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EBSHEEARITHS [T=FL > (CAS No. 38677-85-9) | IZ2oW\WT, BIEFME
FrAVTRLBREEHTLRE L, 2B, 4B, RUBEsR (%) RUBENR
() OREPFIT-ICREENTE,

FHE- AW RBR AR, R (T v b, A X, B, FROYA), BY R 3
EOE), AlEEE (vURARUT v F), BEaEEE (5 v b, A XRUTL), BHEHE
(T v b)), BHEME (FTRRDT v b, EERAERME (T v NROTHEY) | BIEEIE,

—RERERRE OB TH B, .
Tz, BIEERR CHREAFRERRICBWTERE RS Lo E
P TIBEETH oA, v U REREIAE RV in vive /PMEEERTIIBETH -
TeZl ehb, AL > TRBEL RHBEFHEIIRNBDLEZ DN, T, BB
RBICBWNT, BRAMERRED b ehole, LEER-T, 7=, BiEEESRE
BAEZBZRERNEEZLZ NS b, ADI ZRETAZ LN TH S LSz,
FHEEHRRICBV C HBRWEEEOHERRD b b 00 5 B KBV NOAEL
i, Ty FERWE 1 ERIBMEEEERICE T A IEEE R E-3< 0.98 mg/kg FE/H
Thole, Z0O NOAEL &4 #y LT 100 @A L, ADI /% 0.0098 mg/ke {£&/A
LRELT, \



. FHEXREMAEERORE
. PR
FER R R A

. BYRSO—EE (ERI1)
& JA=Fy
#4, - Flunixin

e (BE2)

CAS (38677-85-9) : 7N=Fi v
#o4 1 2-[[2-Methyl-3- (trlﬂuoromethyl)pheny]] amino]-3- pyrldmecarboxyhc acid

CAS (6284-40-8) : ANV (B%E)
4 : 1-Deoxy-1-(methylamino)-D-glucitol

CAS (42461-84°T) : TN=% LU A TN (BE)

. AFR BRD
Ci1aHuF3N202

. HFR (BRI
296.24

. HEX BRD
HsC CF; OH OH H OH

=N HOHEC—C—C—C—C—CHZNHCH3
\ /"
H H OHH
COOH
7N=% ) (Flunixin) ATV (Meglumine)

. FRROBBRUVERARKRE (B3, 43)

TN=% Y U IERAT A FHERRESR (NSAIDs) T, £< OFITCILRE DT
WA TN ARDTRETRENLEN TS, 1ERMEL LTI, A7 5% RUVEBS
Z— RPDY 7 adxFr—E (COX) RHEL, KEOEEMHE THE IR AL
T VR bR UVBROASKEIT S LIt LD, BE - SIREERE
HET B,

AR E TR T BB ERNT, KE T 1977 FICERICER S TLIE, KE.,
BRNEE, A—RX N7 U7, PEERPT UTHEEED 40 AEULTERIN TR Y,



SRURELREE LTHERISN TS, BRTHE. FRUBEZHSRL Li-gRER
DR RBHIN B D, ‘
SE, BOROREHIOARICH > BEAEREICE L HENEESBIRE L D B
EhibDTHB, -

I. REHICHRIAMROBE
1. FEPEhResER
(1) FHBESR (Sv kb, BRI Hil)  (BB4, 5)
Sv b (SDFHR., HEILER) IZ3MOINRIFINEDORBLER LI 1UC %>
WL A TN URBHARRE (Z=% v LT 10 mekg E) L. B
#5 1, 6, 24 RO 48 lFllfE) i miRPIRESEET S i,
AR UC B 7 L= % 3 BRI S 1 FEIIC Coa 275 L, 15.60 pg eqlg Th
o, FOH%, B5 24 BEHITIL0.09 ng eg/g, RE 48 BFRIHEIZIZ 0.02 ngealg 72
ofe, Z2MPRETDEPRE X VKL, ROLERF~DERFIIDRNEEZ DN,

Sy b (SD%, HE6ID) IZ3DOIALRFINEORELER LI~ CIEHT 1=
XFVUATNIVEBRANES (=% LT 10 mgkgAE) L., #£. RP~
OHEM R URERAT 2 L LT OHkHc >W TS Sz,

FeE51% 48 R EIY XA/ RTEE L I EBO N ENHE T 38.04 %, R 34.40 %
BONMREET A & LT 20.92%THY ., HPITIL6.26 %HRFRIFEL TV, REEF AL LT
OFRXmEET X 0 L ERORE LFERE - EMD, ERPICHEES b0
TR, BHEMEDIC LV REEZTTER LIRS AR, BN R & LCHEtts
hizb o & HERlEhiz,

Ty b (D%, HES M) 2 MDY T AA T A FNVEDREEITR L 14C 1555
TN=F AT o EFRANRE (DA=%3 08 LT 10 mgke FE) L,
UR P OFES R S iz,

54 48 BERICEIN SW-BUTEtt, REBOENENET 61.09 %W R URH
29.22 % Th-o7r, WEHE 96 BRI TIZET 62.87 WRTRT 2052 % & 2Tz,

(2) EYBERER (Sv k. 5% - KB (B84 6) .
S v b (SD %, 6 IL/EE) 13O NREIINVEORFEPEHR LTz 40 Zk 7
No=F VU AN EBRANRYS (=% 2 LT 10 meks KE) L, REHY

%5 1, 6, 24 RUN48 BFffR) 1T/ME, 3R, Mk, AT, B, B REWBLR

URHERERAD) . KRB, TEM4, R BISAAERT. B, LB, B8E. TEIEKERERs. B.
FERE, iR, BUE, PER. AR, EUVIBROSMEMTOBEERE, TN/, KB
RUOBRNBEHORSEEZRIE Lz, 5 6 BE% T CoOMFNEEREINEPR LR
<. 5 1 BRI 41.00 pg eq/e, 5 6 FERIEIC 24.88 pgeg/g THY . FhLER
BZIET Uiz, KIBOHSHEREIRE 6 BHGBICRK (17.32pgeqly) 720D, #
DBIEF LI, HBITFRFNOREDOEEREOHEE L —F LTV, #5 48 B



#HTIZ2TOREET 04 pgeg/g KL 2oz, ZORER TR bOEVVHNTEEREESTRL
7= DI T 0.31 pgeg/g THo T, '

MR ORIz 1T A RSB L TLC 2k Y 3 fllcoitan, KERDIEEE
EETHBT7N=F 0, RRICERENEZARy NIV E, ZOMFPEO Rf E%
FoR Ry PRI Tl b, MR OB ROAHIER L L T,

REVEPOBEEGHENE TLC 12k v s BicoBshz, RPCIERELERH
43 %, BRI ENEAR Y bR 56 %, FOfth 1 BRREDEIRMERBIMAED b
i, EPTIIREEINN 34 %, FAICRFEENERAR Y M0 48 %, F0fh.18%
TREOEARERBMS R Sz, GlusulaseWERIZ & Y REMEASHEIN LSABIERE

L ETEMLUZSBROARARy M Ll ehb, 2R HE S bonhi,

BEFOICRS &, #5 1 BB MBICRELGRURAEIRD bh., FOERER
VEAL BT U, ZORICKRBRE U LEBEE RS R Sh, EEEHEDIC
X AMRER TR I N,

Z v b (SD . MR 3 D) ZAWVWT UCERZ V=% % 7 BREHEDRE
(10 me/kg AE/R) L, R, # FREOCERBRTFOREEEESIN, FoTEMEX
FREIT 33~40 %, I 39~40 %sHR &, RIXIIEFORBMAE, KL LT
4-v Fadiri=xir e R =k, 2-L FrF I AFAr=x
(oD ELT [4£-0H ], [5-0H &), 2-MeOH {&] &V 5,), 74
=% L RUVKEB DA ERE N 7V =F v AF AT AT ARRE S U,
ZRPHPICB I 2REMOEIEER 1ITR LT,

F1 Ty hMoRITA UCERZN=FY 7 ARBSEROBRERZO 7N =%V R
U OENS (%)

- IN=R U RUREORES (%)
BBk | HERE .. , TN=R RO | TR AT
=% | 4-0H & 5-0H & |2-MeOH & HE AR A gy
i3 57.1 1.9 1.2 10.2 15.2 ND
R
i3 50.0 1.7 7.8 10.1 15.6 ND
% 3 15.0 6.6 4.7 11.6 19.4 : ND
: i3 14.2 8.1 3.6 7.8 26.4 ND
prem H 87.1 ND 0.01 ND ND 0.38
M 82.3 ND 1.7 0.59 ND 0.05
i i3 91.0 ND 1.7 0.38 ND 0.46
i 3 69.0 ND ND ND ND 11.3
ND : AR =3

1 Glusulase : p-Z V7 0=F—BROP-INI n= FRAT 7 4 —EDRAESE.

9




(3) FUBEFR (1 X)

(B8 7~9)

AR (=T N, 5~T hAE, MEEE 5 W) 7N =F T AT A0 90 B
FisRER R E (Z=% L LTO, 0.01, 0.05, 0.15, 0.40 %T}0.60 mg/kg fAE
18) ant, TORR, IERUEEESESZ LS, M T i3 0.5 BRI TH o 72,

