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C

PIRIESKTHD T2k (CAS No. 71125-38-7) 12O\, SEHFERFEEC
EMEA OFAMESE 2 W TR MRS AR A4 92k L7z, ARl ekt () KO
AR (4F) OGRS IR S,

I W2 BRAGR L, EEiRERER (T v b, A X, I=7% B FERUY), 7K¥
AR () | AMEEMERER (= 7 A KON =7 %) AR (T RRORS =T #)
B (7 v NEOR =7 %) BB (w7 AKOT v ), B4R
AR (7 MR HX) | BEEREORBSGE CH D,

A XTI BZONWTL, BIREERP A E RE RN EEZBNDL 2 D, ADI %
RET D ENHHETH D,

PRI EOFII BV CHEY B 2 bNb =y RaRA » ME, bRV G & T
R 5- DR NZED ST T v b &AW EFER K O AL 535k > LOAEL
0.125 mg/kg RH/H  GEIRMIMOIER & HSERERE DG Th -7z,

0.125 mg/kg RH/ H 5 GHETHA B TRSERE R OB DUV TITRHA Y 72 0 O3
PEVECCIIFBEZENMG ORI -T2 2 & R OIERZ DV ClRE R REIC &
B ENTIC X D BEZENG O, R O IR REE L =N THY . =
DFHDT v N TEESFLNDEOFHNICH D EBEZLNT-Z b, ZRbITEEL
LCIEKRZHOTIERVN, b MNAERL CIEEERARED 0.2 mgkg (KAERE T, &BIfE
RADBBDONLGENHDHZ L 2EZE L, BRAHE LTUL2 28T 2 2 L3 Y Th
HEEZT,

PEDZ Ent, 7w MO JEE LK ORI 538 LOAEL 0.125 mg/kg &
H/AIZ, Rkl LT 200 (FEZE 10, fEAZE 10 K ONEM® 2) Zi#H L, ADI % 0.00063
mg/kg (RHE/H & FE LT,



I. FHERREBYMAEERDEE
1. A%
PUANESK

2. BYHSD—HR4
M4 Aax A
g4, . Meloxicam

3. 24
CAS (No. 71125-38-7) (& 2)
#4 : 4-Hydroxy-2-methyl- N*(5-methyl-2-thiazolyl)-2 A-1,2-benzothiazine-
3-carboxamide 1,1-Dioxide

4. FHK
C14H13N304S: (= 2)

5. #F=E
351.41 (B 2)

6. f@BEx
OH
S ~—cH,
g CONH—<; |
N
N
g
g~ cH,

RIS HUERR - E AR

s 0 238~241° C

VRIS - K, =—T MIRE, Tva—WIRITIZ <, BBIZIZ S0,

Bkl : 508 (pH3) ~1.5 (pH7) (A7 % J—K) (&R 2)

7. ERABEMRERKR

A X MIFEAT B A PHPIRIERE (NSAIDs) T, EROT 7% R A7
—RFNhovratF s —8 (COX) ZHEL, RIEDSEWE THLTuRAZ 7T
YVv (PG) R hr ARy (TX) HOESKAEIHT 2 Z L1280, 8 - bt
PFIEVEM 2 TS 5, A %20 50D COXFRIRPEIZ OV TIEL COX-1 L W COX-2 78 &
DR E STV DAY, COX-2 BB & izﬁ; I TR,

AEF L BE, ENTHE, A X OB S JIER OVER OB - i
%@ﬁr@@ﬁ%@mr_ﬁmémfko\l%m_im%@EMTzo¢luhfw



FEINTWAM, 4, K, BFEICHEA RS D, £72, B NHOEEW 1L LTS
nTns, (BR3)

O, A X NERRAGT & D IERAIOVEILANT KR D A HIRRARRR O ZEE A
IR ENT=Z LI, FLITHTT D IR E EIEE O E IR D B iR AG AT D EEEH3 e
SINTZHDOTHD, (B 39)

1 REE Y v~ T, BIVEBIEES OB OVEROM S « S8R 2 20HE « 2R E LT, @i, RAIZIZA
2X A LELT10mg 281 H 1 EIBRZICRAOBE- SND, 7233, 4Fn, ERIC X 0 @ EHERET 2 03,
1 BfEAEIZ 15 mg L S Tn5, (B 40)



I, REMITFRDIMEDHE
AFHIlETIE, FEFHEERFEES EMEA OFMEEFZ LI, A n 0 ADmEHEIC
92 FmAzEH LTz, (B 2~39)
FRAT AR 2 BRI SR L7z,

1. EYBREER
(1) EYEResER (Sv k)

Z v b (Wistar & HERE) |2 14C 25 A o 24 A 2 1 mglkg IKEE %2 HRERIRN % 5-.
HA[R] M OSSR % - U 7B 03 it S 7z,

BETOREFFIRNE G280 TR G- 5 732 OIMEFIREENL 9.53 pg eq/mL Th o7z,
Tye (BFH) (X 15.5 HFHE], “FXOMEREE (MRT) 1% 14.9 B#fll, AUC 1% 121.5 pg eq
hr/mL T& - 7=, HETOHERE O 5512380 T Cmax 13 3.23 ug eq/mL, Timax (5 6.4 FFH,
Tueld 14.5 K], MRT 1% 17.8 Fff#], AUC (% 83.3 ug eq * hr/mL ThH o7z, AEWFH
FIFHRIT 68.6% TH 7=,

HA[AIRE O B G-RF O PRI ISR CRECIIEEE ., IR, Mg, 2 & OV Cil
FEANE < L IRV, AR OV T o 7o FFIER OV i B 1 345 - 8 FfI4%
Z DD IER Gy OREfKI T G- 4 R S & 72 o 7o, IR ONMER R AL 3 FEF I TK D)
STz, HECITIE 1 KON 4 IRt OFRRFIREL I I & AR T o 7273, 48 IR DIREE
THEANE L < Edo T,

R B 5% 168 WFH £ CoRPERITHE 56.7%., M 53.1%., FrPHRt=EEI1E
39.0%. M 41.3% T -7, HIEIFHIRAE 5% 48 ] £ TONEFh PRI 3HE 19.8%,
Mt 12.5% T o72, PR, FELONEHHHE OV FHUCIBNT S MEOHRIE i L 0 -
oo FETHEIZBWNTHREG LT v a2+ BNk S- Lz X 0fE
H R RIS G L8 D 10.6% Th - 72,

HEZ 14 HRRAER NG Uiz & & O mAERIRET 3 H BICIZZEFIREBIZEL
7o eHAEEHE D Crnax (3 7.12 g eq/mL, Tmax 13 7.2 BFE, Ty lX 17.4 B CTH -7,
RAGHGT X 2 3EERe O kiZ 7o T2,

KEC T HERAER NG LTz & & ORI BRI B GRE LD mo 7o,
THALE LIS O/ Clase il 5 4 FEREITE ChRemiEZm LTz, Z OB CIE LR 58 &
[FARICITIRE, Mg, A, BlE. i, FRRBRL OV CRil e Thh o 72, $¢5- 168 FFfH]
% CIXHRIRT 4 BRI 1/14, ZOMOFMFETIX 1/60 (KT Lz, JREZOZEH R
IRV TIIR 514 168 Il F TIZZENZEI 59.4% M TN 35.0% 23 S 4, HiRHE
B LFERECTH-T-, B4

Z > K~ (Chbb:Thom %, MEHESR 5 PL) 1Z UC R A v X A 1 mglkg RE & FHR
P L <UEE i h- L, PR 2 e L7z, iRz G- AUC 135 70.9 mg eq -
hr/L, 217 mg eq - hr/L, #0#5 Tl3M 83.3 mg eq - hr/L, Hf 201 mg eq * hr/L,
B Tye (BFE) IXERIRINEE G- CRE 13.4 FEfH], 1 36.8 IR, #1015 Tl 49.9 ¥,

2 7 3 BRI, DU LA B b,



Mt 52.4 B & MECTHISHEDNES | HEL D EW R E 208 L2, MRT I ZEHRINE S
Tk 18.0 BFH], M 52.6 B, R& OB 5- Tl 31.8 B, ME 53.4 B & MEA KD T2,
RO EAZIUT D Tiax VIHE 4.4 FFRE], ME 6.8 B, Crax 13 2.35 mg eq/L. M 3.23 mg
eq/L T o7z, 0.3 XiE 1.0 mg/kg % 11 HERED G L7 BRIZI VT MRT (3#ECTZ
ALEH 20.7, 24.0 B, MET 55.8, 486 Kl ThH -7z, (B 5, 6)

7 v b 3IEIZ 1 mglkg REAREARE L, 5% 2, 8 KU 24 RFE DI H /541 2 &
Lize Z A, FETmEFITHAm L Tue, HERFES 6 PEIZ 0.5 mg/kg RE 218 O #54%,
6 K ON30 FFEIE DN SIET OO MME S /37 fEE = TMERE L 5 99%LL ETH D |
ZAUT 10 fHRE ORI Z N2 I-56 b Eb 6T, BEfITEZ b7hoTe, (R
5. 6)

Z v & (Chbb:Thom &, #E1PC) (21 i 10 mg/kg REZFRIRNEE 5% 2 B
T, b mgkg kN 54% 48 il TOURNGAZRE LTz & 2T A, RN G- T
FHFG = i > fiti > BERACREAL, IR, BN CIZZENLL T CTh o7z, BRI b B 0Af
L QW e, OG- TH 5% O RO IRESUCIORE 0 23 Pl & il 2 oA L, $e5-4% 48
REC O, B, M (FRERUWNEY) IZIXEIREICOM LT\, (B 5,
6)

Z v b~ (fafa France &, M 1V5) 125 mg/kg AEZFRAKS L, BN ZHIE L
7o & 2 A, B E K ORI IR & U TR O 381k & OBIFEIX 2 o7, (BIR
5. 6)

R85~ b (Chbb:Thom %. ) 1= 1 mglkg (KEA FHIRFIE 545, 6 BEE COM
R R D 10% T o T, RIS E & STl 2+ R 32 515
M2 3 2 PRI R 10~12% T o 7=, (B 5, 6)

