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2tz B D

OlllgE JNBRIZE HDMEREEZELD)

2. PEEXEIHRICEET HFE
BRIE STV

3. AERUAE
M AERUVAEDOHEDR
GRVE (BHERERODE. ARERE) . DHEE, EOMENOEREE (—BMERKEDF
£ (TIA) . BNIEE) (CH1T5M4E - BERFEEOMF . BEER/ N1 /SR T (CABG) &5 L&
RREBBRMAN (PTCA) MITRICHSIT S0t - EREBOHFHICERT 558)
WH . RAIZIET AU & LT100mg4a 1 H 1A A% 545,
72, JERICE D 1RI300mg E THIETX 5,

Jigm JIBRICK 2DMEREEZST) ICERAT H5E)

SAPEAEMIMIE, 7T A Y L LC1HKRELkgH 72V 30~50mgZ 3[R /01T TR &% 59
%, fERGEOREEMNSEELIT, 7AYo L L TIHKE1kgdh 72 Y 3~5mgH 1[E1%% 1%
5425,

2B, FERICE U CHEEEIET 5,

(2) BERUVRAEDHRTERE - 1R
GRME (BURERME. FTREFOE) . DHEE. EOMNOERES (—iEM%5KE D5
£ (TIA) | BXHEEZE) (2HIT5MmiE - EROIH., BERR/ S /X {iT (CABG) $H D ULM(IHE
REERIIRFEMN (PTCA) MATERICHITZMME - EREEOIIEIZFERT 5158)
M/ MREEEIHNICIB T 27 A  OAEMER PLZEMEITETFEE LOXNNTHL EEZD
AUy MM 2 KRB 2 E0a 6 RHET A Y & Ui/ IMREREE S 25 5 3
OB HHEIL, 75~350mg/H THHZ &, TAEY v - VLU vREHET AU T
O MmAEE FHEDOHIMZ B E 2 T, EFIRB IR OHELVOHELZRHET A v &
L T100~300mg, 1H 1A L5 E LT,

Jigm JIBRICK DM EREEZET) ITERAT H5E)

ENSD T A BT A 2ETiE, BBV TE, @8%., ffEfeZE s a7 L0 L T,
BERAAI30~50mg/kg/ H (433) 7>580~100mg/kg/H (434) OROELENHELES TS,
BPEEIZ BT, 3~bmg/kg/H (471) H DWW iE5~10mg/kg/H (/31) BRI, &5
AR DWW TR K OSEENRIZE OGN ST L STV bd, TUHEBE L,
BHN DA INE R VL BB, HIELAUTHEZRE LT,



V. BEICEI 5IRE

4. BERUREICEAET 5FE
1. BERUAEICHET SHEE

T1%fu%@%&%0 ZRE ZE AMEI O PRI ISR W T, P/ IMEIER 0% B2 2 <

ZIE, PR GRFICIEARA Z TV HOS L0, AW TIRATAZ L, [17.1.1%
%]

(fi#a0)

FEER & OHENET A Y CRANIYIEIE 505 OEKEh R (i MIER) 2315~3053121C
FWHTHOITx LT, BIREETH DAKNL, $eAI0 E MR GROSKER]) 7210 I8 B 12
o, RENIOMRIFEED 95, Bl 22 I BLIRE S 2 2k DA FEZE 72 & QNS I ZE Sk
HOPHNEFIZE L T, #EHRG-RHZ IR > ThHifh SUTNH N TR G2 2 & TIRHIKI15%)
B Tl MR EEEIHIER 2B 2 [ XUL S 1. (1) Wik oESE]

AR UM FEIE SUIMMREZE 2 M O MG IC BV T, WL O DES O RFIEERR AR )N & 559,

1. RERUVAZICEET 3R
1.2 DFZERE RO RS BB AR (PTCA) fifTBE O wIRRICE VT, #H
BEOBEEHRGT DI ENLEE LY,
(fiFa5)
T AU DR FE, T AV DDERHRIC L8 ODHEEOBRETA R T4 KT T,
mw&@ﬁﬁ%P?%yMT X, DAEEZE R K O RGRRE HBIRE R (PTCA) hefTE%E
DRI AHN 2 AV 585413162 ~325mg/ H DB G0 iR ST b, (KEETHONRAL T
xHUV@%M%mE%aU)

1. BERUVAZEICEET 535

7.3 FHIE UTNRROZW > EIRE, HEZmT 52 ENEE LY,

1.4 )RR CIIFAEZ S o A M. M/ MREREEREDS TLHE L TV D O T, JIREHE O RIE Iz B0
T, AR ZFRIEHZ2~3 5 ARG L, ZO%EiE O 2 — X% O w8 Rk A C s kR
i#mw6n&wﬁA . RAOFEEZHIET 2 2 &, HEENREE %K L7 iER] T

LB OIBFE AR SN D £ TR 2T 2 Z ENZEE LU,

ISM%W@%% IHEWT, [KHAETIES R/ MEEERROMEINRBO b2 nWiEa b o D
7o, EE, M/AMRESEROIESEEZBETHZ &,

(fiEL)

7.3 AFNIERAIE U TRAMEDRHEST L TN RN b/ NEA 2 138 B U2 = 222 TUNE 28,
JIEFRIEREIZIRD FEH S ND Z &b, FRIZHTZ > THUIIIGHEOMEEZE DB LETH D,

1.4 KFNOFHH& T OREREZ TIFRAENIRROTA K742 (20034F) | HF525E|Z LT
BROE ST, /NRITK U TREELL BICARIZ 5 LW OFEEHE Th 5,

7.5 IR EE Zxtge L Lozl <, IKHE (7T AU »1~2.5mg/kg/H) 580 —
HORERT, 7 R U U EES a7 — 7 VEESEOIHINRO bR ho 7o & OwEN
b5,
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5. BRPRRLAE
(DERERT—2 /1y r—2
U L (RANIARBEEICHESE . TV RRICE T 2HAE 1. OHICRHE L722hae 33
R LEERLTH D, )

(2) BRER IR R

1) BER 5 e
Kﬁmm@&v?XE)/%%ﬁ%m%%H$A@%&Aﬁ¥ﬁw’”Eﬁﬁ@ﬁmﬁgbt
B, AREME - BETRICBW T, AFICERT % & 52 bs BT UIHRHRE O R
A EAD&)%M?—EQI‘ ERIFThH T,

2) R E®REHER?
R A B 406112, AAI100mg X IT T A ¥V FEEE100mg s 7H B 5 L 7= 8 5 i ikt
B ONCAEFE AR B F- 180G ARAI100mg XX 7 T v R 215 Ao 5 Li- —EEHRZ 0 A
T R—HRBR A 1T o 72, LLAFICZE O R %2R~
AFNC & 2 HRIEOBEITHRSE ARG EICD L, 7T ERBEL L THLAERETRED S
IR o T,

[ 72 VGESE
| APE ¥

#51HH #57HH

4
35

3

p=0.0002 020,037

15 _

1 p=0.009 p=0.006
0.5

0

W BRSO FEE WPTRE B BIRS
RV-1 AHl vs REDBHIRBEFLE (n=40. 7EMEKS)

EREAES 2 2 7 O P91 (£SD)

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 BHEBRGLEK (n=18, 15HMHEKE)
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Q) AERICIRRAER
EER e L
[ TVL BEhSEICRIT DA 2. (2) & B4 2Bl DEES ]

(4) IR
1) BRI R
DRAE AL 1T I8 RIS
BB L

QBB
R EER e L

2) REMRER
FAVIZEITBERE (FREY ViGRTE100mg) OHIRZAEME
ABNOTHIREHEICBN T, BRENPBRFIEINTZ, SIEMBTT A X 0 FEAM A] GEIE F1 A3
2,739 gk S, 2D 9 H2,309BIN24E M & FE STV FH8RID A KR 24 T Lz,
PR BH 4G I O B OMERINERIZ B E58.9%, & M£40.6%. ~B10.5% T, FHIFn1365.4 =
113 CTh o7z (23~97i%) ., ERRIREF L, DIHFEZEREES2.9%, RNZEEMLMES0.8%.
—IEPERN R M7 1F24.1% T - 72,
AR, 2,73961D 5 B KAl E ORFERENGE ST RIER & HE S = EBNIL 7361
(RIEHZBLEERTH) Th V. AAIORHWERZEL=132.67% (73/2739) Th o7z,
BIVEH O ERINR TR L EREE N K H 2 < 2.81% (77/2739) T, W CI /MR « HiEE
MPEEA0.15% (4/2739) | JJE - KB RaEE230.07% (2/2739) Th-ol-, [EHEHD
R TVIL ZeaetE (fEH EorES) ICB342HE 8. FIfEH I omS#]



V. BEICEI 5IRE

() B - REERIGER
Pri /REET, SfEm Y A7 BEICB T - DILE A X2 NOFRIEEH BISHHE Lz
[ TV.IBEICEETAHA 5. (7)) 2oy omEEBMR] . 72, APT (Antiplatelet Trialists'
Collaboration) ® A% 7} VU A2 (ATTORIH & 72 2 EESILFEIIL T, 1455888, BEEHKI10
JHER]) 2BV T, Fuli/MRIEEIX, 65miAl & 65 Lh b, Bk & Lotk JraE#ImE90mmHg
Alii & 90mmHgL E | BRI & FEFERIF O W T IUTIB N T H AN - Ll A N2 M RIEZ A EIC

P L7z19),
32(4) 45(7) 37(4) 33(7)
<0.00001 <0.00001 <0.00001 <0.0001
" A=fin/ DR R E R
# 20%7 C=xfMRR
R
PP
N
’»( w
& 'i'«f 1091
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=t/ R EE B
B 209 C=xtiRE
*®
=
Ny
’»{ #\4_
by '4:'% 10%1
- c| W ¢
2
. ALY 1451| [y 1073
= 8421 5308
QRN (17. 2%) 6 (20. 2%)

<90 =90
YL 5RHA M £
(mmHg)

* DREZE, AR, S

V-3 HU/MREEDR - DIEA XD MIFEZHR GERHR)

(6) ;amErIfE A

DEABERAE (—REAERAE. FEEABERE. FABELRRAE) .
HERTRT —IN—RAE. HERTERERABROANE
LR

DABEHELTERFEOHANBEXIEERL-HE - HBOME
BA=RSAYA



V. BEICEI 5IRE

(1) = Dith

DME (BUERERE. FREHDE)  DHEE, EOMKOEREE (—AMHKEmDFKE
(TIA) . BNFEE) ITHIT5MIE - ERBEEROING . EEIR/ N1 /XX 1fi (CABG) &5 LME#E
EREDBIRMAMNT (PTCA) HEITERIZH TS M4e - EreRR DN
AFN e O 7 2 Y R 2 DT B FEERARBREGE L 0 . 7 A8 Y rofuis/ MRERIZE
SLHRADRENBLLTFO LB VRS TN D,

1) RLEERE B K OB E R OERFT TR LT A Y > 75~1,5600mg/ H Z 5 L= —
ERIBGABRE BN T, DHEERAER L OME RIECROAERE TR b
SEAN, AN A REAE ET) 1419,