M3E Crax 13 2 ITRTLBY Thotr, KERSICL DHBYEOTHREEIRD S

i’bf‘ﬁ?ﬁ‘ﬂ 7‘:0

Rz 2 ARXDIN=RI ATV VBHREAREICBIT S M Cuax (ug/mL)

58 PER 5% ARG
(mg/kg HE/R) i M - i3 i3
" 0.01 - 0.0340 0.0390: 0.0295 0.0331
0.05 "~ 0.151 0.158 0.143 0.143
0.15 0.527 0.497 0.424 0.510
0.4 1.27 1.45 1.20 1.39
0.6 - 2.20 2.15 1.97 2.23
LN FLY CLTOHEEE 90 HRRERSE

n=5

ARETN=FV Y ATV VERRN, KTRORARS (2 mghkg hE) Liz
&T&tﬁﬁ A jﬁ'ﬁ‘\'{:%”‘ 5 _[tﬂjﬁ Cma.x\ Tmax &—Ul\ Tln’2 ;iﬁ 3 icﬁ_\‘ﬁ— & % D _(5‘}) 2 T:n

£ 3 AXDIN=FUV AT RGBT A METHIRYERE T A —F

4 &5‘% Cmax Tmax Tl!2
BEEE | (ke B | (ughml) () )
B o 0 ' 4.3 0.75 10
BT 3.0 1 9

MARFRER, BOBREIZBWTI, &5 12 FEH#IZ 0.05 pg/mL LATIZ, K TRE
Tit, 5 18 FFREIEIZ 0.029 pg/mL EUFICHED L, #iRNERSIZRW T, 53
23T 10.3 pgimL TH o728 12 BRI IZIX 0.035 pg/mL ATl Uiz, 8RR
Ak, BO{ETIT%, KTHEETR2%THoTk,

(4) FEMERERER (B, i - #5t) (B 10, 11)
B FFTVy FROURFVF—RT vy N BRAVEIN=( VU ATAI D
BIPISUERDO (OA=% b LT 1 mgke RB) REIZBIT S, M3E Chaxe Timax
EUTwe G BER40LEEY ThHol, TNTHOREREKIZOWT 4BERAVD
AT, FRISEEER STV, FIRPTIR AT, RS E O MFHERETT 10 pg/mL
WEL, 0% 2 BEOREDER LU, BOBRE TR EoEYENR AR
80 % Th-otr, 7B, BEMBROT —F 0k, EIFHOFENTIRINTHWAR, e
12 BRUBEORIEIC B TR S 7 =% L U BITRIFEE Th o',

10



£ 4 BEOTA=F UL AT BB SR B I EEIE T A — &

IR | mehet®)| Geml) | i |
% A T=Fy 3 <30 4.04
AR ELT1 — - 1:6

B BfE, #68R) o= ANV vk b ARERRIRINRE (Trv=%y
e LT 22 mghke KE/R) L. By KRS 1, 2, 3, 6, 12, 18, 24 K148
BRI IR L TP REELAEE SN, WThOEER L REERS 1 % T
e (65.0~12 pglg) L. TOHEBD L TRERE 24 RIS TORE TR
HBRAR (0.05 pgfe) Riss 2o,

(5) EYEEesER (B, MhiRE) (B8 44)

& (Grade f&, B, ERHROMES 4 B/ TR 2AF (~—R MR UEBRA)
DIZN=F ATV VBRI ERERT = — 7 L Y BREEFIRORE (=%
e LT Limghkg A& L, 7 unRXf—"—EBRAEmINE, 28, £ 2BESIT
PIEI#E 21 BEIZEMm SN, BIFICERM L., mEP 7= RER HPLCIZ
X BEEENT

HBIRE T A —F R BITR Lir, 7=V A T3 v dR—2 bR RSk
FIOZMBNRE R T A —Z IIEMFNICRAETH D LB b,

% 5 BICBIT 3 RRDAMO MBI D RS R ORWEIE 7 2 —50

217 Clax Tmax AlJCo48
(ug/mL) (h) {(pg-h/mL)
N2 b 7.14%+1.38 0.48%+0.14 20.80+6.02
SRR 6.91+0.93 0.46£0.18 21.54+5.48
WER  WARLE DI A=FT 0 LT Ll mgks B n=8

FRC, B (377 Ly M, 4~10 8%, MERE, 4BR/EY) \CRR2A (—2 M
RUGERA) o7N=% A TN VAR BEEREARE (TA=% 2 LT
1.1 mgke AE) L, ZunAd——BBREHING, 2B, §2EREEZIERS
7 BRICER S, BRI L, MiEH 7 =% 2 L BEEAS LO/MS/MS (2 & 0§l
EEhi,

FYBIE AT A—F E#R IR LT,

11°



# 6 BicBi 5 R 5AFOEEMEIE DI E4ORMEIRE T A —F Q)
%7 Crmax Tmax T AUCy.45
(ng/mL) (h) (h) (ng*HmL)
~R—Z FH | 4,449%+576 | 1.34%+0.65 7.01+1.10 28,524+3,721
=yl 4,110£835 1.00+0.35 6.96+0.89 26,510%6,215

(6) XBERR (B, oW (BEI1L, 12)

B (R, 6T IT7NV=F VU AN 0% 5 ARERERIRIIRS (Tr=%y
Y& LT 22mghkg KE/H) L, BERE 2 RO 7 BRI 3TT 02 AV CHERPBE
ARETENTe, BRERICEWT, HA, AT Big BR OV NEOWThoMBBicEs
WTHIRHBR (0.05 pgle) KB TH o7,

R (B, 6T TNV =% T ASAI % b BREFRRERE (T
=F Ve LT 22meke BE/B) L, BRIRE 2 ROVT BRIZ 3BT O & AV THE
PRESRE &7, WRERIZBUVL T, BHA, AFiE B R OVNMEOWThoif
BRIV T HRRHRRA (0.05 pgly) RFTh T,

(7) EpEnsEaix () (38 13) _ ‘
F (ZV)-UT7 U, WHMROES 350 I UCEB N =R AT R ]
A 1[E 2 AREIRARS (Ta=F & L'C 2.2 mglkg (AE/A) L. EHEREICSW
TR Shiz,
Pty (R UE) EP@F&&K&#E&EIW#—@%EH;P WFLHER UEED VT 659 90 %
Thole ET. 28, %ﬁ"é&&%ﬁé 72 R TR E RO 97 %O HSHEENE
REhi,

F 7 FICRBITE UWCERIN= VAT 2 BEEIRANREROESRS
EHEINER (%)

IS4 48 R OESREEERIRER (%)

EREND :
% R % ol yen
IRBLIE 50.01 39.82 1.79% . 91.62

HE 39.65 48.08 1.47%* 89.20

a7 —Uf T LRONEENGE (%) . r— ot b a oIt IR (%) n=3

MSEPASHEMEREEIT, 2 T2 bR Ui, PR TEMRE T o 48Tl s
BHEPHIZET L, B AETILODEONIET Lz, WSROI, HhRE0E
fbaRL, 2 EHRE%E LIEEREOEL ThoTo, 51 R 2 EHR S OTH M+
EHEMREOT(LER 8 ITR LT, LM PHEHEHREIC ST, MRS
EX DD UBWMETH o0, BEEEIEETH -1,

12




# 8 HITBITD UCEH 7 A=F L AT NI 2 B ESIRNREROFER Mg
HOEERE (ug eq/ml) o

5 1 Bl 5%ERH (h)

5 2 [ERE%ERH (h)

B 54 2 3 24 54 2 3 24
WL | 18.24 0.65 1.59 0.06 15.96 0.82 1.30 0.11
i3 17.13 0.36 0.76 0.06 18.28 0.40 0.58 0.08
- n=3

it ?ﬁk%%‘fi?&)%m\ BEEHRTHEL, B 1 BEUOE 2 BRE5 O KT
0.04~0.09 ug eq/mL Toh o7z, 5 1 BRSSO H PHGHE R E DRk
FRIITRLE,

£ 9 FIBITD UWCEBRINV=(V VAT NI 2 BRIEIRPIREE OESFH
BEHEMRE (ug eg/mL)

% 1 B 5EEH (h)

9 23 33 47 57 71
At P EATEERE 005 | 001 | 006 | 001 | 0or* | 0.01*
(ug eq/mL) -
BREEIZT2EIE (%) | 0.02 0.00 | 0.02 0.00 0.00%* | 0.00*
%9 Eﬂ@qzﬂfﬂﬁ - n=3

SRR OHOHERE L. TR, B B R UM CE o T, B SR DR
RIZ AR OREHEMERE 23R 10 ISR Ui, fhoo#Bft (. B, 5. . i,
B, BEER. HEEL. ERE. KR, ERUWE) hOMSHEMREL. VPO

NTh, FERROGEVEUIERBRRE GHERR) Thotr,

# 10 BT A UWCE# 7 L =% A N3 2 B REIERIRPIIE 552 OB RS
EMHRE (ug eqg (ml))

\ B E%NE (b
BB AR ) - 150
il 0.37 0.11 0.06
. Rl 0.37 0.10 0.05
Lk B # 1.26 0.10 0.00
i :3 o1 0.05 0.04
il 0.69 0.18 0.11
” B B 0.67 0.13 0.06
R H 10.20 0.04 0.00
i #% 0.08 0.04 0.05
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(8) EMENERER (L) (B8, 9)