Z v b (Chbb:Thom %, WEHES 5U8) (2 1 mg/kg INEZ RN L OB O#S- L, HE
MR A RO T-, IR OFEFYEIERIZZ 0TI T0% K 30% CThh > 72, HETIEZ OPEIT
96 R LINIZAE U5, MECIZIMFRED LV @mn 2 &b H 0 | PRIk X BEIRIC
7po Tz, MUBEHR CIIRZEILIRN 80~90% T~ 723, JRH CIIARZLIRN 5~T%, 3 il
ORI 80~90% TH -7, (B 5, 6)

HE 19 HDZ > b (Chbb:Thom 5%, i 1 VC) (Z 5 mglkg ﬁ@?ﬁ:, A5 L, ki
~OBATERE LT 2 A, fHREINCET S 7 v MRE~OFREREITZ <, BIR
BRI ~ODAIRHEHA~D ALV ootz (BHE5, 6)

MR 13 HE V18 HD T v kb (Wistar &, M) (2 MC kA 2% A 1 mg/kg 1K
HARABE L, HE 13 HO T v MTOWTITHRE 168 Billf. R 18 HD T v M
OUNTIII G- 48 514 £ CTORBRTIRE ZHE L, fBEEEMEC SV TRET LT,



faliael, RRUTHRRE, MR O KRS IXRET » b o4 R O X 0 KD
STz, TR 18 HDT v MEHREDIZE D DMTHE 13 HD T v MEGRFORRYE K OCEK R
FEM @D Tz, iR 13 B OV18 HDT v b & HICRFIRGEIZ AR YL K OEK HR
DPIRZIZEF LT, TR D O MC IR A v 22 ) LOTHKRZBIEST D720, It
P18 HDZ v k 2 PLIZ 1 mglkg IREA IR DGR ICHIPESET, BE5% 144 KT 216
Refll (AR 8 kU6 H) (A ONTNR, B, M, Ol B R OMOREZHIE L
7o, WA 8 H IO, Bk, ik OV OREEITITE 18 HDZ v MZ
FeH U= & X ORI PRE X v @ho T, HAER 6 B CIHBREDK FARD b
23, B IBLISNORRRR N OB AR R B OIREE XA 3 H OfED 62~83%F T LIME T
LTCWRoTz, (BT

Z v  (Chbb:Thom . ) (2 4C KA 1% h A 1 X 10 meg/kg RE AR D&%
B U OPR R OFEIRE . 1 mg/kg R 2+ 48NS L 7o RFD I HRR EE NI E
ENTWA,

1 mg/kg REREO#G1% 72 I £ TORPPEM=RIT 63.8%, FEHPEMERIT 27.2%,
10 mg/kg (RHRE O $25-4% 96 IR & CTORRFPHEFRIT 76.3%, FEHHRIEFRIT 22.0% Th
o7z, 1 mg/kg (KEZ+ 5N 5% 6 I £ TOMRREPRRIX 7.9% Th o7, £
7o NF AT VR TR U7 MO AERR A 1 37 A 1 me/kg REE 2% 0 5-4% 96 Il £ T
DORPHEERIT 51.2%, FEPPEIRIT 23.7%., 48 £ TOMLTHEIERIT 15.1% T
HoTz, IR, I ORBIEDOEIA I ENZI 0.5% A0, 4.5% Th o7, (B 8)

(2) EMBREHAER (1 X)

AR (B—Z VA, 2DYEE) ICA X H A 0.2 mgkg REAFRN, FTFHLIE
RROEE L, HREARIE L,

HRPN. B2 R, BRA#EG0¥) AUC 1% 21.5 mg « hr/L, 24.1 mg * hr/L, 22.9 mg -
hr/L, V¥ Tye (BFE) 13 24 WFE, 23.7 BFE, 28.7 IifEl, MRT 1% 34.8 i, 35.0 I
i, 40.0 Bl CH -7, REOBEGITIT 2 Tmax I 7.5 FFH, Cmax 1 0.464 mg/L TH -
7=, (ZH6)

(3) EyEResdER (2=74)

I=7% (488 12 UC SRR A v h A5 10 mekg (REZFRO%E., HHVZ
FRIRNPE G- L, #5120 IR £ CORLONE, 1 B Z & DA BG4 5 H F THEL
L7z 3, 7r— VUi S OFREHSE O o — R MR IR R U T, BG4 A% 5
BRIZ1X 2 BB oA 2 5% T 7=,

e b 120 Wit £ CTORMRBEIERITRE 0 R OIRNEE G- T2 86% K& 1Y 86% TdH
o572, D BIRAT 34% K TN39% (95 24 BFHE TT 30% %N 37%) . HH T 46% & Y
44%, I — PR, HEREIT AT T% M DN 4% Th - 1, BROE5I2BT 5 ik

3 1 BAIZOW TR OB 53R BREF O MEERA ) = 2 — LML T2 728 RO 5O Ik K Ok
WNEGHEROT — 2L 3T D H DT D,

10



FIREE D Tiax 1 1~4 FFH O T, Crax ($ 12.3~18.9 pg eq/mL TH -7, H5#% 6
~30 FRffl] & T Tye K 6 FFF Tl L, 120 K] TiX 0.2 pg eq/mL Th 70, FhlkNE
FAZBIT A IMAEPIREIZ OV T, 85 2 0% 0PI 80.0 pug eq/mL, 1 H#H
#%C 31.4 pg eq/mL, 24 F§#% T 0.5 pug eq/mL, 120 % T 0.3 pug eq/mL & 72 - 710
TLC TEL-& 2 A, Wi GRIKIC B TIRE 12 Bifilt: £ Co Mgkl
REAEDEIGIIHK) 60~80% T o7, Hh% 24 REHIR I EZ @373 —

DL, FIEIIGEM 1 TRO K OFIRNE G2 TENETL 34% MK T 34%, mm@ 2
T 18% & TN 13%., ARZAVIRITMBEGHREE & B 1% Th -7, #H B WY 1
T 6.4% K 5.4%, 1R 2 T 49%M N 53.3%., RELRITRE DG T 17%., HIRN
Bh I3 TE e odz, (BHR9)

=% (MEREAS 1 8H) 12 UCESRE A oo A 3.5 melkg KA OG- L., &5
4 W% OFARE IR A 2 E LTz,

TR IHE 82%, M T1% Th -7, G 4 KO R L OFEFIREITZENZIRk
HERHEMEF D 17~31% KT 2~9% T -7, g OB Z iR DA N A D,
WUEIZ B2 <0 Uiz, BRI 727 o =, IMSERIAR I3 95% & NSAIDs (2
LS HBND I ICEMo T, MEX LRI FEEHIT 96% Th - 72, REERDOEIGIX
MAEFTIE 80~89% T >7- 7, REOIEHHTIL 3%LL FTh o7, T I
ETNa—= L ThoTm, (B 10)

R=TH (MERER 4 80) 2RV RO (1.0, 2.5 T 6.0 mglkg (RE/H) BGI28BT
% 12 /Ao EEERBRIC ISV CR G 1 B, 25 &0 52 IS P ASHIE S
TN\ 5,

1.0, 2.5 Xi¥ 6.0 mg/kg (KE/HFHLGHHZB O TZENZI Crax 13 0.48~0.72, 0.87~
1.40 11 2.09~3.22 ug/mL TH-o7=, (B 11)

(4) EYEHResER (B ~)
BYARF AR T T 4 T 4402 4C =R A 1 24 A 30 me/kg R A IR R ONR O
Beh L, B5 144 W E COMBEPIRE, 168 RFOIRHREE, 180 K DR
ZHE LTz,
Y Conax (FFIRN L OSR D B B CENZE A 5.35 T 3.09 ug/mL, Tield 18.7 K&
N 13.2 [RFfH], 5% 168 IRffE] £ TORTHRIERIT 45.4% K O 42.9%., 5% 180 it
F TOFEPHEERIL 49.0% M N 47.2% Tdh o 1=, MIEP BTG D 90%LL FIFRZE KK
ThHolz, MY T FEERIT 99%LL ETH 72, IRPDKERZIUEDEIETE 1%L T
Tholz, (BH12)

(5) FEWEpEEsAER (4)
AL T 3 — R 7 —=U7 UHFEO A UC R A 122 A 0.7 mglkg IR/ H &

e OPEG1E 0~48 K5, FRNEB 513 24~72 BFff DOT— 4

11



e 5 H IR T U7 ikBRps St S iz,

&t 54% 48 W] F TITIR M OFEFUTARHEEMD 78.5% M3 1, Fefsk 5% 8
H & CTIZRFIC 49.8%, 4 H E TIZHEFIZ 33% 1 PEIE S 7,

LUC HEEH A 1132 H DDA TG4 D Cmax 13 3.02 pg/mL, Timax 1% 8 B TH -
7oy, $5- 24 WEE4121% 2.01 pg/mL F T L7c, 5 HEERER 5% D Cnax 13 7.00
pg/mL, Tmax 1% 2 K TH 7223, &5 192 K121 0.08 pg/mL & 72577, Tield
28 BffEl CTH o7,

2 TOMBEICIT DIRE TR G 8 KifflZIZhB W T b m< oo To, ki 8 iF
%M O - 8 A OAFAREHFIRE AR CE T 8.54 %11 0.66 nglg, BT 5.07
K OY0.22 nglg, fHAIT 0.52 TN<0.02 pglg, FEHHL T 5.21 K TUN<0.02 pglg. Kifd
HERGC 0.55 X TR<0.02 pglg, BEHRENIT 0.72 X ¥<0.02 pglg & 72 o7z,

M HBEHEE O FAAIREIR T o T2, IR 2 & O REO RSB
POV, FARRIC S EFEEO RN A DTN, KBTI RE R TH -T2, (B
13)

ANLTH— R« 7Y =T VHFREO TN A 1 X9 A 0.5 melkg (RER 2 FIRIY ) Y
Fe G- LT3R Sl S 47z,

IR G N THRE: b %O MmMEFIREI 5,819 ng/mL 27~ L7272y, #5144
REfIZ121% 63 ng/mL &L 72o72, I GIZHEVT CmaxlE 2,262 ng/mL, Tmax (% 7.7
B CTh o 72728, #5144 FFEI#I213 51 ng/mL & 72272, FIRN A O FREICRB
TENEI Tipld 25.5 K1V 26.6 FFfH], AUC i3 102.7 2 1*86.0 ug * hr/mL TH -7z,
AR R 92% CTh - T-, (B 14)