2) BAMELAREERE TG LT A ) 756~326mg/ H 25 L7z “EEMRLEGBRE BT,
PR AR MR RAERLEOME R ROAERETARD LN GrEAN, KR
NHAELETe) 5720,

3) LFFEEAGFEICH LT ALY 756~1,600mg/ H  #%5- L7 ~HERIEGREIZH VT,
PR AR MAEPRAERLE OME R T ROAERETARD N GrEA, KR
SHEAETe) 212D,

4) PR ETE (TIA) | AT R OEE L OMT 7 v — L ERF I LT A8
> 30~1,500mg/ H = 5- L 7= “EHE MR IC VT, — @ MERE M ER AR, I
PR AR OB CROF BRI TR b GMEAN, KBS HEE L) 8283,

5) IR NA AT (CABG) K O EGRRAETEERE RGN (PTCA) ®“EZICKH LT A
»50~1,500mg/ H Z % 5- L7- “EE MBS IRV T, FNEN., BhLH OFZERA
FROFRAEREROGREZIKRTRRD bve GMEAN, AR HEE GTp) 3640,

APT (Antiplatelet Trialists' Collaboration) 134243 K& TNATT (Antithrombotic Trialists'
Collaboration) 2137 A BV VDO HLMARKIEICET 2= 8T v AOREER 2 T2 B & L
T EBE IR TH D, 20024F IR S NZATT CIX A A Z GO 1R300 5 ELLERSI L,
HARNDT — & 2512287 D MAEB L HBGBRpRE (BELAI20GMER]) DA LT TV AN
Tz, ERMRRELTITRT,

Ol IR EL, DFEZERETE, SV OMREIE, AP SOITIARBEE, MEIEESMEH X 0%

O OIMARIER U A7 BEIZBIT DM « DE A X2 b (LRREZE, A ST sE) o
FIE 7 A BEZIH Lz (U A7 b 322%, fEAERRA22%, p<0.0001) .



AEICET S1EH

: B ;%ﬁf;'\’ P ) toxmemmEn  AZHDE

HRER s T A

LR g 1A Toe e u 25% (4)
ARG 5! U(O 1761916)58 : 3(7 101/1926)44 = 30% ()
A« TIME(E T R o - 22% (1)
A2 1) 7 167(()8/i22())418 185(84210)403 :._ 11%(3)
Z MO Y %7 B 1o 1692009 210880043 - 26% (3)
AE OREERMEME ) 18y O0PPIIIT TOIBITI0 o 25%(2)
w T i ?

‘ L ‘

s DRIEIE, RS, SR 0 05 1.0 15 20
R/MREENES RMMREESS D
SAHEIRp<0.0001
M 999% /55X A
D 959%fEHEmM

BV-4 £iESYRIBEICESITHMMEZDOR - DIEA N2 MIHEHE

1000AH=YDRRT 4w +
(1B#ERE) 36(5) 38(5) 36 (6) 9(3) 22(3)
¥ABEE (A) 27 1 2 0.7 ”2

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 - fiEE oo
BEE DR TIAIE SfH 8YRY

* DA, A, W
V-5 &iEEYRYBEICHSITHRMMREEDOR - DOEA XD MR
(FEXR)

@7 Ay roORERMATICE VT, BIKHAE (7T5mg/H Kfu) . KHE (75~150mg/H)
HEE R (160~325mg/H) . mHE (500~1,500mg/ H) DO4REME TRigt L 72/ 5, BIK
FBERZRSSEETIR, WM - DI A X b OFIEZ A FHH L7,

(BIRTONRAL T ALY VAN EZEGT)

B DB R kB (%) s
FAEYLAE RBHM * v Rt L {EERR ARl
TFAEY VB paf:ich: T
L 1621/11215  1930/11236 5
500-1500mg/ H 34 (14.5) (17.2) l 19% (3)
aos 1526/13240  1963/13273 ; ,
160-325mg/ A 19 (11.5) (14.8) . 26%(3)
L 366/3370 517/3406 L
75-150mg/ H 12 AT A = 329% (6)
- ‘ 316/1827 354/1828 o
< T75mg/H 3 (7.3 (19.4) — 13% (8)
i 3829/29652  4764/29743
B 65 (12.9) (16.0) i 23% @)
* DHAEZE, MAsHh, g sE 1 I I |
0.5 1.0 15 2.0

TXEU/#Eé FRAE) NS B
A Rp<0. 0001
i 99%{SHERMA
D 5% fEERR

®MVv-6 7FREYCORERN K- DMEA N2 MIFIZIER
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2) s IBSIZ & 50 MmE

BEEZED)

TAEY CORMPHEROT A Y s LfErn 7Y o (IVIG) ORFRIPRIEL. )RR

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

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

1) JEHREE I LT A e Y 2@tk ia B i H 12 1330~50mg/kg/ H
(& O TR AEFE | mbfwmw%$&x17xt)/$@$$%@m> B I
Smg/kgl B 4 5 U= BR300 C L EBHIREEE D54 ﬁ#ém%w%#mw%n%uw
£V-1 JBEICET 37 REY U EMREER VIVIGH FEE QR E0
IRBE R H HHEE
o BPATEIRATRIETIAE | 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
ik TREOR 27 ) SEH U FORBILT % E ) (ASA) SARAE . 458 L oofE Bl ASA & IVIGHH

BIE L L, IVIGOEH 51E132g/kg X 1 H £ 400mg/kg X 5 B IZMAELAI 2B 1T 7=,
ASAD & : Z2VEIA R 30mg/kg/ B . f#2#% 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 AR & D)

(%)

FHORO7

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

4) ~~ 7 Vv~ 35%A

5) M7 /v7 2> 3.5g/dLAT

6) “Fifin 125 AT

7 M 5

LETHHEO 9 G4 BN (Bl O REME) 2. 9% H ATz L7z

ERAR

AICIVIGO s &



VI. EMEEICET HIEHR

1. EEZFMICHEHLILEPXITILEYE
Fr Y PUREAY (70 R VAR, T/ 0 E VIR, 7T A2 L OVIERRE)
Fh T rual
va ALY —)
Y AE—)L
HE  BEOH HLEMDOREE - DIRFIL, RHOEBEFRIEZRTHZ L,

2. EBER
(1) YEFSRML - 1EF%RF
1) /M 4E A
O oo+ x5 r—EHEEER

FRAEY VOFELGEEZMERIE. o204 F245F—E1 (COX-1) ZHEETH I LIS
£BEHEDT, M/MRIZE T HCOX-1TEERAIZIM/MEAABEZEFBERTEHRLN=H, R
W TH 56164,
voatrx b =YL, 74 VA LELTCOX-1LUCOX-223 b TWn5b, COX-1
IIHRERREEE CTH Y | COX-2IFRIESUSITARE L TRET 2FFEERTH L, 7TAE Y
I, FIZCOX-1ZANAIWIICILET AR T, v 7 atx 7 —BIHEKE g L, §F
BHTHD, TOHFIL, COX-10530% (COX-2TIE516%) D&Y vV EkEZZNENT
tFUlE GEAERE) 752 8I2Xk D,
T AEY OMf/MIIZET D COX- 1 EERIIA R TH D2, MEMH CIECOX-1DH
BN TOND T2, TaAZY A7) v (PGle) A RBEEVE T T C L ER ) E<0
\ZEHET %,
B, R THLY U FABIICOX-1%2HE LRV,

A EE
RARY S—¥
g
vouxFvri—+

TAEY v ;

IURRALAFUR ] [ vra~ LA F VR

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

RVI-1 2904 F o5 F—ERBRVIRF T T—ERBENT S
7 I % FUBAHOEIE.

VEFL T




VI. EMEEICET HIEHR

QTXAE R EEER DERMK
BaR Wi MRIZs 7 e A% 7 F—EB 2 HEMTE VWO T, /MR T Z OFERIENE
MARFACRE SN D & T AE Y COERATER &1EBE5%72 < FEBR K T o i/ MO
Fay (7~10H) WIRHFHESNTWD Z & s, EEIITH- i/ MBS D 7=
W, TAEY roERPIEINAVUE. ZORRIZEET S, —FH. BEER ORIl T
AV VIRBHRTHLY /A X U T—BEHOEAT DL ENTE 5720, PGLARKIT
[15 3% 6369,
T AE Y VU OIEEEIRYEIC O W TIE, BREEE W 2in vivo B CHIER ST\ 5, 7
ZNZT A CGEMERIE] (FAMERERD) 100mgZz 1H 1A, 1EMKERO®&EG L, 24
% D I/ REEEE RN NI TXAe X OPGLA e 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-AMEIZ I ~SH910% 2 E Tl LA EISHHl S 47223, REIRIZE T 2 PGLaI34I60%F2
JEE TORTIEE D A ERINENIA DAL )N > 7266),

RVI-1 FREY DO TRITHIT S M/MMRES I TRIZTXAE FBEE1E 60

. [ — = 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 FREUDDOTRIZETHKREARPCLERIZRIT T 52L&
f R TAEY G
PGIPEA ™ N 0.95+0.20
(ng/disc) 1.66=0.28 (p=0.07)

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

T ALY NICOXEPHEL, TuRZ TP OFEAZIEITHZ L2k FLRIENEM.
fEEVER ., BRIERZRET 5 & STV 560,



VI. EMEEICET HIEHR

(2) E3h & H A+ (+ HRERAAE
1) /M e R
OF7 T/ o) VBRUIAS—F UERNMUESICHT 1EH
KA (7 AEY VAEEI00mE) K ONT A B U VA EE300medE & H A M HEEER A 5 761
(22~295%) (ZHFAZEMERE (FRTIRFER) /K100mL & & HICHEIRRO#& G LT,

cTT U U (ADP) 102 M, 27 —47 1K 02 u g/mLIZ XV ER S
IMRBEEE DWW DWW T b AFIER 56 # 1 E R RIT R K & 2o 7=,
« 3T — VBRI IMREEE X L C, ARFNTH EIRFR 72 MEIER 27~ Lz,

ADP 1M ADP 24 M
80 80
60 60
40
Gt .k S S
€% € o
e
E &
& -40 g -40
# .60 * .60
® 80 ® g0
-100 -100
-120 -120
-140 4 -140 4 T —
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
B 5-5mEM () B 5 %M (h)
a5—4 1ugmb a4 2pgml

FREINHE (%)
RREAFIE (%)

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
BE®FHM (h) 5 %M (h)

CEXfE %R, n=6 ; @ : 100mg, O : 300mg)

