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L 5

B LEZERDH O OHW TT 5 Bk B Hh L LT, TAF =1
—/L(DON) L R=/3 L ) — /L(NIV) D& i R B RTATG & S0t L 7=,

A O 7R BRR 1T, PN EN RSB, SRR, SRR, 12
mIE - BN AMERER, A AEMEAER, Btk REEERBRETH D,

DON (22T, %%@%%%mt$¢ﬁﬁﬁi FITngE:, EEEEORED
PREEHT M M O R I HENBDO LN, £, TNHORERED S
htmgi@%@mgf%ﬁﬁiﬁo1ﬁﬂ$# W BT, BinEERER CIX
Gea R BB O —EIZ B W TIHEOR RBGF 6N TN S 23, %@&Fjﬁm%
DTERL, Elo, v U 2 AW 2 FEFOEMEFEMRBR TH R AMITRD bl
o loZ Linn AN TERELZ KT L0 REEEEELE T2 eI IR &
Ez2 b7, IARC TiZ, DON 2 &7 %Y v ARENEAT D EHRIL, B MK
THRNDIANEICONWTHETERNWI =T 3) LML TS, b Z &b,
BRFSICRBW T, BEFEELOEBAMERS 5 ST cE 79, WA — A ERE
(TDDA#FRET DI EMA[REE E X bz,

KHEm R e LR, ~ v 22 iz 2 Mo EEEREICS T K
EIINHI D O WM E % 0.1 mg/kg (RHE/H & L, AHEFIRE 100 (FiZE - (E{kzE
% 10) A L. DON o TDI % 1 pg/kg {K#E/H &% E Lz,

mvmomfi %%%%%%wkﬁiﬁ%?i FICEBEHEORD, REHN
IR ORERIZRIETEERRDO N, £o. ZNUHORENBOLNT-HE
i@%m%%fﬂﬂ@ﬂ B bz, BaEERER T, YRR EHBRE O
IZBWTHEDORERN G LN TNDN, BEFOT —XIIBRO6NTE Y | BlRHR TIX
BRI OWTRHMIiT 2 Z LIIREEE B2 binle, — . vV AZHW 2 4#
DR VEFREVERBR TITFR B AMEITED STy, TARC TiE, NIV 2 &7 ¥V
U LNBEDBEAT DEEIT, B MIRTAREBAMEICOWTHETE RV —T
DEFHMILTWVD, LD Z s, BRIV TIE, 2 FMoEMEHMERERT
DS ANEDFR @%hfbﬁm:k#% TDI %% ET 5 Z & N AlEE &%z%hko

BHEEERBREZ RS LR, 7y N2 HW 90 B KKEE G-3RI
5Em%ﬁ®@9waﬁmﬁ@i%a4mygm§mﬂ%ﬂAT%%%ﬁLWME
72 - AR 10, WmatErEr SR/ EEEA N 10) 26 H L <, NIV @ TDI
% 0.4 pglkg RE/H LR E LT,

DON & NIV @7 /v—7 TDI OFEICHE L T, EEEEIc O W THEHT LR
BRIZIRON TR Y, ThHRBRGERS B LRI GELA TV RN & #£EH
DI A T = XD RN D 72 RN 2 &b, BIRRE TR, R E 25



iz,

RBEOHETERE RN, BLRICEBWTIE, HAEIZE T 5 DON KON NIV O 2i%

EI3AERRE L TDIL 2 FlEl>TWa EB b, LEER-> T, —REVLHAAN
([ZHT D&MD 5 O DON KON NIV EE AR B 8 2 L F 3 Al RetE iR & &
AHN5,
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1. B

B ZEFERIL, VA7 EBEN DK E 2 T CTRMEBREZETM 21T 5 1Z
2y, B B OYBT TR AMER N 21T O &ZH A L TWD,

ZDOH LFHOEMEHEIZHONTIE, EROEE~DEENKENEZZ LD
HO, EEEREOEBEOMLEEREH WG O, fHMli=— XAREHCE W E TSNS
HLODOHNG, BAEFREETMOBEIRENENEZ X DILD b O E WA
SXNEEL, ERNOOER - [FROBER ELITo7 LT, RMLZEZEZNIR
EL TG,

20094 3 AICBMEEEEASTIE, (77 Fxv VAl [T4F =V ) —
NER=RL ) —b] FO TREHFOEREEEFE, BEEHR)) 2. B oMk
FEEEIIME 24T Y B LTIREL, 427 7 bFT U A KRN FAF =1 )
— IR O= N =)L [ZOWTIE, 220 - HAREEHEMHAES CHRERRZIT
Il ENT, B, (47T FFT 2 ALITOWTIL 2008 4F 10 A 14 HIZ B
ST 9N OE - BARAFESEMAES CERHEEOT — X REnEf I Tk
D, ZHICETAMHENBERVAEN T\ ZATHoT-Z EENL, FRE
SOEREHEZ., [T4F =L ) — LR =L ) —)L ] DO ARE#HZ
szt lani,

2. BITHHE
(1 ERBRHE
BAE, BOBENCBWTCL, T4F =L 7 —/LDONNZOWT, /NEE xS
12 1.1 mg/kg D EFEHENRFTE SN TV D OB 14 A EA 978144 12255 0521001
7)o FAEHZOWTIL, 4.0 mgkg(AEt: 3 » AU LA G- S s 68D, 1.0
mg/kg(’Et 3 » AU EOFZ R EEFITH G S EED OB EFFAEN R E
STV DO 14 FFRMOKPER SRR B 14 455 2267 7).,
=/NL = )UINIVIZ DWW T, BIERSME LR E S Tuzeny,
F7o. EMHE [ FEOTAX =" ) —b « =L ) — LI O T 8
DOFaE ) CERK 20 4FEBMOKFER T - BRRE., FEREHEA BN 20 HEH 8915
5. 20 AEPEER 5731 )R E S VG GAER R ED L TW D,

(2)BNESEORHBXIEHS FS514 U 1E
a—F v 7 AFEB2TIE, DON, NIV & &I TR E S TORY,
FEOED TWHEMT ODONOBHNE SUIFREHEIZX 1 D & B THDH, —
F7. NIVIZOWTIEEM L TW A EIE ARV, 1995 4E1iE. DONIEIE & A E -
SNTWRpoTed, 3 —n /N TEH K OBIER P IZmg/kg L~V DTG )3
WA SN 1990 FRZ L, HllL RO OB LE L o7, 750 uglkgDHl
HUENEUREE A S, R, Z ODONFREHMENFEEE L To/NE I