RIVAL A AAEOWFLA (RFLEREL OEFLEREAS 4 3) 1IC UC AT A 121 1 0.5
mg/kg RE 2 BRI e b U 7= aliins S8 S 7,

MAER OFGHEME L O A 7 % > 7 AOFYENRE T A —H 2K 1 IR Uiz, ISEHAL
SHEMEIEHE S SIS L, KFLERE TR G- 2 FF&IC, mFLERE <l 8 FFff& I
mlroTn (PIYEIEFLERET 3.291 pg eq/mL., EFLERET 2,536 ng eq/mL), Tie

(BFR) I HARFLERET 22.7 FFE., EALERFC 271 FiCTH o7, M A o b L
FEIE, TG 4 i S & 72 o 7o (IRFLERET 2.875 pg/mL, mFLEHET 2.495
pg/mL), AUC JMEFLERET 86.3 ug eq * hr/mL., EFLERET 76.4 ug eq * hr/mL Th
STz, Tye BFE) 1 EHEEEE HIT 175 K TH -7,

FLH R OBEHEME SR A v % 2 AOREITmEE & b 6 FfZICHRE & o7

(HEHEVEREE - IKFLERET 0.374 ng eq/mL. EFLERET0.394 pg eq/mL, A%
T3 LYRPE - IRFLERE T 0.347 pg eq/mL, mFLERET 0.325 pg eq/mL), FJFHFH DA =¥
A LRERR 21T LT,

MEESS 2 BEIZ DWW T, L alEl oG 2 HPLC-UV IEIC L VR L= & 2 A, RE
{EARDSEBHFBEHRE DK 80% % 5 6D 7=, AREHIE TLC 43472 £ U . DS-AC2Na (K 1%)
K OYAF-UHISE (10~20%) &[REShiz, (B 39)
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F 1 WIHFD UC- A X B DO M RGHZROIRYENE ST A —X
" Wl Crnax Trnax AUC T
%5 | (ugeq/mL) (RFfH) (ug eq*hr/mL) (FREfH)
N R 3.291 94 88.6 22.7
e Y 2.875 42 86.3 17.5
csmpe | B 2.536 32 71.9 27.1
M 2.495 42 76.4 17.5

R:HRHEM. M: Aaxi A, a: Pl

# 2 WHSDORA TN LD TEGHOHIT T A B 20 APRE (ug/mL)

e Al
fiea Day 1pm2 | Day2am | Day 2 pm¢ | Day 3am | Day 3 pm | Day 4 am
6P 24 30¢ 48 54 72
IRFLERE 0.347 0.146 0.119 0.056 0.057 0.025
eyl 0.325 0.150 0.114 0.064 0.059 0.027
Fe G145
fiea Day4pm | Day5am | Day6am | Day 7am | Day 8 am | Day 9 am
78 96 120 144 168 192
- <0.001~ | <0.001~
il hvic .01 .01 : <0.
LR 0.019 0.013 0.006 0.004 0.002 0.001
EELERE | 0.023 0.010 0.004 0.002 <%%%12N <0.001
a: VAR ERLL7cHZ Day 1 & LCW5%,) zfad, MIROHERLIIR S 6 i Thn
7eo b BEERFH] ¢ @ PR OVEFLII TR OV 6 Kk T,

2. REHR
(1) 7%BEHER

T b— s RIVARL A RO (MERESS 2 BERFR) I UC SRR A v A 0.5
mg/kg REZHEIR THG L, BB SR Iz, &5 2, 4, 6 KO8 HEOKH
koA v h DREZHIE LT,

B DA O X2 MBEEF 3 IR LT, EOMRRICBOTHEYS 2 HRICEKE

(%)

BEA L, (B 15)

K 3 FOAuFXIA L TEGHEOMESTIRED (ug/g)

Crg Beh% B (H)

e 2 H 4 A 6 H 8 H

Ji i 0.5699 0.0284 0.0541 0.0217

R ik 0.5335 0.0286 0.0564 0.0248

A 0.0426 <0.010 0.0195 <0.0015
FEGELA 0.0732 <0.010 0.0157 0.0286

RIVAL A REDE (FEMEUTMES 2 BE/IFA) 1A 220 A 0.5 mg/kg RKE 4 H
[ TG L, BB Ehi S iz, 52, 4, 6 KO'8 HEOKHRT DA m ¥
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71 DPREE A IE LTz,

FAEREP DA v N AREZER 4 IR U, &5 2 RROFA, fTE, Bl &5
FINZIEL T AL S O G-EOEIE. T DJELA R DB R AR BT, Bk, HEES
(LE R K OB GEMIIE N OJEAFFRIER G- 4 BELIE, Bl 5 8 AfRIZap|T
BRHRALLT &2 o7z, Lo, BB W TIERE 8 HIZIZHBW TS 1/4 66 <
mEmRt S hz, (B 16)

K 4 FOAuXT 0 LR FEGHROMMTIRED (ug/g)

wri BE%BE (H)
A 2 4 f 6 8 H
JHHE 1.38 0.28 0.05 <0.02~0.02
ik 1.32 0.33 0.03 <0.02
iG] 0.04 <0.02 <0.02 <0.02

B GEIE N 0.05 <0.02 <0.02 <0.02

P GERAT LA A 0.05 <0.02 <0.02 <0.02

(2) ZEHEBR (&, 2D
RNVARA FEOWHAA (5HH) (A X H A 0.5 meke (KEZHRIE &S L,
it axtge & LT et S iz,
HHHPREALZR 5 IR LT, &5 12 R IR EIRELZ R L%, &5 144 Rl
(2N TRV 2 R L, P TR 72 REEIZ 121X 0.02 nglg LR &7 o7, (&

i 39)

£ 5 WSO A T XU LORFERGEHOHITHIEERE (ug/g)

o PeGAZIER (IRFH)

MR85 12 24 36 48 60 72
501 0.220 0.132 0.076 0.046 0.030 0.016
502 0.247 0.153 0.090 0.058 0.039 0.024
503 0.193 0.118 0.052 0.027 0.014 0.008
504 0.204 0.124 0.066 0.036 0.029 0.017
505 0.259 0.184 0.112 0.070 0.051 0.029
DA 0.225 0.142 0.079 0.047 0.033 0.019

= eG54 (BFR)

Mt 84 96 108 120 132 144
501 0.012 0.007 0.005 0.003 0.002 0.001
502 0.015 0.010 0.006 0.004 0.002 0.001
503 0.004 0.002 0.002 <0.001 <0.001 <0.001
504 0.011 0.007 0.004 0.002 0.002 0.001
505 0.018 0.011 0.008 0.004 0.003 0.002

ST <0.001~ | <0.001~ | <0.001~
HpH 0.012 0.007 0.005 0.004 0.003 0.002
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3

. EinEEEER
Bnm RO R ERK 6 KON TITRLT., (B 17~19)

* 6 in vitroiBR

FRAE H IS A it R
Ames #ABR Salmonella typhimurium |20~2,500 pg/plate (£S9) 2 (=Y
(ZH17) TA98, TA100, TA1535,
TA1537
FEscherichia coli WP2 uvrA
Yot fRELEFER | B U LSER 5. 25, 50, 250, 500, 1,000 2
(& 18) pg/mlb (—89 ; 24h)
5. 25. 50, 250 pg/mLe (— i
S9 ; 24h)
10, 50, 100, 500, 1,000, it

2,000 pug/mLd (+S9 ; 4h)

10, 50, 100, 500 pg/mLe (+ p
S9 ; 4h)

: 2,500 pg/plate THERME DILEEDFRO DT, S IT/NLA X —HK,

: 500 pg/mL LA_E o> FHECIIHiREED 72 O 22 #ifg 23538 Hpi- 7=,
: 250 pg/mL CIEAMIAFEEED 72 O/ 22 #ig 235580 7R T=,

: 2,000 pg/mL CIEHIIaEED 72 O 2R GED B o T,

: 500 pg/mL TIEHMEFRED 72 D/ 2 g 255880 B> 7=,

© 0 T

FRDO LT, in vitro DFBRIZIBWVTIT Ames 3R, B b U 2 SERE W2k
R E bR Th o7,

= 7 invivoirlir

FRATIE H a5 A& AE R
/IR ~ 7 A5 hAmfE 75. 150, 300 mg/kg A Re
(B 19) IR O & 5

4.

FEEOEY | in vivoiRBR THENMETH 5 300 ma/kg (AEDOFHIZBWT & @k
Thol-e, ZOT EMBH AR AMATEEEMEIT VLD EEZ D,

SMSHRAR
A2 XD LDso 13~ 7 A (SD 5%) OIET 200 mg/kg RELL L, 1T 98.4 mg/kg
KETH-oT-, =7 XM 1 §8IZ 800, 1,600 Xi 3,200 mg D A 11 %34 L% Hiil
RS L& Z A, 1,600 mg %5 S - O 3,200 mg %5 S -l sET L
7=, (B 11, 20)

A7 DO 4 FEZOWTEIRNE 512 L 2 atEEtEslRny e S Tn g
D, W REBERE 0 FBEEW b D LHEESI N WD, (BR 21, 22)
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EEMSMAER
(1) 3rAMERHEHERAR (v D)

7 v b (Wistar &, MR 12 DU/RE) 2 W= 0 (0. 1.0, 3.5 XX 10 mgkg &
H/H) #5285 3 AR OHAMERMERERIC B\ TR B3R UL F o
D ThoTr, SHICHMEEEE 10 mg/kg KE/H BGHEOK 12 PCi3 e 5B T 6 I
M oEEHIR & TR ST,

— AR EEAREIRBIZE T, 10 mg/kg (KE/ B e GRE TR~ BDIFIL, Kt
~BEODOENRDO BN, 2O OEMWOIRIEITFEROMEIT & IHTE(L UREX Y HECRA
FCThoT-, T 11 PEROME 18 PUAS, @tﬁﬁ%ﬁ%ﬂqﬂ (ZHETE 8 D \WNTZERE ST,