FVI-2 ADP1RU2uM, 25— 1RU2ugmLICk YFERES -/ REESEIC
95T RAE Y UEEBELE100mgR 300mgtk 5 kDA R IIFI R DHR



VI. EMEEICET HIEHR

@7 RE ) UimiBatE & FRRORM/NRER QBRI HEFE
TR e iBRE 66 (22~37i%) ZXRIZ, 7 A FEEE650me M OFIREE650me & Z2fE
FRRERR O 5 Lz, (RIEETONRAL T A KRV E)

c WFTHORBIEZFRE L-RATYH, /MRS 7 a4 %27 —PIEMEIT95%L FIRE S

7~
s /MR 7 v AT S —BIEEOEX, IR SER 5-RIXER BB B, & 5-4RF%
MNHEFRD BT,

- BRER G TR G450 B I ETE N i KIS T2 DIZXF LT, IHIESE ClIf 5:-100F
MR K E o7,
'&5?& I aA X —BIERILERICEE L, BESE. FBEOWTILLEG5%T
(3% 5-m1D80~90% £ TlalE Lto

—t
e o] [
& 8 8 8
T T T ¥
ot

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

3

s 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)

EVI-3 7RE L FRE650mgE R R ERS LEBOMNMRY S B
A5 F— L OHR

|

2463810
‘-———-H#F‘EJ———’

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

©VI4 7 RE Y I5RE650mgk ZEFEER S LB mINE S o
OA %2 55— FHEOHS
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©
O
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O
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O
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O

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

0




VI. EMEEICET HIEHR

@B-tBARTOT) VEQOHBMRUVEIEREELEYE (& 5 M/MMRESEIC T HIER®
e MR A 106 (50~6Tik, “F-H4J605%k) (Zxf L. 7 A Y UIGHEFESOmE, 250mg MK T
1000mg % HERE 5 Lz GEEMREIEAL v 24— "—1E) . (KTONLTAE
U UGN EE B Te)

- MIEPTXBalt, WFHOEERICBWT G424 h - 0 HAEICIK T L7z,
/RSO B-bar R a7 Uy (B-TG) | f/IWGEE4AK T (PF-4) OFgkix, Wi
NOBEEIZB O T HEEGH T2 0 ARSI Sz,

- T 7F RUBRImM, 77 /v Y Uk (ADP) 1p M, 7 KLU 0.1mMIZ L V75
ST IR SO, W OBEREICBW T EG%Z 12RO FREIC, 2
SHEBEERFICIHE &N, TOHRTHT 7% RUBRIC L B M/IMUBER SN S - & b 5f
<Hl STz,

- Simplateit THIMREH DAL R 2 fGd L72fES. 1000mg i G-I 380 T 544 24l & C
BHRNCHRTHEREEN A LN, 50mg. 250mg?D &% 5 Clx H I D it & (3=
ENhotz, (KIBTONRAT ALY VAR REEET)

300

100

0

0 8 %2%() 168
W (h
CELIE YR, n=10; a: p<0.01, c: AEX2L ; A : 50mg. o : 250mg. e : 1000mg)
HVI-5 7RE VG AfES0mg. 250mgKk U1000mgZ EE %S L - oM iEs

TXB D #EFFRIHERS

100 1

80 40

60 304

a
20-
// 104
0 8 24 72 168 0 8 w72 168
1 (h) w6 (h)

CEYE YR, n=10; a : p<0.01, c: FEZ7 L ; A : 50mg. o : 250mg, e : 1000mg)
RVI-6 7AE'Y UEARESOMg., 250mgRk U1000mg % HE A% 5 L =B Il

PF-4 (ng/mL)

40 4

B-TG (ng/mL)

20
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VI. EEEICEAT HIEE

TIE AR

100

50 1

100 -

BHEPER (%)

100 -

RER (h)
B-TGRUPF-AD#RHRIMHETL

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

EVI-7 7REY UEEEGES50mg. 250mgKk 1000mgZx EEEE L -ED&iEERE
AEYMEI(C & S M/MRESRINE RO FRR R

a a a
b a "a a "a a B 50mg
[J 1000mg
X
T L
= 50
&
5B
c
| —
c ¢
/i
0
8 24 72 168 (B¥FE)

CELE+ R Z2E, n=10; a : p<0.01, b : p<0.05, c: AEAERL)

V-8 7RE UBAiEs0mg. 250mgk 11000mg% HEIES L=BO7 5% R
VBRIZ K Y FHE I M/MRESEINH EORRFMHER I NI 5 2R R
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P

EMEE(CET HIEH

RVI-3 FARE UEEEHES50mg. 250mgK UA1000mg % B[RS L F=FE 0 t B D #E B e
P

ISR () T AEY Ui G- & (mg)
50 250 1,000
e o] 4.6+0.6 45+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 5.2+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 EAEHER ., n=10 ; b : p<0.05)

@REHRSFEORIU/NMRERY
e BAEMBRE TH] (19~415%) 1ZH LT, T ALY U GRMERA] (IGratEER) 80mg* %
1A 1A, FARIRERRNICTHBRER QS Lz, AR TONRL T ALY VRGN HE)
- MYEF OTXBel FE 1L IR T L, 4 A& 5%ICI390% %2 8 2 21K T 2580 bivi-,
7 7F% RUEE (AA) ImME N2 T —5 21 ug/mLIZ X0 FRE S/ IMREE R YT 7
=0 Ul (ATP) EBERIZIE 2T S 7z,

400
300
2001:
100}

300 W

oo
fo=l
<

=
1234567 24

1004 FRER AR (BFRY)

i TXB: (ng/mL)

1 2 3 4 5
RERHAR (H)
T A URBEMERA
(1 : 7AEY U5 A LI/ FOEFOHERITLA B O E RS,
FRIET AV FEEESOmg & Al — DR E I 5 L= B oHEB 2o~ d, )
KVI-9 7REY VEGAMSEEISOMmg 1H1E., 7HEREXRSHE SO MEFRTXB,
=E DR



\e,
"

ENEEICREI 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 i1ImM, 1 Coll, 5Coll : =7 —4 > 1ug/mL, 5ug/mL)

BVI-10 7REY UiEAERF8OMg 18 1E. 7THMREERGMBFIRUVRTED
m/pREESRRE & ATP iz Rt

OIBFEEEIZH T HM/MRER
FIE% 1 H A LI ERE U7z )G R BB 4112k LT A Y 1~50mglkg/ H 2 #¢5- L 7=,
ZTORER, TAEY v OREEBICEBRRIEEAEDEFT, 7T Ry, ADPEXU=2
— 7 EHEOIFINE NI ER ha AR B (TXB2) fEOK FABEINTZHOD,
2.5mg/kg/ H LA F O GBI TIE—EIINHI 23580 AV WIEBI S FAE L7270, 728, AHFID
TRER OHEICEET 2FE] ik, DIRHEOIRFICB W T, KA & T4 7 i/ MR
B mfnﬁ%urﬁxn.u&)%hﬁb\%ﬁ%&;ét&) W, M/REEROMEELZZET L L, |

LRHEHLTWS
(FRLFY VgEEIuM (ADPEESE2 1 ) (ADPEESE10 12 M)
M/ RSESEBE /MRS EE /R SESERE
% % %
ooy - 100 100,
80 80 f\
60 60 : \ %«/r I/ i\

1
¥ - .
40 I\\% — %, T /‘11:\\ 40)

. HL%T/I\ S

UymEnte 0 10 520251 UhEsms0 30 10 520251  C #E5®s0 %0 10 525201
TREY U5 mg/ke/B TAEY 5 meg/ke/B TAEY U5 meg/ke/B
(AS—7Ug&g2.5ug/ml) (%% A TXBfE) (M % th6-keto-PGF 1o fif)
pe/mL
z00
MRS RE 3 L
pg/ml
o - 1000 500 ..
80 i i 800 400
60 \ . : 600 300 1
’ \\ N I i { )
40 \ 400 oo 1 - [
. S b —~— 1
2 \ i o~ 200 100 ;\ i l
. v . * *
o S 58E - e W % w e
O 3@5850 0 10 520251 FES5HE0 30 10 52025 OymEr50 0 10 52025
TREY U5 mg/ke/B FREY L REE mg/ke/B FREY 5 mg/ke/B

HVI-11 JIEROFERZERERDBEICE T457AEY Y oful/MriER

(3) #e P FETRBER - H5GREER
Rk L



VI. EYEREICEET HIEH

1. MAREDHR
(D e LA M RIRE
T AE Y OF/MRER & R AHBE MR I3EE D & A7 166.68,71-75),
[VIL SEPEhRIC B9 S HA 4. WL OHSM

() ERRERABR CTHER IN M RE
DEEESHFOmMPRED

AR R A B 1661 (22~295%) (ZAAI100mg (100mgEl8E) K ONT A BV VIGIREE
300mg (300mghE16E) # FHAZEiER; (FAT9IFEE) /K100mL & & b ICHERRO&E G Lz, §
RIFLTITRTEBY ThoTz,
KRB (7T AEY ) DCmaxX CAUCITH EITIFIE B L TEM L7223, tmax. tred Y
MRTIZIFZE TR O b e n -7,
R#H OV Y FIOVER L O Y FOVRER X, 100mg#e 5-BFI2 1385 5-4. 5FE ) % & V4. T5 R 12,
300mg ¢ H5-RFIZ 1L 5-5.25¢ [l 74 S OB TBIF[ZIC, 7 A Y KD RoREAL T ComaxlZEE L T2,
Z DO IMAEPREERERIIREMAL VB < . Cuax X CAUCITH BITIZIFE LB L CHN L 7=,

RVI-1 HERSEHOEVEEFH/NNTA—F

#XLL?‘% *%'f[ﬁﬂg/ Cmax Cmax,norm tmax AUC AUCnorm tue MRT
R [ugL] | [g/L] [h] [ng-WL] | [gh/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 )
100mg | ¥V FAEE | (1ag) | 47321 (1060 (1.40) 1.39) | 1.19) | (1.56)
S 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 )
300mg | YT/ | a0 | 37755 | (508 0) (1.40) 1.37) | 1.15) | (1.14)
e 12785 | o0 o 5.75 95594 | 16791 | 3815 | 9.50
PR (1.44) : (5.0-8.0) (1.28) 127 | 117 | (1138

Crax : B MLTHEE . Cmaxnorm : Y D O 5.8 (mg/kg) THEME(L U7= Cmax. tmax B L 578 B 2 2R
AUC : iR AR T IAE. AUChom @ AE Y Y OFKE & (mg/kg) TEUEL L7-AUC., tie : 3.
MRT : AR PN i IR

(Cmax. AUC. tiz. MRT : S FIME GRTIEEAEMRZE) . tmax : HJLAE G/ M — f K AH) . n=6)



VI. EYEREICEET HIEH

T A Y IESE100mg i 5-FF
10000

—
(=3
(=3
S

100
-7 At v
—O— U FLER

M PREE (1eg/L)

—
S

--@- U FVIREE
SR S TREHE (R
n=6

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

7 RN U iE§E300mgH 5k
100000

10000

g

oo

Z 1000

o

=

T 100 T ALY

2 —0— U F i

¥ - @ U LIRS
S84 TSP S A (55
n=6

I N R R S R B R R I TR TR
1% 5-#% ¢ (hr)
RVI-1 mighRERE (FREY V) RUKEY

(S FILVER VYY) FILRER) REHD

2) RIEV SO MTHRE™
B (22~45m%) KOVERD (656~TTirk) OREFEAAN B G246 CAFH 1. HF k1. &
BA. @i, &6fl) AR E L TT A VA EE300me & 1 H 1EIEI A% 127 B R IE
Beh Uiz, BHHEBE R OEIRE O WTIUCB W TS KEB G X 2 EYBEEFLN T A —F D
TIFRD LR 5T,