HAENTWAERKEL,
KETIE, B NEELE T ODONIZHOUWT 1,000 pg/kg D EEHEE AR E ST
W5, #1ICEUICBITADONOEHEE R LT, (Z82)

2000 pg/kg
1200 pg/kg
1100 pglkg i

1000 pg/kg |

750 pg/kg

700 ng/kg

300 pglkg

H1 EEICHFEZ/NMERIEBERFDOTAFL=/\L/—/LOONEHIED ST

&1 EUDTAFS=/\L/—IL(DON)E#{E(EU Regulation No.1881/2006)

& B e KO YE fE

(ng/kg)
KMTBIE (T 27 b/hE, =R, bUEr v ERL) 1,250
RKMLT 2T h/WEKROPA— FNE 1,750
AMT hyEaeay @EAEHHZR) 1,750
BT H OB &K O GLsh BB L& 2R <) 750
XA (R ) 750
Ny, RARMN)— Xy b BEAFT 7 BV T 500
FLo0 IR M 8 BN L & 200
EEEHEAUSND Py ED a3 (B 500 pm #8) 750
EEMEEAUSD v Er 3k (£ 500 pm L F) 1,250

F)RRUVRERICEEEBBREFEES A TLEL,



II. FESEMEOHE
1. &%, 7 FX. 2 FE. BEAX
DONENIVIE, TARFTERAXT AL AL R THLEBH N a7 /T D,
KD bV arstoix, C9,10 o EiEA, 12,13-=ARF VBRI NTEL < DK
BBEROT ' N LEERL, 209 HC-8 [LICHNVAR=VEEFFSOL DB
Narkrchd, (BH3)

(1)FFHFL=/8L 7 — )L (DON) (2[R 4)
DIbF4

CAS(No.51481-10-8)
4 : 12,18-=4R%1-3,7,15- U & KX -@Ba,7a)- b U 27 4-9-= -84
#.4, : Trichothec-9-en-8-one, 12, 13-epoxy-3, 7, 15-trihydroxy-(3c, 7a)-
IUPAC!
4 0 12,183-T=RF 2-30,70,15- MV & R ¥ U a7 %-9-1-8-F
H4,  12,13-epoxy-3a,7a,15-trihydroxytrichothec-9-en-8-one

@45+ C15H2006

A& : 296.32

3
=1 IQOH

il([H

(2)=/,8L /7 —JL(NIV) (ZH4)

DIbF4 -
CAS(No.23282-20-4)
4 . 12,13- =R ¥ -3,4,7,15-7 F 7 & X -(30,4B,7a)- b U =27 #7-9-

T -8

H#4, : Trichothec-9-en-8-one, 12, 13-epoxy-3, 4, 7, 15-tetrahydroxy-(3c.,4p,7a)-
IUPAC
M4 12,13- =R ¥ 1-30,4B,70,15-7 F 7 ReXxd N a7 -9-= -84
4 12,13-epoxy-3a,4B,7a,15-tetrahydroxytrichothec-9-en-8-one

L%%?Cﬁ¥%%%&ﬁ%%kLT%%%®%%%OH61&%%@Twé:k#%\:hmﬁdg
(&1} Zo



2. PELEZNESE
(1)FAx>=/xL/ — L (DON) (= 4)
(@) PRI : AR
(b) @A - 151~153 °C
(0) HFEEE : [0)? +6.35° (c=0.07 : =& / —/LIAHK)
(d) HD¥FF—% IR A< FL, UV 2227 kL, MS 27 FL Y NMR
AT RIVOWERD D,
(e) TRfiEME : =& ) — )L, A% ) — )b, FEE=F )L, KKE Y 2 abkiL ARG
o

(2)=/,8L/ — )L (NIV) (= 4)
(a) PEIR © AR
(b) fbs : 222~223 CERL U L AF(E T CHIEZE LIS D)
() HEHEEEE « [al? 421.54° (c=1.3 : =% / —/LIKK)
(d) D7 —4% 0 IR A7 kL, UV 27 kb, MS 227 kLT NMR
AT NIVOWEDRDH D,
(e) VMR : KITOTDNTEET D, WA IR AR, (B5)

3. EXEAEY
DONK NIV, BFAGR/NE, KRELKD N TER I V)DOIRD EIFOIFEE T
& % Gibberella zeae f )N %= O Mo + # B il 7 5 & 58 & FF R D
Fusarium graminearum, F culmorum’; F\ZX VEAINLEH6, 7)., Zib
DEIL, TESPREAED R EARFUTIES 3T %, TNETHEARSE SNTERLE
graminearum/IBIE, FEEGKRE U THHEIN, 0 REFIIMITIC K > T 13
IZHIAy STV D (RIS, 9), DONK ONIVZ AT 5 EE R H OFEE &K OEAT



LI ERIIONT, R2ITRLTZ,

FIAD IR ORI TS ME O mUWOEER IR AE Lo < BREICla 723 & OFfE
(RAL. WALV EIEBAITT 2B H10), BA, @E, PERERT 70
LTI, DONEAD EILEE LT, F graminearum(§ 7 F##0). NIVEAE D E
I3 E asiaticum(FF 6 548 TH U | ZIEN0A0 O LITIRAF IR Th 503, HiEEH)
oA & LT, BN F graminearum, IRBE RIS F asiaticum 732> T\ 5 (B
M11, 12, 13), HARENOFHA TIE, IbifE CODONVE YR IN H L F graminearum,
F vorosii, NIVIGYRINE X E crookwellense, F poaeTH %, —Ji. AMLIFEIZ
BT 2DONVBYRINE 1L E graminearum, NIVIGYLREINEILE asiaticumTH Y |
S H\ZTE H AR CTIENIVIE QRN E (Z F kyushuenseb 2 HHLTCWVWA (R 11, 14,
15),

%2 BRIZBF3TAHXL=/\L/—ILOON)RU=/S\L/—LINIV);5&IZBE 5 3 5

FE L Fusarium@E MU DIE L
wiE DURORE.  rrmzas BRI S

F. graminearum 288K + + F#HE. X bFUEODD £HR

R, K. bUEOOY EFH EICEFROERMHIE)