REZM b, BEHE, DR R ICRRCHRER E O P G- U722 B 330 Hi7s
Molz, BOKENT 10 mg/kg (KE/ HEGRE TN L=,

MARFHIRAE T, 2R GREOME N O 10 mglke A/ A 5REOMET Hb DIKfE, 3.5
mg/kg R/ H LB EGREOMER Y 10 mg/kg (A5 H #5401 RBC O Ht OEAE
A ONZ WBC O, 10 mg/kg (K5 B i 5HEOMERE CREIRIRMEROEEMDNFRD B A7z,
WBC {[ZOWTIHFFEREIN L, U o7 SBRIFRD LTz, 205 OFF IR EHE SR
HIZIRFSEE S N,

MIRAEACFRORA Tk, &RGEEORER O 3.5 mg/kg (KE/H LI EBSHEOMET TP &
N Alb DIRAEZSFRD BTz, 1.0 KON 10 mg/kg AR/ H &GHEOHENK O 3.5 mglkg A/
H DL EBEGREDOMET AIG LLOIMER 2 BTz, £72. 3.5 mg/kg K5/ H DL ERGREO1E
JZ N 10 mg/kg (RE/ H & 5HEOMET Y U EROEE, 3.5 mg/kg (KH/H uhﬁﬁﬁ@ﬁk&&
OV 10 mgrkg R/ H & GHEOMET Ca2tDIR[EDFERD vz, T HIXEHEHIRIHIC
SEE N,

PREGAS T, & GREORENR O 3.5 mg/kg K5/ H DL BB GHEOMECIREDJDDFED
b,

lEARE R TIE, 10 mg/kg RE/ H 5 HEORE TR gL O, MECHTIR, s, M
K ORI O EEOEMEIFRD bz,

FIR T, 10 mg/kg R/ H 5 5-FEOMERECH R OVINBOTRE:, NEEORHER MRS
D3R BT,

JRERFRRR AR Tl 3.5 mg/kg IKHE/ H B 5-8E T 83% DB B AEEOIEEE AT
57z, 10 mg/kg IREE/ H BE5RETI 96% DO EM B REEDIEE IR H i, £ D+
. NBCLRD LN, £z, PASKHEY VY — MRS RARE LRI
DT,

VI k. 3.5 mg/kg (8E/H UL EBGRECTIRD b2 e TP, Alb, A/G LEDIX
BT 2 2 LIV L BB Bhd T 2 2 b Ll < 4v7=, —J7. 1.0 mg/kg {KE/H
B GREOIECIIBHE T 2 JFEE LR B L 2> TR0, TP, Alb, A/G EEO{EAE
DD BT,

ARBRD LOEL 1% 1.0 mg/kg (A8/H TH-7=, (B 20)

(2) sShAMEREEERER (Tv Q)
7w kb (SD %, MEHES 15 YR ZHW=fa (0. 1. 2.5 X% 7 mgke (AF/H)
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BHIZEIT 5 3 A Mod et R BRI B W GRO - m T AL T b Th
ST XHREEN OV T mg/kg IRE/ H B GREL Z USINA TENZEI 10 PRI DUV TTRIBRIS
Feh L, [BEREE U CRGHIMIE T 6 M, MR CF - S5,

— A7 EEARERBIZE T, 7 mglkg R/ H BEGHEOMECRILOIRE W, Al
fEERAm, ROl GEINGE) . ARERD . DV, RIEIS TS ORERGRD S, 7L
DFETE 8 DU NTLEIE S =,

(REZAE T, 7 mg/kg KT/ B GREOMECIARERINEOIREN GO bz,

EAE, IRRE (L) ICHERME DR G CHER L7 B 338 H R o T,
UK EIE 7T mg/kg (RHE/ H B 5 REORECHEN L=,

MIRFHIRRAT ClIX, 2.5 mg/kg RE/ H B GHEOMECRIRIR MER DM, 7 mg/kg (A H/
H & GREOMERET Hb 2 ONHt OEfE, WBC OEENTED BTz, WBC (2O Clddsf
BRI L, U > ERIZe) LT, 7 mglkg K&/ HERGREOMECIZIZ BT
RBC OIEAE, HERARMER K OV MR O EESZED STz,

MARAACF R TIL, 2.5 mg/kg (A H/ B DL E#&GEEOMERE T TP OIRAEDFED H A,
Alb KN A/G EEDARAE S 2 MR E A 21> T e, ZOMIN S DD /8T X —F|Z
NGO b=, AR BN STz, Fim, ZbideiE
MR SNz,

PR CIE, RGO ONT 1 KON 7 melkg (K HE5REOMETILIETIZ Al
BRSO BT, 7 mglkg R/ HBEGHEOHETIREOJD DGO BTz, FIZOWTIE
2.5 mglkg RE/H P GHEOME 1 PT, 7 mglkg AT/ H B 5EEORE 1 PC ) OMED 4507398 .
Bt S 2o Lz,

g BTl SR GEEOHE TR & Okt BB O &, 2.5 mg/kg A/ H#
BREOMECHXES, 7 mgkg R/ H B G CHXH LR O%EXT EEOEENZED Hivlz,
2.5 mg/kg {KE/H LA B8 GREORERE TR OFE X K O E & O EEDFRD Hiv, 1
mg/kg RE/ A & GREOREDOHTEREO SE LFRO b,

kR - SRR TR, TR, B, PR R wam\%m%?ﬁ7
mg/kg RE/ H G- CTHITEE & 5 WITEBEE80 i, /J‘HE (22, ) R OVERG
[TIEBEDFRD BTz, B ORZETR CIXIIEMEARIZME,  AKNE, ﬁmﬁ B b, Bk
’Cl;t 2.5 mg/kg IRE/ H DL 58 CRFFLEA/KIE, 7 mg/kg (RE/ H B 58 CRFFLEAEESL N

RO DI, =AY PR A S AT IR PIR, wm m%%@@&ﬁ\ﬁﬂ
ﬁi&@fﬁ M, BIEZE DSOS ZRR D D V7=, Mg ClI Rt CHIZME AR HALIZA3,
7 mg/kg (RH/ B GHECTHEN EmD > T,

AR LOAEL (3 1.0 mg/kg (KHE/H TH -7, (BHR 23)

(3) 6 MAMERMEMEHER (v )

7 v & (Wistar &, MERER 24 DURE) 2 V=0 (0, 1.0, 2.0 X 3.5 mg/kg K
H/H) FEIZBT 5 6 2 A B OHAMEERERI B CRED ST -UITLL T o
D THoT,

— RO EEARIERBIECIE, 8.5 mglkg R/ A & GRECRMER, HBZ /R IEEN
RO BT,
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REZECIX 3.5 mg/kg RE/ H B GHEOMECIEAEDZED BTz,

BERE, O MEICRHIHEERIE O GITER L7 B IR8D e o7z, R
KT 3.5 mglkg (RE/ A & 5REOMECHEIN L7,

MEFHIRA T, 3.5 mglkg REE/H & GREOMER T, RBC, Hb &KUY Ht DK,
WBC D&M, fRIRMERDBMNGED Bz, WBC IZOW TIIAFHERZS L, Vv~
ZRERIED LT,

MIRAACFRORA Tk, 2BGHEOMEET TP O CaztDARfEI GO LTz, 2RO
e O 8.5 mglkg (RE/ A GREORET Alb OIREZ R, [FIREOHETIT A/G ELOfKfE
2o Tue, 2.0 mglkg KRB/ H UL EBRGREOMEKR OY 3.5 mg/kg R H/ H &% GREOMET A
U0 LAOEENTED Bz, 2.0 mgkg RE/H RGO T ALT OIS bl
D, BRI TTH Y . IRICERET DIRADGRD DN Eonh, B L o
ITALMNZR BB 2 BT,

PRARAECIE, BEGEEOHECIREDOWD DGO bitle, Eio, BHGEOW < D00
R TIRMIE DIRAD TR BTz, BT OWTRIMITERD Bl o7,

e E R ClE, 1.0 XY 3.5 mg/kg AH/H OIEIFONT 2.0 mg/kg A5/ H UL Fi&RGRED
S CRMRE B O EEA TR BTz, 2.0 mglkg (KE/H LI EEGREOMERL O 3.5 mg/kg IR
H/ H B 5RO IECIRRE 2O S ENTED iz,

FICIE, 1.0 mg/kg (KH/HESREORE 1 IEICERIEOOS A, BIOEKCHED—
BRSO BTz, 2.0 mglkg R/ H & GHEOME 6 VT, 3.5 mg/kg (KH/H & H5HD
JE 10 VB O 4 PRI EIEE, 1 2 VLo f8BE 2508 b/, 3.5 mglkg {KH/H
BeHREDIE 9 VLI NRO RIEMEZA LD F88 BTz, 2 VEIZEIROER, 2.0 mglkg {AH/
H e 5REDOHE 1 PLICBRDFED BT,

JHBRFRRR AR T, 1.0 mg/kg (KH/ H BEGEEORE 1 B CTHITIEEDF8O b, 2.0
mg/kg AR/ H &% GHECTIIME 2 VT, 3.5 mglkg AE/H&EGRECIIME 11 PC& OME 13 PTic
OB, £7o, 1.0 mgkg RE/ HEGHOME 1 ILIZFE OO AZ7EH, 3.5 mgkg
{RE/H O 1 PC T+ FRIBIC HIBENTRD BTz, BEEDORIE HHER S, 1.0 mg/kg
{RER/ B GRECIIIE 1 V8, 2.0 mg/kg AR/ H 858 Tl 5 DT OME 9 P, 3.5 mg/kg
IREE/ B P GRECIERE 12 DR UM 12 PEIZRED B, 2.0 L O 3.5 mg/kg R/ H B 5-8ED
MRS 1 BN B REDOIFIE ©R8D BT, 1BMER LA, B ALIUEA 2.0 mg/kg AR5/ H LA
R EREOMEO B TR BT, JRHIE LR U Y — 28R IMEDEINAY 2.0 mg/kg
R/ B U ERGHE TR bz,

AR D LOAEL 1T 1.0 mg/kg (RE/H Th o7, (B 20)

