPHNOEHR AT SN D, L, MEMEOMEZICEDD L OROFIHAE B S AFEHT - 4
Wi - SR T REFIEGIT ] FORWBFHEL (IR0, SW0Hx 5 L, BEEAEN LIRS
[ Fix, FIFZE B S35 - Hlr - BREAT2 & & bla, RERMEELZTDHH0 LW )%
FFOoZ L &fiifE s LTV D,

I FORMIETF T —F 2 EARL L, RIEAETORARIINATITAR,



3. I FOFAIZH=>T

BAHARO T Fix, PMD A DO ERMEEGLEREROS— ISR ES L TVND,
R TEEMA F Ea—T 53— LMEROFFI &) 1> T F 2{ER - #2859 223,
[ FOREEEEE 2. EFEASGICRE LT HHEHRSC T FERRICEHE LEOFRZEC SV TX
TP EDOMRE~DA U ZE2—IZ LV FIHERORNELFTRFESE, [ FORMAEEZED D
WEND D, £, MRUGETSNA2HEH EOFEEFICET 2 FHICEL TIX, [ FASRGISND
FCOMIT, REEMEMERT IUFTHNEEZHA SIS L CES, &5 WIS O E IR HE
e — BRI LV AR A DR EHET 2 &L bz, 1 FOFERICHZ > TE. BHFTOUH X
FA2 PMD A DEHEGEREGHFRIRRON— DV THERT OLEND 5,

7K, WMIEH AL EMEOMMREO SN LREBIN TS TV.5. FEkE < [XII. 254
B TXIL %) ICBT2HBHEITAREZZ T TORWERPEENDLIZERHY ., ZDH
DIFNITFDEETRETH D,

4. FAICELTOBER
I FZHFEBZBNTRNTZENTERVEEMLGFRFE LTHEH L TWeEE 0,
I FIZAREDEE 251 T, HZEHS ORGSR 5E SUTTR I D 2 BERER - 275,
B EE A OO DFMTER T D & OALE DTS, Fodl - RBUITER M, EFRERE
DEVE ., A RMER OZ M OMEIRFEIZE T 2 EHEO R EBACIREE RIS E T A K7 1 |
I a— K -7 « T T 77 4 AROHKNE —ERESZ T S5 28570, WeiEmiggass) 7
A RT A TlR, RKRIELKGRS O EF IS 2 MR AT OV, REREENERIEFH
MHDORDITIE L TITI Z EFELXZBRNE SN TEY, MREADA VX E2—H LD
B2 SR, FIHBEEON I FONBZREIELRNE LD THD Z LAk L TR
FEe b7, BEEAENGHB LN DIEROB PR A R L, ZORBIEL ik, EF
BB Db AR5 2 L I3RFIMoAB chHY . 1 FE2FHALCHEES 2 EICH

EHDHHLDOIZLTWEETN,
(20204F4 H t43ET)



x

I. BIZEICET SIER

1. BABSORRIE 1
2. B OWRIESEE 2
3. RIMORIFIZAEE 2
4. WIEFERICBE LU CEmMT SRR Lo 2
5. ARBSMLOVE - EH EoORIRFE. ..., 3
() ARG o 3
(2) yieid « A EORIRRFEE. ... 3
6. RMPOREEE .. . . 3
0. A#ICEH9 5IEE
1. BRTBA 4
(DR 4
(VTR 4
G)VBFOEN. . 4
R 4
(D F4 (EBTE) o 4
Q) PEL (FBTE) e 4
(B) AT In e st 4
3. MERSUIRM 4
4. HFRMEOSDFE 4
5. b4 (W&iE) SUIARE. ... 4
6. EHA, W4, 5, B5&Es ... 4
M. A% ICEEY 5IEE
1. W EagrER 5
(W AMEL - PEIR. o 5
O)VEIRVE © 5
W 5
(4) FlR (o) . Uhss, R .. 5
(5) BRHEEEMRBEER. . 5
(B) VBRI oo 5
() FOMDTT MG oo 5
2. ARG OBRFERMETICBIT L EM. .. ... 5
3. BRES OMERRERIE, EEE. ... 6
V. ®HIICBET SIEB
1. B 7
WFTEOREB. .o 7
(2) BFI DI O 7
)RR T — R 7
WBIFNOMIE. .. 7
BYF DML, o 7
2. BURIORHER o 7
(W) BRIy GEVERRSY) OEEROUSIA] ... 7
Q) BB SO 7
BB 7
3. SRR OMBL OB E. ... 7
A FHI 8
5. RATDHAREMEDOH DM . ... ... ... 8
6. RFIORFESMETICBITALEM.. ... .. 8
7. RNER ORI ORENE 9

8. flAl L DEAZA WEMLFZE L) ... 9
9. WWHIME 9
10. 88 -8 . 10
(D) VEEDLEEIR I AR -« aL%E
SNBLDSFEER 7045 2% -« DVEEICRET 21 ... 10
OB 10
B) TS e e et 10
Q) BBROMEE . 10
11, Bt snsEMEE ... 11
12, FOM oo 11
V. BREICEET 5IEHB
1. BESUTEE: 12
2. FMRESIIZRICEIE T AR 12
3. AELROHE ... 12
(D AELOHEDHRR. oo 12
) HER OVHEORB ERRE « HRIL . ......... 12
4. HEEKOHEICEESTERE . ... 13
5. BEIREGE 14
(DR T —=Z o r— . 14
Q) BRIRIEPREABR. .. . 14
) BSOS, ... 15
WREERIERBR. . 15
DA RREERER .. 15
DEEMRRER . 15
(5) BB - JWBERIEBR . ... . 16
O)VRIEBIE . o 16

D) Rl (—fefi s a2
ReE A AR R AL, AR LA
BOEIRTEM% T — 2 N — AL

BEIRTERERRBRONE ... 16

2) KRS & LTI T EDONE UL
i U RO .. 16
(NZFDOMh. 17

VI. EEEICEY 5EE
1. SRR D LAY UL a e, .. 20

oL EEFER Lo 20
(W VEFERAL « TEFREE. ... . 20
(2) FEhZ AT DA ... 22
(3) VEHIZEBLIREIA] « FRfoelefd]. ..o 27

VI. FEYEIREICBEY 5IEH

1. MAEEOHR ... 28
(IR EA Rl PR 28
(2) Fa R FRBR CHERR ST AR ... ... 28
G)FdE. ... 30
4B - RO E. . 30

2. WL ST A=K 31
(DFATITIE 31
O WRIHEEEER .o 31
VIR ER .o 31



AT UT TR i 31
G) AT e 31
B)FDf . 31
3. FEM (Rral—ay) I ........ 32
(AT IS o 32
() /RXTA—HAEHER. ... 32
4. WY o 32
ST T 34
(1) I — ARSI P am e, .. 34
(2) miE—REAE B P .. 34
GYHHA~OBATME .o 34
(4) BEA~DOBATIE ... 34
(5) Z DM DFARE~DORATIE. ... 34
) MR AREER. 34
6. A 34
(1) FREHPAL S OGRS ..o 34
Q)RG5 T 2EE (CYPE) @
Sy FRE, FER 34
Q) PIELEEROE L OEDOEIE . ... ... 34
(4) (W DIENE DA T L NG, TRERSR . 35
7R 35
8. "I VAR—F—IZHTHIEHR........... 35
9. BIMHICLDRESE ... 35
10. FFEDOHREHTHBHE. ... 35
1. 2O 36
T2t (FERLDIFESE) ICEHTSHEE
1. BENRLEZORHE .. 37
2. BN EZTOREB ... 37
3. FREXIIZNRICEIET AR L FOBH ... 38
4. HIEEROHEICEET R EZOHB ... 38
5. HEAREANERLEZOHEHB............. 38
6. FFEOEREATHBEEICHETHER..... 39
(1) APHE « BEERES DL HHEE ... .. ... 39
() BERERERE R . ... 40
G)RFHSREREERE . ... 40
W) EFEREZ AT DHF 40
GYEEIT © o 41
@R, o 41
() /NS 42
) B . e 43
T.REEAER 43
PR ZOHE. ... 43
QPFHEELZOHEMB. ... 44
S. BIWER . 51
(D) B\ERARBEWERH EOIER ..o 51
Q) FOMOEIVER. ... 52
9. EERMAFERICKITTE. ... 56
10 BEHS 56
1. @AEDOEE 57
12, TOMDIEE .. 58

(D) EERBEAICESIER. ... 58
(2) FERARARBR IS HER. ... 58
X. FERGPREAERICRSY 51EH
1. ERERERER .. 59
(1) HNSEPRERBR . . . 59
(2) 2 MERIEER 59
(3)ZDMDEIRFER ... 59
2. BwHEBR 59
() HEFEGEMERBR. ... 59
Q) EFGEERRR. .. 59
B) B ERMERBR. .. 59
(A) IS AUSEPERRBR . 59
B) AT AT ESBR . .. 59
(6) ORI RGN . 60
(N ZDOMORRRRENE. .. 60
X. EEMEIEICEY HIER
1. BRI 61
2. ANEARD 61
3. AMREECTORTE. ... 61
4. BB EOVEE. 61
5. BEMITEM. 61
6. [B—m4y - R . 61
7. BEBEEAEA R 61
8. HRLEIRFEAGEAEA B R OVEKGRE =,
MBI A B, BoEBAFEA R ... 61
9. ZhEESUIBhHEEN, FER OVHEZE HIBINED
EHRARORZONE. o 61
10. FRAMEE. HaMifsRAREH H LY
FOEE 61
L1 FFSRAHART ..o 61
12, BERHIMHIRICEE T 26 ®). ..o 62
13, BFET— R 62
14, PRERAGHAT EOVER o 62
XI. Xk
1. BIURSTER « e 63
2. TOMDBEER ... 66
XO. 3EZ&H
1. ERAMETORBIRI. ..o 67
2. WEIMZE DERRSCRIE . ... 68
XII. {#%
1. FRA - IRIESHRICES U CERR BT 21T 5 12
Bl TOBEB®R. ... . 70
(DI 70
(2) AR - BREIE N ORRE R G TF 2 —T7 D
M 71
2. TOMOBEMSESER .. 71



B% =&

it [P
ADP Ty Uk
ALT (GPT) TI=VT I NIRRT 2T —E (UVFIVBELE VBN T VAT 2T —
)
ASA TAEY v
AST (GOT) TANGHRUET I ) T AT 2T =8 (UNIIVBAXTYafiig 7 A7
=7 —1)
AUC U B —IRe Pl R T T A
CH50 i JE A Al
COX vrougxv s —8
Cmax ot e I R
CRP CRISHEEH
CYP Cytochrome P450
y -GTP o= NEI)NETANTFL—F
IUPAC ERSHIE - ) HRS# A (International Union of Pure and Applied Chemistry)
IVIG g s a7y v
JAN HARERN 4 (Japanese Accepted Names for Pharmaceuticals)
LDH FLER K E IR
MRT SEERN A EE (Mean Residence Time)
PET RVZFLoTL7827—h
PGI: A=/ A AN
pKa P fiRt AfE TE
PTP Press Through Pack
RH FHXHE L
RMP RIS Y X7 EHEHE (Risk Management Plan)
TIA — MM I A
TXA2 e AREH A
tie EESE D]
tmax $5¢ ren MLV i 8 81 ]