O HNTBITE WCERT AL =F VAT COBRIGARNKRS (Za=%2 L
T 5.0mglkg BE) Tid, M Tuax 13 24 3 ThH o7, FEMIZIEPIC 33~37 %, RPic
63~68 % Th 77, '

(9) FOHDHMR (BH6)

TN=F NS R B EREICRETAZ LML TEY, £, B%:
U THIEBICERExhE & ST 3, ERIZOWTIREZ < ORXIBTFEL TV S
2, T R TIEL &N O LTV S, ZHICIHEEEICAV 3 TRECER Y F
2L, WS OLDOEFRERLTWE EEZLNDE, TO—2& LTI=FY
YRFIERBICR SRS Z L EREh TV S,

2. REHRR _
(1) ZBHER D) (BB 14, 15)

R MR, M2 B, EBMITMER) Ko =F VU ATAIVERIZ 1AL
[l 3 BRIEARE (=% LT0, 2(EABRU4 @ #FR me/ke {A5/H)
L. BERERY (BfeiRE 1. 7. 14, 21 BV 28 BR) I 7 v =F 2 RUEOREW (5-0H
&, 4-OH &K 2-MeOH 4} DREPEEIBFT SN, B, BRFoor=x
VRO EORBREIZ, HPLC IZ X VAEINTE (HRHRER : 0.01 ugle).

£-0H %, WTHIoBOTH e B s hiehote,

FEEBT O 7= R URE 5-0H RN 2-MeOH #) OBESTRRE
F11IZR L,

IN=F VU ROS0H %, FHRERICRT, REHRE 21 BRICITEFII R
PR & 72Tz,

2-MeOH X, 4 mgke FE/ AR EFHORKERE 1 B 3 T 1 Flofhifh cn
HENFEOHTH-T,

# 11 KB 70 =% AN V;ﬂﬁJﬁﬁPﬂW#ﬁ@f&@?»:ﬂwy&tﬁ
REMDOTITREBTIRE (ngle)

BEE A PP B E% B (B)
{mg/kg KE/R) ' 1 7 14 21 28
Th=Fi 0.03 - -
ik 5-OH & - - .=
2-MeOH & - - -
2 TN 011 - 0.04 - L=
iiE 5-0H & 0.02 - - -
2-MeOH & - - ‘- -
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i

TNe=Fi

0.10

0.02

0.01 -

5-OH {&

0.01(2), —

0.03, — (2

2-MeOH &

N

=X

0.02

0.01, — (2

5-0OH f&

2-MeOH &

i1t

Zh=Fis

5-0OH {&

2-MeOH 4

5 2R A
1)

N

5-OH &

2-MeOH £

REHNAL
JE3byseS

TN=F Y

5-0H {&

2-MeOH f&

A (R
Ffh)

=%

5-0OH {&

2-MeOH &

i

TN=dir

0.04

5-OH f&

2-MeOH &

001, — (2

il

TN

0.17

5-OH {&

0.02

2-MeOH

Bl

Ph=Fiss

0.15

5-OH &

0.01(2), —

2-MeOH f&

N

PNl

0.03

5-0OH f&

2-MeOH &

pens - |

TN=Firs

001, — (2

5-OH {&

2-MeOH

BEEiL
)

=i

30.02

0.05, 0.01, -~

5-0H &

0013, —

2-MeQH
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BEEE AT — -
BeEEAL

5-0H - —~ -
JELBERA i

2-MeOH & - - -

L 0.02° - —
A Bk

5-0H — — —
&) f

2-MeOH & - - -

: TR (0.01 pgle) L ONEX UL LCORER n=3
Y_JE) mﬂjﬁﬂﬂﬂeﬁﬁ%ﬁaﬁwﬁ&ﬁwf‘onf;w%@fi WEEET () MichiskEsed

R, K (LWD R, #92 1A, EBHESTEMER) WKIN=F ATV E]
F%E 1A 1E3 AREBRARE (=% LT0.2 FABEV4 Q2 #ZE mgke
#E/R) L, B (BiRE 1, 7. 14, 21 KO0 28 BH) K7 A=FX VU ROED
5 (5-OH &, 4-0H R 2-MeOH &) OFRMEFEESMRE SN, 2B, A
POIN=R T RUFONRBMREIX, HPLC X DAIEESHh T (GRHEBR : 0.01
He/g) o

4-0H (K12, WFhniaBWTbae< i shihotz,

FEMRBET O I =F RS (5-0H (AR TR 2-MeOH 1) OBEE SRR Y
#F121R L=, '

TN=F v 5-0H RN 2-MeOH i, RSB T, BERE 14 R&IC
IXEIRERRRR & R o7,

= 12 KRBT BZIN=%T 0 A T VREIBRRRESRO T =% o R
KA DOIEITHERETRE (ngle)

5B st J— BiRE#BE (B)
(mg/keg KE/R) 1 7 14 21 28
TN=F 0.10 0.01, — (2 - -
ik 50Hf% | 0.03, — (2 — — -
2-MeOH % 0.01 . 0.01 — -
TR 0.22 0.01(2), — - -
FF i 5-0H & 0.03 0.07, 0.01, — - -
2-MeOH 4 - - - —
TN 0.25 - -
2 1L 5-0H & 0.19 - -
2-MeOH & | 0.01, — (2) - -
TN=F 0.08 - -
NG 50H&% [0.15, 0.03, — - —
2-MeOH & - - -
TA=%Lw | — (2), 0.03 - -
=503} 5-0H & - - —
2-MeOH {& 0.01 - —
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IN=F 1.12 — -
ot 5-OH & - - -
Prse

2-MeOH & - - -
i | TA=%y 0.04 - -
D 5-OH 4k - - -

eS| 2-MeOH {& - - —

Fh=Fr | 002, — (2 - —
S

5-OH & - - -

REf5)
2-MeOH {& - — -
IRl 0.07 - -
hiE 5-OH & - — -
2-MeOH {& 0.02 0.01 -

T E 0.23 0.01, — (2 -

AR 50H#  |0.02, 001, — - -
2-MeOH {& - — -

TN=F 0.25 - —

i 5-0H & 0.04 - —
2-MeOH & | 001, — @ - -

TN=FY 0.01 — -

7N 5-0H & 0.04, — 2 — —
2-MeOH {& 0.01 — —

Tn=F%w | 0.01(2), — — -
ikt 5-OH & - - -

2-MeOH % | 0.01(2), — - —

FmFL 1.53 0.05, — (9 -
BEH
N 5-OH f#& — - —
tiva: eS|

2-MeOH & — - —
B|EY | IA=FTy 0.20 — -
NrEa 5-OH — - -

g 2-MeQH 1% ‘ - - -

Zn=Fvy | 0.01, — (@) - -

e (& SOL G — — —
BEH)
2-MeOH & | 0.02, — (2) - -

: TREFEA (0.01 pgle) i AR LTORER n=3
&) #ﬁtﬁﬁ&ﬁiﬁ{ﬁ%ﬁmﬁﬁfﬁ?&:ﬁb BRSO, BEERD () WICERE s

17



(2) REHER (B2 (BE1e) :

B (GR3EfE, W2 Am, ZBH4ARRR) N =F VA TAIVERE LR
B 3 BREGAAERS (=% LT 2 mghke KE/H) L, BREAY (BHRE 1,
3, 5. 7, 9K 15 BHE) RKIN=F VU DEBTEENRN SN, 28, B0
TA=FTURER, HPLCIZL VRS (RHIFRA : 0.010 pefe).

FEEAF 13T LT,

BELBREEO TNV UNEBE L TOWEOIRBRETMNGRAThH- N, BikEs 9
A LABIRIBIBRAR & o7,

% 13 KIBITEINA=F LA INS VBRI APIRER DT V=% L T
FEREPRE (ugle)

B4 a0 (B)
AERR
1 3 5 7 g 15
B —, 0.010 (2},
0.640 0.032 0.024 - —
HE 0.587 :
% B —. 0.012, ,
— (8). 0.025 - —
(FREH) | 0.014, 0.019 '
Jig3i . 0.136 0.020 0.017 — -
R 0.141 0.018 0.016 — (3), 0.013 - -
S — (2), 0.032,
PN 0.030 0.031 — -
0.033
—. 0.023, .
5] - -
. 0.027. 0.069

— : FREPRA (0.010 pg/g) Kiw n=4

) BHRFARREZ S EREEZRD DNV O, BEERT () NIChlck s

(3) REER EFHTDO) G817
WHLE (FAVRE A AFE, WIS 1A%, AEN27ke/A, SEEEE) 7NV =F
PUATNIVEFIE 1 B 1E 3 AMRERNES (=% LT 2 RN 4 mgkg
EE/R) L, B (BERE 12, 24 RO 36 Bl o= v RUVEORE
¥ (5-OH {f, 4-OH R 2-MeOH &) OHIHEEIBFSh, 2B, Lo
TN B ORI OMEX. HPLC 12 X WIlE L7z (RHEFRS : 0.03 pgle).
2 mglkg FE/ BIREH T, BRIBS 12 BRI A =5 VRUFOREDIH®R
HIFRFARM & 72 0 | 4 mgke AE/RHRERET, BKIERE 12 BI#IC 3419 2 flic 5-0H
& (0.04 XTr0.07 pglg) BPRHINFOHLTh o7, BERE 24 FEHEICIE, TA=
F IV REOEORBDIIOT b RERIRR & 2oz,

AR, WHAF (RAVARE A L, WELERE 9~10 » AR, HEW 15ke/B. 3H/E)

WIN=H AN V8KI% 1 B 1R 3 AREBIRNERE = LT2R
W 4mgkeg AHRE/A) L, B BERERE 12, 24, 36, 48 &U_ﬁ‘ 60 FFEITR) o=
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FUURTEOREY (5-OH #F, 4-0H EE T 2-MeOH ) OHHPERIZ VTR
L7, B, WitFoor= awy&tﬁ%@ﬁ%#%@?%)# HPLC X v HlE L=

(RRHFRSR : 0.03 pgfe) .