RVI-2 EERVEHEERRAZETS57TEMRERSHEDOY ) FILEEOEYERERFH/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 EYEREICEET HIEH

(3) hEE
T AEY ATMIER Y ) TR 300 1 g/mLEL_ETHEER & 2477,
(@R (8 4 @)
1,000
900 B IR AT S
800 — IDEIRARRE R
= GES
< 700 B BREE
3
# 600 KRBT S F—Y R
T
& 500 FRET LA O—SR -
n THEZ—
= 400 . N
iy MBI (V0% AR 2)
B a0 [IUTTR L
g N
200 [ PIERR HIE, 58 HEL, HiE
100  sEREHME SHAE BB R
BEHR FAEY Y - 7LILE—

0— - m/MRERSEREHN R E

KVI-2 Mo ) FILEREE ZOMR. BIERDOHEE

4)BE - fREOEE
EVHEICHT IREOEZED
fEFER 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 —1MR) OEFZICENEI
BeH LTz, (AR TONALTAEY VKGN E)
T AE Y VIBEEERG A OMBER Y FARRREHS T, RBREGICIVIEEL, #5108
% £ CTITEMERR 5% I L TR o7z, 7T AE Y VIBRED BZEGRICEED b
7oA E DK T I EANAPEHEEROBIEIC L2 b0 E 2 5=, L, REBIEE
BICABEET RS2 800, BRRNEIITE DWW ERNRgESniz, T72bb, 7
AV UNGTESEIX— AN B 1 B G R IR 28 G B BRI b~ R R HERS LR IE 358D
NHEDOD, NAFTTNAZEY T 4 DR TIEenEHEEINT,

R TEE
@ ftik
0.3F

0.2

0.1F

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

XKVI-3 miEds 1) FILERIRED LR

i 4fErh41) F L EE IR IE (mmol/L)
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RVI-3 4A8KsEIRIERPY ) FILEIEHE# B D L

2GR - BE%EG
&5 959 878
FEAERR 75 28 58

(mg7 AV R EE L THER)

2. EMEERN T A~
(1) B4 7734
Rk L

(2) VR AR B FE S 4
gk L

(3) SR
BB L

BHoIVT7I32RA
TAEY o EERR L

(%)
YUFILBEDI I TZUR
YU FABOE Y VT 7 ZFRpHICK & KAF L., KpHTIZ5% A0 CTh 523, pH>6.5
TIE80% LA L1272 %, BERBEDOFEANI L > TRpHE LR S5 L RPDA A BIY Y F
JVEEDEEINT B0, BIRMEIC L > THRINEIN D DI TR THH7-H180 fEiRk L LT
U FOVEEOJRPHRIES NS 5, IROT A VAbiTi &5 OWE FEETH D,

(5) AT
Rk L

(%)
AR & IR 27 A8 ) &Y U F RO ARIE BN ZEEBISARE L, 2B iR E

pHEREIZIKGFET S, LEEN-> T, IRWpHTIZYV U FARITAEKR T N— 8 2> MCERET
Do

B U FORO MBI EIKET D, WHEZERSG LEEE. OhAARITK0.2LKkeTH 5,
ZHUE. 80%75H90%E V) EWIMEE FEE DO THY . ST ISR s 2t &
KL TWa, @mlE (FHES) ik, mWEEAEEESED L, 2ofE, MEaE~D
FEADEIN L TN A DSEEINT 57290 AR IE50.5Lkg 2B 942 77,

(6) T DA
RN



VI

EWMEREICHAT HHE

3. B&H (REaL—Lav) @

(1) T A%
AHK (BIAEEE100mgsE) 15EHK SREOME LT GHEME) T s TH o,

7 AEY o 1.58ht
P U FILER 1 0.34h?

(%)
FHVREE300mgHE 154 G- OTE IR E E S GHAEAE) 1 Il Fo ks Th b,

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

(2185 A — S EHER
BB L

- BRI
WIS = /NI 5B
TAEY COFEFRZTHLH + HIBREGOE MM, 7 A Y AN BRI E AR D
LI Lo THIE D S D RFTRIEEN 2 EZE RN TH 580,
AFIOFIZ L, BREIZ O 2t/ MWogiEoR, BRRMEAN ESE 5 A THEESE LTw
Lo LIERoT, AWm ThLH7 AV Y LE T3t ST, /EICE L THIO TR
Shd, 7AEY VIGEEEEZ WS E TR~ 7 AU CORIUIKIBERHIFREEN S,

rie . P ) e ]

40~4&%% (IR $E100~300mg % i I H [ £ 5-)

NAFT_A TV F 4
st L EROBAMNS T TRLSEY T4

TAEY UIBEREED . FEEITHT DXL T XA TV T 4 2G5 BT, EI)\
ek N5 12401 (19~397%) ZxHR e LTT ALY VIBIEEEK OFHERE (EHIT A -

A AR D 100mgsE % O800mghE & 15E%# 7 1 A4 — "—JEIZ X b ZhZEhzE Hﬁﬁ%ﬁlﬁl
OS5 LT,

TAEY VIGIREER G DT AU VIR Dtnaxl$3.43~4.01F TH Y . FEHED0.55~0.58
WERC e U CHBAE L7223, tipl I MK CEITRRD Do To, Fio. IBIREER 51
OMRTIIHEFEH G D AR L TEY ., ZIUIARFINE TRIETH 5 72 OIS
AR L bick b eEZbNE, 7TAEY VIBREEL00mg D FEEIT K92 %Y
NAFTRAZEY T IET A CEBEELE LELEAIT94.7% THY . U F AT
9ﬂm1%ot_&;w\%mm_;éﬂ4ﬁ7«47tjr4wm% FEAERNT L
DR ST,



=

"

"

YENREICRET HIEH

3% i E (mg/L)

100mg 1% 50 ——— T EF LY FILE- R 300me#% 585 ——— T T LYGUTILE- R

. @ - TEFAHUFLBEER - - @ - TEFASUTLBEER
——— BT IE R 00 —— JUFLE-RR
- . O- = HUFLE-BER == O- = HUFLE-EER
BETOE RARERE. 024
10 E
= ..
)
£
"o
a
o \
"
=
0.1
. 001
0 2 4 6 8 10 12 0 2 4 6 8 10
& 5850 (h) & 5850 (h)

RVI-4 BAERBRABFIZETEST7AEY VBBRERUVREERR

HEZEESHOMBEHRTRAEY D RUY Y FILBEREO LK

RVI-4 BABERBRABFICEFST7RAEY VBBAGERUVERERRERKEROMEFT

AEY VERUH Y FIVERDEYMBEZHI/NS A — 2 DHEK

& Lj—!-‘ % @ﬁ” ﬁeg'ﬂ:ﬁ:/ Cmax Cmax,norm tmax AUC AUCnorm tie MRT frel
ft@# | (mg/L) | [kg/L] | [h] | [mg-W/L] | [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
= H 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
T TR 17.80 5.66 1.47 81.63 25.97 2.14 | 3.99

RATEME, n=24 frel : X NA T XA TZ Y 7 ¢

TRIE T BERNA T TRA S E Y T 4« RUHRIU/MRER

TACY CIEEEEE T 2SR O BRI L Ra . RERE (TR 2) O oA
TR TN T IR REOK20% TH 58203, FUl/IMUERIZRO b D, 7AE Y
VIBtERE (KA Z2100~300mgt 5 Licma, RIEMAIZT A Y PR E 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, ZOHO
/RO 7 vt 7 —BIHEICIFE A EOREIET A URHEIND -0,
KEMAPFOT7AEY VRBENELIBDT D ENEESND, DD, KHMmENE
fificks sy r7atXrrr—BidtaicllEsnT, 7exz24 4277 (PGl) @
PEEICHEVHEBELRNEEZZ 566880, 7 XY v aFui/MEAl & LT 554,
TAEY UNEHITRE INDIHNET R, TAEY UBESEIZN RN/ IME Y 7 v
XA —PEHEL, R TR EZ TV UAREIZEAETEI LW, BIVEH
DN DI N D LB % 525 6682:86)



VI. EYBREICEET HIEE

kil
(1) % — i BE P9 58 1
I V) 87

(2) mi&x—RAAERAFT @B 1%
BATIED 1 89

Q) Eit~DFITHE
BATIED V) 89.90

(4) R~ DBATHE
BATiESH 0 8D

B) Z DB~ DEBITHE
BEEINE, MERR, REWPEH P ICRAT S 59192,

(6) MIREAHS
80~90%77.93)

6. B
(1) B ER L B DM SR IR
FRHEBAL « ATk
COOH

OCOCH;

* n (Acetylsalicylic acid)
-CO HO- -COOH
-OH -OH
acid

Gentisic acid

@ C0-0- chqo‘

Salicylic acyl

alicylic
glucuronide / *
-COOH
—=0-CeH90s

-OH

Gentisuric acid

-CO NHCHzCOOH HO- —CONHCH2COOH

-OH

Salicylic phenolic Salicyluric acid
ide

~CONHCH:CO0H  CONJUG-0O- —CONHCH2COO0H
—0-CONJUG* -0-COHJUG*
Salicyluric acid conjugate Gentisuric acid conjugate

BB X3 L rarigias

ERZBITET7AED UOHEE R BHRIK

QKRB E5T 28EF (CYPE) OnFE. F5F
MR L

Q) WEEBHNRDERERVZDEE

A EIRERREE Foll)
50~ 80% > g oD #] e 38838 20 5 UL AV LART S IR 53 fif & 0 2 75.82,95)



VI. EYEREICEET HIEH

10.

4 KEYDEHEOEBERVEL., FELE
T AU ORBEWIT. WS B MR ER 1T E T,

()
REID D —EClo 55 o F UL BB R 44 5%,

- i

FR FR ittt 99)
T AR Y AT S, REEITHRE S ey, B TIRERIRNEE & JRATE 55

WXV IRTPICHRES D,

e LT
PR L

Pttt 32

A A AR A 55 7-6B1IZAAI100mg e VT A BV U IIASES00mg & ZEJERe Hi Rl 5 L7 & & |
P 5% 240 £ TICBE G- BO RIS YU FOUEEE & L CRPICHEE S, BEH BT 5%
5% 240 0 J vh B AEHEIE 2R13.90.29% (86.76~94.83)  [HHTFHME (/M — R KME) . LA
TRUT] }169.03% (26.27~87.56) Th -7,

AR EOT A Y U EREGEOGREAE, FERHBYTHLH Y FARMIT, U UEAeER (BT
VIREE  KITB%) . v a UERRAIR (F95~10%) . MONEEEDT U FUBEE (910%) & LT
JRHUCHEH & 597,

(%)
YU FIVERITT VA U PERR THRE A e S, BRPERR THI S 57980

S U RKR—2—IZBET B1EH
MEER L

. BRFEICLESBRERE

TAEY COMWMBEGIZE > TH Y FORRIC L 2 EELRBWERERSBE LIZ5E, EESET,
MEENTENHHTH 5,

(1) FEELEHT © 45~90mL/min9%)

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

(3) EFEEMIKAEN : 81mL/min®?