: ) _
F. graminearunt + Ak (1), 8E. &
£ asiaticum . + £, X B B IREE IR -
’ BARGRMLE) . BE. PE
F. vorosii + — INE BARMLEE) . NoH)—
FHE., boEODOY  BHEGFICESHE) -
F. culmorum + + B, 727, 72UAh,
Eit7AVh, AE€T7=7
FHE., boEOOY  BH GHICESHE) -
F. crookwe/ lense + B (L)
F.equiseti — + £, bHEDODY EBERE. BEH
F. kyushuense — + EFHE. X BA@EEBXR), fE
F. poae _ + FHE., boEOOY BH GFICESHE) -
' AA (dtigE)
F. pseudograminearum + — ZE% FITA—RISUT

1) DON : DON. 3-7 &5 /L{tDON(3-AcDON)2, 15-7 %t F/L{tDON(15-AcDON)2% & #¢, .
2) NIV : NIV, 4-7 & F VENIV(Z L /7 > — X | 4-AcNIV)2% & T2,
3) F.graminearum s.str.(3%3%)

4. RRORRE
HARTIE, 1950 FRUTHRNPOIROPEE L ZITIK - ZEERE LI AREE ORI
AR R EENN 3 LTz, BN & 7 o 72 F graminearum®D i35 # WH ST 5
72912, WAL BEFOHEME 2 E O ILFEF IR SN2, 2 it
L7255 T, NIV, DONZ2 ED R U a7 AbGing R s i, (BR13, 18, 19,

2 HRRIC L - T, EASNIERROMERCEL N R D, -, EHRAEOERKBRICEE T 24 OB )
EINTW5, (16 #7754, 17 #755)

10



20)

DONIZOWTIE, 1970 FZFINNETHRAE LT2ARDOYRE O MR KRE N OB L 7=
F roseum(=F, graminearum) D73 % Rd-toxin & L CHEf X L7 O N DO HAE
Th5(BM21), ZOHFIT 1973 FICED EI B W TRINALFHEE D RE S 4,

[FAF =L/ —)b) ELTHESN(EH#22), KETHIE hYyERITH
FIEDJRK & U THIEH A SIS 23), IEH DSR2 EER TH D Z L b
vomitoxin L 4 SN b D LR—WETH D Z &M, RICHD MM LR (524,
25),

DONDOFEMEIZHOWTIE, — i@ ERH &I, BEs b a7k L 2RSS 7
2% HDONDOIER « RMHFEPEIZ DWW T, FTRBE D H L & 72> TN ED B i
7eo £ D%, DONDOEMEMFRIL IR R TIEF ICHED v, @M rE, e mEEH
SOMABHLNEN TN o7z, (BHE20)

NIViL, Fusarium nivale Fn2BH» 5323 EIZ I\ THRANZ HEE S L(ZHR18),
1966~1969 127 H L/ > —X (4-7 B F ENIV(4-AcNIV)) & & HIT/bEAEE D
RE SN (BHE26, 27, 28), RNEILZ D%, 75 1R OFE R, HifE & 5
72 &M, F kyushuensel 4 S V7= (£129),

NIVOEMEIZEE T 2005815, TOEIZEBWVL T, 1970 £802 5 90 I T4+
FEFR TR EOER 2 TR E W OB M ATV, ZHUCLh, TR b
— U RAFHE R Ea R B DSEE S, & DR OAFED JT i A TR E DT T,
(ZH30)

11



. X2HICHRIAMNEREOHE

INFESCHRIE ONZ FAO/WHO A A & S iR B 2 22 i (JECFA) (2001 45) (S FR3), K
INE S EHEZ B 2 (SCF)(1999, 2000 K O 2002 4E)(Z 31, 32. 33) M ONEEEDS AT
ZEREBITARC)(1993 F) (A DGRV E A FLIT, REMIZET 5 EaB M R 2 5
L7,

1. EREVFICETHIHRANEBE
A. FAFL=/8L /7 —JL(DON)
(1)}, . KF., Bt

@ BIEBRICETIHRIRFUIELE~ADER

DONZHA T v MIBW TR R F ALRICER EIND Z L BnHE Sh = (S
fi34), D%, MeRF I ATBNMEEIC L > T EEZINDZ ERHL
WEIRD . ZOEBIZEI D EENMELS 2D I ENML TN D,

DON & > Sprague-Dawley 7 v N EHNAEY 2 24 FRREIBESAIIC LRGSR LT
ARBR Tl B BARE R 7 O = AR F ARSI AR S 4, 24 FFE 1213 90%
ML= R ARRICE L S T, (BH35)

752+ 56, =, B, A ONEBRNEY = W C, in vitro TN
HEIZ L 2 DONDOEHZ /T L=k BRIC B WO T, e b BRI R 5 SARIEME AR
D LT DIIFEGNEY T, £ZLODONE L TN SN -E&ITEAED DT
M 1% Th -T2, (BHE36)

B DOFERIZ BV TDONE, 7&ﬁ%ﬁ@%k@96ﬁﬁ@ﬁ MRS ClEi—=
RFAMRIZEB I N> T2y, =T U OBNEYTIHIXZIE 100%5, 7 H

— B TIL 35% Ao R AR A ST, (BHR3T)

7238, DONIX. Eubacteriumsp\Z L > TR FIALEND Z ERMHNT
BY . 2O E I EubacteriumE(BBSH 797) % & T el EHRINM 3 BAFE S 4.
EULSAD G —r v N3 E, R, 7U7, 7 A Y I THOGR TV, (BH38)

7 % BN~ 0.60 mg/kgiAKE D HE T 4C-DON%Z &5 L 77 Bk Tk, DONDZE
Bz bl oz, (B 39)

3-7 2 F L{LDON(3-AcDON) % 7 # #Afi L L $Zin vitroCHERMIICE:#E LTz
FERL BT B F AL SNDONIZZe ) . S IR F b &z, £z, =R
X ALRED I NWT X DOEHFIIM R AbiEE AT H/ELEAMATH L. 1 HH
Bk, 7 X EFEEIP RS AL ES LZ, (B/R40)

DONCE T v DFE—BiK & % in vitroCHFRNIZEE LT & 2 A, K 80%03 il
TRF AMbEnTz, (B41)

H2) 1 kg2 72V DON 8.21 mg#4 & Lokl Z HAITHREE LT & 2 A, filkloE
BB 5T DONIE, + FEIBICBET 5 £ TIZKHE 72 23(94% ~ 99%) it —
X AEDONICEH S LTz, (BHR42)

=U N DOBNHEEICELD N aTv O %A in vitroTHiE L7 #is 5.