I. BIEZ(CEH9 41EH

1. HAROERE

TAEY AL RA Y « S LN 189THEICBHTE L CLLSE, T TIZ1004ELL EO R X (2h-» T,
HRCEAINTWDHIERAT oA FUEMEEFIEAA CTH D, F£7219674, Weiss, H.J. HVIC L
DT A Y UNIM/IMEEEIMEER 26892 Z LN AH S TLSE, 7 A Y o Ofui/ M &
L COAMMEX. 280 REBEERRERIC X > CEA Sh, bR B, MiEEEZ 1T O
& D ENIREE (L ER BRI d5 1T D AR ZERR RISl O BRI S v T & 72, 1998 21T, KER
mEIMS R (FDA) 7 AU U] (—HAEERS) 22O T, 2 bR EE B
B B MARFERRTERNH O B ) OMIG % 18585 2 72 £, BLE CIE AL E chuf/ MrAl & LTo
HIGEDRFRD 5N TS,

AIFIZBNT S, HFUL/MEFRIE LTOT A Y OEROBEEIIREICEEY . AARMAER T3S,
AATEER G P2 DRI L CTHEEENEH S, A = 3L, ER1142H 1A A&
BB EHR T 1045 TS sME R ICFR b 2 A EIR S OBV IZ W) oSS (F
FESHR) ICARKINE YT D Lpl L, BN OBEFSCHRZ I L CHFEE R 2 2. 20004F9 A
21 A THRRIZE -T2,

— 7. JERIZ®E U CiE, AFROEEEBIZ I 1 DERRER ., [EAE IR IF7E R X 2 1%
{EHRGERBR SR IZ K > CHRIRMIC BN D DR RIRIBFIETH D Z ENFEIESNTWNDH Z b, A
A TOVIRAE, AAFIFIER ., YRR OV TS ERREMOMASEICEY T 5 Sk L. BN
G4 D BEAT Sk 2 IR LTI 2 AFI OB INshae & LT MARKBHFE LI T2, HigHk. 4
RZNEREIBINIZ RS U QI H A/ NRAE R ZR 22 0 D JEAE @A 3 L CTEEENH Siv, 20054E10H
31H A CARIZE -T2,

A VEZE2—T7 F+—LDORHEANBICONWTOHEES
O P O A+ b i 78 P T LS B L 72 2RE + RSk 2 AFI DGR EEIC W B AL 73R D
FEAEITEATESNTZLDOTHY, FTAFERR LA - HEORBRUGENE TN T
WA, WTNHAFOKBOBRICHEEEL L INTZHDOTHD (KRAKRRZICHEE I N
Antithrombotic Trialists' CollaborationiZ X5 A % 7 U v A2%[R<)
F7o. JEIROAGERFEICHW OB T, AF L R 5408 - HEoRBREGS T Eh
TV, WTILbAFIOEBOBRICEEEE L SN2 bDTh D,

JEL AR = A 55 104 538 %0 0D i ) 24

BIAMEICOW TR HEN DEENH Y | EBURAITIERR EIRIER X 0 2hREIE NI SV T

BRET 2 & 9 ERE N b > T A IiE, BRIRRER S D F2 i f O ORBRRRR (2455 < b 27225

REBMOHGEEZEETHZ L &0, LLFOr— A TIIZhEEBMO HFEIZE L CERRRBR O

EMUT—MMPEETE L LD D,

OAEICEBW T, BRICHRZIRE IR FIC L VAR S, BERIZE T 28 O HEFHD H
V. ZOFEEYHH T HAERBFICRMN SN TOLIERNATFTE 258

@AMENTIBN T, BRI YRERIRE TR FIC LV AGR S, ERITE T 2 F0Y Ol I ERD)
0. EEEAICEETE 2 PRSI SN B RAIRIL & 72 0 15 55w, SUTEBRHERI T
Al SRR B D 5 E

@RI FEFHE DO LG TEFICT LD R SN 5 72 &2 DO FMIARD i #PE, B2 R OME
PEDSHERS LAS 2 BRI RIBR OB & 2 %



BMEICEHY 5EB

2. HEOBEFMEFSE
@i/ MHIE L TARBINTT A Y Al

O3 si
T ACY A OAERG (- IR, B0 2RSSR, B2 .
(TV.5. (2) ERFRIEMMB OHEBH)

@ KA DEIEMRBLEI32.67% (7341/273961)

FRBEERNITE L, HEARE, W) 7e SO L ERE T2.81% (TT4:/2739%1) . /MK -
H IR I P 52 730.15%  (444/2739%1)

(BHN D FA Y ifiREHAEICE ) (VL 8. BIfEH—EE OHESM)

@7 At UHIFI D EKRREWERE LT, Yavr, TFH74T7%—, HilL, RIERER
f@ﬁ ¢méﬁﬁﬁ%ﬂﬁf FIRAMER R 25 . AR B ML, i/ RIEA . A ERIED

M EISIE, APRREREE . HE. MRS, NG - KIBEE A#RE S Tns, (VL 8. (1)
BERZRIER & OIER ) DS

3. HmnOHFFHESE
@K ATV EgEAl ((TIV. 1A OHZM)

@7 - Ak ORI EE

- MR OREERE L (RREMELS) | SR ERE, ( TIV. 6. "R OB TICB T
6ﬁmﬁjﬂﬁﬁﬁ)
WU A E RN ARE, ( TV, 4. FAER O EICBEET 213 OESH)
. /\7@%\ v 4 —7 U —— NEOREEE i,
PTPEIEE : 5008 (108EX50) . 7008E (148EXx50) . 1,0008E (10%EX100)
N Zal%E - 50088

4. BEMFAICEAL TEAMT NERHM
W IERE BT 2 B8 B

A Y 2 7 EEEEHE (RMP)

BID Y 27 E/MEiE#E) & L TR S TV D&M

WIEMEHHEET A T 1 >

PR F b o> B8 T IE@ A

HIE|E R

JIIRESP D ZHREB I DN TIE, i FASME ISR D 2 R R O R ITEN D Z &b,
%%ENHMHLMMF(NMF £ 2 DMERIBAE 2 S Te) (ST 2 BISH KRR S LT,



I. BIZICEY 5EE

5. ARXMHRURE - EALOFIRER
(1) A&
R L7

(2) @ - ERALEDOHREE
ARV

6. RMPOHBE
Y L7g0



I. &#ICEAd 5IEE

1.

w

R34
(4%
NAT A Y UPFE100mg

(2) ¥4
Bayaspirin tablets 100mg

(3) BFRD
Bay aspirin : /N Z)LDT ALY

. kA

()% (maE)
T7AE Y (JAN)

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

(3) 2 F L
R

- BEXRIETRER

CO.H
I3
O)J\CHJK

. RFRERUVDFE

> F 3 : CoHgO4
F= :180.16

38

- AeFER (@RE) XIEFEHE

2-Acetoxybenzoic acid (IUPAC)

. [BR%. Ma. KBS, B85

W& s 7T TR
1EBREC 5 - BAY e 4465
CASH§%%& = : 50-78-2



. BRI T SEE

1. YELEZFHINHE
(D 4488 - K

KT A ORI, BUIAR T, 20 EPIZBRKDRH 5,

(2) Btk

R4 1gZ# RN T DOICET 5 H A J5y 5 D Vit i 2 i
Wit (mL)
X ) —) (95) 10 DR M
TR — B
JxF LT —F )L — RREIT TN
7K 300 wHz<
AEFAREME T b U ARECSUIREET b Y v AR 5,
(3) IR 1%
MU ERR L
BEtm (DR . HR. EES

Bl F91836°C (H O UHIRIRE130CITmE L T <, )

(5) BRIG A fFREE B
pKa=3.49 (25C) 9

(6) P ECIRER
15.49 [1-4 7 & J —VlK]

(N Z DD ELREE
SROMRUIL A7 R LD
UVmax (0.1mol/L HoSO4) : 229nm (E, ., 484]
UVmax (CHCls) :277nm (E,. 68)

. BB DEREFETIZEITHREN
EERe L
(Z2%E) AT 72228 TR & TR L CTH ) FAm R OFERRIZ 72 5,
BRRD DR RERY
U F

©: CO.H
OH

REMEMN CHE SN S DBERY B U RRER

CO.H CO.H
o) H20
o — -|— CHsCOOH
0~ >CH, OH
TAEY v V% (L7




. BRI T SEE

3. BYRS OERARE. =]
MRy - Bl (7 AV ) 12kd
EEE: AR [TAEY) ] 1ckbd



V. 3&IICEE 9 5IEH

1. Fif
(M FRz DX HI

WAaEE (7 4 V=2 — EE)

(2) HEID SR B UK
Wae4 NA T ALY EE100mg
H IREAEE (7 4 /L a— hEE)
K| =FE)
i & O =
[ERES 7.3mm
JERS 3.2mm
BH& 137.0mg
Q) EA—F
FREAL ¢ BER (Fem)
FRARE
el — 1o | BA
anl = R 100
4) BF|I DY

4 L

(5) Z Dt
PR

2. HWEIDOHERK

WA (EERS) OEFERVFMNH

W7e44 NA T ALY EE100mg
R % 1P HR7 AU 100mga A
e WEkELE—Z, FyEoadFo S AR YABaR)v—LD, UL
8 Wil U A, KUY Y _— K80, HLU, JTURE Y =T
2 EMEEDRE

EARRANA

Q)=
AR

3. RTBEBROEREUVERE

AR




IV. BEICEH 9 5I1EH

sl i

AR

. BAT DETREME D & 2 Y

BIERH R VD EERY
U FLR

@[ CO.H
OH

. HEOZTEEHTICEITIREL

WRDEREM
PRI | RAEHIRM RAFIERE IS
Yta
95°C PTP@“Z‘&
60%RH 365 H )ra6) RN
’ TS = L8
o PTPaE
7§£§H 6 A B B
’ T = L8
25C o5 A ke
60%RE 3671 H /NZ Al kD FRFEN
40°C 5 A
75 RH 6 A /NZ kD FRFEN
a: R 7LV T ANVLAE T VI =T AENDZRDHPTPY — b
b: AU T L RIEBFERY =F L U8R oy
HHBOREM
BRAFSA: | R IR PRIF R AR
o SO B U FILEBED DT R BEIMARD =N, Wih
30°C 6 A W7 2K BV F OB DT RBEMARD SN, Wih
80%RH (B0 HEEOFFHAN TH - 7=,
- BT T A v —1
7 R :
)77 208 (5 o 7 a8 BN

a: ¥SHEE 60/51x « hr




V. 3&IICEE 9 5IEH

7. REERVBHEEOREN
A% L7

8. fh#lL DRALL (MELFHZLIL)
BB L

9. AWMt
AENIIGEMED 7 4 v b a— RETHDH Z LD, pHL.2M OpH6E.8DFRERIE T, T FAUMAL L
TEHRBR AT,

BREBEHRARE (NFILE)

(Zk 1)

[ElA%% © 75rpm

AR L OER K - pH1.2 B R HEBRIES 1K, R 280nm, 350nm
pH6.8 VU EREAEE R, J&Z265nm, 350nm

120

100

80

™

60

st (%)