BHEDNDERZATHESE

SEEICH T HEYENIRET
FEE O RERERY N B 126 (B 1. L6f) 127 A Y VIGEEHES00mg & 1 H 1EFI &% IZTH
MREE S LTZBEOY Y FAEROIRYEREFLH) T A — X IREH G L 2 EBITFRO Hivd,
B LB W T O EEFFRRICAR OERMEILRD DL ho Tz, £, KEEGBIAR LD
BTREOZ T A =2 21F, Wb ERE EEFEEFOMICRERET R, TAEY VIGE
BE$E 514 OIEENREIZIINNES 2L O REREMITRNb D EB X b,



VI. EYEREICEET HIEH

11. 0
(%)
T AE Y CRGEEE A 100~300mgit 5 L7255, TEMEGE O U T VR O R R0 132.0
~2 20l ChHh o7, TAEV VEGHE®RG LGS, TV FABROEEIIIER L, 1gik5rF
TH5~6I[H], 10gT0H TH 577,



. &% (ERLOIEF) ICETLEE

ERABEFNDER
EIN TV

R D@

BERREEZTDER

BEER (ROBEIZEFERELEGEWNI L)

A AN ORST SATH Y FOVERR AN LISBUE OREERE D & 5 B#F

2 HEMEIRBOH HBE [T e R 7T oD U EGEIMEIERIC LY . B O Mt E S A
L. HetEEg 2B b s 5 2 éﬁﬁ%é 1 [9. 1.1, 1.1 75/8]

2.3 HimfHm D& 2 8 Li/IMERERFENE Z 2 Z &R H 5720, HifmazBET 2k%
nrnbs, | WJ3\1LLZ%%]

2.4 7AEY U E GEAT v A FUEHREIRAISIC X DB RIEOHE ) LT ORBEEREO

HoEE [EERT ALY VIRERELZFESELIL03H L, ] [9.1.4, 11.1.5%

M

2.5 HPETE A 120 LIN OAER [9.5. 12 ]

2.6 MEHAKREI, HAN IR 9.7 181]

(fif=)

2.1 7AE Y EEDOY Y FOUER A OWBUE 1T AMED D VIIB MO R 2 U RS D5 A 2
THLAMC, va v 7R E MRS O EERER B S TND
O XD RIEBUEDBEEIED B 5 BF TIRBBUEDS R T L AR s E B2 6D 72
AEN OB ITRET D 2 &,

2.2 TAE Y COREMRKERE (3.56~4.7g/H) TIXHGEEN50~60%IZ, FHEE M5 SH
8T%\ZFBD HALT= & DM & 2 100,101,
TAEY VEDODIFAT A REHE XS A (nonsteroidalanti-inflammatory drugs :
NSAIDs) &L 2 L& R E O & LT, MLE RIS 2 EEEM10207 0 2
BTT VAR (7 adx v —E  COX-1, COX-2) DOPHEICX Y NERMET &
AR T T A EDIE S dv, KRN Y T O, KRR OIKT . KPR A O,
HOMPTEDOWDENFRKIND Z L1031005 50T T7 U —TF VB /VDRF1087e B335 2 5

N | M3k
,\,,\,- "||*

o,
HALMEES O & 2 BF TITHIMEGE 2 B (LS E2 2 & H DD T, AR OG- I138T 5 =
&o

2.3 TAEYY RMUIMROY 7 ad oA —FYO®v ) VEEAS RN T EF TS L
2 &0 i/ MREREERE 2 B9 5100, s@E . 7T ALY L 1gD AT X0 @ A o i T
MER L. 1/3gf 5 CHl/IMREEENRE L7200 . TR gt R &L \nbiu %107,
BFRERBE (MUEPESSBER . R MR MR PR B 70 &) R0ty N I 39 25 0D 1L A5 ~ 1.
IINBGR D B2 EE S < B 0 & 2 B3 TR/ MBS RE B 5 23 BhIE &, H i feg ) 203 1 7
SINDOBENDHDLDT, AFIOERGITRET D Z &,

2.4 AR DKILI0%IET A U ERDIENE & OIERAT v A REERERA (NSAIDs) O
RCVES O, AL BEAFEE, BAEOMEHE LD O 1R MR £ TORMICH BERIELE Z
TLWnbhTnod, RHIITEREE LML KIEIEL D, HTTHZ L bHDH, RIBRENRE
U CRERMES . PR, IRERSIE S, BEEAM e E2tE> 2 & nd 5,

TAEY RO TREFIICIIR XIS E R Z TR REEO R WIE E AL L2 TOmME
NSAIDs (f v KAZY v AT a7y, Jx) a7z, F7uaxtr, Oz
=T/, BaXT AL AT 2L, ALEY Ul ICXoThbmENHERINDSZ &
N5,

EEIL Z NS OFEFOFFOIHBEOIKIMEA TH LT u R ¥ 77 vV AGLEERIC



. &% (ERLOIEF) ICETLEE

LDOEZZHNTWD, ZMNZIINSAIDS CHER SN Z LR T HZENEETH D,
TAEY Ulkle GERT v A FPETER SR AISE IC K 2 EFIMEDOFHER) L DR D &
HBETIIEERT ALY VIREEZFERSELERHLOT, KEIOEGITRET D &,

2.5 S O KBIBLR A K OREEF H 2 WITEMWERIC LD . 7 AE Y OG5 MEIRBIE
DIER ., BIRE O RHIPASE. FEIGEOIH, SR OISR B8 ZhodH 5 =
EVTRBINTWDOT, HETE B 12BN OIERITIIAFI O 513088 T 5 Z &,

2.6 [RHAEMKREE, HrARSUIFIRIIAFOBE FRRGE L B2 6N DT, RAIOERGITET 5
z&,

3. MEEXIIHRICEET HEFE L ZTDER
BRIE STV

4. BERUVAEICEET HFE L TDER
(V.4 HEELROHEICEET  EERE] 2204552 &,

5. EELGEARMIE L TDERH

8. EEREAMIEER

8.1 IMEIEREZE ~DOFHITHT=»> T, Mo i/ MREEE 2 il 2 HE% L OMAE/ERICEE
THEEBIT, BMENRHEET 5 BE~ORGITEEII TV, S P IEHSefED 2
fe—nzi7o9 2 &, [10.2, 11.1.2584]

8.2 JIlR oMM ) L TR G 9 285A101F, MHE., IMERERELZITV., BEARO L
LA CidEE, RESomEy B L2#ET 524, [9.7.30 11.1. 6]

8.3 Jilleyp i (JINERIC X 2 D& %EAEZ &) 10k L CRIE ST 255121, E#0
WZERRRA (R, MERA K OISR AS) 217528, £/, BEPEO LN
LA eE, KREEOBEYEELHET 52 L, [9.7.30 11.1. 65 #]

(fif=)

8.1 fthod i /N EEEE & B9~ 2 TUAIIC & 2 b I 48 D SHEE N HE i R BLEIZ S W TRRT S 7=
. RCHIMARAITEH L7 A Y CBAERJFH SN TODIEFNBRIND Z &b,
A ZEIC 1T 2 IAe « ZERTERLOIE] OBEEZ AT 2 EKAILB THEELME S 52 &
272 o7,

8.2 JIFHRAMIICH T 27 A Y &5 E1330~50mg/kg/H L EmHETHD Z Enb, I
RERRTE 2 9 5 MEMER S 5,

8.3 JIai B IR IZ K 5D iE#RBEALZ ZT) (I3 L TRIIKEGT 256, —KICY
B AR TIEEWERADRBNST WD 006 AFlZLEICEMREER T2 720X EHN
IRENPVLETH D,




. &% (ERLOIEF) ICETLEE

6. RENERZAITLHEBICETLIE
() EHHE - BEEZEDHILIEE

9.1 B4HE - MEEZEOHLEE

9.1.1 HILHEBOBERDHZEE
LS AERSEL 20305, (2.2, 11.1.758]

9.1.2 MENEEXIFZDHRERNHHEE
MR DR 2B IFRSELIBTNRH S5, [11.1.45H]

9.1.3 HIMMEMDZRRDH S EE
HinzEm s o 8213 H 5, (2.3, 11.1. 250

9.1.4 [EXWMBDHIEHE (FRAE VInBEE2ETHBA%ERKRL)
TAEY UEEETRWI E 2+ RIcRTH L, [EMEDEREOHTIZIZT A
Vg EBELEENTODAREMENRH V. 25 OBE CITEE e ERIEEZFHR
SHLZENDHD, [2.4, 11.1.5%K]

9.1.5 ZIa—ILZERLTWSEE
ThAa— )L EREBICRAT S L, HEEHMLZFZRE OUIERT L ERH D,
[10.2. 11.1. 2]

9.1.6 Fifr. DEHAT—TIILREXITIREETTABMUADOEE
Fl, DM 7 — T AR ST R O R i B AN S DB Z RN D D,

9.1.7 JEXT A FHEHREFFORYPERSICLZHEELEEEDHDEET. FFHORHKRE
BRBRETHY . MOV TAR F—JLIZKBBRENMTONTVDESR
AR E MG 5T 25A120%, HofRzels L, HREICEETL2LE, IV TrX
F— VIXFEAT B A4 REEERERANC L 0 4 Ui bEiE B2t - iR e LTnd
N, YT AN K DIEFEICREUE A2 R TR R L H 5.