(4) 3HhAMEAMEEAR (2 =274)
R =T X (MRS SEEMRES) A WV=RRE (0. 1.0, 3.5 X 10.0 mg/kg REH/H) #&
BlzB 5 3 Ao AaEmEERERIC BV TR L= T RIZLA T oY Th -
7=

5 10 mg/kg RE/ HRGHHAZOWTIIA 656, 9 B 3 BHITRGH& 114 6 B ORIEHIRIZ W T H B
SN,
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— RO ERAREREIES, REAM L, MIRFAIRE, MIRE LR, RIRE, e E
BT, FRTHESRE OB 5ATER LT IERO v o T,

FIFCIE. 3.5 mglkg R/ HEGREOME 1 96, 10 mg/kg (AE/H &GO 1 5HCTH

OISR BTz,

PR R A ClE, B A OsE 2 S VB 3.5 mg/kg R/ H £ 5-HED
&k& 1 ;E 10 mg/kg IR/ H B H5RED 2 BECTRO LIz, T O, BAPERIZHRHE L 2 £E S

D BT,
zlsﬁﬁ%ﬁ@ NOAEL /% 1.0 mg/kg {KH/H ThH -7z, (B 11)

6. BUHEHERUREI AR
(1) 12Hh AMEEHSHERAR (Tv )
7 v b (Wistar &, MEHES 20 DU/BRE) 220 (0. 0.2, 0.4 3% 0.8 mg/kg &
H/H) BEIZBT 5 12 A REOERMEREERER IO TR BT AT RUIILLU T 08

D ThHoT-,
— IR ERARIEREI LS, REZ L CIIRHCHEIR E O 5 TER L7 B3RO B i
2o Tz,

B R, JUKEITRHCHEBRE O BT U728 3580 b7z,

MR FHIRRA T, 0.8 mg/kg RE/ H G- ORET RBC, T Hb OIREADFED H AL
7

MR LSRR T, 0.4 mg/kg R/ H UL GREOMER ) 0.8 mg/kg A/ H &5
FEDHET AIG LLDOIRAEZ£E S Alb DIREATRD Hiviz, Zofh, 0.8 mg/kg ARHE/ A#%5-
BEORET T.Chol & 7'V & a0 —/ LD EABEDZRD BT,

PRI ClX, JRZ /X7 ERETORETRD LM, 0.8 mglkg (KE/ H B GREO1E
TEHE Th-oT, WINOERGREHZEH, HEMIZEED b7z,

lEEs R CIE, 0.8 ma/kg IAE/ B % G REOIE TR, BlEFEE RO EMEA TR0 bz,

TR R OV BRSO CIE, FRCHERIE O G ITHER L7 2R TR DR
>,

Lk, MERECRRD BT MR IT O T b AR EE OFEHN TH D | o
BT BT A= Z I EFZBDTVRNI LD, RWE ORGSR L2 2 1
HIWr S etz —J5. 0.4 mglkg IR/ H LA B GREOME, 0.8 mglkg (REE/ H % 58%
DORETERD BTz AIG HEDOIRAEZ £ Alb ORAEICEE LTl B4 2952 b2 1o
TR 572, 0.8 mglkg REE/ H & GHEORECTRD LI IFIREEZEOMIMZBE L T,
REIT LAEIMEM 2R L, A EEEOEINTRE CTh o7, R TR b
T.Chol OEfEIZEILTH, 3 KO 18 75>H OFERTILFER DT A FRD /2o 72 Z &
B, BRI L &l STz, BB EhET 53T A —Z 0% #E L LT, 0.8 mgkg
IREE/ H B G HEORET mﬂ;ﬁ?@i@ﬂ%n% BTSN, JHfi & Rk AE T B Al OB
TR Ch -T2,

AFRBRD NOEL 13 0.2 mg/kg KE/H Th o7z, (B 20)
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(2) 12 ARIEHESEHESER (2 =74)
R=TF (MEES 6 BEEE) AR (0. 1.0. 2.5 XE 6.0 mglkg KE/H) B5-
(23T 5 12 > H ORI 23\ TRRO VBT UL T Ol Th -7,
FHE 2 PO I GRS T4 13 ﬁf"ﬁ@lﬁlfﬁﬂ;ﬁﬁ‘ﬁi“(ﬁ XN,
— XA 7R ERIAEIRBIES Tl MEMEDSKHIREE 2 2 e B TR HALTZ S 6.0 mg/kg (A
| B EEGHED 3 T TITZE DHENE -T2,

REZ L, BEHE, 0%k, ECG. IRFHRE., MiRFROMAE., Mk LM, Bl
A, RIS, EMERA I, FRCHEBRE O BT U7- 283580 b/ o
7

e R TIE, 6.0 mg/ke K/ A GREOMETHR, B O EEOBINIGED &
iz,

TR M OV BRI A Tl FRICHERIE O BT U7 5B I8 DI hs
o7,

A58BRD NOAEL 1% 2.5 mg/kg {KiE/H TH-o7=, (B 11)

(3) 18 AMEEMHSHRR (Tv k)

7> kb (Chbb : THOM %, WERER 24 VLR ZRW-g@dlegn (0, 1.0, 2.0 X
3.5 mg/kg RE/H) $E512L D 18 > H M OEMEFEEMRER IV CGRD B T- 3T A
IILLTFOmY Tho7z,

— A7 ERAERBIZE CIE. 3.5 mg/kg IREE/ H 55 TRl A LARR L 2 & MAER 2378
DAL, FFITHECERIR, KEBX DG, MRBFED bz, (0D 3.5 mgkg
IREE/ H B G ORBR % CIREZ R uzm ZHUTRIREEBDEAITfED b D EEZ B
iz, Zoftho ECG HIEEIZEEI IR0 b oT,)

REECTITEFRGEORER T 2. 0 mg/kg REE/ H UL EGREOME CIREIE ISR D
DHFRD BT,

faEHEEE CIFFH R GITEER L7e BEITRRD bivie o 7203, #UKEIT 8.6 mg/kg
R/ HEGREOMETEEIN L 7=,

IREHR A Tl TR BT 5 BFEIIGRO e o Tz,

MIEEAIRRA T, ARILERICESE L C 3.5 mg/kg A/ H # 5RO T RBC, Hb &
OHt ORfE, #ERIRIEROEENFED bz, OB 2.0 mgrkg A/ H &5
FEZBWT LD LIV, WBC Tl 2.0 mg/kg IR/ H DL ER GREOMERE TR ZEREA
RTS8 v, NERTIIERZERMEI L, U o SBRIddsd LT,

MR LA TrE TP O 28 1.0 melkg A5/ H UL E&RGREOHER Y 2.0 mg/kg
RE/ A UL G HOMETRED Hiv, Alb DIKEAS 3.5 mg/kg (RH/ A& 5 OREKR N 1.0
mg/kg (K5 H UL E& GEEOMECERO Hivlz, Globulin L 1.0 mg/kg A5/ H UL &5
FET, HECIHMEE, METITEEZ R L2, A/G iE 1.0 mg/kg K8/ H UL _EDMED A TIK
%7~ L7z, Globulin 77 CiX, 1.0 mg/kg A5/ HLL EOWETo, /& & EfEZR L
7oo ERGEEOMET ALT OEfE, 3.5 mglkg (KF/HEGRETy- 7 V4 IV h T AT
F 2 —EBOEMEDFED DD, FEHIRHKAFR72 233380 BTz DI 3.5 mglkg &
H/ HEEGRED ALT OHTH o712,

o\
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PREFASCIX, 3.5 mg/kg (KH/ H G- REDOMED LT THEBIRDTRBD HAL, [FEROFT LI
1.0 2T 2.5 mg/kg AH/ H & GHETH FAUTHED BTz, 3.5 mgkg (RE/ H & GHE DI
TIRMPRRLZ T DGR BV D BEEE D m - T2,

JEFRE &L, MECHRIRE EOKENTED b,

TR M O ERARRR FHIRAS Tk, SGHET, BEEOEFS (8. ObA. RIE,
RHRSE) OB LIEEESENZED Tz, 3.5 mekg IAH/ A GREOEO B R CHEkER, FH
RIERCRRTERG, FEEAIROHEINNTED BT,

AFRERIZEIT D NOAEL Ik bivienn o7z, (B 24)

(4) 104 BEENSAERER (YIR)

~ % (NMRIL %, MERES 50 PL/RES) &MV -iREE (0, 2.0, 4.0 X3 8.0 mgkg &
H/H) #5125 5 104 BREIOFEM AAERBRICIB O TRBD DI AT LI Fo@ v ©
Ho7,

— AR ERAERBIEE, (KB L, fEHBIUE, R, FERRE, sRE, ks
PR, BEERER. R - WEERFIREDO VT IUC S, BRI E O 51K
LB E 5RO b o7,

ARV TBIE S NZTHE 1281 5 NOAEL (% 8.0 mgkg (A5/H Th-o7=, *
7oy BOBAMETERD b oT, (SR 25)

(5) 104 BARMFEHSAMLRE (S )

7 v~ (CD(SD)%. HERER- 50 PL/RE7) %MV 7-IREF (0. 0.4, 0.6 XI% 0.8 mg/kg
RE/H) 3512 8 5 104 BRI OFED AMERERIC IV TR B2 BT FUILL F o v
ThoT,

— R 72 FEAEIRBIZR ClE, RRCHRE OGN L7 B 13580 B/ 7z,

(REZETIE, 0.8 mgkg (RE/ A 58 CREBRATI RTINSO KA TR0
bz, SPEHERECIX, 0.8 mg/kg K/ H & GREOMECRICAE Y 72 » OFTEHERUE:
DEEENNDGFED BTz,

IREHRES, BRI, HE CIIREIGERD b7z,

MEFHIRRAE 52, 78, 104 MOAIEZ LTS, 52 HKERD 0.8 mglkg {AKH/H
B HEEOHET RBC OO HILTED, HRAROHPINThH o7, EOMITITR
WD LT,

MIRAALF AR LI S LT euy,

BRI IR bR o Tz,

TR T, FRCBESRIE OGN L7 B I380 biven-o T,

JERERR AR T, 0.6 mglkg R/ H LI BB GREOME CTRIRO B FLEEESE, 0.8
mg/kg K/ H & 5HEOMECE I RBRD BT,

ABRI BV CTBIER SN-THH 1281 5 NOAEL X 0.4 mg/kg (K&#/H ThH-o7=, F

6 Sof FEREI SRR 100 T
7 SkIRERIMERES: 100 T
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To. BBANMETFED b oTe, (B 26)