H6.8
40 P

=S8

20

0

0 30 60 90 120
IR ()
pHE.8HERZEDRE TO T 7ML

2B, pH1.2RBRIK TIEZT7 AU TEH Lo 7=,



V. 3&IICEE 9 5IEH

10. &g - 2%
M FENDELRSR - 8%, SENFRLES - SEICET 51K
R L7

(2) B
(PTPE%)
500%¢ [108E (PTP) x50]
7008¢ [148% (PTP) X50]
1000%E [108E (PTP) x100]
(N EE)
5005¢

Q) FlREE
L LR

) BHZOME

PTPAEE . Y Fu L7 4 b, TAIZULE, TAI =L
NI R T L BB ER )= F LR b



V. 3&IICEE 9 5IEH

1. BlgiRft S 2 EME
Y LR

12. 20tk
LR



V. aRICEAY SEE

1. EERITHE

OTaREHREBIZE TSIz - ErERRDNH
CPDE (BHERERDE. FRERDE)
- IDEAEE
- EmAERMEREE (—atREMREE (TIA) | KEE)

ORE#R/ N1 /XX 17 (CABG) &5 WIERZEERBARMAM (PTCA) HITRICE T DMtz - #
¥ B D H

Olllggm JNEHKIZ L 2 IDMERBEEZED)

2. PEXEHRICEET HFE
BRE STV

3. BERUVHAE
(M RERUVAEDOMEDR
GRVE (BHEREROGE. FREZOE) . DHEE., BOMKOERES (—BM%ERE D
£ (TIA) | BNIEE) (THITDM1E - ERFEEOMG . BEIAR/ A /ST (CABG) 5 ULME#R
REREBTBRMAN (PTCA) HITRICHTSMiE - EREEOIGHIZERT 558)
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2B, JERIZE Y 1E300mgE THE T 5,
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LArEEABRMRIE, TAEY & LT1IHKRELIkgdH 7= Y 30~50mg % 3[Ry i TR A& 53
%o fRAVEORIEHI/NEMEIIL, 7T AE Y & LTLAKELkgdH 720 3~5mg % 10 O£
5%,
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AUy AN 2 KRB RER 72 E0n 6 RHET A Y > & Ui/ MREREE S 2 2R 53
WOLNHHEIL, 75~350mg/H THHZ &, TAEY v - VLU ROEHET AV Y T
OIS OHEDEMAZ R E 2 T, EREmESUIEOHIELROHEZEHET A v &
L C100~300mg, 1H1[EEFEE LT,

Jilgm JNBRICEH2DNEREEEZST) ICHERT HEE)
ENANDH A KT A T, BBV T, @5, FHEHRE 7 a7 ) v L0 LT,
WERAFN30~50me/kg/ H (433) 725H80~100mg/kg/ H (434) ORFROTENHEIES LTV 5,
BB, 3~bmgkg/H (431) H D\ E5~10mgkg/H (431) MRS h, #E5
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BOBGEERGTHZENEE LI,
(fifa3t)
T AU AR FES, T AV DD EIC L DR LEEOBESTA KT A4 LT,
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DOWHIEIRICAR 2 O D H415162~325mg/ H OF G083 ST\ b, (KEETHONRALT
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JIEFRIREIZIED FEH S NS Z &t BHIZH 72> THI)NIFHROEEZMBLE TH 5,
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FROE STz, NRICKT U TR ELL RICARRIZ 5 L We o OFEERE TH 5,

1.5 JIFREE 255 & LRIz W, [KHE (T A Y »1~2.5mg/kg/H) #HHED—
ORI T, T R LT ) U EEELa T — 7 U BREEOMEI 2GR0 biveip o fo & O
H%5,
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2) RE®REGHER?
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(4) IR AT SR
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R L
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2) B2 MR
FAVIZETFTBERE (FREY VEERHE100mg) OHREAERE
ABNIOTHIREHE BN T, BRESBRFIENTZ, BIEMSTT AT X 0 §FA AT AEJE #1 A3
2,739k S, 2D 9 H2,309B 824 & FE STV FH8RIDMRA KT A& T Lz,
AR B AEIRE O B OMERINFRIZ B 158.9%., %14:40.6%., ~H10.5% T, FXIFHrIL65.4+
113 TH 7= (23~97r%) . ERXHREF L, DIHFEFEREES2.9%, REERES0.8%.
—IBMEMN R MFEE24.1% TH > 72,
AR H . 2,73961 D 95 B AAIE ORFEBEBNGE S VT EIER & HE S 7= E X 7341

(RITERZ LSBT TH Y . AAIORWEHFBLHI32.67% (73/2739) Th o7,

BIEH O FRINR TR bR EN K H %< 2.81% (77/2739) T, RTIL/MK « H Lk
MPEE230.16% (4/2739) | B - RJEMBAREE230.07% (2/2739) Th-o7-, [RIEH®
FEAIE TVIL ZeatE (fEH EodES) B+ 23E 8. RIEH ] omSHE]
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(5) BFE - WA
Pri /R IL, SFEEm Y A7 BEICBIT DM - L&A X N OFRAEZ A BISHEH L7
[ TV.IRRICET 25AE 5. (7) 20ofth) omEM] ., £7-. APT (Antiplatelet Trialists'
Collaboration) @ A% 7} VU A2 (ATTORIH & 72 2 EEEILFEMIE T, 145588, BEEHK10
TIEF]) 12BN T, Prili/MRIEEIL, 655w & 65kl b, Bk & 2otk SRR £90mmHg
Kl & 90mmHgPL b BEIRIF & FEHEIRIF DO WVT AU T SN « LILE A R P IIEZ AR
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(1) £ Dih

DE (BMEREPOE. FREFODE) . ODHEE. EOUHKOERES (—&MHkKEEmF1E
(TIA) | NIEE) ([2H T2 - ERTBHROINGE. FEIAR/ N/ /SAHT (CABG) H 5L
EEELBARR A (PTCA) EITRICE(T S MME - ZERFEOINF
AFN R OO 7 A &Y 8 2 W B REERIRRBRAGE L 0 . 7 A8 Y Codui/ M ERIZEE
DLERBIENUTO L BV HERINTVND

1) RNLEPERE N OB 2 EPERE I LT AU »75~1,500mg/ H 25 L7-—
HEMREEGRREIZBW T, DHEERARLNNE RECTROAERE TR O bk
(FMEN, ARV REZEET) 1419,

2) AMELRZEREICH LT A Y 75~325mg/ H ##%5- L7z —HE M EEGABRE 2B\ T,
FFEZESE AR AP R AR KR OME R T ROFERETRRO Oz GMEA, AR
SAHEE ETe) 5720,

3) DAFRHZEALEEICK LT A ) »75~1,500mg/ H 2 #5- L 7= —HE M HEGERE 1B\ T
FREFERAR, MATRAERL ONME R CROGERILTRED Sz (%IJ\ R
SHEEETe) 2127,

4) —imMEE mREE (TIA) | “’*EP“&O)%%‘&U“HM?’?D—Aﬁﬁmﬁ%%é:ﬁ L7 AEY
> 30~1,500mg/ H % &5 U 72 “H BGRB8V C, — RN M8 R AR K
PR AR N QBT RO A K T 38 w%nn(%lk KRS EZ ETr) 82839,

5) JEENR A R AGF (CABG) K OIS EBIARE I (PTCA) %EFIIX LT AEY
>50~1,500mg/ H % 5- L7 “EHERIERBREICB VT, T, Bl OF%ERA

R ORI AEROFERIKTRRD b GHEAN, ARSI HEZ GTe) 3641,

APT (Antiplatelet Trialists' Collaboration) 134243 & TNATT (Antithrombotic Trialists'
Collaboration) 2137 A BV U ZEDOHUMARIIEICET 2 = BT » ADOREN BT 2 B & L
TEEELRFIE CTH D, 20024123 FK SNTZATTTIEH AR Z G OR300 FLL ERSL,
ARNDT — % 5 1e28TDEAE 2V IEGEBRAARE (B EBRI200EH]) DA ZTF U AN
1Toilz, FERMA %L NIRRT,

O/ MERIEE, OFEIEREE, SR LAREIE, AT SUITIABEE, MREFE QLS K O

OO MARIER Y A7 BEIZBIT DM « DB A X2 b (LAREESE, A ST EsE) o
FIE 2 A EICHH Lz (U R 7 B 322%, FERERRE2%, p<0.0001) .
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it ToReEERE JAZALE

sRmm e T ) URRRE)
N R RS 13:15:/9984 1708/10022 - co/
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/96 E }
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oo L T ry . 2045/11493 2464/11527 - o6
B zEH - TIABETE 21 (7.8) @10 I 22% (4)
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(ORI (17.0%)( [QIOMEET](14.2%)| (QRAREZD] (21.4%)| ECHPAZIN (9. 1%) | KCHEIIN(10. 2%)

DR 2 fpizEep - RifEE  Zotho
BifE DFEE  TIABE anfH sURY

s DAFEESE, BAASH, LA
MV-5 £ESYRXVBEICESITHRMIM/MREEDOR - DIME A N2 MMIFIEHER
(X2 R)

fibd

@7 AV o AN ICE VT, BIEHE (75mg/H &) . KHAE (75~150mg/H)
HEEHE (160~325mg/H) . mHE (500~1,500mg/ H) O4REM CTRigH L 72/ R, BIK
MERZ RS SHETIL, WTIVBM - DIIE A X b OFIEZ A IS L,

(BIRTONRAL T ALY VAN EZEGT)

B - DIEA N B (%)

. = = . - 1 B
TRED VAR BEE T‘thI:;HE.iEIZF‘aEJ A o
So0-tsoomg/F a4 16211215 1930/112360 ] 19% ()
160-325mg/H 19 152{?{1340 19?%_12573 ] 26% (3)
75-150mg/ A 12 3‘2?6?230 51&?396 - 32% (6)
<75mg/ A 3 (“(%12)27 3‘?%_12)28 . 13% (8)
S
s DR, WA, A . 1 1
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2) NEE JIBSRICKB0MEREEEZSD)
TAEY COBMPIER R A Y e a7 Y v (IVIG) OFFRFREEZ, IR
LTAZTHD Z LN, o7 A Y U HEE =% < OERRREREGE & OIEE 2L ik
BREGRE D A X T F U v AL O NFES LT 54460, DI ICfAFR 72 il & 7 T,

1) g EE IR L7 A Y o &2 2arE#A 2 121330 ~50me/kg/ H
(BBF OEIERITIS U CIVIGHHEE T 7 A B U o B yE 2080 | REV% 21T
Smg/kg/ H ##5- U723 IC BV T, EENIRFEE OFE A5 2 IR 23588 B 724460,

RV-1 JIBKIZHE1THT7 AE Y VEBREE R UIVIGH REEDERKRZ) RO

IES AR P & B B .
o BB AR BT L 58 L5 B B F B
B GEBIED SR Bk (A) (A)
TSI — LA
TAE YU > (ASA) 0/58 0/58 s, —
(58451) (0%) (0%) 6.7£16™ 1 | 11.0£3.6™ T
ASA+IVIG 2g/kg X 1H 1/72¢ 2/72 - "
(7201) (1.4%) (2.8%) 7.5+18 13.1+£6.0
ASA+IVIG 400mg/kg X 5 H 7/73 4/73
(731) (9.6%) (5.6%) 9.255.2 15.97.2

kPG IR BB 55 2220341

ik TFRHOAa 7| SEHAMUFOEGIZT AU o (ASA) BplRE, 458 H DL EOSERIZASA & IVIGHE T
ik L L, IVIGO#EE ki3 2g/kg X 1H & 400meg/kg X 5 F (ZHEAE L 2 EIRF ) 7=,