ERER 14 1R L, 2 mgkg FE/BREGHTY, REERE 12ME T3 4lF 2
Bz 5-OH 3 &0, BkiRE 24 BBIZII 7 v =% o L ROVEDRBIIT
WL HIRHBAAR Th 72, 4 mghke KB/ B RS TIL. B&HRS 12HH&ICT
N=F% T RONS-0H F23%H S h., BlRE 24 K0 36 B ¢ 3 I 1 iz 5-OH
AR IR, BEERE 48 BERITE, 7A=F VU RUFORBIIO TR
RHRARH Th o7z, :

% 14 WA B IR LU R TN IR BB T V=% L VRO
R DOIIHH FRE (ng/g)

BEE BAAR 5 (h)
SaLPSE L))
(mg/kg KE/B) 12 24 36 48 80
PN - — — N.T N.T
—, 0.05,
5-OH {& - - N.T N.T
9 0.03 _
4-OH 1k —. - - N.T ~NT
2-Me OH % — — — N.T N.T
FN=%T | =, 008 (2) - — — NT @)|—, NT @
' . - - 2 Y - Y
5-0H & 0.09%** @ @ — NT (@ |—., N.T @
4 0.06 0.03
4-OH & - - — — NT @ |—. NT @
2-Me OH {& - - - [ NT@|- NT @
— : BRIEERAR (0.03 pglg) K NT: fEET n=3

¥ 7=k LTORESR (mg/kg)
x| 3 IR R T,
) IRk 2 S 2 R AR R bRV b O, BIEERG () PIchisr

(4) BEHR F1@) (B8 18)

WFLA (FAREA T8, 8 : BAEFILAHIR VEEEEHABEL 488 1T uC
TR N=F LA TNV % 3 ARG (Z7=% e LT 2.2 mglhke AE
/B) L. BNTEEORE R USRIASRE Sz, it 2 PR B H» SRS 8 X
IX12 BRETL H 2EHERL, REUGEIOWTIE, #IERESFALHERS S B
BET224aREI LI 2BBOFNLHEBM L, i, FEES 9 T 13 BRICITwgERSF
ELBRLUTEERBERR LR,

HH P OBEHERIDEDY) T, BB EROERLD 3 EIOFEILIZIST 231 T
MBI 8~142 ppg eg/kg TH V. 1 [E B OFEILIBI BT 1 61148 142 pg eqkg,
B O THEILT1 pg eqkg LT ThoTe, Bi&IRE5HE 4 818 OPEILRFE TIZRTHD 1 41
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ZEROZ TBIE 6 pgeq/kg BLT & 2o 7, FHEARRIZRYT AHH P OREEDORIRE
B2 58513 0.01~0.02 % Th o7z,

. BRERE R ORI 3 BIOEILIZBT 5B FO 7 =% 20 RO oW T
HPLC ZRWTHF Lie, HHPORERBICRT5 50H BOTHEIEIE, 2nth
46, 17 BRUR22%, ZN=F T OEHRNGITENEN 18, 20 R 22 % Tho7=,

FEio FEHRE 9 KUY 13 BRIV DB OBSHEMER L, TR 0.043~0.224 pg
eqlg. B 0.033~0.126 g ealg. FHA 0.001~0.003 pg eq/g. JERH 0~0.012 pgegle TH
s7, ‘

24 B Z &7 2 A4 SIRE L= R O BGHEMREIL, 0.077~138 pg eqlg T
RO B ORI E BT AEIETY 22.22 BRUR69.09 % Thotr, EHOMSHEMEE
BEix, 0.062~43 pg eq/g T, ETHIMBORIREBITHT HFIGTL 58.58 KU 50.94 %
THoT,

(5) FHBxEs EFHQ) (288 19)

WHA (BNVARZAFE, 25 81 : BAEEREI IR P EAREEILPEIL 8 5, B4
A KN =%L A2 VEEE 3 ARIRIRNRS (Dr=% vt
LT 22mghkg HE/A) L., &KiE5 6 BEET1 B 2 BEANMTON, SHEHARS
BT 2o 5-0H 6% LCMS/MS I X VEIE L. BEICOWTHETEN,

BEANZHEEAL L= Fit A 613 5-0H ik S e dso T, '

&I 54 2 B B oFEdl (24 BEEIEE) TiX. WThoOEBREMIZ VTS 5-0H 4L
40 ppb K& A ofe, BKRES 4 [EE OHES, 8% Tik, 25 Fld 24 FIAMR
HIFRA (0.5 ppb) K\E A2V, Fiz, BHEERER 6 BIE O (72 B5H%) T
21T 5-OH (IR TR ARG & 72 o 7z, :

(6) ZREHER (BD)  (BHB45) :

B (FF77vy FROT Y7 a7 77, 5~20 &%, M. E8EROME, 3 BEmea/
BERE, 1 EERE) o= A A3 VEEE 5 ARMBHRARE (=%
& LT 1 mghke BE/B, REIERAE) L, BRES 1, 2, 3. RUS BHOM,
R (FFR. HERA. AR UVIMNG) BESHELNIZ, FHEBFOTAV =% VRO
4 (5-OH &, 4-OH & 2-MeOH &) % LC/MS/MS #HWCHIELE (EER
A 1 0.004 pglg). .

TN=F L ATOWTHL, BREFR 15 R L, 7A=% L BRRET, Bl
5 5 HIR ¥ CIo B0 2fIRERRBARMR L 2ofc, 7N=F L OREHIZONT
i, 5-OH AP EHKERE 2 BEE TR 68 (<0.004(1)~0.010 pglg) EhizdH
T, 4-0H &N 2-MeOH B3SOV F L oRERICH W T L 26 CE BRI RN
Lot
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# 15 BB 7= AN VEEROBRERD TN =KD

MEBTIRE (ugle)

BRERE%RAE (H)
B
1 2 3 5
A | <0.004(2), 0.008 <0.004(3) <0.004(3) <0.004(3)
0.011, 0.013, |<0.004. 0.007,
<0.004(2), 0.005 <0.
i 0.087 - 0.009 2 0.004(3)
0.022, 0.029. | 0.014, 0.018,
<0.004(2), 0.009 <0.
R 0,095 0.005 2 0.004(3)
<0.004, 0.007.
RERS <0.004(3) <0.004(3) <0.004(3)
0.013
0.005. 0.007. |<0.004, 0.004.
\ ’ <{). <),
INB 0,023 0.005 0.004(3) 0.004(3)
() MicpigEms ERFRA : 0.004 nglg n=3

(7) AExER (BQ) (B 46)

B (377 vy FE, 2~8 1k, B, E=SEERUME, 3 SRR ERE, 1 BRRED
WCIN=F AT NI VEEE 5 AMERENRE (=% 8 LT 1mgkg &
B/R, AERIENE) L, BKIRE 1, 2 RO ABROMET (Fhr. FEis. .
R OVINR) BRSO, BP0 7 =% LV RURE (5-0H &, 4-0H
R 2-MeOH 1) % LC/SMS Z AW THIE L (ERRS : 0.004 pglg).,

TN=F AN Ti, BRE2ER 16 IR L, 7= U REEREL. Bk
5 3 A% T CITHE TR, fBRFT 3 HIF 2 FINBERRER E 2o, IR, Bl
EOVNBTIRERRS 3 BRIZBWTHL28 bR Shi, TEMmRERMNEGRES
DBEHRVIZOWT] (CERL 12 4 3 H 31 BT 12-33 B KEASEREERREER
BwE) OFE 401 [ERAERLKOICDOEERRIEFZN A FF A1 © (5) BB
BT ARBRICHEV ., AT ORI ET L & LTaH BT S IR S &
BERUTISIT DIRBBIREE & B AR U ERER OITRER Tt 5 4 BIZ. &
KFERE (9% EHERFAO LR TREKES 9 BRIV ThoOMR b EE&RFA
e d LRI,

TN OREWNTOVTIL, 5-0H Hidml (U8 Fh) RUVINEG (/3 F) TR
5 1 AR E T, R (U3 F) RUERE (11346 TRKRE 2 BRI TR Eh:
0B, BRE 3 AR TIAHICERBRARR L 2ol 4-0OH FIIFFR (3/3 ) RO
EhE (23 ) THRHEHRES 1 BEE TRIEShEZY, BRRE 2 B THREfI TERR
R & 7o 7o, 2-MeOH FIZSH T 028 OO RIZ RO T L EEIR RN
THoT-,
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F 16 ElZBIATL=F VAT LI VEBIEABRERDTIN=F D
FRRRPIREE (ugle)