7. HEEFRLEFEEHER
T HAREGEEMEER O D 12 FDA O =HiERn i ST 5,

(1) WEIRRTR MEIREARSHER (T )

F v~ (SD %, MEHER 24 DL/EE) AW -mERR D (0. 1. 2.5 T 9 mg/ke
(RE/H, M0, 1, 2.5 X 5 mgkg KF/H) H5IZLDRBRICEBWCRED b=k
FTFUILL R OB Y Thoio, HBRWEORG1X, BEZIFAE 9 B HTH & AEM 28
CC, MEZIIAR 2 RIS AR 7 H £ TORATV, ZL 2N ABC AR T M O%TiR
21 HITHRR L7z,

Pe G B L2 AE Tl bR o 7z,

— 7R ERAEIRBIZE CIL, fem B G REOERE TR MIER-CE A NRTED i,
HEDOFICIEE DR BRI L Tz, 2.5 mg/kg K&/ H UL ERSREOME

TR & AREINEDED G vz, F/KEITR & ER GHEOMEMETEiEZ R
L7z,

FEMYOMEEH, R, HRRICEREITRED beh o7z,

P GRECAERE OO ELFRR RO BB 580 vl 2o Ot ITA
BT TH -7, 2.6 mglkg R/ H UL ERGRECERBOK T, WAL R=RD
FR R OMEDAETRE OB, 5 mglkg (KE/ B & HRECHEIREE OB N2 BT,
P52 L B EERRIE OB O ERITERD bihho T,

KRB ZIBN T, ERGRECERE M OO ETERR BRI DR D3R BT Z &b,
NOAEL Ik Hiviemnoiz, (B 27)

(2) RESHHER (Sv M)

7w & (SD %, M 36 PL/E) ZHWomfilRen (0, 1, 2 X% 4 mgkg (A5/H) #
BIZ X 53BN TR D BT AUELL T O Th o7, #RmE O 51X
PR 7 B 17 HETORATY, 21 HIZ 23 PEAa# EOIRA L, 759 ORHAIZ DV T i
F1 2% i S HHERL £ OWiE S 70, FuRIIEHERNE) GHEREDFH A 2 fHA % 1388 - fir]
B L. TNEIATEMIE N OAFRAE IR D T- O DR EAT - 7,

Fo REEW) O — R 72 BERIERBIZL CIE, 2858 CRIMERFRD B, 2 mg/kg (A
/B UL BB GRECEERICNIBGE BTz, BIMGERIIRA 5 HICIXEA L, 4
mg/kg R/ H &5RE TR AR BRI E OIRIE 8D H vz, # EUIEE S -8
fZIK“C i SR CTH O LR EECE IR Hivlz, LRSI Tl s o
REITFRD BT,

ﬁ—?I@JF‘aﬁ Ltﬁif F O AEREL BRI %3( [V, BRIEOMELE, (AE, MEERIC
B OFBITRD b o T, EETEIEIRD bien-oT-,

EFAY \ﬁ%ﬁi“( T, BRGEE TR @Lu%ﬁé WD B, 4 mglkg IR/ H BEGETHE
PEVEL DN A BT, BEFLZ D F1EW)OITEMBIZE ClX, A—7 > 7 4 — /v REBR T
2 mg/kg (KE/H UL EEGHEOMEZE -5 < AVOBEEDIKT, 4 mg/kg R/ H £ 5-HED1E
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(232 B3 0 OB T S8 7=y, EOMOIEE TIEW s BE IO v
Nl

F1 8O R, RS OBIHAGEIC R ENTRO HivT, EIARE, AR5, IR,
[FRE VS, Mhb, FERUAESI TR E B 5- OB IR bR o Tz,

AFRBRIZBWC 2R ERE TR MRG0 bz Z £ D REIC k9% NOAEL
RS BTz, — 5, BBYICT D NOAEL I3, #BRiE 512 K 2 80
SN2 Z e, I AED 4 mgkg (KE/H Th-o7-, F7-. Fi R84
% NOAEL 34— 7 4 —/L REBROFER 2T 1 mg/kg (A#H/H CTh-o7-, (B
28)

(3) AEHRERMZEARSHAR (Tv M)

7wk (SD %, M 24 PU/RE) ZRWos@iilien (0, 0.125, 0.25 XX 0.5 mglkg (&
H/H) BHICXDFERICBO TR LN E T I T O ) Tho 7o, #RWE >
Fe X, dHR 17 BBttt 21 B E TORAT- T2, BEILERCAME S Fr OMfERED 2
FH2E - fE L, TN EIUTEMBIE R OVERRE IR DT D DR L #1T o 12,

Fo REEW) O — R 72 BERIERBIES CId, &R GRECRIER, BHfEdH D\ NISEN
RO BN, ZHSIEME 5 BITIZEA LTZ, 0.5 mg/kg (KE/H&GRETIIOEE 7
H & CHREOMEAGED i, iz 21 H &% 1 B OBFEMEMEE R Lz, 0.125
mg/kg (KH/ H B GHED 1 ILR 0.5 mg/kg R/ HBEGHED 4 PLypipic s L,
BIEABAROEEM AN - E ISR BTz, 0.5 melkg R/ B GREOIETHITIE, B OkE
B bR I TIBRIEOZR L, M TRRDOINE M %5 55000 LT BRG0S0 BTz, 0.25 mglkg (&
F/ AL R G REORPER 258 UT21E & A L OBEM) CH OB LR BT,

Fo R O2F GHECTHARIIMIZNER L, $IEPEREDMEIN LTz, 0.25 mg/kg {KH/
A LA GRECRIARM 72 0 SERBERE VR ER O BEANN,  AEAFHA R B O PEFE SO R 2R
L7z, otté 4 B £ CTOWRAEGFEROEMA 0.5 mgkg R/ HIZGEE TR b,

F1 B O TEMBIEL OFERICIT R G- OB I A e o Tz, BHHRGREIZRI L TiE, 0.5
mg/kg RE/ AR GHEOEIRE, ERFBIIRIEDTED Biviz, £ Ofth, FiR%, MIRINER,
[FfE4. Mt BRIBEREICEEITRO b1,

RRBRIZBNTC, HEWL O Fr B84 %5 NOAEL 135 b 7o T-, (B
29)

(4) HRESHHER (D9P)
3 RN I LT,

® REFBHHARBRO
UYX (be~Tv R, M 18 PU/EE) ZRAWosEmE D (0. 5. 20 Xi% 80 mg/kg
RE/H) FHIC X 23AEFMERIRICIW TR b sm BT RIILL T O# b Th o7,
PR E OB HI, TR 6 A5 18 HE TORMIT- 72,

23



80 mg/kg {RH/H R GHEDZ < OB T—HRREDIE(LAZ S, 6 L 875351 ]
HITHEL LTz, 206 08 CIREEE O HIm-SRAN D bivie, £7-. 80 mgkg
(RH/ PR G OB ISR e 2= L7,

W IESE AR T A G- CH R T2V i fEfEm 2R L722s, HEARBINEI S 2 5
a”bttﬁ)o?io Flo, ERGHETHETIZRO DS HEMRENED & 2 AR DO IRE)

O HiL, 80 mglkg (AHE/ H#G-F Tl #iPH 2 Ml L T e, s TRIEERED &
a”bttﬁ)o?io (ZH 30)

Q@ HESFMHHARO

UYX (be~7v R, M 18 PU/RE) ZRWesEkE D (0. 1. 20 XiX 60 mg/kg
(KEE/H) G X B3 AEFMERBRICB O TRO BT FUILL Fom ) Th -7,
W E OB 5L, Hk6 HD 18 HE TOMIT- 7=,

60 mg/kg {KE/HIZRGREO—EBOEN) T HARTEDIE(L NI B, 5 DEASEIER ]
HIZFEE LT, 26 O TITEREFEO v, REHINEICRFE GO b
ol

60 mg/kg (RH/HFGHETIZRMIR O RHADHEINA DAV, WIS A S H3HE
M7z, 20 mg/kg RE/ H BeGHEZIS 1T 2 WRINAR %’%@fﬁﬁ JEE TRV S IREED
Pﬁb@ WP A 2 T, AEAERR R D SR T, MEHTEANE

RO b o7, (B 30)

@ REFMHARO

YK (b~ 7Y URE, M 24 PURE) ARV esaflEe o (00 1.0 3. 8 XX 20 mg/kg
KE/H) B5IC L 2AEFHRBRICB O CGRO N AIILL T om b Tho 7o,
PR E OB H, TR 6 A5 18 HE TORMIT- 72,

—ARREI R PRI E OB G L 5 BEITRO b iviehoTz, £z, (KEEINE
IZERFITFRD N7,

PIREL, EIRRIMSEL R, BRE, WIS, AR VBRI R 1358 Hive
Molz, MEFTEIEITERD -7z, (B 30)

&AW RAERERBRO~QDREE, 60 mg/kg (K H LG CREM) O
—IBERTEDEAL N A BT Z & h | BTk % NOAEL 1% 20 mg/kg {A5/H Th
ST, Fio, BAEBRERBROO 20 mgkg R/ H BHRETH S AR B ORD K
U‘%Eé% 5RO 20 mglkg REE/ B 5 5-8E TH B AT AT A SEEE OHE AN T

HITHE TR WD EFIRIEE ORI & & SIS AEBERE O¥EINAE Ukt G-
’Cc77k faznfws EMMBIRIRA~DEBELE 2 BRI 5 NOAEL % 8 mglkg {AEH/
HE L=