ASAD AT : VA EWIR] 30mg/kg/ . fE2% 5mg/kg/H (431)

* 1 p<0.05, **:p<0.01, ***:p<0.001 (ASA+IVIG 400mg/kg X 5 H £ & D LK)

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

(%)

FHORO7

1) AImERE - 12,000/mm3LL E
2) I/ 35 X 104/mm3 i
3) CRP: 3+LLE

4) ~~< ~7 Vv bk 35%A
5) IMiE7 /72 3.5g/dLAT
6) i 125 ALLF
7 M 5

PLETHBE O 5 H4aH AL E (R OFREfE) %, 9% H LANIZH 72 L7285 B I IVIG O3 it &
‘a—éo
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1. BEZMCEEHHLAMRISILENE
Fx ) EY DU RLAY (ZBE N7 VREME, T n e O R, 7T A7 VR
FHTLa
YHRALY =)L
TEU HE—)L
EE O DS LAMOME - HREL, BHOBTRLCEBMT 52 L,

2. EEER
() YERAERML - 1EFR%F
1) fn/MrERA
O v axx 5 r—EHEEER

FAEYVOFEREEZMNERIL, 04 X5 F—+H1 (COX1) #BEEIFT B &I
£BHDT, M/MRIZCE T HCOX-THEEERAIXI/MEAREREFBARTELRV=H. R
)T & 56164,
voatx b =YL, 7TA VA LELTCOX-1LURCOX-228 b T 5b, COX-1
IFRERRRERE CTH Y . COX-21FRIESNTATE L THRET 2 EMEETH DL, TAEY
i, EICCOX-1Z& RA[WHICPHET M8 T, oyt 7Fr—BHEKE i L, 4
HHTHD, TOMFIL, COX-10530% (COX-2TIiE516%) Dk v EEAEZThENT
Tk GEAREE) T2 L1k 5.
7 AE Y DI/ MU BT S COX-1BLEMERIT AR AT WAITH 5 A, IEMHEE TIZCOX-1DH
AN TOND D, Tu R LY A7 Uy (PGle) A AaRBRLEER 13 Al ) C H g A 07
WZEE S %,
B, R Th iV U FABRIICOX-1%2HE L2V,

e HEE
RARY ) S—H
i
vout it -4

TAEY v ;

TYURL ARV J [ [=iaV/ 2 Ry

VRFL -

PP O . ~ atd s
s [N= e o
PGD:PGE: || 77A2TA7Y N aqazy || eroes g
Rt (M) (fu/R)

TACN ALK BV atxv 7 —EREERZ7R LT\,
HVI-1 SO RFF o5 F—E8BRRVURFIOTFT—ERREZNT D
7 IF FUBRBOBIRK.



VI. EMEEICET HIER

QTXAE A EERAD:ER M
B Rl 72 I IMRIZ Y 7 v 4% v 7 — B2 HAK TERWVWO T, M/MITZ OBERTENE
MARFARNCHE SN D &, 7TAE Y COERANTER &% < FEER MK T o/ Mo
Fam (T~10H) HIMFHEEINTND Z & &5, EBITITH7= i/ MG S b 72
W, TAEY OEERPIEIIVUE. ZOBKEIZEET S, —J, BEERONEMRIET
A UIREZTHLY /XS BEFOELETDH I ENTEX S, PGLAKIE
[E] 159~ % 63.69),
7T AEY U OfgERIREIC DN T, BEEEZ W oin vivo BT ERR SN TS, 7
LT A UNGHEERE (GratERR) 100mgZ 1 H 1E], TEMKERO# S L, 24K
% O i/ MEEERET N TX A X PG A REZ R LT 2A, TI7F KU U oA
(1.65mM) (T & D Ifi /R EESE 1T 52 2 ITHH S 4, 2 ORI/ B AR S 4D TXAz &
B G-RMEIC EE~KI10%12 E Tl LA BICfl S 7223, KERIZ IS 5 PGLa&l3KI60%F2
EE TORTIEE DA ERIGENIA DAL 57266,

RVI-1 FREYLUOTRIZHEIT S IM/NRERSE N U IZTXA2E BEZE{E 60
A N 1 = . BN 77 :7‘ 3‘\* ]\\‘ \/@§
HiEWE (RE) ag—r F Ry
3.1 g/mL 6.3 1 g/mL 1.65mM
Be5-mi Be 5% Be 5l Be 5% Be 5w Be 5%
NS 68+2 80+3 3+1
(% at 5min.) 6310 (p=0.63) 834 (p=0.61) 696 (p=0.001)
TXAPEA: 19+1 60+7 57+14
(pg/106 platelet) o712 (p=0.05) 243537 (p=0.02) 536117 (p=0.03)
EiEwE (RE) ADP T RLFY
4uM 100 M 10 M
e 5l e 5-1% e 5l e 5% BeH-ni e 5%
M/ RS 32+8 77+3
(% at 5min.) 3313 (p=0.97) 786 (p=0.79) 0 0
TXAPEAE & 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)

CPEME ERAERGE, n=4)

RVI-2 FAEY DD TRIZHEITHKHRPGLERKIZRIZT 82 E06©

pogiishica TAEY P GRE
PGL7E 4 hit* R 0.95£0.20
(ng/disc) 1.66-0.28 (p=0.07)

CPEMEFERERZE, n=4) | *PGF1., & & LCTHIE

2) fRE - BURIESER

TAEY ANICOXEHEL, YuRrRA T TP DEAEZIEI T2 21280,

fREVER., BURIEMZ T 25 & ST 567,

PLIIELEH
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(2) B ZZ2 T HREBRAHE
1) fu /MR 4% F

Q7 T/ =) UBEVIS—SF UBERI/NMUREICHT 5/EH
AH (7T A VIGREEI00mE) M OT AV VIGREE300mgE & B A AL A B 611
(22~295%) |ZHAAZEMERE (FFRTIFFEE) 7K100mL & & HICHER OB G LTz,

cTT U Vg (ADP) 102 M, 27 —7 21k 02u g/mLIZ X VR I -
INRBEEE D WT U DN T H . AREIBE 56 (R REE IR TR R & 7o 72,
« 3T =T UM LT, ARANT A B AR 22 ER 2R LT,

ADP 1uM ADP 24M
80 80
60 60
40
40
S 20 ~ 20 ‘%’\Wl
g5 £ o
w0 l # 20 1
H E
& -40 g -40
® 60 g -60
80 -80
-100 -100
-120 -120
-140 4 -140
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 HEEM (h) #5 %M (h)
5= 1ugml a5—4v 2ugml
100

8

TRAHDHIE (%)
8

SR (%)

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

CEHE S EAEFZE, n=6 ; @ : 100mg, O : 300mg)

A B N 53 8 3
3 8 o 8 8 8 &

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

KVI-2 ADP1RU2uM, 2A5—H5 1R UV2ug/mLIZK YEHR I A=/ REESEIC
¥ BHT7RAEN UEBAEE100mg Rk F300mgik 5B D LI EDHS



ENEE(ICEHT HHE

Q@7 RAEY VimiEiE & RO/ MR A/EF OB RE A HEFE S

RSB Lt BRE 61 (22~37i%) ZXIHRIT, 7 AV U H#HE650mg &k DA FE650me & 28 IF

FRHER O G Lz, (RETORL T A VKRR

s WTNOREFEZRG LIEHETH, MRS 7 v 4% o 77— BIEHIZB5% U EIAEH S

776

MRS 7 v AR = RIRMEOILEF L, IR SRR BN B, 4R

MHREO BT,

© REER GHF Tl G455 AT ETE DN I RIS 2R o Te DI LT, IBindE Tl 5-100F

IR R L 2o T,

'?“EH& I uAF ST —RIERITERICEE L, R, REOW TR b RER&T

IR AT D 80~90% £ Tll{E L?”_o

—t
B (o2} [o] <o
(=] (=] = (=]
T T T J
e

jas
(=)
T

[3

TXB:2PGDDABE (%)
(tHERE100L5)

M‘T-—_: i ! ’ L 1 ] }
246810 24 2 3 4 5 6 7 8
e I — HE

0

(B BERTD Y 7 a4 % 7 —BIEMEIC T 2 IR O FEE + RS n=6)

HVI-3 7RE' HREESOMgZEZEERERKRE LE-RoMf/MMr o0
FTHRITF—EEEOHR

|

46810 24
‘——B#FEJ—'

(B HEFIDO 7 atdF ) — *E(Efi TxPT B s O SR EEAER S n=4)

HVI-4 7RE' VEBAEEESOMgZEZEERERKRE L-RoMf/NMr Y
AFF o7 F—EEEDHR

100

o
O

[+2]
O

b
O

[\~
O

TXB22PGD:D AR (%)
(XIHERE100L33)

0




VI. EMEEICET HIER

@B-tBARTOT) VEOHMREUVELEREEEYEIC & S I/NMUESEICXT T HIER®
R RE B PERER 1061 (50~6T7n%, F-¥I605%) 2kt L, 7 AU VIGAESESOmg, 250mg & Y
1000mgZ HE#E O &5 Lz GEERBIEALY m 24— "—1k) . (KMTONL T ALY
U UEGRASNH EE E L)

MIIEFTXBeld, WTNOEGEREICEB W THEG% 24O Y AEIIET LT,

cMME SO B-rr AR Yy (B-TG) | f/MIE4R T (PF-4) OFEEL, Wi
NOBEHEIZHB W T HEGHZT2REMIC 72 0 A B S iz,

T I7X RUBImM, 77 v U i (ADP) 1M, 7RG U 0.1mMIC KV
ST M MRS I, WTNOEGRICEB W THRGEZT2REICOIZ Y HEIZ, 2
OHEERFICIEI Sz, ZOFRTHT 7% RUBRIZ X DI/ IMUEERIGA S - & b il
<Pl &z,

- Simplateit T IR OIER 2 fEF L72fE R, 1000mgie G- #2380 TR 512 24 £ T
BHRNCHARTHERIEEN A LALZA, 50mg, 250mg D # 5Tl H LR o 4E & 130
ENniemotz, (KR TONLT A VKGRIV HEEZ ETe)

300

TXB: (ng/mL)
o
S
I

100

0 T T T T T
0 8 24 72 168
¥ (h)
CELIE YR, n=10; a : p<0.01, c: AEX2L ; A : 50mg. o : 250mg. e : 1000mg)

HVI-5 7ZREY VG ALES50mg. 250mgKk U1000mgZ EE1F S L =B o miE+
TXB2DFEFHIHEFS

100 1

80 40

30

PF-4 (ng/mL)

20

o

0 8 24 72 168 0 8§ 24 72 168
Bl (h) R (h)
CEEEHERER 2, n=10; a : p<0.01, c: AEZ L ; A : 50mg, o : 250mg, e : 1000mg)

KVI-6 7REU VEEAHESOMg, 250mgRk 01000mg % BEE% 5 L = o mHh

404

B-TG (ng/mL)

20




:

S

AY
”»

HEEICEHT HEE

TIF NV

100

BHEREE (%)

100

RER (h)
B-TGRUPF-4DREAIHETS

CE¥IfE %R, n=10; a : p<0.01, b : p<0.05, c: AEZ7L ; A : 50mg, o : 250mg, e : 1000mg)

HVI-7 7RAEY VEARESOMg, 250mgKk U1000mg# B REFS L -RO&EESE
ERYMEIC & S I/MUESEINH FEORFHER

r a 1 T a 1 r a 1
b a a a a a B 50mg
100. r T 1 r 7 1 r T 1 250mg
[J 1000mg
S
{ﬁ»
£ s5of
&
e
c
| — |
c ¢
/i
0
8 24 72 168 (RFE)

CESE+ % RFZ, n=10; a : p<0.01, b : p<0.05, c: AEZERL)

HVI-8 7RAE UBEAEHESOMg. 250mgKk U 1000mg# B E#% 5 L-[EDO7 S5+ K
VERIZ & Y BRSNS INH RO ZRFRIHETS I VISR 5 SR L



\.