. BHEEE5ERE (R)

wrt 1 2 3

A 0.030, 0.048, 0.111 | <0.004(2), 0.004 <0.004(3)
T 0.547. 1.169, 0.376 | 0.011, 0.025. 0.096 | 0.006, 0.016, 0.030
Bl 0.318. 0.575. 0.673 | 0.017, 0.035, 0.093 | 0.009, 0.023, 0.049
sih 0.028. 0.038. 0.153 | <0.004, 0.010, 0.015 | <0.004(2), 0.004
/NG 0.092. 0.142, 0.211 | 0.004. 0.008. 0.022 | 0.004. 0.007. 0.011

() PUZhiEcE e

3. SESHEE (B8 2024
v RARUT v hOSBRERBIZBITA IV =%V v ATV o OaERERD
BRAPEI1TIORU |

TERRR : 0.004 gl

n=3

#£ 17 wUARVGT v MIBI370=% A3 D LDs (mefke AE)

CFL D 327 (197) 170~234* (102~141)
v ICR KT 379 (229) 256 (154)
CF No.l | ##HRA 111 (67)
CFNo.l | AN 306 (184)
CD | 113 (68) 130 (78)
Sk SD BT 230 (139) 171 (103)
CD FRARPY 90 (54) 92 (55)
CDh HHEN 180 (109) -

() B = AR

. BEAR B CIRhaT-1-0 p<0.10 Ro B % s

R E LCRIRIRE, B, MEIMSSARES . SR CIETRE,
Bk L b I EIEOEE. BEROERTD bk,

4. BRMSHHER

(1) 4 BREBESHEESER (v M)

(B8 25)

Z v b (CD &, 788, WS 20 I/E) 2AWETIA=X L A7V v OBAN
BE (ZA=FLr e LT, 1, 204 mghkg BE/B) 1253 4 AMEAMEMER
BTV TR bR BT RIEL TO L BY Thotr, SRS 10 I35 14 A
Bz RIS, | |

BREHFPICFETITERD b2t o7,
—RIREE, RER ORI, BHICEE Li-RRIIER

&b Eﬁ’bfﬁﬁlo ftc

MEFARRENRE 2 RO 4B MR ZERER U TR S 2072205, 4 mglkg KE/B RO
TS 2 BRIZBWT DL Ht RO Hb OEERRD bl
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MEELFHRE, REE, BHRER. BRE (DERIBE) RUBR TR, BREIC
EE LI bhkb-oTz,

REEREEARE TIL, SEECICHEN, i, #HSEiER CRRREREN D
b, BERERUCHBREHTLVBEECH T,

ARERICBIT A NOAEL iZ7v=% & LT 2mgks BE/B LEZ bV,

(2) 13 EMEMEEER (Svy b (BHE26)

7w b (CD %, HE- 88, B - 7 Wi, HEES 20 WA ZRVWEIA=FI R
TN OFRNERE (DA=F 2 LT0, 1.5, 3.0 KU 6.0mgke HE/H) 12k
% 13 BREESHEZFMFRERIZBWTERD b =B R RITL T LBV ThoT

HEBRARIP. HRBEEORE 1 4% 00 6.0 mg/ke B/ AIREEEOME 2 FIRFET L, Bl 2
BIDSZHEFCASY STz, 6.0 mglkg BRE/ARERED 4 FITIRINTRLBEBRERRD 5
e, .

—REREETIL, 3.0 mg/kg FE/B UL LB EFHTHITAED b, £/, 1.5 mgke
RE/ BHRERET 24, 3.0 mg/kg FE/ ARERET 2041, 6.0 mgke FE/RZRSEHTT
FIDTRER K ORI CIRBIRE., MR SUINENFED bz,

FEETIE, 6.0 mgkg FE/ B ZSHOMHE CEERFD b,

EEFE Ti. 6.0 mg/kg (RE/AREFHOBETLBSHRF, HTREAD 5 EETH
BRH LT,

Btz (BHEERERED) TRETIERDLhahoT,

MEFERIRE T, 3.0 mg/kg A5/ B DL LR SEEOM R () 6.0 mg/ke AE/ B IREFED
HET Hb OEEFERD LN, 6.0 mehke KB BRSEEOMEECHPEROSM, HT
Ht DIRME, TS~ 2 f oy U EROEESED b,

MEEACFERER ORRE T, REITER L8380 bhvid o7z,

[FERERTIL, 6.0 mg/kg KB/ BRGSO T IMER OHFROH EROKEIRD
LIRS, TNBIEERICL D bDEEZ b,

TR TIE. 3.0 mgrke BB/ RGO 2 . 6.0 mg/ke AH/ RREFHOHE 2 HIR
T FUCIRO TR LSO, BREREOESORE, BEGE. MEE0K
M B OZRFLASTRY b, BRI PICFE T ITERSE & 72 o 7= 6.0 mglkg B E/ B IR 5
DT v VCIBEOFILRUWE SRR, HUE, BHROERIE, R R,
BREEED BREITNTEASRTRD b, £ 1.5 R 3.0 mg/kg &5/ B RSHEOE1F)
IR EERAL OISR Bz, J

TREAREARE T3, RSN R USRI E R 2R SR BV TERD
b, 3.0 mgkg FE/AFESRED 1 FIRT 6.0 mgke RE/ ARERD 6 FIT, 224
OEEOHEXIIBOBEE XIS ANRD b, 6.0 mgke SE/ AZEHO 64T
IBRIR Y o EROFREARR0 v, _

AFRBRITEBIT D NOAEL (Z7v=% 3> ¢ LT 1.5 mgke FE/A &£ 2 b,
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s

(3) 13 ERESHEEER (1) SR
AX (E—7 NV, 5~7 A, MRS 5 A ERWET L% //% A3 D
BEEPIE (Z=%L 2 LTO, 001, 0.05, 0.15, 0.40 KT*0.60 meke A8/
B) 12X3 13 BRHEAEEERRIZRWTERY b EER R T L BY Tho
7
RBRHR P TERRD bT, —AIREE, FE, R, MRFAIRE. k%l
FHOME, FRIRE, EFOEMD, RRE FEERS . LER. BRER. JIRRUYS
HRSERRE. I OICRSRNECICRES 5 RO 12 BICHIE ShER, MFERE, O
B MR NCHEIRE (D BICREICER LEEEERD bivikd T,
NOAEL i, ARBRICBIT 2RBARTHB 7 A=% 0 2 LT 0.60 mglkg fKE/A
EEZ b,

(4) 13 EMBSESHESR () (&®27)

T RN MR 45, ReARIIMERE 288 AW =F AT AR
Y DFRANRE (IA=% L LT, 5, 15, 45 RUF60 mekg FE/H) 1245 13
BRESMEEERBRICRBW RO LN RIZUTO LB ThoT,

— IR TR R EORSICER TS LB 5NN OhDETRARD b,
ETOERESH TRETN O RETRIGH AEMHEBRCERD b2, 5 mgke FE/BRE
BT 1 B AIRENZEERE SR b= OH T, ZhdRs 3 BHLBIZIEEA LT, 15
mg/ke AFE/A M EREFETH U VIDEESREO bz, 45 X160 mgkg AE/ A#
EROE 3RS 40 PENOHFEET BEERIN—I 7 OEENERD bk,
VMBS 5 mefke R/ BRSO 1 B, 15 me/ke FE/B LI LR ERTE 3 DS
i, FEiz, 45 mgkg RE/BHFREHO 1 fIFNREBELO T ORBUET TREFEMN X
N, Dindk, MR, AR, BREROCLERICERSICGRET 2B sk
o7, '

FRERMNER VYRR TIL, 456 mg/kg fRE/B U EREBETHEDPRD b,

MHFHIRETIE, 45 mg/kg {8/ L 580 Ht X0V Hb OEENEH bhi,
-, FEFERICEE TIE2VA RBC OEENTED b,

MRAEZERE TIL, 15 mgke AE/ AL BREHOBR U 45 mgkg FE/R L L
BEFOMETTNVT I OB, 45 mgke (FE/H Hk?ﬁ’—?—ﬁ@%f%ﬁ VT ED
o RO ALP OIEEDSFED b,

FRER ERERIC, R EOREICER Ltﬁﬁ% TERD bR hoTz,

ﬁum&v\rﬁfﬂ?&%m*ﬁﬁr L, 2TORERECIR IO RBFRIRAEE® b, 60
mgkg FE/BTREHD 1§ THIEE OBESRD bz SN IR E O 51
R L BEEIRRD bhihoTy,

ARBITBWC, RIEAETHD 5 meke B/ B THOLENED ORI EMb,
NOAEL i35 b et o Tz,
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. BEEURRR URENAMERER
(1) 1 SFRBMSEEEER (S k) (B8 28)

v b (CD(SD) %, 6B, MHEE 30 IW/E) %Ay \7‘_711/-—3’\—//)4 L))
BEERE (=% LTO0, 1, 2K 6ppm : 4 ; 0, 0.98, 1.98 R(}5.98, M ;
0. 0.98, 1.99 % 1}6.05 mg/kg AE/R?) 12X 2 1 ERBEEMRRIZBNTEDLN
BN RIZUTO LB Thot,