(fi#z30)

9.1.1 7AE Y VIANC L 2 BHIGEEOMECHLEREEEOWF 2R T2 & HbHE
BOBEERIO & 5 BE TIL, ARPHEIEBREA BRI E 280N H 5,

9.1.2 MIREH TZ OB O S 5 BE TIE, ARAEGICE DMLY 27 ZEET 2 0EN
b,

9.1.3 MM OFRKR D& 5 BE TIX, AFEGIZE MY 27 2 FETLHMNERDH D,

0.1. 4 Bk TITH AN EDOKILI0% AT AU U B & SN TWDHN, JEAR R NKE 0 BT
RHDOT o — FRE TIERAMGEDT.7T% N T A Y Ui R &G I Tn 518, Z o
FOCREIHEEEORIIEIT A ) U ROBELEENTVWLZEBHY ., £
DO BE TIIARKINEE oM ERIELHR I LR H 5,

9.1.5 7AE U T a— T e bICHMEAY 7 (fERE) ZEEIELIBET0NHY, i
FOPFR TS IFFAN/ER L, IS Bl 2558 3R GER) 35 ATaetkn
b,

9.1.6 FHRTLARLUNICT AU > 600mg* & 5 L7ER T, KMENFEICHEMLIZED
WENDH H109, (FKIETONRL T ALY OREGEN &)

Fio, TAEY U EOIEART oA FHEHERERA] (NSAIDs) ORJEEHFIRFOMi4 H i
(ZRIE TR % Mt U7 iR RRRER ©, M R 23 IE B #iPH 2 8 2. CHER 3 2 IERIEL T A
U CAIREEICE L, PO HmES 7 A e ) CNIR CHIMER A EE L7285 T%
Mol OWENNS D, 728, RS TIII/MIOFEMNT~I0BB TH L Z &b,
DI EBINFITHAING T ALY L OREITHIETRETHLEa AL FL TN,

F 72RO FEBIARSE EAE (2% U TOMVBHTRIRIES I 7 — 7 VIR D AT S LD 56 0
b EREEMTOND ZENRH D, D bAFIEEGIC LY Mz kS fTRErER S
5o




ZeH (FRELDIESF) (CEAYTHEE

9.1.7 7 AU NIWLMEEE 2B S5 2 B3 H 50T, MLMEEREDH 5 BFEITITERE
LT D MENH D (228M) , —HIVTO R N—ULEIT A VEOI EAT A R
PETH R SR A O B W& G A D 5 WILMEES (BIEB L O IEREE) %% -
ERLELTND, IV 78R M=V X DIEREPTHOIN TV D BE THER AR D
PNV BERGAICIE, 2 Y7 v A F— Ul XD IREICIRPIE2 R T EIL RSN &
L2, PoRRBlE L, HEIIREGTOIMNENRD D,

TZEDERREEDHDHEE
B IER S EL BTN H D,

T O
R X

(fiFain)

TAEY SEOIEAT A REHRERA (NSAIDs) ICX > TEMEBEARE, 7 v —BiERE,
MEMEBRRREOFEEN R L ZENARESNTNDHILND, Tl TAE Y /LY BiEE
(ZEALZ LT 2 BEIXEIHEOBIREDMAERZIIEZH T 25808 L 0L OREL H 5119,
S OIKEICBWTITEEDE AR CRERAIEE R 10mL/ /7 Am) O BE ZIIAF OG- % kE
THZ Lo T H1Y,

Q) FrHREfEE 2
9.3 FH#pelEERE
9.3.1 FEEXIIZOHBEENHIESE

JFRESE 2 B U E R S 82hn b5, [11.1.6508]
(fi#z30)
7 AEY OFEEIIRAMME & R EIEFETH D L nbilTn A1), Bl E &R
AU F U FOVERRFE 3 25mg/dLLL E % 2 5 L IFREEDMER T 525, 15mg/dLLL F Tl
LA BN NEDORENRH 5118,  (Iks, TAE U UFEEOMLBRE OB OIEEERE L L
THEENEY v~F, SLE, VU~FHERNMOENTWDER, TAEY o) v~TF1EANR
D HENDDIF15~30mg/dLE VWbl TV D)

4) £JEReE=HB T HF
BRE I TR



. &% (ERLOIEF) ICETLEE

(5) bEd

9.5.1

9.5.2

9.5 1R

HEFEBI2BLRADIEE

BHLRWZ &, MEMFOER, BIRE O R WIPASE, = 0GHE O, iR i
DI DR N DBENNH D, I TORBBEERE T, ERFoOT7T A
VHRA &R IRHEOREBEBRIITEN TH L0, EYEA L2GAE. BHED
i, PERTPEML DML, ik OIER . #pE, SEpE, FAEROERERBD - TR E
DIERNEL R OBEITNEBEETERVEDORENH D, £72. b b CTHIRKRICE
HEINTBEROZOHERICHLEENH b EORENDH D, S HIT, HiE
KD T v MG LEERT, HOREOBIREIHE A RE SN TnD, [2.5%
R ]

FiE (fzZL. HEFEBI2ZAUNDITREIERC) XIZFRL TWSAEEOH S X
k3

B EOFEMENERIEL R D R SN GEICORZEETH L, v/ uatF
VA —PIER (ROAl, LA ZiEEcER L, GO BEEER E & OVUR &
Do FIIUCHES SFAKRAMENRE L OREDRH D, BER (7> N THETEE
TERABRH N DOWEDRH L, HERMFOEE, WHEICORNLIBENLNH
%

(Fif)
9.5.1

9.5.2

F—=Z 8TV T RKETIT O KB FHAE T, EIRTICBIT2T7 A Uik
&R B RHPE & OREBERITEEN TH D0, 7 ALY ¥ 2RI R 1 i
L7caiciX, A, PERTER O I, iR OE R, #rE, JerE, AR ORER
Do T EOERENE L 72D FREEITIRE TE WV EOWEINH 5,

R21 8 () ©F > MZ100mg/kg% HLRIFE N5 L7 <, IRIRICB T 55850
BIRE SRS STV 5118,

B EBRIE T NERNHER STV 5119, Wistarz 7 v b & WA O3 A ER T, iF
IREE9~11H, 9~14H, 12~14HIC7 2 U > (165, 330, 660mg/kg/H) DOk 1+
2Bt L, IEIRE200 BICEIZ Lo R, IRF9R B KV K& (660mg/kg) 5L
TR B W TIIREM O DN IR EETH U | AFRF OB SO R
(SMIMAE, Fiddes, FFHEARZL, % (1) HRER, DZEMERR L) BNAabh, F& (330mgkg)
B 5 U CIREIREO R BICH G- 2B L2 B S BAT (DEMAL, /MREEREZ: &)
NH BT, -, V& (165mgkg) #45 L7-BECHAIRFEIR BICEGA LIZ5E
ICH MO (V) IREKEDSRO N TS, 6L ha AT 7 4 THFZETIL,
ARSI O /D 72 < & b6y AMICEAED T A U ZRA U i i i R 25 E & L.
IR OB BIREINZ SRR DEBENNH H Z & RHE ST 5120,

(6) =247
9.6 FLim
AT OLVEIIAAR G TR 2T SEL5 2 &, BALT~BITTD2 2 LMESH
/Cl/ \ZDO
(fifn)

FEFHA~DOBIT R ERR R 12012012 L > TRRO LTV 5, Berlin® (1980) 1324 Dl A 10
BT A Y »650mg* & HAlRR (&5 L, REELFH OV U FOUERRE 2 H1E Lk R, $LIE234
REM IS REALIOMLZ A 256, RBLOE G BEDI~21% 1B SNz L1225 EHE LT
W5, FEEE. BEEORERMAIC IO RIS EECRBNET v R— 22 ERHERE
EDWEINDH D, AR TONALT A Y DA )



I. &£

't (EALOEES) ICEI SHIEH

(D IMNRZF

9.7.1
9.7.2
9.7.3

9.7.4

9.7.5

9.7 MNR

RHARER, FARSUIAIRICERE LW &, BRI TH 5 AKK O 23 REET
b5, [2.65H]

IRIZIIAF OB TN A RE/R 2 & 2R L ¢, EHEICKRGTHZ &,
BEOREEZBRE LN OHEEICKRET D Z L, MEETIE, BHEALRS Hbbhed
W IR DTGB W TR EEREE O E N H 2 DT, #HE., HFHEEREZITV,
FETLZE, [8.2, 8.3/

B U FABARBAOMERHERIIFRDE L Z 200, KEIZBWNTY U Fomiil
& Z A SEGERE & ORREM: 2 R TEFEFRERE D D O T, ARAFN % 155 A O K.,
AVTINZHFORFIEG LW EE2FAIET 50, RSUarGTRETIHAIC
I, EEICEE L, B5%ROBEHEOREL 5185 2 L 130,

T ASEGRE - DNRIZBW T TENICKE, 41 7L FEDO T A L AEEED
AT, WL VIEM:, ERRkEEE, 8 (BPEMIEZIE) &R0 g O RE TR
S b RY TR, AST - ALT - LDH - CKO&ZE 7 L5, &7 =7 MfE, K
7'ua hvu e ME, ARIMBEFSEORER A EHMIIC R BT 5 B RORETH 5,

B U FABRBAOMEHERIIFRDE L2000, KEIZBWTY U FLmRRHR
& T A SEGRE & OB Z R T FIERE D B DO T, KA G- O155AM D
JINERDOBENAKE, A4 > 7NV P ERBIE LG, B52FWT252 & &)R
HlE 320, Rz ETREEZMET 255I12F, HEICRE L, B5ZOBHFDOIR
Mex+lcBligEd s L,

(fifn)
9.7.1
9.7.2
9.7.3

9.7.4

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

FIETIX, BEIZE > TUIARKNOWE T REERIGERH Y . IRAFTEENE 5 % R

LHERD D,

— I/ NETIEHREER R S S oo W2 &y FNRFEOTER I W TF#RE
EEOMRENH D,

19824F, KENZIHWTH U FARERRAN O & 7 A SEMEEE O B 2 it 2 i
RS S, AFBIZBW UL Z ORE-REZ T, BEMRORLMNL, 17T
VP RAKEEREREO T U FVEER BN OB & T A SEGEREOBEIZ OV T, 19824 LI,
JEAEA IR ORI RIER SR ORIT, A EOFEBEOUGTR N ¥ —L X —0D
BOATSEC K 0 ERBMRE S~ DOTEEMLE O 72 0 OB AT i T & TU 5 124130)

Flo, TNEWATL T, RFICEBIT D T A EMREE VU F LR BA O & o Bk
EHOLMNCT D720, [Reyed B BEIC BT 2FHAMIE)  (BFISTAERE ~ PR FERE) &
O TEERBBIELZ SO THNAREOAMIMIE & KA & OBRICBE 4 2 RAEMZE)

CERR2AEE ~ R84 E) & U CHFZEHEDS MR S A, JEBEM. R PRI B O 01 Mkt
LTCRREMIE TN TETWVDH, LrL, WTNOBREMEIZB TS 7 A JEEHED
FEIE & WU FOUER R BRI O & OBSEME X S 02 e o TR,

—J7. 1998 THIKE/NERHES IR, TAIEBERIIE L 7 ALY 00 U T LR R R
F O & OBEMIZET 2B FHEOR AW i T 21TV, REICBW TR, 7 A
v O & T A SEGERERIE DGR & ORITIZIEREN RS NEBMENH D, | &
HBERLTND,

AR KEOEFREFERDIE 2 o701, BKROT ALY O AR Z 035 FIC
KMEn=bolEZLNTWD (EER) |

ZDE T, RIRTIET A FEGEREOFRIE & U FUEERBAI O A & ORI 72 B
BT LD SR TRV, AFRE T Y FOLBRRRA OM HAEREN R R HLOD,



. &% (ERALD;

E%F) ICEI 5IEH

KENY

RRERORE

72 Al 2 &L AHRL

IEWTH YU FLERREF O /NEA~D

ERHOH Y FIZHOWNWT, 5% LI —BEEEZHL > TTS LERH D & DEAE D]
Wric S E ARTANHRE SN TV D

K SAERBEY ) FIBRREAOERE CREDOKAERRERLY) 180

U TR AR A & U F LR R R
(mg/kg) 1A R (mgkg/H)
/Ml B RAE /Ml B RAE
Z A JEAERE 4.1 ~ 534.1 4.1 ~ 89.0
Hh il 74.3 Hh il 26.4
o 2.4 ~ 357.1 2.5 ~ 51.0
i 24.5 rh i 11.1