12



DONZii= R F AL &, 3-AcDONKL T 15-7 & F/L{EDON(15-AcDON) (=
LT B TF AL & iz, (BH43)

t hOFEME 3-AcDONE & H121in vitro CHERINIC 48 BEEIESE L 7-45 R,
DONIZEH I NI, Be AR ALEITERD G ed o7, (BH44)

@ iR

HEDOPVGF v M 14C-DON% 10 mg/kgA T O & TR AKE L7-RBRICH )
TIEIANANAFT AT EY T 4 =33 F LTV R, 96 FEfE% T G- 8D 25%
DRI B EI S RIR T e Y O v K0 @O Al REME 2 RIE S iz, (B R 45)

£ T X (CDON % IREEHE 5-(4.2 mg/kgfilkh) L7-fER, B & OVNME O ERIC
BWTIZE A EODONMBRIN S iz, H5- 4.1 K2 IS g PR BT m RITE L,
5.8 R[] TN 472 DOND 43 3 gt S 4v 7z, o3 % S AEDONIL, /MG D=
e TE L A b, (H46)

14C-DON% 7 %12 0.30 mg/kg{RHE D & THEHARNEG: L7238k CId, R
BEROEKITIFEAEROLNT, XA FTT XA TV T 4 —I1T55%EHEE I
7=, (ZHE39)

£ T ZIZDON% 5.7 mg/kghl Bt D L CTHEI (X 5~8 IR b L 7ok
B, N AT ATV T 4 —3ZNEN 54 LN 8I% TH - 7=, (BE4T)

Y PIZDON% 5.0 mgkghEOHE TRAK G T 5L 30 2LANIZIH T
DONZDMRH ST, mAFTT XA T8V T 4 —X T.5% Th o7, M Tl
HEDONZS RN & D) 24.8% % (5D, A LISMIME = AR ¥ ALK T T v v
BBIAARTh oz, TR SN R AbiRiL, ROEGClIRGE
D 0.3% A, FRIRNBEG T3 G- ED 2% Kl CTh -7, (B 48)

By UIZBWT 5.0 mgkgKEOHETDONZ R OHE Lz & X OWRIERT
7% THY ., BEHEEOYY 6.9%DR(D B 1.3% 03— AR X ALK LE DS
&, 5.7%M¥DONXITZ DG 1S, 0.11% 03 BH oA 5 ALK D 7 v 7 v
VIR AR BRI & iz, (BH49)

L 1 BHIC D % 920 mgODONZR O G L-ilBrTid, BRI 5dEixsk o
SNTWRNE DDA FTRA T E YT 4 —IMENZ EAVRIB ST, (B-50)

fats 7 2 OWLE(E ., + %, ZELOER) O in vitroFZBRt 7 v 2 T,
DON DKUY Z 7= fE R, RAMZERGE 5 TRIX S v, (BE51)

@ &

HEDB6C3F1~ 7 AZDON% 5 mg/kg%ﬁf‘ﬁ%ﬁl&(ﬁ%%&“ﬁ L=k Z A,
THORERKIZBWTY 15~30 %It P, AT, EW&UWHJEJZODDON
BRI E 70 120 HBICIT 75~90%A L-, 7. a5 L0 bfka

3 B 5 RUTHT D IEBR MR TS BT B REEOREOEIG TREN D,

13



BHAZBWT, MR O~ DO SAIREN 1.5~3 FmroTo, (BM52)

BEFALIN(B~4 B #n) &K O i (8~10 @ n) O B6C3F1 ~ 7 AIZDON% 5
mg/kgKEDOAE TR OKEE LR TlX, DONOMES L~ 11, i~ 7 A
TIEHE 15 5B ICHREIEE 1.0 pg/mLE 72 0 | BERLE~ 7 2 TIE[E CEES TR 2
BFEOREZR LT, B ~DONMmMIZOWTHEETH -7, (BH53)

DON% 5 ()25 mg/kglREO AR T~ U AR OERSELZLEZA, MEL
72T RTOMBRIZIBWNT 30 7 T 1 RIS EIREISEL, 20%, 2-2
IN—= R AV MET WA LT, (BH54)

7 #1ZDON% 1 mg/kgRE O & CTHEFFIRNE S LTc & 2 A k21T
5o A 1% &5 3 REfE 1% Crd., L% C 550 ng/g. B < 930 ng/g. iFi# T 440 ng/g.
EEBRE NG T 330 ngl/g. T EBAENG T 130 ng/g. U > /&I T 140 ng/g. JiliC 78 ng/g.
B C 69 ngl/g. ME T 74 ng/g. F5H T 54 nglg. M T 29 ng/g. L& T 11 ng/g.
AT 19 ng/g, FZfE T 16 nglg. 15T 5 nglg. KT 4 nglgTH -7, ¥ 5 24
IR £ C I, 1L 8% C 18 ng/g. B T 10 ng/g. iflig 8.2 ng/g. IEERNENG T 3.4 ng/g.
WHHENA T 12 nglg, U >/ HiT 0.8 ng/g. MiT1 ng/lgTH V., ZILIFOHAR
NHITRH S oo T, (BHE55)

4C-DON% 1.3~1.7 mg/kgKREOHBETHEROKLG Lz=U M UIZBIT 5
A, #5 3 BEREH T 416 dpm/g(FRRiE4Z& M), 14 570 dpm/g, fHit
4,345 dpm/g, FZ THENG 19 dpm/g, MEEBAERG 10 dpm/g, Baf5 5 dpm/g, KER
5.3 dpm/g. Ml 91 dpm/g. JIFhi& 205 dpm/g. /Mg 27 dpm/g. " hi& 733 dpm/g.
¥ 21 dpm/g. JF%E 5 dpm/g T - 7=, & 5- 72 Fefi % D )45 4713, ik 0 dpm/g,
M4 0 dpm/g. NH{ 661 dpm/g. FZ THENG 10 dpm/g. REEEAER 9.8 dpm/g. M
0.5 dpm/g. KR 2 dpm/g. il 8 dpm/g. AFlE 10 dpm/g. LM O dpm/g, &
figi 18 dpm/g. A% 0 dpm/g. I 2 dpm/g TH > 7=, 96 FEIEIZIE, Sk
IR FREA, B, A L OMHH S LsiBd Do Tz, (BE56)

@ E£HRNIZHIT5H

UHXNIT v FOFIEI 7 v Y — L5 E VTR Tk, DONOARGEHHIERE
D LNz, (BT, 2 58)

U UNZBWT VT v CBREEROTEAH NI o TR W (BH59, 60),
v TV v RS R O ER T A R DT A TR B AL TV 5 (2248,
61) .