RERPICIET XIEHIENS S =B BRI 18, 7, 3 RU22 H3C, 6 ppm
Be58ED 16/22 4] (6 10 BIR UM 6 ) ITIXEEEOBEIGRD b,

—RREETliL, 6 ppm FEFF TUWIRIROIEN, EEIRR., Bk, Eob. MREEE
BENMET. HE, BHHE IR EFESERRD b, ML LETROBENAED bhvk,

- EETIX, 6 ppm WEFEOHCHRIMBIHINED Sh, xR il U TR ERR L,
HETIIAE R TRV FIROBLBR D b,

BEER T, 6 ppm BEBOMECETAZED ST, 6 ppm FSRECIZAEEDEE
BOLNTVENR FERZAEY L) THE LRSIt L o= 33BH b,
MECIIEe LA L TV e,

FEEDOEMA, BE 28 RU40BHIZ 6 ppm B EHOE CHHFMIC A B EE
ETRHEN, /-, #E5 52 BT 2 ppm B EFEOHER 6 ppm B SBEOMERE TF
BErERE RSN,

BRRE T, BCREICERE L-EEIISRD bhizhots,

MFFAIRE TIE. 6 ppm B{E5FT Hb, Ht RO MCH DE TG PLT ROMEML
R (FHER) Hommsmi bk,

MR T, 6ppm HEBOMHETT LTIV, FTaF Y RURE 8
JERR L, HEOBRE 39 BTIIAN YT LAOETHRRD b,

FRIRE T, BICREIGER LZEBIIED bz,

JESREE T, [RICOWT 2 ppm BEFOE THEXNEER. 6 ppm REFOMEHET
Mot B LB B ORISR b,

BIRRTCIL, 6 ppm REFECHEMEORE, 5. H’s?k B DRI 3389 Enn
HEE (B, T8, 5 BBERUVER TiEs. B8, R, FHECHEEDER
BELRO b, o, HROBEESCEEL. BEBOBSECEIEEDbh. Y
B GERIEE, B, B85, RIBERO/ IS OERCER, RUGOR Bk
b, 2ppm WEHOHT %Wﬁgmﬁﬁ% Rl OBE R MBI Y v/ SEiDiER
PR oNT,

TR FAIRE TIL. 2 ppm REFHOKER 6 ppm REHOME CHRICILEE
§E7)> D HiL. LB ITHLERORELZHE S BECULARTD b, Thbild@

B, BEEARUIEASRI LT\, £, BEO ) v s AR, Rk
U\‘E’%@O)ﬁﬁum@ T LEMRFED b, |

2 R ERIEBEOFERUIEEIEIC & VR
3 XFREED 7H), 1ppm RERED 4 F1, 6 ppm HFEFHD 2 ﬁJFiﬁIﬂlﬁ@%&ﬁ‘fﬁt
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ZHODFIRD 5 LW D3, HBRMEOTHLE OERIHES ZIRNEELRL
Tebo LI, FRERIIHIL, BEEOET LD I EEOBEIC L 25883
ROKT. BREOMEEHBREOREWNCRBE Y 2 Ei0ENTHMmIZ & 3i&E
MAGEE XA D EEX bz, |

ABBITEIT D NOAEL 7 /v=% & LT 1ppm (0.98 mgke (KE/HIEY) &
ZZ bhiz,

(2) 2 FRERBVPAMERE (THR) (B 29)
< U A (CD-13%. 68, HEHES 60 WA ZRWEIN=FT ATV DR
#5 (0, 0.6, 2.0 U 6.0 ppm : #; 0. 0.5, 1.8 BT 5.4, #; 0, 0.8, 2.2 %1} 6.7 mg'ke
FE/RY) 12X 5 2 ERBAANRBRICBWTED b ENFTRIIUTO 28D Th
27, :
—RRREER OEEERE Tid, REICER LIR30 bhviholz,
RETIL, 6 ppm REFEOHE T—RINTKMEDNFED b, B TR GRS
HER LT 49 U DREE TR LB FEERED LR ol
 MIEFENRE TR, 6 ppm REEEOHETRBC, Hb RO Ht DIETARD BN,
A PRI ER Shiadyo T,
BT, 6ppm BREFET, BEOEKR, BESGTEBENICET 3R (WIROE
&, BEEE, IRESGHEE) ORAROERARDLNE, £o. BOBEES 2 ppm L
LoFERE (2/120 KU 4/120 F)) T, EBOZRILY 6 ppm REBOHED 1 fITRD L
- e, ‘ :
AR T, MRERZSDFRUMLE oL OB BTF. BB, +=
1605, i ER. SR UER) TRESEY b, 6 ppm REHOHEOSFHEEE.
MEDIRE RS SHEBHIIM OB L B L THEBIZEN T, 2 ppm BE5HOLTHET 2
FNTIREDIFRD DA RERREAREICBWV CIIEERE2R D2 o T, T O,
REREZS, FTFiE. DHBSR OMBRINE Y i dsiT s i AR biv,
- ARBRICBWTBESNIIRBITZKT 5 NOABEL X7 V=% L A S e LT 2
ppm (1.8 mgke B&E/AFEY) THY., 7= iUBRET 5 & 1.08 me/ke AE/R
EEZ bR, Fie, BRAMERED BT,

(3) 2EMBHLAMSER (Sv ) (B8 30)

S h (CD (SD)ER. #) 6 s, MEMES 60 PLAR SRS, MEMES 100 [T/RHRED MU
FINZHF VATV VOBRA (RE 1M48: 7=%2 02 LTO0, 1, 2RU4
mg'kg AH/B) ROREHRS (85 5~1048: 7=% L & LTO0, 2, 4 B8 mgkg
KE/R) 12X B 2 EMFBEBAMBRICBDCEREDL LN EEFTRIITO LB Tho
7o 728, W5 16~24 B bR TR E CRRER OB L B L TEVELER
7O bz,

1 RERIISBOKERVEHIRIZ L Y W
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—ARREE Tl £ EGHETHRE. 1~5 BWRFICRTRICE S MER BRGS0 bz,
BB DR IR E OB EORFINCEET 5 b0 ¢ E2 b, §93 1BRIILE
£Lie, £z, RARFTIIRS 18 ARLUEIZIMRGHEOEEOFENSEMNL, #&#
5. 42~53 BRITE S BEINLHS, TORBD L, £OMIZIREICER Lz RE
B b7,

FETII. BARHOETERSEWN 15 :@z‘»% TR 5 38 B LREBRR T K
ERFRD Bz,

FEERETiX, BARMORE TR I580 bl s, MicREIZER Li-E L
IR BT, '

MR R OMIRE L FRREIIER SR o7z,

BRRECIL, BEICERLUEEFIEED b T,

g Tid. HILEORENSESRER CHERFIISGED b, BEOREIFRY
+ B CHE T, MCEBRRUERTRD b, THEL LRERECIBREEY 3
OB GIFESRD bivie, £, BARH THROBARUHKDIFERED b
iz, .
| REEBFRRE CIL, &RSHTIHEE BB EORE (*Eﬂ%@i%ﬁ&(ﬁi‘*%

EREER(RIMED). HEEERUREORE, V 2 BEmR. BEAT O g
B RO, BIRRICE D TIREGEE L & 2 b D RAECEEIEI IO EREN Dl
LD BN, BREEY L ETIRY BB AR b,

FEBRIZIBIT D NOAEL i3 &b,

ARBRIZ BV TRBAMEITERD biveho T,

6. ETEFEERMERR
2 HAREFEEMHRBROMD D 2 FDA O 3 SiBRNEfm S,
(1) IERTR SEEBRSHER - E 18 (Sv ) (BE3D

Z v b+ (CD ., 5iRlG, MRS 25 ILARSRE, MERES 30 I/t fRER) 2RV =7 =
XL URA TN LOBRNRE (FA=FT sk LTO, 1, 2 RO 4 meke KE/R)
K BIHERT R W HE R SRR BV TR b EEFR RIIU T L B8 Tho
Tro WEERME OREIL, HEIZISATECRT 63 H A DAEHAR P48 UC, Mo iiscERaT 14
A2 bR 14 B Xi3moikis 21 B £ TT o7,

HEREIRE ISR EM T IR AR b ho T,

FEWCIE, —ARREBICREICER LR oot RS, RILE
BOME, THREUEEOERSTRD bWl Th s EFIT. AERBEER -
v, BETIL, BECERTAIERITFRD N7, e, BEMWIOERICRE S
RO b7, HRROERD 2 mg/ke 8/ AL EREHTRD bz,

BB i, HEDGBERLE COROMT IRFET R0 FFA 2 mg/kg AAE/B L LRS-
HCHRO LN, FOM, RERE, £EBIEK. KURRREE. FEROKRESTH. -
TR, WEBMDORGER UMLIC RS ORI b ole, F-, H
F IR DFHREROBERRIHRESITER T3 EIB b vk o iz,
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AFRBRIZIIT 5 NOAEL I3, HEMo—ixEHIcH L TRERSETHZ 7 =%
& LT 4mglkg FE/B., EMEEAZMITR LTI 1 mgkg A8/ A Thol,