EFEIEICRI HIHE

£VI-3 T7RE UBEBEHES0Mg. 250mgR M1000mg % BB 5 L f-FF 0 H M & D 2 Y
%1t

HULISR () T A UGEEER G & (mg)
50 250 1,000
P 5T 46+0.6 4.5+0.7 4.8+0.6
Be 5% 8IRFfH A 4.7+0.5 4.8+0.2 9.5+2.0b
24K H 4.5+0.6 5.2+1.3 7.0+1.9
7215¢ ] B 49+0.4 4.3+0.5 5.5+0.7
168 B 4.6+0.5 4.7+0.4 4.3+0.8

CEHE AZHEFZE, n=10 ; b : p<0.05)

@REHZRSFEOHM/NMRIERY
B BAERRBR A 7] (19~415%) 12K LT, 7 AU U rEAl (BErEER) 80mg* %
1H1E, FAEIRERANCTEBXER NS Lz, CRBTONRL T ALY VAGBSH E)
< MIEH OTXBol B 1A HIZIR T L, 4HB&E5%IC1390% % 8 2 21K T80 bz,
T IFX FUEE (AA) ImME N2 T —47 21 pg/mLiZ X0 % S -/ MugEE R O 7 7
=0 o (ATP) BRI 522 mf Sz,

400
300
200{:
100}

«
>

300 WAL A

/

o
S
<

++++++ /F = .

L]
1234567 24

1001 ARBARS (REFHD)

I i&w TXB: (ng/mL)

}

|

1 2 3 4 5 5 7
SRERHRE (H)
T AEY R
(1 7AEY U5 A LZ/NEFROEROHERIZ1IH HOFEMEZ R~
FAET A Y U FEEESOmg % Rl — D ERE IR 5 LR oHB 2T, )
KVI-9 7RE! UBAMRAFISOMg 181[HE, 7HRRERSHM P OMEFTXB:

REDRRRHER



\s
YL

VI. EMEEICET HIER

ATPHH:
1007 BT 303
AL
R BTk 028
§“°' BB IR 220
%
=
ﬁ \?Dﬁ
TR 007
wor T
¥T#®  ovs
oM,/ 108
SColt
1
O

(THEIFRDORER ; AA: 7% FEEImM, 1Coll, 5Coll : =7 —%4" 21 g/mL, 5pug/mL)

HVI-10 7REY UiGAMRFSOmg 1810, 7TARREESFHBIIR VR THRD
I /MR EESRRE & ATPlERf

GFRBFEIZE T DHm/MrER
FEIE% 1 H A UL BRI U721 R B E 41512k LT A Y »1~50mg/kg/ H ¢ 5- L7z,
ZORER, TACY OB EEICBERRIZFEAEDRERT, T R U ADPKO=Z
— 7 R O NI R v AR Be (TXBe) EOK FRBIEINZH DD,
2.5mg/kg/ H LLF D8 5B TIX—HBIHNH 23580 B 72 WIE B NMFAE L7270, 728, AFID
FAEROHEICRE#ET 27EE] Tk, DIREOIREICB W T, AR E T4 7 i Mk

HR @?’fﬂ%'75>mu&')1’oﬂ’bf£b\%{:\%3@ét&> WE, M/ MREEEREONEEELBETHZ &, |
Lt L TWA,

(7 RLF ) BRI 1) (ADP5ESE2 1 M) (ADPEESR10 1 M)
VRS RE MRS RE /MRS RE
% % %

100, " 100 100

U ymEnte S0 10 520251 " 4E5m50 30 10 520251 s;EﬁFTTo—Tzﬁo—f
FAEY U5 ng/ke/B TAREY &5 me/ke/B FREY 58 mg/ke/B

(35— 28R 5pg/nl) (it 3% S TXBofi&) (Mn#% F6-keto-PGF 1 fEE)

pg/mL
= 1200[ M
/RS AE *

1"& . 1000 pg/mL

60F . T : 600 300
40 i 4000 200
: ~-
20 i 200 100
.' 1 . sol =

— e A e e <50 . w- W
#IQ%B#EO 30 10 520251 3E}9:$B§50 30 10 52025 3F§§5D§50 300 0 52025
TAEY A58 mg/ke/B FAEY A58 mg/ke/R TAEY A58 mg/ke/B

EVI-11 JIIBFEOBREREEADEEICE TET7RAE Y v oiu/MER

(3) f FASSTRRSRA - FHAERSR
AR L

— iz ’7 —



VI.L EYEREICET HIEH

1. meREOHTS
(1) A LA M rh R
T A Y L OBUIAMEIE & LA BIPERR D B L 7Ry 66687175,
VL SR B 5 E H 4. W) DS

Q) BRIRAER CTHRIN-ILPRE
D HEEESHOMPREED

HAR NGRS 7661 (22~295%) (IZA#|I100mg (100mghE1§E) K OVT A U > GiEGE
300mg (300mgfhE16E) Z FefzefgiRy (‘FRI9RFEE) K100mL & & HICHEREO&E G Lz,
RIFLLTICRT EBY Thol,
REE (TAEY V) OCmaxX CAUCITH EITIFIZ B L TEM L7253, tmax, treL Y
MRTIZIFZEALITRO b -T2,
RS OH U FUpe e O U FOURERIT, 100mgH 5-HF 1345 54,58 /1 #% K (V4. 75 R 1412
300mg#x G-IRFIZ 13 4% 5-5.25 ¢ ] 1% X O THIRFE #2112, 7 AE U K0 R T Cmaxl T L 72,
Z O MIEFIREHRBIIREAR LV E <, Coa X CAUCIT A EITIZIFE A L THII L 72,

RVI-1 BHEKRSEFOENHEFH/NS A -4

&g_a 5&254[:17«'—‘/ Cmax Cmax,norm tmax AUC AUCnorm t1/2 MRT
s [ug/l] | [g/L] [h] [1g-h/L] | [g-h/L] | [h] (h]
] 4553 4.00 542.2 3122 | 044 | 295
] Y
TAEVS N 953 | 2621 | (1050 (1.91) (1.89) | (1.35) | (1.93)
| 63014 450 24843 | 18657 | 2.03 | 5.56
1 Yiss
100mg | J U FAEE | (agy | 47321 | (1 660) (1.40) (1.39) | (1.19) | (1.56)
BT 1988 | Lo 475 24854 | 13207 | 242 | 6.3
R (1.65) 1 2.06.0 (1.49) 1500 | (1.22) | (1.53)
] 1839.6 450 20540 | 3909 | 041 | 451
] N
TAEVS N g0 | 0N | wos0) | 78 | 76 | (1.88) | (112)
| 152101 5.25 84249 | 20912 | 221 | 820
1 YA
300mg | U FA®E | "1 q) | 3TTBE | (5080 (1.40) 1.37) | (1.15) | (1.14)
e 12785 | Lo, 6 5.75 95594 | 1679.1 | 3.15 | 950
PRI (1.44) : (5.0-8.0) (1.28) 127 | 117 | 1.13)

Crnax : I ML, Cmaxnorm : RE Y ) O 58 (mglkg) TIEAE(L L 72 Cmax. tmax @ 55 6 ML 195 B B2 IRF R
AUC : ffn P BE e R 4 T A, AUChorm : S E Y 0 O 55 (mglkg) THEHUE(L L 72AUC, tue : 38091,
MRT : PR (AP i B 5 ]

(Cmax. AUC, tyz. MRT : B P CEATEEMER ) . tmax @ *FRAE R/ ME— I KAE) . n=6)



VI.L EYEREICET HIEH

T A ¥ BEESE100mgk 5-0F
10000

2 1000
o
3
=
& 100
B -8 7 At
& —O— U FARE
€ 10 @ I U FLIRHEE
S AT - P e (TR U (i 7
n=6
T T3 U5 6 7 8 9101112 13
5% K (hr)

T AEY ¥ BE$E300mgk 5.1

100000

~ 10000

S~

="
Z 1000
=
=100 S
& —O— ) VR

2 @4 U LIRS

S TSR = S (TR
n=6
1

01 23 456 78010111218

1259 mefH (hr)
RVI-1 miEdhRERE (FREY YY) RUKEY
() FILBER Y ) FILIRER) BEEHR

2) REREROMmIEDRES
HE (22~455%) K OVE#D (65~T7Tm%) OREEERAE Lit24f] CEFES 1. EFEL 1. ml
BF. BT, H6]) Al LTT A VIR EE300me A 1 H 1[Elg A% 127 0 B AE
B Ui, BFEELOEBREOWTIICEB W T EERGIC X 2Ry EELN T A —2 DR
IR S NRno Tz,

RVI-2 BERUVEHERRAICETA7TEMRERSHEDOY ) FILEROEYEREFH/ S A

—4

. Cmax tmax AUCo-24 tie
S [mg/L] h] ‘mg-h/L] h]
LHH 16.7 5.0 86.6 2.5

s 7. (5.7-25.3) (3.0-12.0) (62.4-103.4) (2.3-8.8)
7H A 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

Iy (11.7-17.7) (4.0-6.0) (49.5-83.9) (1.3-2.4)
7H A 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

s (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)
LHH 25.9 5.0 116.6 2.2

o 4 (18.0-34.3) (3.0-7.0) (93.8-150.8) (1.9-2.7)
= THH 24.6 5.5 116.7 2.0

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

HofE (R ME— R KfE) | n=6
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(3) &
7 ALY AR ) T BRI A1300 p ghmLIL b CHAHER & 4 25,
(REHR) (&l £ F)
1,000
900 B - IPRAET 2
800 | BB R
3 LS
< 700 BEH - BHEE
3
% 600 KBET S F—o R
#liy
& 500 FRET L HO— SR -
iy FH=—
> 400 .
y BT (VU SRR R)
& a0 [UURTR .
g N
p00-| [PEERR Hig, B HFL, HE
100 | SAMmHE SBIEBAER
fREGHR FAEY Y - FLILE—