) 7AEY vD— AN 0 OMBEEITKRETIIARLOLIOEL, L. KLO/NRTOT 2 ) o Off 1 &3 HE

10~20mg/kg/ H. KX TH30melkg/ HFEE (AL kbv) 130

R 2 kT 57200
IEEICKRE L, BEOR

9.7.5 JIRH COAAWEMICER L., T A SEMRBED Y 2 7 (BT 5
R TH D, AANZ X D)NERORR 2Lt 2 15317 2 Hal
Bz ToICBRT5 LB ETHD,

fnE

9.8 Hﬁn%
BEOREZBIE LN HERICESTH L,
KTFLTWAD, BWERDRS LT 0,

(fiFain)
—IREZ SR E TITEAE. THEREZR & OEFIREME T LTV Z 0% <,

LGB S 5 DT, $%®Jdt BB LN BEEICKREGT DL,

M

@)=

—RICETERE. ATRREZR & O BRERRED

RITEH ORI

7. ¥HEER
(W HHAZEZ EZDER
BRE I TR



. &% (ERLOIEF) ICETLEE

2) AZEE & T DHEH

10.2 BHREE (BFRISEET S &)

AL

BRAREIR - FEE D715

HFe - fabRIA T

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

7 = U 2 SRBUEE A O 1
ZoR L, i Ry o SE
R, WLEHME L2
ERbLOT, s v
RPUEEE A AT D7 L
HEICKRGTHZ L,

AANTMIEZ 7 ITHEA
L7727 =V v RPukeEA &
EH L, FHEIE5, F
7o ARHI ISR A ST
TER. THIEERIRIC X 5 H
miERZH9 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 R IVIR R
FavRETFT 2V TAT 7%
[8.1. 11.1. 28]

IhBHEAE ORI
0L H Lo fE R A3 HE K3
DRENDDHDDT, BIE
EHolATVW, EETHZ
L,

ASF . N B R £ P ) 4
EHT D0, i IEA
E ORI LY M AE R 2
HInsBENNH 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 TSRS
LBENNDDHDT, BE
it EET S 2
&

ASFN U i B R £ P ) 1
EHT DD, i IEA
E ORI LY i AEE 2
I osBENnH 5,

A A i )
vaXx)—r
t-PARUK|4E
(8.1, 11.1.2&H]

INBHEA L OFHIC K
0. H L fE R A S
LHBZENNH D DT, BlE
ATV, EET S
L.

ARFN U /N BRI A
EHT LD, b IRA|
EDOPEAIC LY HfE R
W InNsB8ZTNNH 5,

WE PRI FH A
ErAURY
MLVT K 3 RE

FE R 95 FH A o 1B A & 1 58
L, KfmpEzE 32 &M
& DHOT, FERE A%
BT OHRECEEICES TS
NP

AA (e e G- 0F) (3
ez T ITHES LTI BEIR
A LB L RS
Do Filo, AANIKE T
FEETERZAT 5,

AR RLFH—

A R Lx— FORIE
CEPBRAOH . BF - B - L
JIREE ) ARSI D O
LB,

AA (&% R 13
R RTITHEAE LA B
Mot —hE@EBRL, iE
BESE 2, £, AHFNTA
bR U — kOB %
fAET D EEZ LN TN
Do

VAV =1 all NN

AV 3 nl N Ry AVNE (=
ML, RS2
TIERDD,

AHK (F &5 (T
BEH R TITHER LTV
A =33 al NI VAVNRCR &
L. EHEEE5,
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A4 55

BEEIARIEIR - HEE T 15

BRFF - faBRIA+

TJxz=krA

BT z= b VBERIKT
SHLHN, /AT ==
M VREZEKTSE 20
EOHENHDIDOT, BT
= b VREIZESNT
HE B9 B BRI T R R 2
FEEICBSETHZ L,

AF (@ A BB G-p) (3
a7 e L7 =
=hA v EEBL, WS
5,

B R v Al
RERABT
L R=ym
AFILT L K=o 5

A (IR 20
BFFITREI BB BB
Al Rt 5 & YU F L
IS R
SRTVS, i, WLE
L2 MR S 2 & A
ZBND,

e N

>u>rZ ) a— )LiEERE

vy ko — sk
ACERHFAI

TFFT YN LA R

SELZEPMESATY
60

U F o L8 VFULahHEERIT L (AL (FHERSE) 3%
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FAMAEFR UL T 7 U OMIREIZ2.5mg/L T, D) HLiFMNOREIXT ug/lLTHhDH LS
jgﬂfb\él?ﬂ,l[ﬁ)o
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TAEY v (EmAERGE) (MR AICRHS LT D BERE IR & B LR S, BER

WA DOVEH Z2 #5809 % ATREME DN & 5,

1. 7AE U »1.2¢/BXIF24g/H & A L AV L EDOHFICE D . A RV AR EFE 1261 T
MBEFE DT 15%IE T L= & DG o 2 2 ) UEER O BE6HITA v 2 ) L&
ERPEICHE LT L O 1935 5,
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2. TAmAERTH/NERORANERE LEEERER T, 7AEY > (11.5~16.9X%11
~16mg/kg/6hrs) & /)L 1 [ig O fF FHREISEERER 0 23 )L 7 1 g o i HR R EE S 1 49%
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AV EEBL, BT == M iRENME N Lz (18.521.2—10.8%0.84 4 g/mL)
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PRI 23 10mg/dLEL 225 88mg/dLic EHR- L, U FAEFHLZ LI L &0 ) HiEsDndh
A

<V F U LHRHFI>
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<ACE[HEA] >
HIE ) o MDA ERFEEGRE LIZEEL " HERRZ R T, 7 A Y (350mg) IX
TFZ 7V (10mg) OMEILEIER 2 A ZIZE Lz & OME0013H 5,

<=tur Uty R8>

TAEY AXTRRZ T TP DEGEAEMGIT S Z IRV, EEREIGES Y, =
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AV L 1.0gR &G LIz A, =bn 7 Ul oM iRE20.2410.183ng/mL1 5
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AHNO M MREEEIHITER G S b & OWENH 515, FEBREFTIZHONWTITA 77 r >
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1. 8MERA
WORWERNH LoD Z N DD T, BlIEEZ 01247V, BEPRD NG I3H
Hamibd 57 E#EIRAAE AT Z Ly

(1) EXGZEIER & MEEIR
1.1 EXLEMER
N11 >avy. 7724 7F— (WL EETRH)
avIRT T 74 7% — (WREEE, SEERL, mMEMERE, CAMBE) 8d
LPONAZENDD,
11.1.2 i (JEEFB)
J i 5 OTEZE N H L (R « 8. O - EM, Bk
., g m, Sfm, REHOLERSbNDAZ E08b 5,
9.1.3. 9.1.5, 10. 2&H]
11.1.3 hEMRKIFEFEFAME (Toxic Epidermal Necrolysis : TEN) . RS ¥ IE0R fE 1% B
(Stevens-JohnsonfEI%EE) . < BRMERELX (WFhEBEEFRH)
11.1.4 BEFREMEMN, m/MrED. B0EkEd (WIFhEEEFRR)
[9.1. 2]
11.1.5 B FE BEETRH)
(2.4, 9.1. 48]
11.1.6 FFHEERESE . &E (WIFhLEESRH)
AST, ALT, v-GTPEDFE L\ EFZ1F 9 HFREESHEN D bbild 2 L d
5, [8.2, 8.3, 9.3. 18]
1 HIEHERE. Ma - XKIBES (WIThEEETRH)
T (A VF) 285 BIEE - +HEBRESOHEMEREN bbb
Do Fio, MBI, BEZRLL, P52 - PAEZIE S /MG - RIBBERN S bbb Z

FORREERE) | i
(2.3, 8.1,

11. 1.

ENbDH, (2.2, 9.1.1, 10. 2]
11.1.8 7 LILX—RISICH S RERAEIREF BEETEA)
(&%)
P MRFRIEIZ IV CTRES S D I M O S8 BB IZ BT 2 ATT D A 2 7 F U 2 A Dpfis? % LA
FloRT,
FEB )RV BEICE T A M/MREEDRHINC XY 578
- Jibg . (B BEM: + FEEBEE) FEHEEAERFIEL (%) oy [L000AHTD O
AR P — () | OO
i/ MR IERE xf HEE (FE A3 5E)
N E e 6+5/5476(0.20) 6+8/5507(0.25) 0.8(0.4) -0.5(0.9)
SRR 6+0/8821(0.07) 1+1/8830(0.02) 3.0(1.4) 0.05(0.03)
zEr, TIABETE | 35+26/9553(0.64) 26+28/9610(0.56) 1.2(0.3) 0.8(1.0)
A E SR 68+140/20223 (1.03) 60+109/20205(0.84) | 1.2(0.1) 1.9(0.9)
gfﬂf?% ” 22+9/4498 (0.69) 9+14/4529 (0.51) 1.3(0.3) 1.8(2.0)
it 137+180/48571(0.65) | 102+160/48681(0.54) | 1.22(0.10)

x?2=2.5, df=4; NS
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(2) Z D DEIVER
1.2 Z0fbDEI1ER
BAE A
THIb# HGkEE, mek, R, MU, RS TR, fEdk. DUREERR, rhi,
HER, ED, BERRE, BEAPU®
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JIUR{E 2, I RBEREIR T (H MR AE )
Big T OFE. BB, B, BT
FERRER HEV, BUE, T
JiTlik AST E5-, ALT E5-
X ik i
S MR, SR, LE R
IR e SEXR, BR
R ANREIE, RS, H, HEE
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RENDOFREX IR, HEEROCHETOENTORELZ FEHE L TRV T, MEERERAA S L
THEHINTWDLT A Y VRIFNC X 2SIV TRl



. &% (ERLOIEF) ICETLEE

BMER—EX

M AFNOHERZAEICH T DEERARRRR
AFND AR T L HREFEICSNT, BEEROEIEDIRF ST, RTRE A D
ERBEEIE. M DIEA N FORIETEHICRIT AARB ORI GO (FE LTH
Izt 2 AEM) oW THET AL ThoTm,
FRAEF12,73961 . BIVE A R BUEGIEOX 736 (BIER B EIX87H) TRIMEMARILR I
2.67% ThH -7z,
RITER OB B ONRTIEL, WbERE (HX, BlMARE ObAMEERE) "EbE
<2.81%C, fM/h#e - i ERmbEE (MmAE, ML) 0.156%., K - KEfRaiEE (382)
0.07%., AKX « KRR SE (O FEV) ROYRMEREE (Bif) (2071 $0.04% Th -7z,