(2) RN - EIH (Sv ) (BE32) _

HEZ » & (CD %, 18~15 18, 25 LRG58, 35 IL/xREY) ZRVWET7 =%
VRAINICOBERMNERE (FA=%3 2 LTO, 2. 4 RU6 meke FE/A) 0k
AETFIHRRIIBO TR bW EEF RIILTO LB Tho T, HRHEDORS
X, R 6 BHAD 15 BE TIFWERE 21 BICER L,

BEM T, REBRERTIZ 6 mghkg FE/BHREHD 1 IR L. ZOEEIIEE
REOCERBEEI LT\, HRE, SRR SRR R IER LR
BHEFED LN oT, ,

EEWrTi, EHRERE FEROBRESM ., i, AERT 24 HRAFERICR
SEOREIRD bR T, 6 mgkg FE/ BERERED 1 Flil —5FHEROIREREY
ET3EEOFTEIRDONE, FOM, BRNE, (LEEERUVBRIERTRD L
7o B3, T b DFEERC AEHEBIEITRRD Bhtﬁ#otu

AFBRITIIT D NOAEL %, BEMRURIRIZ LTI =% LT 4 mg/kg .
BE/E EEZ BN, :

(3) REMRRANSSSHE - F1H (5v ) (&8 33)
CHHEZ > b (CD . 18E#3, 25 A& 58, 35 IR 2RV =% A
TN DBRARERE (TA=% e LT, 2, 4 K16 meke FE/B) 1L BAE
EHEREIHRERRICBW TR SNSRI TO L BY Thotr. #ED
Bo%EY, R 14 BH60MW% 21 BT, BEMIIo 1% 21 BIZEg L,

BEW IR, RBHR I 4 mg/ke RE/ B IRERED 9 BIR U 6 mgke KB/ AR5
O 20 FINFEL Lz, ZhbDOBEOERETRFTRIIBOUVS A, BE. BBOFEMX
TR TH o, —ARREETIE, NERCIROERL, 8RHECIREBRO LB,
FERIER| & o 7P RSB SUIERC T, 2 me/ke R/ HIRESBEOBFNC, 4 mp/ke &
B/BEEREROIEEACOREEIED b, AETIL, 6 meke FE/ RHRESRETHE
DN 23T &b biv, EMEENMEESZT U, FEREREICIIEREOREE I Gk
27,

4 mglkeg RE/B L HEREROETET v M ZaIFiﬁizHJEﬂE Rl RBRE & LhER LT
FBIZER L, T, 6 mgke FH/ AREHTIHN 14 PEERTH-2, ZORSE
BHIMEDOKEEZ T L, 5 FIASETE R IS BRI 2 RE LinRETRE
L7 :

IREMITIE, 6 melke RE/AREBOTHREREIIHREE L B L TR T,
HA# 21 B ¥ TOIELTET 4 mgke B8/ B LIRS TR -T2, FEROESEIT 2
KU 6 meke AE/HRSFETE SR, 4 moke BE/ ARGEETIIRBRE L 21372
Mot Eiz, 6 mgkeg RE/RREFHOEEIIEEE R LT, 4mgke S8/ BREFT
FRHHAERFOFEICZENI R D o7, £ 4 B UBIEEE R Ui, MR s o
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TR LI RD 0T, PIBRUERBRIZBW THRCERORRERICREITERT 5
RO bhaipolz, A

ARER TIIEEMIST S NOAEL 3G bhah o7z, BB L Tido =%
»E LT 2mghkg AE/HEZZ I,

(4) HHFHUSEB (Y9 (BE34)

R YX (NZW 8, 14~15 LR 58, 16 ILfRED) 2RV =% A7
NI VUOEBRARERE (=% LTO0, 3.0, 6.0 K% 12.0 mgke KE/B) 2X
HIEFIERRIIB O TRO b NEEHRT R TO L BY Thote, #BRIMWEDRE
X, R 6 B G 18 BITATV, 4R 30 BICHRIROBREEEE L 7=,

BRI, KB, SRR, FRY WRIGERUIBRIEIEES b BBOEe
EEEIRD b2tz ’

REMDTIE, THREES, FIERATSEE, FTERNORRSAG, MR 24 B
RARRICRSICERT A2 b7z, 6.0 mglkg KB/ REEEHD 1 Flic
BHOPEH, 3.0 mgke FHE/ A REHOBHRNAED 1 FICREOAFE RO bk, =
NHDORERL, RBREROERT —F# DN TH -7, TOM, ERIEVE, LEE
MR OB EIIENSRD bR, T bORERIz ARSI bivkh oz,

ARERTBIT 5 NOAEL i3, B8R UHRRICH L TARBRORRFARETHE 7 1=

FUELTI120mgkeg BE/B EEZ LR,

7. RinEmtEEER (S8 35~37)
BEEMCETT 259 in vitro RO in vivo BROFER 2K 18 RUK 1910 L7,

= 18 invitroRE

FER FaF-d HAE : oA
18 & 22 8| Salmonella typhimurium 78~5,000 pgiplate *S9) 2 |
ZERFAER [TA1535.TA1537, TA9S, TA100, | etk

Escherichia coli WP2 uvrA

RaEE|Frl m—ANDLAF—HliB¥ 3125, 62.5, 125, 250, 500
R (CHL) #upa pg/ml, (-89 ; 24h) ?

31.25. 62.5. 125, 250, 500
pg/mL (-89 ; 48hr) ¥

62.5, 125, 250, 500, 1,000 B

pg/mL (£S89 ; 6hr+18hr) ? | =500 pg/mL
(-89) -

=250 pg/mL
(+S9)

) FA=% ANV ELTORE,
2) E. coli #B%% 5,000 ug/plate TiE EHOABRESRD bivk,

3) 500 pg/mL DR CIIlaZEtE 07 HoRFRIRRRD bhizh o T,

4) 250 pug/mL LA O AR CIIHISEE O DA RDHENEED bhisloTk,
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5) 1,000 pg/mL OB TIHREEO T DORPHEIRD biidsoie,

3= 19 inwvivoRER
AR FOF 2 & D m
SR ER o R BRI 1875, 875, 75, 150, -800| .

1) ZA=FL ATl EUTORE,
2) 300 mgkg EETIILTOT U AMNFELT LE,

meg/kg RH, BEEMEARE 2

1n vitro BERIZ B TR %%%%Eﬁ%ﬁﬁ%’@‘“ﬁ CHL #ifa % AV e ReEE R ERR

TIBHETH -7

in vivo D= U A E AR /MR Tl E Th o o, 150 mglkg FEDRE

T EICE R TR W S R RMERE DR T AR LIV T, U \?"a"bﬁ)ﬁﬁ
BIZ BT H/ANEDHBSEEIC A LR bhveho T,

In vitro TYEFEEFTREELTETHIRENRH D DD, in vive 28T 5/ MERER

'CIIAFE'CZFJ . £ E 5 TRRRE 2 5=

8. —ik¥EEFER (B8 38)
(1) —HRRER U4TEN

—HRREB R UYTENC RIS T REBOBEIL, Irwin OZRTEHEE (FUR) LT

Eifi Sz, 30 mgkeg AEOBEER TRECREDITE., KH. fREROYEEOIH

R b,

(2) PHEHER~DIER , .

FRMRERA~OEM & LT, BRES (VX BRESHEEE , R (<
VA EREE, N7 YRR R (VY ERER) . SEE (T b
BRMEAE) PRETEh, 30 mgkg AFEE TOREEBR T XIIEREAR ST,

WSRO b2l T,

(3) BEBER~NDOER
HEMER~OERL LT, MRl (FEAEy b TRFAID L ERFIAZ
L BUHE~DORE, V¥ BERERNAE) %AV T in witro THEH OIGESRET &
iz, €Ty MEHERT 1x104 g/mL T7EFAa2 ) VY EORE R Z 2 U IFEOINH
ER %R LTz, ZOERIL X106 gml OEEE THERD biveh -7z, U FEHER
T B REBOIRIE) 1106 g/mL T 10~20 %, 2x10% g/ml, TEHEIRD Lz, Zh
S OBRANITRFC L VEE L, £k, HEBRRICOWTIIBEESERR (vV R
RAFEED) PEMEIL. 30 mgkg REDOE THRE CHEEIIRVSHRHEREZTR L,
10 mg/kg BEE CORETHRETIIREGIC L ABEIIRD N1,
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(4) FRERSBRDER
PEEIRSR R~ OIERIL, PR, M/E, 08 OER (OFhb 7)) AURet
iz, FERIZ-OVN T 10 B U 30 me/kg AREOHR S TGO U X AQENEOTREE
O AFBD B, 8 HRITIFENE Lz, MEZ DV T 5 mgke KEREHCE
F. 10 K 30 mg/kg FEREFH TIIAER TEA—BEICRED b, Zhbii2~10
SSLAPHCIENE LTz, (DR ONDEBRITIE 30 mgke AEREF T LHEOBO RO
BE D PR FROERSBE SN, ThbDREIE, LML 30 2. LERIL 154
TEE L,