8 PN 1 LI G L D ST
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8. —ARFEIEEAER
(1) REEH
PRIEV N DWW TR OGS IRE STV 5,
FEREIC T AER (A ) VB ORNEAE ; 7~ b 1~8 mglkg, 77 =B D
JEBREE ; 7 v b 4 mglkg, IFAFFROEHFAE ; 7 v b 2~16 mgkg) . PUBHEH
(granuloma pouch % ; 7 v b 0.1~2 mgkg, W77 = FMEK ; 7 b 4, 8
mg/kg) . RZEAEHESENNH] (cotton pellet 5 ; 7~ bk 0.1~0.8 mg/kg) . 7 ¥ = 3 4
ﬁ’ﬁﬁ({ RS DER (RE T 7 ¢ L 8RE Mycobacterium butyricum DIF$HZ X 25 BEE
7/F00&%ﬂ5ngk9 IZOWTOHRETIX, DAY VBROEHRE. 775
FHIED EHEIEZ DUV TIIIHIWER 27 L7223, SR EEEF O R i IEI 3 L Tix 16
m@gif@fm#/ﬁA TR L 22> Tz, FUBHITERIZ W TRV T b FHEEKAT
B 7230 2R U, PSRRI NS > W TR B 22 80 2R L7 (12.2~
40.5%), 7 ¥ 230 MEEIRICT DERICOWTERIHIRIE (IDso 5 0.17 mg/kg)
Wi (IDso 5 0.12 mg/kg) A2 HEARAFAYLEIHITRO bz, (B 31)
Fo. HEISHTDEN (77 =B ORMFE ; 7 v b 1~10 mg/kg) .
B TCHEICBE T A1ER (B A% I S L D &SR TE ; 7 v b 0.3~10
mg/kg) . FRAMRALBEIZ 63 21EH (SRAMRIRSHC X 20850 ; £4E > b 0.3~10
mg/kg) . 7V 2N MEERICHT HEH (RE T 7 ¢ B Mycobacterium
butyricum OFEFHZ L DRI ; 7 v b 0.025~1.6 mglkg) (ZOWTOHRETIE, T
7= R D RBEEIEIC OV TIE 1~10 mgkg CTHEMRFMINH 2R Lz Gotiaat
215%IZxf L 182~153%), I FiEM I THEIZ OV TIE 0.3~10 mg/kg CTHERFN7
il R U7 (7.2~29%) , SRAMRIREHZ K DALBRE 2OV T 1 mg/kg LA ETHi
N bz (EDso 5 1.13 mglkg), 7 =30 MEEIRIIHT D /ERIC W CIHRE
TIX 0.2 mg/kg VAL, ALERIERETIX 0.1 mgkg UL, FELE RIEIRE CIX 0.025
mg/kg LU b, BEHIZR TIE 0.1 mgrkg VAL TUENREO LI, (B 32)
ZOM, AuFT A LRRA TN LD 3TN ONWTH T 7= FRD L
B 23 D VER SR AU T 5 23, 10 mglkg OFIRNELS- TIZ A B0 A% FR
ZNRITGRD 2o T, (B 33)

(2) tEREA

FIRITERIZ OV T ORRSCRRIE ST 5,

PRI 7 H7EH (Randall and Selitto 4815 ; 7 v b 2~16 mg/kg) . 2R3
LHEOE (R y 87 b— ME;~ 0 R) RIS D500 (B2 7 0 7k~ T A) |
MRS (Lembeck and Skofitsch % ; 7 B) (DWW TOHRE T, ERICHT 5
TERIZPES- 90 3% 5 18 BEf % DWT IO SIZ B W T HRED Bz, Bulilig, #k
FRBNZHRT T DR, WIRRSEZOWT, A a b MIREE G 27T, (B
31)

F7-. BRIk A1EA (Randall and Selitto #5 ; 7 » b 1~10 mg/kg) . writhing
Bt (BEREREENT 512 & % writhing 2 ; 7 2 0.3~10 mg/kg) . 7 ¥ =\ MBS
FIKIRI RS HER (RENV T 7 ¢ & Mycobacterium butyricum O1F5HZ X AR
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Hidk ; 7> b 6.25~50 mg/kg) ~DFEIOWTOHRE TIL, &M, writhing KUk,
7V 2N MEEEIRIERIZOW T, BB S N HEOHH CHEFICIH L=, £
7= Writhing SOGDOHIHIZ-OUVWT 100 mg DT ALY VU O[RIHER G138 % MIE S 720
77, writhing &0 IDso 1% 0.87 mglkg, 7 ¥ =32 FEEIRERD EDso 1% 15.8
mgkg THo7-, (B[R 32)

(3) fREMER
EEERIC R D8 LC. EFINIED T v b R OWEREEE I D /B D3 et
SNTW5
8 mg/kg £ THO A XL AMIIEFERED T v b OEEITITHE L o7, BERED
FETFHEBAZ LV T > MATFEMERZ KX L. (ID-1.0C ; 9.01 mgkg), (&
4 31)

(4) HILEEBRBER

AX T AREOEE (1~10 mgkg) 24 KO 7 » MMBREIZEBWTIE, 5
mg/kg UL EORETI/IMBRIEREE TR BT, {EERBWERORE Zthd> NSAIDs
CHIGLIZHE, X BAaD 12, A2 RAZL VD IARBRETH-T-, (B 32)

AaX A AREAEE (0.4~4 mgkg ; 3 HF) 4 KD 7 » MW TiX, A&
IRAFANZ I O LB RO D TRD BTz, {BERBUWEH OFLE & o NSAIDs Lt
@LK%Q\EH%VﬁAiD%<\4/F%&// a7zt r SIREERBET
boTo, 5. BRI BB biviehoTo, (BHR 31)

(5) —MERRTITE
IR K O TEN Ml T3 580 Irwin DEUTEBIESE (v U A) ([THELTHEES
AT, 100 mglkg £ CTOHETHEITRO GNeholz, (S 34)

(6) BEMER~NDIEA

BEMHEESRA~OIERIL, 1n vitro TYEEFFOUHEIZ DWW CHIHER (E4E> b E
AL I AL DUUE~OFEE, U HEREEE) (ZOWTHEM SN, Wit
1X105~107 g/mL OIRJE TITFEITERD v o7, (B 34)

(7) HILBRR~DIER
HILERR~DOIERIZ, BIRWANTKT DM BT 2150 (s 7
k5 3~30 mg/kg) . B EEENIKTT H1EH (ﬁfﬁ 7 > b ; 3~30 mglkg, HEFREET
% ; 3~30 mgkg) ([ZOWTEMSNZ, BIRZUWAIKTT D/EHTIX 30 mg/kg T
T AEREDIK TR DT, IRl Z%ﬁ*i“ mu&’)i’ozhiﬁ#o Teo MERREEZ > h
OHIEENZOVTIE 3 mg/kg PLEO#5-CHIEE O TLEDGRD BTz, MR 32
DUV TIIERE R G-I X D BNTRD biviehoT-, (B 34)
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(8) it

EIRERENTTAEH (v » 3~30 mg/kg ; JRE. Na', K", Cl #HliE) »%EfE
ST AS, SR S A7 R OHIH CHEBRE I 5-(2 L 2 BNTRD biveno T, (B
34) FXYV WAV UAMIEY IMPIRIBREELZ BH-SWE2T > MIBT D RFUIREEHE
I, A v AT 2~16 mglkg O BB CHERFANREEHEI 22 LT,

(21 31)

T VF = UHERE ST H1EH (BB Y b 0.02~0.8 mg/kg (KE, JIE
PEN$e ) OfETTld, HEERARIZRINHIER 280 b, PAF #H8RAE SORAE KT
TH1EH (E/E> b ;5 12~1,000 pglkg) OFRETTIL, 8920 B BRI FRIZ2HIHIVE
RDRD BT, 7T eF N a ) VFERE AR LTI E L o7, (B 31)

9. ZTOfhDHAER
(1) PURMEEER

SPFE/LEY b (O—FLAFR, H) AR H L% 14 AR O#E (0.4 mgkg
(KE/H), CFA X OYIiX EA L 3L2 3 8] 2 W F& 5 (2 mgkg (AE/H) LTE
NEy NERIESE, BUEELE Y b DHWINEEELVE Y FLEE2 AV CREEI &8
TFT7 4 TX—Kt (ASA) ., ZEWNEET 7 4 T X% v—E (PCA). ZVINIEREK
I ZEPRMEREERSOS D RE STV 5,

ASA TIHEAEE/NLE v MZ 1 mghkg (KED A a2 LA EEIRNEES- L. 30 43BN
DT T 7 4 T X —EROF LN 24 FFHLINOAENRE SN, 77 4 F%
BRI TR BRI o T,

PCA TITEAEDOREE /LT v MIBMEINE 2 AL L K 4 R I A n %0 A
& TN AT N —DIRIR ZFIRNEE G- LT, £ 0/ 30 51 O ERHRIBER & O F ABED
BERZHET D Z LIS X 0 SOSHEHE S 7228, W ORBEIMTE T b SO EIRRD Hi
ANVl

VNIRRT ZER AR Z FAVY, 1 mg/mL D A 1 %30 L & ARG Fh
20 uL Z FWTBIZ SN, WL IERERITRED HieioTz,

ZENRIMEREEERISIE 2 mg/mL D A 7 %34 AV 10 mL (2 & PARIMERTETE 0.4
mL %R0 U CREIRIMERIATER & VER L. 56°C30 /0 ALERIZ X 0 FEEY L L 7= Efig o
2 DAIRIR &R L CRERO A AT 5 Z LIC L VEHMiS =y, WIhogk
TRZB W T HEEEBRITRD bR -oT2, (B 35)