0— 7 mu/hiREESEREINSI o i E

KVI-2 Mgy FILBREEZOMR. BIEROMEE

4 B=E - tREOZE

EVBEIIHT EIREOEZED

fEEE R AN B 781 (21~251%) Z x5 L LTT AU VIHIESE1000me* & 22 iF i i V5
(X2, N — NA1Y), F—R28) FHA0mLE ' a—E —18R) OERZICENE
BehH Lz, GATORLTAEY VKA HE)

T A Y UIGEEER 5% O MET Y U FOARRRERS T, BERKEGICIVEIEL, #5108
% £ CTIFEMERR 5% IR L TR o 7o, 7TAE Y VIBIREEDO BB 5RO B
TR R O T IX NS OBIEIC L D b0 EE 2 b, L, RPBRPER
BICHEZIIR N2 805, BRINEIZIZEDOR N ERRBR I, Thbb, 7
A Y UHGTRGEIT— AR Bt B G R 28 i 4 R L b U R EE HE RS L SR AE 3R
NHEZLOD, N"AFTTRATZEYT DR TFIER NV EHER ST,

[ Ol
@ ik

E: 0.3F

[=]

g

L

2 0.2F

LE]

=2

=

1‘.: 0.1F

*

i’\:j D. L L L i L 1 L Il L |

0 1 2 3 4 5 & 7 8 9 10

fEEIFIH] (hr)
CHPEME ERAERGE, n=8)

HVI-3 miEdh+ ) FILEEREDLEK



VI. BRI HIEE

RVI-3 48K RIRFRFY ) FILEIGHEHE DR

Ze fE R - BHES
A4 959 878
FEAERR 72 28 58

(mg7 AV Y VHE&ELE LTHRR)

2. EMEERIS A —4
OF-Livr
LR L

(2) AR
BB L

Q) HREEEH
EEE R L

Do) T7I3UR
TAEY v EMERR L

(%)
JUFILEDI )T IR
YU FNABOE 7 VT 7 ZFRpHIC K E <KL, (EpH TIE5% A0 CTd 525, pH>6.5
TIX80%LL LIz %, BRI DOIEANZ L > TRpHZ EH B2 L, JRYPOA A AT F
VERDSEEINT B0, BIRMEIC L > THBRINEIN D0 TR TH 5729180 FER L LT
U FOLERO RPN IS 5, JROTVH VTR ER G OLE FREETH 5,

G) N HRE
HMER L

(%)
AR & RIS T 27 28 ) LB U FORROSAMAIT EIZ BT L. EILHBIT

pHEBEEIKIGFT D, Lo T, RV pHTIZY U FABRIT AR L 3— h X v MCERET
60

U FABROSHAERBIAEIEKET D, THEZRS LGS, OHAARITN0.2L/keTH 5,
:mm\%%ﬂ%%%kwﬁ%mmﬁEE#A®t@T&D AT EICHEIN E 72 D &%
KL TWa, mHE (BEE) Tl REAEREESNED L, ZofE., MfiEAaE~
OB L TIPS ﬁ#ﬁMf%t . OTAREITK0.5Lkg I N 57D,

(6) £ Dt
M L7g



VI.L EYEREICET HIEH

3. B&H (REaL—>av) @
(1) FART 7535
AH (IASE100mgsE) 15 G- R OMIEEEES GHRE) 1ILLTOLB0 THD.
TAEY Y 1.58h1
B U FIVER 1 0.34h?

(%)

IR EE300mgHE 18EHE G- RE O REE w5 GHREE) 1T LB TH D,
TAE DU :1.69h1
B U F L ;- 0.31h1

(2) 185 * — 4 EHER
BB L

4. MRIR
WRAERAT < /N 5B
TAEY COFEFRTHLH+ZHBHEESHHMIX, 7 A Y U ERIEICERE T 5
ZElZkoThlERZ SN RETHIEIER- A EE 2R T 580,
AENIOFITEIL, BEICO 25t/ MREEORE, BARMZ R L& 2 BRTIHEEE L LT
%o LTEMoT, AR STHDLT A T HE T ST, /MHIZE L TRl Tt
Enb, TAEY VIBEEE AW EA BRI, TAEY Y CoOWRINIIK SRR RN S,

o e I, R B S R
4.0~4.5FF M (WHIASE100~300mgZe fiE i B[] ¢ )

NAFT XA ZEVT 4
BAREREORMMNAFTTRLSE) T«
TAEY VIBEEED, FBEEICKIT 2MHEXNA AT XA TV T 4 T S5HEMT, AA
fERERR A B 72401 (19~395%) ZXIRELTT ALY VIBREK OHEEE (L HIT KAy - A
A VAR D100mghE & N300mgfE & 1584 7 1 A A — /N—JEIC L 0 Z 1 ZE I8 R HL A
OS5 L,

T ALY VGIRSER GHOT ALY VIR Dtmaxl$3.43~4.01KH TH VY . FEHED0.55~0.58
FERNC LR U CBIE L7223, tipll XA CEITRO b o To, £, BiEsEH G
OMRTIFHFERGRFL D HIER L TEY . ZIUIAFINE TRIETH 5 70 DITTHLE W IR
MAEE L2tk dboeEzZ LN, T AE Y VIGAEFE100mg D #EFEIZ %4 2 AH %1
NAFT XA ZEY T LIEIT AV CERELE LELAEIF94.7% TH Y . U FILEETIE
97.0% ThH o722 L LV, BELIZE A2 A AT XA T8V T o OEFITIFEAE RN &
DR ST,



VI.L EYEREICET HIEH

100mg#% 585 ——— T EF LY FILE- R 300mgi% 5.8 ——— T LT LTIV R

.- - - TEFLYUFLEBER - - @ - TEFLHUFLE-BER
—— Y FILE- R R —— Y FLE- R
100
1o o - BUFLBBER - - 0- - HUFLEEBR

RETHE/ REAREEE, =24 WA TE RERERE, n=24
{ BN o, %
£ |
g .
=
g

8 10

(mg/L)

M3 iR EE (mg/L)

o 2 4 8 10 12

4 6
5 %R (h)

MVI-4 BABERABFICETE7RE VBBRERUVREERR
BEKZEROMBFRTIAEY D RUY ) FILEERED LR

6
B %ER (h)

RV-4 BABEREABFICETAST7RAEY VBBARRVREEERERKREROMESHT
AEY VERUH Y FIVERDEYBEZH/ NS A —F DHER

i | o | FZEAS | Coax | Cmosoom | tex | AUC | AUCwm | tiz | MRT | frel

R [mg/L] | [ke/L] | [h] | [mg-WL] | [kg-W/L] | [h] | [h] | [%]

- TAEY v 2.03 1.48 | 3.43 2.46 1.80 0.37 | 386 | 94.7

100mg U TR 4.74 453 | 4.22 20.50 19.57 2.17 | 657 | 97.0
o TAEY 2.53 1.85 | 0.58 2.60 1.90 0.38 | 1.08
FUFAEE | 567 | 541 | 121 2115 2018 | 2.02 | 351

- TAEY v 3.77 091 | 4.01 6.34 1.54 043 | 455 | 735

300mg FUFARE | 1321 418 | 527 | 76.20 2414 | 264 | 831 | 934
o TAEY v 8.54 2.09 | 0.55 8.62 2.10 0.34 | 0.96
T U FLEE 17.80 5.66 | 1.47 81.63 25.97 2.14 | 3.99

RATIEIE, n=24 frel : XA AT XA Z Y 7 o

(%)
TRIZE T BERFNAFTRA S E T4 RO IU/MRER

TAE) VIBEEEE 7 ISR OEEE LA, REEK (TR V) Oty A
FT_XAZEY T 4 1ZEGEDOKI20% TH 5890, Fri/MHAERITRED 6D, 7AE Y
VIBEEEE (KA 2100~300mgHk 5 L7=356 . RIEMHIZT A8 Y REZHIE CTE 72
WA TG MR ERE & [HE 3 279,

ZOHEBIE, TAYY UREHERT LA, Y utXx S —8¥E T F L T
LONRRKTH D, 2F D f/Mri%, MIRIEERF CTT A Y VICBEESNDL0N, 20RO
/RO 7 vt 7 —BHEICIEE L EDREET A ) UREE SN D20,
KM OT A RENRE L BOTEZENBESND, DD, RIEMENKL
MflcB Ty 7 uArX rr—RidtmpicllEsnT, Yexz24 12790 (PGl2) O
PEEICHE VB LN EZ HIH66880, 7 2 Y o &Hu/MEAl & LTS HA.
TAEY UNEHITIRZEINDZMET R, TAE Y VIBREEIZ R/ 7 a4
XU F—BEHEL, 2 T0RE T3 UAREITEAETEI LW, BIEM
DN DI2ND LB 2 5475668286



VI. BRI HIEE

oKt
(1) I % — A BE P @ 8 1
IS v 87

(2) ifn % —Ra B2 BY FY @@ 1
BATIED 1 89

(3) ELit ~ DR ITHE
BATHES 1 5090

(4) BERA~DFATE
BATMEH 0 8D

B) T DB~ DBITIHE
BHHIR, MEHR, MR RAT S 59192,

(6) MIFEAMEER
80~90%77.93)

6. {1t
(1) £ BHER AL B UM SR R
PEHEBAL « 1Tk

COOH

OCOCH3
Aspirin (Acetylsalicylic acid)

LO 0 CbH‘?Oh HO- -COOH

-OH
Salicylic acyl alicylic Gentisic acid
Salicyl

glucuronide /
-COOH
=0-CeHy06
ic
ide

CONHCHZCOOH HO- —CONHCH2COO0H
-OH
Gentisuric acid

~CONHCH:COOH  CONJUG-0- —CONHCH2COOH
-0-CONJUG* -0-COHJUG*
Salicyluric acid conjugate Gentisuric acid conjugate

RS 3 ra it

EMZIEBITEZTRAEY OHETE BRI

QRFIEAEST S8R (CYPHE) ONFHE. FEX
EERR L

Q) WEEBHRDERRVZDEE

HELEIEZ R H Y
50~ 80% 7>l > 4] [ 388 38 20 5 S 1% AV LA K 43 i X 2 75.82.95)



VI.L EYEREICET HIEH

10.