® HEitk
HEDOPVGT » M 4C-DON% 10 mg/kglKED & TR AO#K S L7-3RBk T,

4 dpm | disintegration per minute OIK T 1 734720 OEERZ/R L, cpm/FHAIZ)
FTRDBND,
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B 5- 96 il 14 T 25% 3R, 64% M3 F(E, 0.11% 3R DRI Shufz, JR KOV
200 L7k R, DONK ORI ALENFE Sz, (BR45)

14C-DON % D Sprague-Dawley 7 > NI 5 mg/kgA T O H & CHifilt O
B U745, g o 14C-DONJEEE T 8 BRI ICHR K E 2V, 9% MEH o8
VB EREE L TWe, BEED 3T%NRPICHRE SV, 7 v 7 v U aR» E
RRPRE CH - T, (BE62)

7 ZIZDON% 1 mg/kgiKEO M & THARN K G- L7ilBR Tld, mAEHE &R
X 3.9 TH Y . R K OYRH SDONAEIY S iz, (B HE55)

EET HIZ 4.2 mglkg DDONZ G Tefilft 4 7 HFEE S E7-fE R, BlorRx v
{EDONDOENI G T/ NGRALE THIN L, ERG) HUE S L7 #EE TlX, DON & Jik
TR F IAEDOND A FHEICKTT Do AR F S AEDONDEIA 13 80% T - 7=,
(& H46)

7 %12 14C-DON % ¥ kN # 5-(0.30 mg/kg : 0.35 pCi/kg) X% H N#5-(0.60
mg/kg: 0.60 pCi/kg) L7- /55, FRIRN G- ClE, 93.6% 3R 112, BHIN&E G- TIE,
68.2% N RHIZ, 20.3% A FHIZHE S 72, (ZHR39)

14C-DON 2.2 mg(1.3~1.7 mg/kgKREDO HEITHY) ZHEREOKEG L=V
N UIZE W T, DONVECHM P X dv7z, 24, 48 Je Y 72 R & TR =R
X, REEDOZNTN 79, 92 LD 98% Th-7=, (BHE56)

KD e PIZDON% 5 mg/kgRE D & THEEEHIRE 0 &5 L= #5 %, DON
F O AR 26 AL 30 RERILAPNIC ML & 5221l 5 L=, (Z2HE48)

DON% 5 mg/kglAkEHOHE T Y VIR AKRL LB T, BE5ED 6.9%
DR E 0.11% 03B 25 656% 03 F#E 7> 5 DON K UM & L TR &7z,
(ZHR49)

gD > 2 4C-DON%Z 4 mg/kgRE O & CTEIRN&E G L7 BRCix, 24
W17 £ T2 91% DN RS, 6% EIF 2 S IEI S vz, (ZHR61)

F7o, b MZBWTDOND 7 L7 v ARG R RHPICHR S35 2 & D3RR
EhTnb, (62

® WRERUEAFT~DHBT

=7 kU2 4C-DON 2.2 mg(1.3~1.7 mg/kgA T D EITHEY) 2 HEHRE 0 #%
B LTS, BEM D 24 RN OWIEIINCE F41 Tz UC-DOND i K &I
BeHED 0.087% CTH -7 1 7= 14C-DON 1.9 ugiZfiH), 6 HHDOKIE
BOE#OIN 15720 O UC-DONDR KEIZ, 1 HHEGED 0.19% TH - 7=
F 118& 7= v 14C-DON 4.2 pgl2t8) , (M 63)

=Y F VI 14C-DON% 5.5 mg/kgfil Bt DR T 65 H MRS L 7= Bk T,
YRtp o> 14C-DONDEFERITHM L7 o 7=, JRICE £ 5 14C-DONIE 8 H o
BHA IR RICE L0 gD P 118 7= Y DONUI A 1.7 ugl2fiy), = ok
BORE M TR 2 1D Lz, (BH64)
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D > 2 14C-DON%E 4 mg/kglRE DO HE THARNPEE G L, 48 Kz 7z
S THHF~OBATZRE LIRS, BIICRITER G5 ED 0.25% A0 CTh o7,
HHODOND F KR 61 ng/mL (ALK OIEESIERO I 2 1D, PR
T IALIERO R RKIEEIL 1,220 ng/mLTH - -GRAKRK OIERE RO ITH 3 : 1
~5:1) , (&HE61)

DON 920 mg# HEHRA#KE L7 76 1 B 2 RS -t s n T,
WERERL K O A AL O DONMEERFE TR DL 7= (R KR E 4 ng/mL), (ZH50)

%ﬂF"ﬁﬁEf&WHL 18~22 WD RN A Z A A FEHEAIZ DN T, falEHH ODON
FLEIZ KT TR EW CIZDON K U DO L= 7R F ALK DA ~DOBIT2 10
F'Eﬁe:zbtofa)ﬁm%%w:o DOND#5-8(1 HH7= Y OFIENZIZH 0.001,
0.085 & 11 0.21 mg/kg{RE)ITfEET M ORI EICHE L 7 - 7223, DON%#%
B U7z 2 BEIC BB ‘T?Lﬂaﬂjﬁ@ SR OB LTz, S ~DDON K UMk
TR F AR DBATIZERD B2 - TR RS 5 ng/mL) . (Z865)

HAFIZDON% 8.21 mg/kgﬁal?&ﬁi&()\“lz77 L/ (ZEN)% 0.09 mg/kgiz /g
EEOPEE CIREHKRS LB TlZ. DONM O R %2 EDONDILH F~D
BATRE 5 2ICx 7 2 it~ ot EiE) IXE 24 0.0001~0.0002 K O}
0.0004~0.0024 TH -7z, (BHH42)

RIVAK A FEMEAIZDON% 5.3 mg/kgir BB ORE T 11 @M it 4.4 &
HUNE 4.6 mg/kgHL B B O E T 18 W7  IRETHR G L7-f5R. it Hhic
IZDONITHH S22 o 7208, B R AR EL 1 kgl > & MHRALL F~
3.2 pgfH &=, It ~DB17%RIZ 0.0001~0.0011 L EHTE 5L~ TH
>7z, (ZHR66)