10. EMZBITBHHR
(1) E MZHIF+5 NSAIDs DEEHFE
NSAIDs (Z2OWTiEfE~ OHEAIRELS 268 FFERIZBWTHWLILTWD,

NSAIDs %7 7% RU LB~V A% B (PGG. PGH) OARKICEGT 57
nAX T —E (COX-1, COX-2 %) ZMHFHE L, Mz PG LN TX FHOA G
ZIHET S Z LICL VIIRIEAR OSRIER 2777, — . b —eEER & LTH
SUTRFE OB S TS, ZUTT 0 R X 75 02 OIS X5 BEE YW
W2, ANRRERGIE O WD K OSRMZ O b O D JFFTRKIC L 5 £ B2 b T\ 5,
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EEERIIHIC L 220 EE>TERH 5, Zoftl, & MEK EORWERE LT, M
m&%%@%\ﬁ%%%@@ﬁ\E%@r@&@\mwb@ﬁmﬂﬁ%éMTwéoi
7oy 7 v MEOBRBREREZZER L, AR L WD REEMED H D A~ L
Nk EInTND,
Z DIHALE DIBEHERE IR 572, TCOX-1 732 < O/ CIEFH AR L T
DIZxF L, COX-2 IFRIENIEE LTZBRIZY A DI A VRORIEAT 4 =— X =LV
BEIND7-0, COX-2 BRPAEH TITRIEMHNRILZ O E £IZ COX-1 DFAFIZL D
L& DRIER DRI S D] 2nH, Wb TCOX-2 i) I2HS%, HEix
72 COX-2 PHEIRNBARE « AL EINT-, L L s, FEEEIZIX COX 2 Mamhl &
ey _*Aﬁéﬁﬁiﬁﬁmbfﬁfkb MEFAR) & Sz COX-1 IFRIERS
MNTHLHIEEFEIND Z &, [FHER) LSz COX-2 [IRJERNL THEINDH T2
el %m\m\ﬂ%%@%mmﬂuf TEFINCEB LTS e, £, £
FHRRMDOZAIZ L > TIMENE THEIND Z ERH LI TV D,
BltlZ7e - T, BHEOBEALIEGER T, HHFD COX-2 FHERZRM LR
TENTIESH D HODMHIEIECINEAFT O U A 7 BEEINT 5 Z & 2MEfT S, FDA KO
EMEA IV <2220t M COX-2 BIRFLFEIOEKBEBMVIEL TWD, (BHHY
NSAIDs & COX-2 @ RHEFI I T/ X 73038 5 1) TldZe < | i@RAE COX-1 &
iz LT COX-2 DRHEFEDRREN E L ERAITE DOWidh 2 WITFEEIEY & S EHm s
BHDHIZTE 2N, COX-2 BRI TH LN TV D K 5 22 o 7 e A L LG BR O 0 7L
DR, NSAIDs IC LA Y A7 BRICHOWTIIHfE TRV E SNTnWb, —F., b
EZEOINZEF D U A7 HEENINT 2 JFIRIC DWW TE, BURER Tl B ol 2 Hi7a
HOD, COX-2 FRFAESNZ DOFEIRPED 7= DI ERIZBIT D COX-2 12 kD71 A
%A 27U (PGl SOAKEZIHIT 52— 7T, /Mo COX-1 1285 ha Rt
v As (TXAg) 0DAFHIHIOFRE XTI, M/IMEEEER D7 > A3 HRdL, &
B LTIV RV Z FRSEALEI A= RLPRESNTEY . DHEENZER O
U R L COX-2 OEfit: & ORLEMENFER ST b, (B 36, 37)
AvFxTALTe NHEERE LTHEHIN TS, v 7 adxir—8IcxtL
TIE COX-1 LY COX-2 BL VIRV E ST AH2Y, COX-1 1233 B HEEM LR
53D 2 EMD COX-2 IBIRNME & (3472 S TUV7RLY, (B 38)

0 Fu ALY A 7Y ATMAE B THA R S AU MR OERE 240192 I A B3 2,
10k a RFH AR AR S AL, IR MREEEIE 23 8 2,
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111, BAfEREEEHE
1. EERAESMHRARICONT

Z v b & HWZ FDA O =HimlB i OV Y %2 W38 AR Eie S T 5,
ERTMEIZDOWTIE T » b, UL D LTV, 7 v M EHWTIEERT AT
IR 53880 I 1 me/kg R/ H LA R GRECTE R OB, AR B DI,
7 v RO AR CIE 1 mg/kg (K5/H DL ERGEECREWICA MR & Y
IERMIMOIER., 7 v k% AW B PER e O AL e 550k ClE, 0.125 mg/kg 1A/
H DL b3 58 TR O IE K} OSRSEPE R ER DI MSZERD b lzl=d, WIng
NOAEL P& 51TV, T b & W T IEERT M QMR g 53R CRlsd iz
BEIREL DD e QAR RO T I EEAFN T, 1 mg/kg RE/ARGHAIIIT 55
BRI ChH -T2, T v MEAWTRARERR TR0 DIV A R TS - 8k
BMERER IV T NOAEL 3G 6 TR Y | MR OIERIT T v ~ & W8 FER] &
OEAMR GRBR T OO BTN D, JEREM M O 1P 53k o> LOAEL [3th & k.
L C—HIRVMETH L Z L 2BIETH &, AFRAFEEOFMEICE L T, 0.125
mg/kg K5/ H O LOAEL % 5 O3 Y &5 2 Hiviz, BPE R O gL B G5388R1
BN THOLNTIFRBIF OIERIZOWT, #&5-21.5 A% UIHKE 22 1% £ T2k
SET LIeABEOREM 2 DL, HEMERETRIBIC K 2T 21T o722 2 A, 0.125
mg/kg ARE/HEGHETIINTIOH TH M5 T L7 REMEU I IREE & bl L C
BEICHAD LT, L L, PTHRPIBE ORI E OZEMENTHY . D%
DT v N THEEAONAEOFHANICH D LB X LI, . FRERGEEORIEER
BOBEIMMZONTIE, FHAYS 72 0 OFEPBEERB TIIAREFSE LN THRY, Zhb
D EMD 0.125 mglkg R/ H #58ETH D IVATRIIR OIE R & ORSERE D1
L, 2L L UIERBR O TIIRWEB X T,

2. BEIEEHRESAMEIZONT
BAREMEIZOWTIE, in vitro D Ames 35 ORI ETER, 10 vivo D/MZRER
MEHISN TR, WIhbETH o7z, BRAMERBRICOW T~ AKDT v k
Z F Tz 104 R OIREE 53BRD I STV DD, WL B RD ANMEZ R T 5T
FUTRRD biieholz, ZTHD T &b, A RF T AITEREHEL OFED AT
RNHDEZEZ BILD,

3. NSAIDs OFWERIZRET 582&(1-DULVT

NSAIDs (ZOWC I3 HH T4 OFRFNNE L S e MERIZBWTHW S
TWDH—TC, BIEH & UTHXIINGE DIEEIA. & Oz MRESEERE . iR
MOMER, HERMYEORIE, BHEOZBILAREIN TN D, SHIRIITICR>T, —
Eo> COX-2 HIRPAEHTOMEIEM AT O U 27 3NN 2% Z & 3 tEf ST,
NSAIDs 22DV TOLFHEZEMAT O U 2 7 IR TRNE STV DA, U A
7 HEIMD RN DN T, BIRER Tl BIEELOE A 2 b DD, COX-2 SefREHESK
DXF DOFERMED 7= DI MAERIZBIT 5 COX-2 12 X 5 PGL: D& A5 — 5 ¢, 1L
/RO COX-1 12X % TXA DA HAMHIORRE IIFH =D, i/ IMIEEEIEF /87 2
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DHEAAL, FERE LTI AV % EREEDLEE I AD=ALPEBEINTEY, L%
SOMZEF DY R 7 & COX-2 OBERME & ORHEVEN R ST\ 5, (B 36, 37)

Aax T H L0 COX-1, COX-2 IZxF 2RI OV TIE COX-1 LY COX-2 A&
DERNE STV D A, COX-2 BB & (3472 STV, (2R 38)

728, BT S NI O REZEINZET R 0 ) 2 7 ERIE. WU G R T A
FRA L7=RHSHR RSB DDA TH D, [ TX 5 NOEL (Ziib) /e 2215
B O TRIE SN2 ADLICESWTEHSNARVIZBW T, 20 X ) REHAEDE
OB RFRITE - VB2V EEZ LD,

4. EMPHREEDIY FRA Y MMZDT

W SN B TEOBMRBRIZIW T, i b IRWRE TR E I G- OR8N Bl
=bDiX, 7 v bW JEEY R ORI 5508 TR DIV AR DL R &k
SEPENIEDHNINC, LOAEL 1% 0.125 mg/kg A8/ H TH-7=, ZiuE, NSAIDs OFIfE
ML L TEETHIMEBEIEEERHIC OV TOLOAEL/ NOAEL X 9 & 6 %L Ky Vil
Tholz, Fio, WIRMMOIER K OBEREREL DML A 7 % 2 7 A O ERIZIER
TOREEMEDRH Y . & MIBIT2HELHMET 29 A THEETHLH B2 LNDHT &
N6, ADIREDTZHDT RARA e LTI, 7 v FE AW EFES M O

538k D LOAEL 0.125 mg/kg R/ H 2T 20N HY THH LB LD,

5. —BEIEFAEE (ADI) DFREIZDLT
ABX LT BIONWTE, BIEmEERN AR RSN EEZ LD Z D, ADI
ERRETDHZEMNARETH D,
FEFAEOFMEICRB O CGEYI B 2 b Ty RRA V> ME, bRV REGET
BB H-ORBENRO HNT=T v b & AW EEE M OFz L% 5348k LOAEL
0.125 mg/kg RE/A  CHEIRMIM ORER: e OFERE R ORI Th -7,

EMEA [Z[F U= RARA > MR L TAEMFRIERIT NSV E LT 100 DL4eMR5
ZRAWTWS, LanL, B ZEERESIT. 0.125 mgkg KE/HEGHETHALNT-Of
FEREVEL DN DUV TIT R Y 72 © OIERFERE VAL CIIA EADE LR -T2 &
ORI OIERAZ DU TR E MR RIEIC X 2 FRITIC X 0 A EZENSE LA,
SEHTRBARI O IR IREE L DZEMMENTH Y . ZORMD T v F THlH A HIDHMED
FHHNICHD EBZONIZZ G, ZHIFFEL L UIERZLOTIERVRA, O
b MAHEES CIEERAED 0.2 mgkg REEE T, REANEOLNLGERHH Z
EEEBEL, BRREE L TUI2ZBNTHIEMEY THDL EE T,

LEDZ &0t T v MW ERE &K O5RA & G345k O LOAEL 0.125 mg/kg
RHE/ AT, 2Rl LT200 (FiZ 10, {EAZE 10 LONEMND 2) @A L, ADI %
0.00063 mg/kg REE/H L% ET H 2 & %Y &I S,

DLEX Y Aaxh AORMERZEZHLIZOWTIE, ADI & L TROEZERM T
DT ENELEEEZOND,
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A ¥ A 0.00063 mg/kg 1A/ H
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