@) RBMOERDHRRUSEM L, 7EIELLE
TAE Y CORBIIE, VPR B IR L T,

(&%)
R&$O—EHTH LT TV VBRI IER 2 H 9 59,
. i
R it 9

TAE Y ATEEICRH S, REMEITHRE S ey, AREMWIE IR ERIREE & RNE 7
WIS E VRIS N S,

SR it
AR L

HEttt 3=
A AR N A B 76612 ARAI100mg L VT A B Y VU AGASE300mg & ZEfERF A 5 L 7= & % |
P 514 240 CIO B 5 BEO RSN U FAE & UCRPICHR S, S5 lIoxhT 585
514 24FF [0 0 R v B FEHEIE 2R 1390.29% (86.76~94.83) [FAFEHME (B/IME— & KME) . LA
TRIT] K1%69.03% (26.27~87.56) Td -7,
BRAEOT A Y VOGRS, FERBYMTHLIY Y FAIE, 7V v mAewR (BT
IVIREE  HIT5%) . V7 v UERAIR (F5~10%) . KROWEREY U FUEE (K10%) & LT
PRECHEH & 597,

(%)
YU FVERITT VA U PER THEE A e S, BRIERR THIH S 579,80,

FS LR K—4 —(CBY B 1EER
LR L

. BREFICKBBREE

TAEY OWMBERGICE > THY FARIZ L 2EERBWEHERNSEE LI2GE, BESET,
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(1) BEBSEHT © 45~90mL/min%)

(2) MENT : 35~100mL/min9%8.99

(3) EHEMIKAED : 81mL/min%)
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L. HEHEEEE b sE5 2 éﬁ%%é 1 [9.1. 11117%%]
2.3 HilfEm o 5 B [/ MARERENEZ D22 08B 5720, HEmEZBET 8%
nndbsd, ] [9L3,1LL2ﬁ%ﬂ
2.4 7 AV Uk E GERT oA REHERERAIEIC L D0 ERIEOFER) LZ OB ERED
boHEE [BEERTAVY UInERIEEZFEIELIZnH S, ] [9.1.4, 11.1.5%
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2.5 MPETE A 12N OIESs [9.5. 153

2.6 RHAMREE, #rAERSUIILIR [9.7. 128
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2.1 72 EOY Y FOVEER A OWBEUE L EMES D2V IHEE O IRE) 72 U AE OG%2 &
FTHLSMC, va v 7 R E MRS O EERER MO TV 5D,
DX ) RWBUEORAEE D & 2 BE CIIRBUEN R T 2 W RENEWE B X 65720
AFNOEHITRET 5 2 &,

2.2 7TAEY COREMRERE (3.5~4.7g/H) TITHGREEN50~60%\Z, 357 i 5553
87%IZF88 BT & DE N & 5 100,101
TAEY VEDI AT oA R KT A (nonsteroidalanti-inflammatory drugs :
NSAIDs) (Z & 2 bERFEEEOKF & LT, L& RIS 2 EEEA102027 1 2
BTT VAR (V7 aAdF v —1 0 COX 1, COX-2) OMEIZL Y NERMET 1
AB T T DA RIS A, BN Y T OREE . KRR OK T KSR R B OB
BHOMBEORDENHERSND Z L1031005 50N T 7 ) —F P HLORE10572 B3E 2 5
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(V.4 HIELOHEICEETEERE] 22R4T52 L,

5. BEELGERMITIE L ZDER

8. EELEAMEER
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AHN &R 5T 25 A1E, FoRE2EER L, HEICERG T2, IV TR
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HD,
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9.1.4 WK TIERR AR EDRILI0% AT AU VIR & S TWA N, EAR RN KE S B
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Wb Z A4 U5 BE ISR EOBR B MR R Z IEEZHT2HEN LV E0RELH H113),
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LA LNRNEDOHMENRSHH110, (k. TAE Y UIFREEOMLBRE OB OIERERE L L
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9.5.1
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D FRCHEDOERENEG S RAHFARIEIISEETE RNV EORENINH S,

R21H () ©F > MZ100mg/kg% HRIFE O #5 L7 BT, BIZICB T 5550
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.z L., MEIREE20H BICBIZE LR, MIREIR H KV KiE (660mg/kg) 5L
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BAPE T LS SR TO RV, AFBE I3 U FARRRAIOMAEEN R LD DD,
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A 24.5 i 11.1

WTOT7T AT ol B &ITmHE

HE) TAEY O— NN 72 0 O EEIIKE TIEAFDOLI0MFLL . ARF D/
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. SRBESE) | MM AE AR
(BIGHSE) s S
TWa,

SSRIDH 512 & 0 /) Wik
EDE S, AH L OPF
AN & i1 203 4 59
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7L a—)L
[9.1.5, 11.1.2&84]
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ELRFOT R ST
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FEANAI L AL AE H i 28 B4 5
THEEZLND,
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(AT, KETONASL T2 o ORKBANEEZ G L)

TT7 7 U OFEBERTMET OO LT 7 U A2 X EET 508, @, BRICE
FAMEEF T AT 7 U ORIREIZ2.5mg/L T, £D O LFHRIOREIXT5ug/LThH DL L F
y oy QAT 131,132)O
TEFNAYVFARBRIIT VT I OEYFEEHAICT LT 7 ) EBARICHEET D720,
WA OGFHBEGIC L VEERN T LT 7 U OLEREML, ULT 7 U OERBERT S
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< /MR EN I A A3 2 A >

F I/ ur Y AMIMEOT T = — 7 T —BiEEE U L, cAMPIRE 2 A XTI
IR A I35 L Wb v TV B,

HERAT > b2 Fh L7 BFE 2R e LEBKRIR T, 7AE Y Ve F 7 BV U F#&
BRENT AV Y CHMB GRS U, S OHES A BEICHEM L7 & o#MEBINS 5,
F7o. MMM - —@YERE M BIEOBE 2RI LIZBIKRBR T, 72 v eFrney
VOFREIERED A BARIEREIC i U, IS OHENR Z < bz L @G 1B98 H 5,

< AR Ve R >
vuXF—VIETIAI =S UIHERLTT T A viciinfb Ll 2R 5, £72. F
VExF—Y M T ITAI ) —=F T I FR=F) ZTTAI )= ETTAINE
ML, 740 70 U ESMT 5, —MIC 20D MARVEMRA] & B i 410 i ik R B i Al &
OOFRIZ LY . BRI AR T D ATREMED & 5 & Wibdt T 5140,

< BRI I >

TAEY Y (ERRERER) XMEE A LT B RERE A & LS, RER

I A O & #4583 5 ATREMEA B 2 o

1. 7AE Y »1.2g/ A XIF2.4g/H A AV DU LY. A v 2 U IRIEBRE 126 T
M S I 1%ME T L7 & DG, o > 2 ) U FRETF O BF6HITA v 2 Y LV H &k
EHRPEICE Lz & OREWDNRH D,

2. REOT AV Y v (3.2¢/H. 3AMBOEGEITEBEMRADA > 2 Y > O FERE-F R R O b
LTH R LA A AU VAWM EAEINSE 219, 7= TAEU VIEARES L
72 bV T 2 I REED A )VR = VR FAI & B L. 5 O WEBER o b3 2 BN X 5149
MU FUERIE E26mg/100mL & L2 1 v>7"7 2 K500mg/ H 2 OFF L 72 B3 o MopEfE A3
K312 72 1= & DHIE1DN B D

S. TAE U VI KERETHHETIEARL D, FOMFIIFZY a—4~rofE. 7K
TR RO K, B ) B O BT X D RRMAE OB BUA RSN E 2 b T
7 146)

<ABMPLFH—F>

TAEY »y (MHEREGR) FMEEAICHE LTS A R LS —hoERL, B

D, £, A Prdb— FOBPRMAEE L, FEHZHEBRSE D RN D,

1. BMEG AT 2 BE 2R L LR T, U Flik (2g) 52k, A |
b LY — b O MR ARG RBF30%HA L, A M hLXY— D7 T T AR
¥I35%LL i Lz & OB 1nn3 s 5,

2. WREN OVEMEIES O BF T DA b h Lt — b EY U FARBEEOHN T, A b E
L — FOERA R L, JLIERED K R SEIE, BIGEEFOERBFEH L2 LD
TRAE148149 7385 5
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TAEY v (BHEEGR) ZMEEAICHEE L TWA v alid MU oA b ER LR

SH STl ) U LAOENEZHERSE L REER & D,

1. U FARFHERIIOEER (TA7 V) OGN VT afgz i 2 2 &0
In vitroD EFR THEBO I N TV B,

2. TADPIERTZ/NREORANZSRE LIZBERREBR T, 7AEY > (11.5~16.9 /%11
~16mg/kg/6hrs) & /3L 7" v O ff FHRFIC W2 EERL 0 S v 7 v [ oD i R BE A3 15 49%
(31~66%) LE&H L. W VT oo V7 T 0 AR8%JEAD Uiz & OHE15115378 &
Do

3. 7AE U v (18mgkg/ H. 12X1%20mg/kg/dhrs) & OOFHIC X 0 R M OREIR, jEE) 2k
TS FEBL L 72V 7 a [l a8 O 361 8 A 10 STV D,

<Txz=hkAf>

TAEY Y (BHAERGR) JMWEEAICEA L TWSI 7= A U EEBRL, B7 =}

A VREERTIELAHEERH D,

1. RS CT7 == M COMPREDFHICE L7212, 7 AE Y - (325, 650, 975mg)
Z ARFMEASKEM R G5 L7258, 97mg 5O A CTIEEAICHEA L7 == A VT
ARV EEBRL, BT o= M UiHRENME T L (18.5£1.2—10.320.84 1 g/mL)
L DOEWEBINRDH D,

2. BEEEWBRHE C7 AU »97bmg % 6HF M I 22 5 L 7%, 7 == b A > 900mg% #
HLIESAE, 7 o= COMHPEEROCAUCITIK T LZ2%, B (GEE AR —
== M O EEIIAEIC EA (0.1284£0.004—0.163+0.009) | FHEFEER 7 ==
A DAUCIFARETH 72 (41.4+14.5-42.4+9.0) L OFEFBORH 5,

< B E AR A >
TAEY Y (BHERGK) LRIBRERLVE AL OMBEEROEFIZIAITH D,
TAEY rofhR (3.5~4.8g/H) MR L. BT EERLT CH OB B2 i o541
ZHERY Y FARREOFER EARA O, 05 b1l GAR) (TiiEHy Y Fu
FET 73 10mg/dLLL T 70 588mg/dLiC EH- L, # U FIBTmLE Z Lz & ) MEBIRH
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<V F 7 LK >
TAEY v (BHEEGE) IBOTaAZ 7T OAEGKREMH L, Bt & s
SHLZLIZEY, VFULOBHMAIRT &2 /RN H D,
1. BEEERRAZ XSG L LKA, 7 AU v (975mg X 4l/H, 2HM XI1%£650mg X 4[n]
[H, SEHREILLEROEE) 12V F v 28A LI LY ., miETRY F 7 LBELE ERH X
Ho LT 2WMED L EEMRAMNEEZ G L LEBRRBR T, AEOE (LA KIXE 72
Molo & T HHAE9160E B %
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L EERE E SR & LEEERRR T, 7 F A3 Y Fui (5.0g/ HEN) ORF5IIE
Fr— (Img, §E) ORBMEREEMZIET 52 L, £, IEFMEH & BE S L EE
BE RSB E LR RABR T, 72F A4 ) FEE (1.03E1.5g8 1) ORI GITME %
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ARBIH SN0 LHERIES TV,

2. —F, REFEERE 2 G L LR T, = b7 Ut 0.8mgE PG 1RFMATIC, 7
AU U 1.0gkA#EE LA, =bua s U)o EES0.2420.13ng/mLH> 5
0.37+0.26ng/mLIZHNN L, FEIEHAIMNE & OVE D3 OLAE « JRIEKIIRIC T 52BN E
BN L & ofiEe0s 55,

< PRER PR >
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(DR OG5 | 31% (DEER) B L& OWMEIINH 5, Fi-, HBEHERE TY
sv 7 =) 8D AS0mg MR O RFOAUCIE2054.30+713.82, 7 AU >
20mg/kgff FIF988.15+337.11, 7 At U > 60mg/kg/ H Z6 H A& 5%, 7 AU o
20mg/kg(f FE897.69+336.88 L HE RN R iz, vYoru7=xF 7 ) oAD
A GIZ R0, TAE Y CoRPPEIR SN L7 L oWEIDE H 5,

<ATTaTxr>

AFNEFIEAT oA RRBEGEHAA] (NSAIDs) THHA 777 EDFHICED .,
AHFNO L REEEIHIER 2GS b & ORENH 5179, FEBETICO WIS 7T r 7
= UMD 7 vad X —E -1 (COX-1) EARFDIEAZHET IO EEILN
TWD, FEMIEAE,

<IREBUKEEGRIRER (TEX Y 7 M%) >
TV T I RORWER LML, IR, SEEL%E O PSRN, T v F—3 2%
ZEZITZENRESINTND, TAVY Y ORERGNNES 7 IHEE LT 82 Y
TFIREEBHRL, HEHEIEI7-0DLEE 2 5LTNHIT61T),
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BRI e b= B IAZEER ORGIC LD M/MREENHESH, 72E D &t
N &0 il Ea 28385845 & B2 bivd,

<7 I)a—L>
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. &% (FREOIESF) CEATHEE

8. ElERA

1. BI¥ER

WORWERBRH b D ZENHDHDT, BlEZ F7ITITV, BENED NS EIZEE
G d %7 B RNEZITO L,

(D EXGEIER LB

1.1 EXGEMER

o
11. 1.