(2)BFERUVMDEILLENTA—FADORE

HEDONMRI~ 7 A ~D 6 ## FIREEHR G ERIZH8V T, DON 10 mg/kg & A fiafh
HRE(1.4 mg/kgREIZH YY) CHREHEMENLAE B @<O.0DIZE T Lz, BEGHRKT
IRE D Fif A TRE It 22 i % ik > f:z’n vitroDWIGEER TlX, K, v, NU T RNT7 7>
K OBROWAL~DEBNIZR D B dr-> 7253, DON 10 mg/kgé.\ﬁ fakHE 5T R
WTCT TN a—ABITRO LT DR 3380 5172 (p<0.05), S HIZZEGIZBIT 5
5-AFIIT b T b N uBEROBATER K ORHARE R e K 50%/5@\ L7, DON 10
me/kg & A FEHEREEC BT DT O~ o T R OE Y 75 U EHRNMED - T2,
(ZH67)

8~10 M DOKED Z » FbfaH L7l i 2 HnWical R cld, #3278
N ODNAD A RRBAE 2 5| &t Z 3/ NEEEA 1,000 ng/mLTHh - 7= ((HERITZEN
ZIT72% M N 53%), —J7, [Fl CIRE CRNAGRIIEE S iz, (BFR68)

DONIZ. in vivok Oin vitroDRERT=7U MV /NGTO TV a— A K OT 2 J R
DHLY iAF % Na+/D- 7 )b 22— 2 kK ) O'Na+/ 7 2 BRItk 2 HE T 5 2
Ll X vl L7, (69, 70, 71)
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HDOWistar7 » b2 1 mg/kgAETDON% 1 H 18], 3 A F#&E L7=fE R,
A2 Za—2 R ONEBRRMIEE SN L=, £/, fRAF D7) a—
FroDOWENEM L, MU ZU®T A RRED LZ, (BRT2)

FEAED N TR E U RTEOEKERET S, ZOHEICIE, C9 &
C-10 M.DORFAFIFE AT T 12,13- TR F T EEAME L L, T OMHE L E#R
HIZL-oTHERRSD, N arvridBEEMEY A Y —20 60SY 7=y MIHEE
L, XTIF VNI T AT 2T —BIENEHET D, C4 MICEBRLEEL 20
DONEI_TF R EZLET H(BMRT3. 74), Z o7 EEKOMEEIZ. DON
BEte N artvrOFEELRFEHIERAEE 2 5NDH(Z/T5), DONDIn vitroT?
R, T2 X0/ 100 50D 1 THDH, TRIEEDE W R ED7-H, DONDIn
vivoCOFEMEIL, in vitroCTDO X X7 ATk T HERICESW T PRI 5
LY i 5 EEX LD (ERT5, 76),

B A AR %9 5 DON O Al a1 2 AR B -CTE M O E I W A REETH 5
MTT% H Wiz Lo Tl L7255, CHO-K1 #ifa(F- v 4 =— AN AAH —
HFEL H SRRV AIE) . V79 M (F v A =— 2~ 2 2 — il SR b fm) . C5-O%
fa(Balble~ v A7 Z F 7 YA b HEEALHIIE), Caco-2 Mfa(t b 1ML B SRR
fid) . HepG2 flifa( e b Ik Sk b AR D) DN IS D @& < | 48 REH 2R 1% D 50%
HORE B AE 2 PR 5 2 B (Inhibition Concentration 50%, ICs0)134% % 0.27. 0.49.
0.54, 1.02 %" 8.36 ug/mLTdh -7, EMTT)

Z v MFPHCHIIE A 10~2,500 ng/mLODON T 24 BREIREE L /-1, 4 FEisE
L7z R FlEeT & R 7 —8  ALTX OCASTAEENN L, fifaAEAFR 0380 LT,
MTT7 vt A2 X DIC5 fEIX 1,200 ng/mLTH-7-, F£7=. 10 ng/mLLL LD
THREMNEENRD v, MaEEEMIHEEFN T, BElX 50 ng/mLTH
>7, (ZHRT8)

HuH-6KKfflifa(t N AFhge kb fiia) 2, DON, 7 & F AENIV(AcNIV) & O}
NIV%4 0.15 mg/L& A9 2 MM iER I CRE3E U 72kE R, MBS ] S iz,
MTT7 v EA I8 2DONDICs fEiX 1.1 mg/LTh -7, (ZHT9. 80)

K562 fifa(t k7R A s B SR LR 2 VO CTDON X O'DOND 7L 7 v g
A RO ENEIC OV T, M HECIETE ORI E I AW LRI TH D MTS % v 7=
AMNEMERIEIEIC K - THfE L7255, DON1.31 pM T 50%: i 2 G BH 2 %
B U722, 77 v U Biae & 7-DONTIE 270 pM £ TH E 72 M EEIIRE 0 5
nigmotz, (BH81)

3T3 #fE(~ o & K2 J& i Sk kAL AmAE) 2 FH VY TDON, 3-AcDON, 15-AcDON & UV
TR F AEDONDMEHEIE~ D% 5-7 nE-2-T 4% v ) ¥ (BrdU)ELY
IAFNZ KD FPARTHER, ICs EIXZE L Z 4 1.50+0.34 mM(444+101 ng/mL) .
14.4+1.59 mM(4,890+537 ng/mL), 1.51+0.24 mM(510+80 ng/mL) X%
1183.0+8.77mM (23,300+2,460 ng/mL) Th-7-, (ZH82)

DON(10~100 uM)iZJ774A.1 fifa(~ 7 A~ 27 v 7 7 — UMM IR K
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NS T R b= 2B L, 553 72 BREICHIT 51050 EIX. 16.8+0.2 uM T
>7=, (ZH83)

F 72, 7 X BEAIE 2 VO CDON E 7 X IBNEW & K3k L TR L le R v
{EDON DM ZMTTT > & A 12 X 0 RE L7k R, DONDBE =R % AL
fadEtE oW LR LT, (BHE36)

PLEXY,  DONIZ., 81WfEL OHEIC LI TENRH A HDOD, EITH=RF 1k
KNI T o BEERIc L0 . 3ROV EERICE L - (ET S, JtDODON
Ll blc, REOEMRICHS NS, (K2)

" B TAREF ML
H (BAHE)

OH = CH,
CH,OH

FAX =L/ —IL
(DON) ., .(DOM-1)

.._______,_________________________'_ __________

DON% )LoOVE || DOM-14" )L o0
k=Y. =L 7.