BlE A D HEIFIKR
FHATE 1% 273913
Rl FF 7 BLE 15 25 7345
RILVE 26 B4 8714
mIE R R Bl 2.67%
BIVEFH O FEE RIVEF B (%)
FZJE - B AT R b 2 (0.07)
B2 2 (0.07)
HRX « AR PR R 1 (0.04)
i 1 (0.04)
TH b P 77 (2.81)
EES 11 (0.40)
EREIENISE: 9 (0.33)
U5 AMEE % 7 (0.26)
Jg <2 1) 7 (0.26)
IR 5 (0.18)
=Rie 5 (0.18)
MR E A 4 (0.15)
I 4 (0.15)
B R 4 (0.15)
R 3 (0.11)
JEaEEE (B8, FAEER) 3 (0.11)
B HA i 3 (0.11)
+ IR 2 (0.07)
=Y 2 (0.07)
AR 1 (0.04)
H . IR 1 (0.04)
HH P 1 (0.04)
Mg P 1 (0.04)
- 1fi. 1 (0.04)
i e 1 (0.04)
H AT 1 (0.04)
H B T 1 (0.04)
M CLEsh) FEE 1 (0.04)
MR ) 1 (0.04)
7 1 B i 2 1 (0.04)
21, 1 (0.04)




. &% (ERLOIEF) ICETLEE

BIVE S o FEE BIER B (%)

/AR« ) i e o e 4 (0.15)

1 fiEE 1 (0.04)

AR MEER RIS 1 (0.04)

HAREEH 1 1 (0.04)

Sl 1 (0.04)
WA PR 25 R PR 1 (0.04)

JEE G PR 1 BR 2% 1 (0.04)

FAE) DORIMERIZ & HHILRERDHER
FRAEFI2,73961H, T AU UEIFID O ARANCEI D B 2 - BE (7 AE Y CRHEERE
1,570%1) KROT AU VHRIFNC X 5 RIEHEI e < FICARBI OIS 2 Bihh L= B3 GFiliR
JERE ¢ 1,15601) DO basiE kR OHERBIZ OV TR L 72,
ARERBHAAIE, 7 A B Y VRN CIXB T EERERORGR O & - 7= BE OFEIG X, AFIY)
VX437 AR CTHEZIIK T LT e, T7bb, il CHW LR TW o7 2 Y
VBRI L AT, AANTEGICRTT D RREICER TS Z LR E T, £, 2FEMOR
BRI, 2 D EEEIR OB NI ST, AANTEN- BB 2 AR Z
HTHZ ERRENT,

D7 A EY) EEIN SAHFIZY Y E A58 DHELRIERDHER

FREUEGIE/TRETEN . GEHEY%)
EE{AERTRIN AFIHR
B 31 H 12 H 245 H
5o 796/1568 367/1565 195/1478 144/1333
(50.8) (23.5) (13.2) (10.8)
W 843/1568 429/1565 285/1478 252/1333
T (53.8) (27.4) (19.3) (18.9)
N i 925/1569 368/1565 178/1478 120/1333
37 s }E\E
A DRI (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)
P 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)
B g 42/1565 711565 3/1476 0/1330
™ (2.7) (0.4) (0.2) (0)




. &% (ERLOIEF) ICETLEE

Q) NFRIZH T HEMERAFRERRRE D7 RXE ) D EHF)
AN, JNIEEIC I T 2 BIVEHZEBURBUZ B 2 Bkt 7e v,
¥, JEAEE NIRRT FEEE4440 ] OV H AR N BT 2 PRI FE N S 7o IEAE 2 Ak el Ic B 3 2
INFR I R47.5557,59.60 | Z Fk S AV TV D EIEH DRl R BIBE A2 T A ) VHMRIE S T A
U ¥+ IVIGHFHBEERN R O B BN AR LTeERIE, DLTICRT B0 Th D,
BUWERIZ., 7 A o BURERE CTIXL MRl x 54126061 1761 (6.54%) (2. IVIG & Off
FRPEE CII L A MERHmx 44511,165651 15041 (4.29%) 12788 Hiviz,
FTRBMER & LTiE, 7 AU CHEMBIEICB O IR ENS.77% 23O vz, IVIGE O
OEFRIE IR B ER - M RIES  (IFBREK LA 4P ek %) 2.23%, IFIEFE1.55%, —xAY

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

NIREERICE T HEERDRERRKR

FTAEY T .
T 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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MR« H i i 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)
— PRI 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)
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13.1 fE4R

g, OF Vv, A, MR, R B o SRS O I HIRE R 2 & (R E O BRI R
VN, EHEEORMER, FERET L m— A T R A R BE, PR AR
EREO LD, [16.35H]

13.2 W@
e, B/, IEMERES (272 L, R OEESRE) | BIREACL DTV R—T A
JEIE, 7 U RIMEHE (7272 L, BHSBENIER Oa) | MIKENT. EIEENT 2 421208
CTIT9, [16. 550 ]

(fiFas)

13,1 M3 U FOLEBIREEAKI200 p g/mLIZES 5 &, B, O FEV, G, ik, SR, B

D BERFIL 5 O WIHIER 358 H AL, 400 gmLaE B2 25 &, BE ORI, FEWRMET LV H
B A AREMET v R—3 A i S, FERARREREO HILD,
s, TAEY VIBERGHRIC ISR SN D B RO RET RN (R
M5, M) 13X, 7AE D VIBREO BT R TIIRELRNZ ERD D, ZHITEE
a—=T 4 IR TEFAY Y FABOMHEZIESE, PBICEIET D E TR S RN
HEBEZBND,

13.2

<H U FOUEE O BARB AL E L >
- HEEE o IRAE 2 OFFEARE L T THRIR ST, HRICEAL TS Z EN
%2 85D T, RREMERE L7CERIC S BRELN ARG ELH D, L, HILEOZE
LRFZIIEESRLETH D,

- WAEA]  TEMER (40~60g—7K200mL)

© TH: B~ 7 %V A (30g—/k200mL) XiXZ = it~ 7 31> U A (34g—7K250mL)
C W 7 RUBERERAEE L

ROT NI VAL AGHMET > R— 2 ZADOMIE b IR TREBKFET MU U AFEORE, L
L. FEIGMET Vol B — 3 A FBSSERE AR ]

CREIFIR - 7 at I RESORE
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1. EAEDEE
14 BREDIE

14.1 BRI SHOEE

1411 AANBESE Tl 5 DT, APEOIFHISE R b O BRI O TIRIAR 0 55
ELSME, Blofol, BNTED . TYORLEY LANT, TOEENEFICRMAS
THZ L,

14.1.2 AFITZEBORM 2T 5 2 L2 E LU,

14.2 FRIZABOTE

PTPEILDEEAIPTPY — F bV H L TR T 5 L 9 FFE+ 252 &, PTPY— F Dk
BRIZ 80 | BB A IR L, RICE LA B D L CRERIAA S O A
BHEZ BT 2 L b B,

()

14.1 BRHRSHOEE

T KFDHRRYT A Y L OERRIERIE, EICT ALY > & HIE OFHERANC &
051 & T SAD RFPRIRIE N 55 < BIEE T 5., AT Z o FORBRIRAE A 2 [E
BT B I CHAIRREE S B (BSE) C. FREEOREMTSES O ATHET A ¢
Y BN T AP BN A C o D, 20T, ot BTy, T
SRLEDTH L, 2 ORFEFEN KNS TTHEMN B 5,

14.1.2 ZERERSDIRND I 51T & Holle L C IR 3 < RT3 b 5. SO &
BT O AFDIRANC D120 | L0 HBFEETD B0l [TEHRY £HRIC 5
ROWER L & ICRAT D) 2 EAHRS T,

SOXORBAND,  TEEMORMEET S 2 ESRE L) LRELTVA,

14.2 EFIRMFBFOEE
AHFNOEEEIZIIPTP (Press Through Package) Zffifl LT\ 5, HAREKMHAHEASSDOH
FHLADEFRHRE LT, EROH— LIRSICEDETEM L TWD CER8HEZ A 27 H T,
H #5240 5)
WIRAHBER A O@EERIE L L CBEPTPA R bAIH SN TWD—J7, BEDNPTPEZ D
FERMAL, BESLKEZHET D L0V D FEFANEML TE 2 LIy, AARAKER
BERFRNLEERHINTE LD TH D,




. &% (ERLOIEF) ICETLEE

12. ZOMOFE
(D ERRERICED C1ER
15. Z0fthoFE
1651 EREREAICE D C 1B
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AT mA NUEHREDEA (NSAIDs) ORI EIZ XK 25 —Ri72 RIEiX, NSAIDs) 7' a2 2 ¥
7T DERES (cyclooxygenase : COX) ZPHET 2 Z L1 L0 BRI HEIN 2 #iil 3
LHZENEELTVWLEDEEZ LTS,

(2) JEBGERERER ICE D < 1BEHR

15.2 FERGRREABR(ICE D < 1H#R

15.2.1 In vitroDRERIZBWT, TAE YU VEDO 7 V7 1 U X0 A S i 5 3A08
HOANZRE (P RTVY) OF V7 a B EHE L L OREND 5182,

(fi#Esn)

TAEY COFERHFHTHLY Y FAEIL, 1FEALITT Y v aEeER (44%) L7 vy
2 AR (K20%) SR REEnsd, —JF, iVANVARDOY RT VU TFEICLT VT v
VA T, eI S D,

t MFI 7 vy — L% HWin vitroidBRIZEBW T, P RT VO 7 v a  BREENRT A
VEDIINVT b G T HEANHEIND L OREDRH D,
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TAEY L, fREA - 8 - FIRIEEH 28359,

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

MEfEZ ~ MIZT7 AU 375, 750K UN1500mg/kg/ H #3» HRIKER DG L& 2 A,
375mg/kg/ H & 58 Tl REZL, B, HUKE, MKRFOMRE, migoELFRIRAE,
s B, B EZ OMOMRAETHH T, KRR L ORI TN ITRO bR
2o Te, 750 N1500megH 58 TIIE T HINBIE S, £ OBIEITE 1061+ 1451,
HE1Of 2451 K Q10 841, #E10GFIH 8K ThH - 7=, T HIETHI O Ll Bk, WTh
HIELCAH AT LV BAEBME T U, SRR 2 OGE B 8k L, #EEOHMRAl, 'R
O LI, RAITEEPMET L7189,

(3) EEEIERR
Rk L

(4) B AR
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(5) EFEFA SRR
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7 v b (Wistarg2) OFERI~11H, 9~14H K T12~14H {27 A U > 165, 330K
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BWCHREEBOFRENEENZEZ L, 70, IBEOWRIE ORI MH TE L, AR RO
EHNAT S D IERERF 3FRD HALTo, 330mgHe 57 TIIA T K OVE B B DM IR~
11 A5 T19641 5451 & U641, 9~14 A 5 T12441 4 1541 & 183841, 12~14 A& 5T
168411 241} OB CTH S 072, 3304 UN660mgHk 5 /E THA LN B RFIZ LOER, 0
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i (N IRIENASNT-, 728, 165K 1660mgk G-HEDIFIR12~14 A% 5- T3 F &K &
WEREFIIZED Lo 72119,

HAR21H (i) ©F > MZ100mg/kg4 HEIRE A G LIcilBR <, IR T 295 WO EfRE
I S HAE SN TN 5118,

(6) R RIBIE 5
BB L
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