AST, ALT,

M1 23vy, 7774 7F— (WThELEETER)
avIRT T T 47X — (WERINEE, 2L, MEERE, CAMZE) RAd b
ONLZEBH D,

11.1.2 i (BEEAEH)
ot i 2 O BRZEN I (FIHIER - 58, Bl -
i, HARE H M, &S, REHLENDSDLNDZ ENH D,
9.1.3, 9.1.5, 10. 2]

11.1.3 hEMRKIEFEFMESE (Toxic Epidermal Necrolysis :
(Stevens-JohnsonfEfZEE) . (X< FREKRER (WIFThELEETFH)

11.1.4 BEFRRMAM, /ML, BoERED (WFhEEERH)

[9.1. 2]
11.1.5 IREHME GEERH)
(2.4, 9.1. 4]

11.1.6 FF#EeRES. BE (WThLBETRR)

vy -GTPHEDFE L\ B Z ) FEREEESCHEEN S bbb Z &b

[8.2, 8.3, 9.3. 1=

1 EIEHER. Ma - XKIBES (WThHEETH)

Tl (A vF) &S BIEE - + S HREBEGEOWHIIEEE RS bbid Z &b
Do Flo. WHABE I, BEZEIL, A2 - PAZEZES /MMy - KIBRERH O Z

Bk P

U1 =

TEN) . FEJS#h AR iE 1% 3

FRRIRESE) | i

[2.3. 8.1,

ERBHBH, (2.2, 9.1.1, 10. 2]
(%)
P/ RIEIC B W TS S AN I OFBBBEIZBI T HATTO A # 75 U ¥ A D AAED % LA
TR,
BHESVRVEFIZES T A/MrEEDRKEMIZX T 55E
. Jibd HH 1. (B BB + FEBBEME) 895 BUEBI%R (%) T X 1000 A& 72 1) &
K PR F— (e | CEHOE
L IR A Pogizhicd (FEHERR )
MR ZEREL T 6+5/5476 (0.20) 6+8/5507(0.25) 0.8(0.4) -0.5(0.9)
Ak R ZE 6+0/8821(0.07) 1+1/8830(0.02) 3.0(1.4) 0.05(0.03)
fbzer . TTABESE 35+26/9553 (0.64) 26+28/9610(0.56) 1.2(0.3) 0.8(1.0)
JibAsE ZE A 68+140/20223 (1.03) 60+109/20205 (0.84) 1.2(0.1) 1.9(0.9)
%?ﬂf?% ” 92+9/4498 (0.69) 9+14/4529(0.51) 1.3(0.3) 1.8(2.0)
7t 137+180/48571(0.65) | 102+160/48681(0.54) | 1.22(0.10)

x2=2.5, df=4; NS
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(2) Z Dt DEIEF
1.2 Z0ftbDEI1ERA
B E A
THibs HIGREE, Wik, B, Moo, Rk, TR RIER. DURIER, i,
hER, D, BEAR, B AP
U CARS, 35, I
1 2, i RBEREIR T (MR R
BLRg ZOFE. BB, B, RIT
FERMHRER HEWV, BE, R
JiThik AST L5, ALT |5
X ik R
B MERTE, mAEs, L EE
IR KR, AR
R f A, AR, HIG, B
< DAl WP, AGHITET & =2 R, R
(FFL)

AAHNDOBNEE TR, AEMOCHE TOENTOREZ FE L TWRWO T, MEASRIERAIE L
THEHIN TV T ALY VRIS K 2DV =5tk



. &% (FREOIESF) CEATHEE

BIEA—ER

M AFOTRERAEICH T HBIMERRTRKR
AHND FA BT D HRERAEIZI T, e R OEMIEP R S iz, AMREHAED
FERBBE, B DM E A R P ORIETIICE T AR ORI GROet (& LTH
BRI 5 BHRME) [COWTHAETD I Z L ThoTm,
AHAAEB2,739%1 T @IVEM ZEBUE GBI 736 (BIFEM S HAALIE871F) TRIEM I RIX
2.67T% T o7,
AIER OGS ERISHONRTIE, HLERS (B, BMAIRE. OLAMERE) PRbE
<2.81%T, /v - HingEm e (MAE, #EEHLYE) 0.15%., fJ& - R RaiE®s (G85)
0.07%. X « REFehRCRES (O F V) KORMEREE (i) 130T $0.04%TH -7,

BERDOHERIRR
FRATE B EL 273945
IlVE S8 BUAE 1155 7345
BIVE B 871
il {E FH RS B2 2.67%
BIVEH OFEXE RIVER R B (%)
FJE - R AT R R 2 (0.07)
395 2 (0.07)
HRX « Rt R P 1 (0.04)
i 1 (0.04)
TH L& 77 (2.81)
EES 11 (0.40)
ERIEN SR 9 (0.33)
OB AMEE % 7 (0.26)
g 7 (0.26)
=k 5 (0.18)
=Rt 5 (0.18)
WHRPE R S 4 (0.15)
M 45 4 (0.15)
H IR 4 (0.15)
HREER A 3 (0.11)
JEEEE (BES, AEER) 3 (0.11)
H A5 H 1. 3 (0.11)
+ IR 2 (0.07)
HAH 2 (0.07)
| HEE AR 1 (0.04)
H -+ _fEES 1 (0.04)
H TS S 1 (0.04)
M - 1 (0.04)
- iff. 1 (0.04)
i 1 (0.04)
H R 1 (0.04)
B 1 (0.04)
M s s 1 (0.04)
MW ) 1 (0.04)
PRI BR 2 1 (0.04)
E=qiiil 1 (0.04)




. &% (FREOIESF) CEATHEE

BIVEH OFEXE RIVE R R B (%)

HIL/INKR « ) L 25 o e 4 (0.15)

il G 1 (0.04)

AR PEE RS 1 (0.04)

HENEL HH 1. 1 (0.04)

S, 1 (0.04)
WA 2o o P 1 (0.04)

JEEfR A PR TE ER 1 (0.04)

FAEY UDBEIFERIZ & ZHLBERDHTS
FRAEFI2, 73961 F . T AU EFI G ARFNE D B2 7o BE (T AE Y CRIHRERE
1,57061) LT AE Y HRIFNT X 2 RGN 72 < BRICARF O 2 Bith Uiz B CIllla
FEHE  1,15601) OV bEER OHER I DUV TR L 72,
RERBAAARE, 7 AU U RNEREE CIEBELEHER ORGR O & - 7o BEF OFIG I, AHI2Y)
DEEZ#%3H AR CHHE IR T L CWe, 372056, BIER CTHOWOLR TV T A
VHIF L BT AFNTE BT A RAEMECENTWA Z LR ENT, -, 2ER R
BRI, 2D EEER ORBEINIRS T, AANTER - H BT 2 BREZ
BT D ERRENTZ,

D7 REY DHEINDAFICT Y BEZ 1158 DECRERDOHER

FEBIEBIEFRAESERI S (B8 2RY%)
RS NERIN |
" ZX%JE@ 34 H 124 H 244 A
BHAEHI
Hon 796/1568 367/1565 195/1478 144/1333
(50.8) (23.5) (13.2) (10.8)
T 843/1568 429/1565 285/1478 252/1333
PARES (53.8) (27.4) (19.3) (18.9)
N i 925/1569 368/1565 178/1478 120/1333
|=SEva s E\Z
FH AP (59.0) (23.5) (12.0) (9.0)
- 474/1567 132/1565 80/1476 47/1332
A (30.2) (8.4) (5.4) (3.5)
- 84/1565 20/1565 14/1477 15/1333
" (5.4) (1.3) (0.9) (1.1)
i 226/1565 164/1565 125/1479 114/1330
(14.4) (10.5) (8.5) (8.6)
. 49/1565 29/1565 25/1479 19/1331
(3.1) (1.9) (1.7) (1.4)
e 42/1565 711565 3/1476 0/1330
-~ (2.7) (0.4) (0.2) (0)




. &% (FREOIESF) CEATHEE

Q) MNBRIZHE T+ HEMERAFRERRKRE D7 RXE ) D &HF)
AFNE. NEHFHIZ I 2 BIVEHRBURDUBIT D i iT 720,
¥, RAELINNIGHRFEEE4446) [ OV A AR N B 2 %8I 20 S 7z TR A b e sk B I B3 %
INFRSCRik47:55°57.69,60 | Z Bk S AV TV D RINEH ORGED DR BUHE 2 7 A ) VHEMRE L 7 A Y
U v +IVIGHF HFER R O B 2 BRI R L7/, DITICRT L8680 Th b,
BUWERIL, 7 AU »BMRE TIEZ Mt iixt 84126061 111761 (6.54%) 12, IVIG & Off
R Tl 2 AR R 524511, 16561 1 5041 (4.29%) 1258 BTz,
FTREMERE LT, 7 AU CHEMEIEICB O CUEIFEENS.7T7% 238D vz, IVIGE O
OEFRIE IR A MmER - MPRIES  (FBREK L5A-. 4P ek %) 2.23%., IFIEFE1.55%, —#xAY
ShHREE (GEEN, EEE) 1.3T% ThoTo,

N EEICH T HEERDFERRR

TAEY v s -
g IVIGF %k at
FRJEBIEL 260 1165 1425
i AE FH RS BLE (51145 17 50 67
RIE B 17 79 96
BIVE AR BUESZE (%) 6.54 4.29 4.70
RIl1EF o g BIVERZ B (%)
FZ & - Rz ) R b 0 (0) 2 (0.17) 2 (0.14)
5 2 (0.17) 2(0.14)
HIAX » RAE AL R 0 (0) 4 (0.34) 4 (0.28)
PR 4 (0.34) 4(0.28)
H AR R 0 (0) 2 (0.17) 2 (0.14)
i T 1 (0.09) 1 (0.07)
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U UBIANZ AR THAREICENT-RAITH D, TOD, Elofzb | Bz, 39
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