o J

- R
K2 FHTAFL=/\L/—IL(IDON)DZEH - REDBE

B. =/8L/ —JL(NIV)
(1)}, . KF., Bt
@ HBEEERNIZCETEIHRIRFIEE~ADER
NIV IZIENME #EIC L iR b S, mEORWBERICERIND 2
EDRHBINTWD,
NIVZ 7 % 3 & & $ 1T in vitro TSR IIIZEE 3 LTS 8. e R AR A
Haxiiz, £/, MoRFIALEROWT X OEE IR Abiex 9 H#
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BAEEBAMT DL, 1EBRZRICIET 2 #EIIMo R ALiE 25 LTz, (2/40)

NIVEZ#GTHREIO T X OFEMAENIVE & HIZin vitroCTHIREEE LT E 2 A,
NIVORL =R AKIT AR L o7z, —FH, 72 2.5 Xt 5.0 mg/kgft}
DOPLETNIVE 1O D IREER G LI-AER. IBPVHIE 23 NIV Z il — 48 %
NETHREN EERG LT, 208 OFEMEZDON L Lc & 2 A, In vitro
TDONDOF=RF AR E AR THZ ENTE, £/, NIVE T VE—Fik L
% in vitro CHER LT LR, K 80% 3 il R ¥ b s vz, (BFE41)

@ i

MU F U LMEH LTZNIV & ANIVEZ Z 240 20 TN 18 pg/kgRE O H&E T,
MEDICR~ 7 AIZH&EHIRE 4% 5 L= & Z A, NIVIZ 60 /012, AcNIVIE 30 45314
I AE PR EE S IR RIZE#E LT, AcNIVE GREO IME i KR & AUCIHE, NIV
BRI L TENEN S LN I0 EETH o7z, AcNIVIZRIN S 7=tk
RO CHECMIINIVICAH S -, (Z2HE84)

7 #42 0.05 mg/kgREDHETNIVEZ 1 H 2 BHRER S L. IR K OVg B
BIRRIE DO B 7 —TF V%l U TR Z IR L7z & 2 A, NIVIZE 5 RIX
S, MRS o TR OHE: 20 431570 NIV S 4z, 35 7.5 KFH
BETIZ, BHEED 11~48%0WIN S 41, MAEHIRE IR 5% 2.56~4.5 KT
RRIZE L, (BHE85)

AcNIV% 2.2 mg/kgiREOHETT v A 7 — KT & /VIZEFRIRN X3 O # 5
LIFFREZIIE L& 2 A, BIRNEG TR GHE HIINIVAFE D Hiv 20
NEETEWECTH -T2, 2, BRO&sET i%z“%u 10 43141 AcNIV . O'NIV D
I AR IR RICE L, KERS DACNIVIENIVICE HICAHB STz, RO
HETDANIVONRA T XA ZEY) T 4 —5(%7 r:w’ Z7—7T 9.8%, 7 E/LT
19.5% TdHh -7z, (B 86)

@t 7 2 oL E(E,. + 2. ZHELXORER O in vitro 8T 7 V& HW
T, NIV ORI EZ TR L Z A, RENERS 7 TRINEh . (B 45)

=T N DOBERNMEEICLS N aT v O8fEEin vitroTRE LT-3 BRI
BWT, NIVIZBTRF AL SN, AcNIVIZEICH T B F b Ehiz, (3/43)

Caco-2 fii % 7= in vitro?D EER T, NIVO EJE-Seig~Olgk Lo R /L ¥
—KFRICTH Y | -~ ORI ML CTH D Z LaRE T, (B
87)

@ &~
cUF o LEHR U7-NIV E AcNIVZ SR 17 A H OICR~ 7 A2, FILZE1 40
KON 43 mg/kgRE O H & Tl 055 Lok, 6 LT 24 K ICHIE 21T -

b B RITHT D IEB MK TS 31T 5 REEORBEOFEIG TREN D,
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o BEEMTIE. &5 6 KON 24 Byl & bIS, Mg, AFleE. . MRARIC
MR BTz, B~ 7 2B TS O s 2 & T 2l |2 6 BFRIER 2> b 1L
FHEMEN RO DL, LYLIREY ERIRE TH -7, (BH88)

@ HEERNIZHTHLH., B

WXL T v NOMIER 7 v Y — A5 E W2 TR, NIVORGETEEE
D BRI T2, (BIRET)

U F U LR LTZNIV & ANIVA Z 0240 20 KON 18 pg/kglRKEH DO HET,
HEDICR~ 7 AZofil#E OB G L7-ikBR CTld, #5 48 Wil T, AcNIVE G~
U ATIZEIZIRZ I UTHEERM AR HE S =03, NIV~ T 2 TlidFic
HEZI L COHMTH -7z, (BH84)

D WistarZ » M2 2~3 H ORI T 5 mg/kgKE D HEDONIVE & 12 [[lF% O
BEH LTSR35 L7ENIVO 80% IR % SAUNIV & L CTHEMEHIZ PR S 4,
1%I3R I HRE Sz, # 5 LTENIVO 7%I3 3 12, 1%I3 R IR bk &
LTt ahz, (2H89)

7 212 0.05 mg/kgREDHETNIVA 1 H 2 [BHREERES- L7258, NIVIZEIZ
#HEPIZHRE S e, e, R, EERIZBOTNIVORGHEDIZZ V27 v
VR AIR, BRI AR, IR AENIVOWT R HEO b oi-, (B3R
85)

=7 K UVIZNIVZE 1,3 X5 mg/kgfifl DR EE T 50 H ERATAR 5 L 72/ 5.
FElgE M ONEH HI IR & O R ZAVIANIVSZR O Hivlz, F72. #EHEHIINIVED
it AR AENIVAMEEE O KK 10% 4Rt S iz, (ZH90)

® MEUVILFT~DHT

U F U LR L7ZNIV & ANIVZ L OICR~ 7 212, ThvEih 40 KO
43 mg/kglKE O HETHEAIFE DG L%, 6 KU 24 RFEEZICHIE 21T - 7o i
R BEW OB BEHEE SR SN, oL Wi~ T 2 DR O g
B b BEHEED R STz, FET B E D525 AcNIVIZEIZ RS
DENTNIVICE# SN TR IBREA O~ 7 RIBITT b D EEX BRI,
(Z1H88)

(2)BRRUMODELLRENRATA—FIADEE
NIViZHelafifa(t b 75 B REILIR) OHEFE A 0.5 ng/mLOJEE Teallkl
L7, £7-. NIV 5 pug/mL T, #2327 &5k ODNAA & 1 EF 52 2 L&
L7228, RNAGRITITE A ETE Lo T, (BHE91)
HeLaffific, NIVZ 15 ug/mLO & T 1 4 BVEH S 8724 5%, RNASKIELE
ITFRON SR T=0, R VR — LD Es X2 Lz &892), Fi-.
ZOfe NEFMECEERE. BREEE Y )BT LT H B E 2358
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i, EDICsfEIX 0.3~1.0 pg/mLTH -7z (BE93) .