(5) FEMER~DIEH -
FHEHRER~OER L LT, 7IXIIxd 5 SIRic L 3 BETmERE OB ETaia e B 2
BRINT, 102 g/mL O HRIE CTHlRER CARRS OBESTED bz,

- (8) EF0ith
FIRIER (Fv b R&. Nat, K, CITHIE) oW TRt SR, BEIC LS
FENIERD bzl

9. WEMENEECEY SRR
—RA917 NSAIDs I[CHETEHEIRD SR TVVRYY, ZA=F LU AcoVCi, ER
UEBEIC$ 5 MIC i 32~256 pg/mL ‘C?)otkﬂ‘éﬁﬁﬂ:ﬁ)% V., IZEACTERENE
EREBVEEZDBNE,

10. EMZETIHE [b FMIHITS NSAIDs ODEMEE] (B 39~42)
NSAIDs {Z2WTiFfx 0FEENELH b e MERIZBWTHWLNRTNS,
NSAIDs 137 T % FUBabimk~ 4% F (PGG RU'PGH) OARICEET 5
ZaFFA—¥ (COX-1, COX-2 &) #BEL, RO RF IS5 U8
EOba R v EBoESRERETS 2 LT L VIRRERVCSEBIERZTT, —5.
RO —RAREWER & L TEXEBEOBEERLM LA TVD, JUITeRs /5
Vv DRI LD BRI IES, FRRRRFERR O SR B O 7 O b O O R

Bzl 3b0LELZ LN TWA BEFURITHMIC L 3B AR S BENH B, Z D,
b MRR EOBIER L LT, /MRS, [MRIIOLE. BREEOBRERUE
BREOE L HE SN TS, :

I OB OBBE R LI 572, [COX-1 BE< DEBTCIERBIZRRLTW
BT L, COX-2 IERENRE LIEITH A bAA VRREAT 4 =—F—I2 L 05
WA DI, COX-2 DFERHIHER CIIREMBIZIRIL T O E FiT COX-1 DEFIC
L BHEEEORIEROEBSIEEINS, ) L), b3 [COX-2 ] ITES&,
FRk4 72 COX-2 PBERNBS - ER{ban-, L L2t s, I COX & MEFEE
b [HER) Tt ARERITEME LT Thy, MEFE L ah/k COX-1ITRE
B TOHLEEFEIND L, [FEA) & Shi COX-2 i3 REMMI THESND
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TR, B, M FEEOFECIMLTIXERMICHER L TNAZ L, k., &
AR OE I L > THENR CHEIND Z LBALMEN TN S,
Bz 72 »C, BHEOBEALHBEERT, HE2EO COX-2 MEAZRA LB
TOTHTIEH B OO LHRECZET DY R 7 M85 Z L A4S . FDA &
UEMEA i3 < 2230k A COX-2 BIRAEEDAREZRMDE L TV 5, < b
b3 NSAIDs THBY7u7=2F21% COX1 KU COX-2 #IicimAICHETS &
212, =HiH) NSAIDs & COX-2 BRFEERICAARER X303 5 i Tldia <, BRE
1 COX-1 L Hik LT COX-2 DIAFDORENE L . TEREII L0 IFFERI &V S
BERBEHDITTERY, Fiz, COX2BIETEHELN TS L 5 a7l EIEA LB
- BRBROMAENRDNED NSAIDs (L5 V) A7 2RIZOWTIRBETRNE ST 3,
%, DEAEERIMEETR O Y R 7 AT B REIC VT, B TRARBER O
PH2ONHOD, COX-2 BIRAEZRNZOBIRMEDT-DICMERIZEIT S COX-2i12 &
ATARZYA TV v (FuAFFFP0 I, PGL) SOSHRENEIT 3—FC, M
RO COX1IZED b RFT L Ay (TXAy) SOSRGIHIOREIITRV D, Ml
WEEVER D/ST VAN, BRELTY A7 % LREES LD AH =X AR
ENTEY., DMFEESNZETOY 27 L COX-2 OERE L OEGEEEHL T
%, ' '
L IN=F U AIEMER O NSAIDs Th Y, b MEERICEIT A ERIEE DTV,
BERLSIE7 = ABRICELT 20, ERPSH~TUBEALTNDS, 7 ut
F A —EZH LTI COX-1 BT COX-2 ZIHBNANPEE T 52, LA COX-1
BRI THD L INTERY, Bx DEMWER TIHIEEDIEESRO LN THNAD Z &2
b, E MIBWTHRBOEREZRTHOLHERAIENS,

IlI B Rl
. BEERICOWT
LHFOBRERRIIBN T, REBLETHI TV = //J: D b RO 5-OH A0
BRERENREL, LvEREMBHINEZ S, HHF0EE~—H—L LT 50H
EEZBETILENRHD EEX DN,

2. EHPHREICONT
(1) SREFEAEHFEHR '

ATER AT OV T, %ﬁﬁ®¥ﬁﬁ&ﬁﬁi%ﬁénfw&wm HRNRE
CE 35 v FEAVE FDA @ 3 FiRBRR O 3% V- SRR EE ST
W3, Ty b ERVOHRITR MHEOHIRERR (F 1H) To0TIRR LR OB
AETITFPRTEY, 1 #HABEERRLASTHL B2 OND, EHICELTOEE
IHHEEROER THEM, TILTTRF ST DU OEARKIAE L W5 EEERIC

8 FARFYA 7 Y P BGHIIE TR S AUl MR OER 2 HHIY 5 F N ER T 5,
6 ha R ARMIMECERE S, DEIRECIMERIER D H 2,
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BhEdatmEEZ b, ZOEETOVTIL, 1 mgke KE/HD NOAEL 23561 T
W3, Ee, 7y PRUTTFE L BITEIITRIEIEED b TRy,

(2) MEFEMRURIVAMSER

WEBMHICOWTIL, nvitro BB E L THE 2 AW - 8RRREEHER, CHL iﬂ%
AR AW e AR ESRBRE N in vve BB E LT v X FHEHRE AV MEE i
NEMENTWS, CHL BEEMEE AW REeAREFHRICEWTC, BAETREE
MALDFEZ hvb S TBIEORRMBB NN, in o RB TRETH T2 L2 b,
EFIZE o TRIEL 2 2BEERT 2V D LEE LN,

Fie, BURAMEOWTIE, vVARDGT v FERWZ2 ﬁi%ﬁ%ﬁwrﬁﬂiﬁﬁm = el

IZRBWT HEB AT o idote,

(3) NSAIDs ORIERICET 288 )

NSAIDs [ZOWTHENEED By Ty OEENRHL o e FEERIZBWTHW DN
TWA—FTC, BHER & LTEXIZBEOEERRE. £ oM/ MgieEE, iR
IR, BREREOELER VBHIEORERFEE SN TS, ELIZRIEIZAR->T,
—iRo COX-2 BIRFEER] T LAMREESCMZEDPO Y 27 B84 5 Z L BSHEf s,
NSAIDs £fRIZ DV T DL FHEZELHZER D U A 7 3R TRWE ZLTHnE8, VTR
7 MO TR OV T, RS TR BERFOEE B2V b o0, COX-2 BIREES
F ORED T DT MBERIZIIT B COX-2 12 & 5 PCGL DAREIRIT5—H T, i
MED COX-1 12 & 5 TXA OAFANHIOBEITI VD, M/ MREEERDAZ /R
REN., BWRELTYVAZERERERZ LN A=A LPRBINTRY, LEEE
SofMEERD Y 27 L COX-2 ORI & ORHEEAERF STV S,

TN=F D COX-1 KU COX-2 23 23R oW Tid,  FEERAYA COX-1

IGRIRA & STV 3B, BBx OEMFER LR OEESRH b TEY, b Mok
THRRDERETRT L0 EHRIEND, ,

BB, FECHEREESNOLBEERRCMETO ) A ERIZ. Wb EFREE R
RARRA LB HES AN SRR b D MR TH 5, 5 T& 5 NOAEL SRR 2%
HERAVTRESNTZADIL LESWTEERINBBVIZBNT, 20 L I BRRARDE
HoBERRERREZ vERNEBEZ NS,

3. —BiEMFER (ADD) OFREICONT
(1) SHEPHEEOIY FRS Y MHZDOWT
W& ENTFSHOEMRRICBWT, HRWERSOEEPTOLNILLDOD I b,

B HIEV NOAEL T, T v MRV 1 FRIEMEERBROMEIERE T 0.98 meke
KE/H ThoTz, MUEEERE~ VY ARUT v FEAW 2 EMESAMRRTH
BWHLTRY., BIAEIL 1.08 mgkg E/H® NOAEL, #%#&1L 2 mgkeg FE/BD
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ERNEELZONBILEBEEZDR L. N =% O ADI ZRET B IR - Tik
7 v b0 1 ERIBHEEMRBROMILERE O NOAEL 0.98 mgkg KE/B ICREMAH L
LT 100 @A ud+o 2 vk S i1, ADI i3 0.0098 mg/kg ($H/R LREI NI,

PlEX b, oo n@BERESEz oV T, ADI & LTHROEEZERAT
ArLERBEYEEZLND,

TN=FTr 0.0098 meke AE/R
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