X OMRIRMERICNIVZ B S B2 R, # o 7 BAEmZE L. ICs
1% 6 ugmLThH o7, /2. R 7 2= LT T = DEMEETDICs EIX
0.5 ugmLTH o722 b6, VR —AL~YULTH R EERERET S Z
ENEZ BN, (BRI NIVIZ=—L Y v b EKEEMIAIC T 52 0 H
A RICs0. 6 ng/mL)} 'DNAA K ICs0>10 pg/mL) Z[HLE Lz, (M 95)

NIV(10~100 puM)IFJ774A. 1 AR IR BEARAFAC T R b — 3 A 2358 L | K55%
72 FERIZ 1) HICs I, 11.240.8 WM ThH » 7=, (Z:HE83)

3T3 Mz AV TNIV, 4-AcNIVE O =R ¥ SALNIVO Mg~ D f 8 %
BrdUR W iIAZIZ K D AT/ R, ICs EHITZENZE4 1.19+0.06 mM
(373420 ng/mL)., 0.72+0.04 mM(255+13 ng/mL). 64.2+3.14 mM
(19,030+930 ng/mL) Th -7, (Z[82)

NIVZ 0.014, 0.071, 0.355, 1.774 }¢(* 8.87 mg/kg{RE DO H & T 3 [A], 4
BRIz > THEDOCHTB16 ~ 7 AT &G LIzfER, v=Ax¥ 7 a vy ME
(2 K DIEHTTIEP450 1a, 2b, 2c. 3al M 4aldZAb Liehno7-, (BH96)

UEXy, NIVIZ, 8L OHEIZLE>TERH DL DD, FITHANMETEC

LB RF ALY, TBEMEWFERICERIN D, ZOFEKRIT, B
NTWRWIEDONIV E & B, REOFEM RISt SN D, Fiz, AcNIV;taz et}
7Y F AL ENTNIVICEH#: - (s nsd, (K3)
4 N

k""“ BTRFAEC

oM =

O (SE4h-IAMED 43

A . on  (BINMIE)  on: C & L.
7EFILENIV =L/ —)L BRTARFAENIV
(AcNIV) (NIV)
| | .
} ! }
=K

H3 x

B\ /—=ILINV)DZE# - K EHDOBE

2. RBRBMFICHITEHEML
BT —Z DL ELDOITHTZ->TIZ, DON I NIV ZnEnzikb Lz L &
DEF R 2T R Z W SN 2720, BANICHRM 25 LTIcT —2 2 v,
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L DFEFRPEA L T D ATRENED & 2 A SRTG Yl Bk 2 352 5 L 72 ZBRIZ DWW T,
VEIZR L TEE L Lz, £z, SEOFHIT RGO DON KT NIV (27 % 5F
MTHDZ b, BRARGEOT—FEZHLIZEDE LD,

A. FAEFL=/8xL /7 —)L(DON)
(1) 8%EHE

DOND#E O 5T L 2 BB S ELDs) & & 3 1R Lo, MROMREREIZE S
DONDFEMATR E LTiE, WMbE. U o SEfk~oREE, £7-. IEHVEH %
Tbh o,

£33 TAXI=AL/—)LON) DRMEROSEFHERS (TS LDy fE

TR K OSRHT BeHE LDso 2

(mg/kg AHE) SCHk
~ A, DDY, /. 6 k54 DON 46 97
~ A, B6C3F1, M, HfEALE Fi#d DON 78 98
=U U, K 1 Hin K54 DON 140 99

O LDso X, ~ 7 ATERDONEZ G L= & X 46(ZFR9T) L Y 78 mg/kglk
BEEHY) L MESNTERY ., WMWL& M, B, BIMOEL R ERHEETH
>77,

B6C3F1 ~ 7 (1 &M 3 PO) D HE[ER 0% 5- 0 EBR Tl, 100 mg/kglAE D H&
T, HLE. BHE Y VSRR AR BN WS ST D (2HE98), DDY~ v
Z(1 #EME 10 PO &2 AW ZEBRTIE. 32 mgkgREL Foi&bg T, HEHHIMm, <
HEE T H ML IR MAATRD 5TV D (EH97),

72 OEAE G OEBR T, 0.4 mg/kgREDODONEKEIZ LY, + IEEEE T
i - KBE), ZEAGGEKE ORI, FEREKIZE, U o )ARaiEgE), BB XA ek
58). IFlR(HIAR Ze s i - 8850, R ENR A LT, (ZH100)

EEREMIZ BT ADDONDOEREIC L AIEM 23R 4 1B LUz, RN &K OREIEN

G TH- THREAKRG LR LVNVOHBETIREA R OND Z 005 EHA/ERI
MR LTebDEEZBND,
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R4 TAELZNL/—)LON) 2885 LI-RBRBWICE T HBHDFE L H

e
¥ 5 5k EDso |®bBNTZ ot | B
B () . | B5mE S T L (m/ke | ol 5| ;; it
R KHE) | E(mglkg =
N
- 0.1 mg/kg AHE TiL, 6 BH
1HEMN 57 82 43 T 1 [AlNE
-
0. 0.075, 0.1 -
LG N ) *|+ 0.2 mg/kg IRECIX 3 AP 2
o R DON |0.2. 0.4 mg/kg| ... g 0.1 0.075
N (k). HmE SHA 514 1) 68.5 43 TR
975716 fﬁi‘ e i 101
(lﬁgwiﬁﬁ) +0.4 mg/kg (KETIE 3 FT~
= TR 59 4% IR
P 0 .0.025. 0.05. 'g'ﬁo;ufggkg R 3 5 2
— e 1] 25 7)™ Him
iy, wig | DON 00, 0.1 021,075 meikg fimnt i 3 005 | 0.025
888 B~ AR
+ 0.05 mg/kg RE T3 EEF 1
FHDNEE1% 56 4y TEM-, 14
4y TET A Re
9 il % 0.0.025,0.05. .
(7& B £ i[5 DON |0.075. 0.1, 0.2 ?[é()uff;c 3'1 mgfkg RETIL 0.065 | 0.025
NE mg/kg (K -0.2 mg/kg (KE T 3 FT~
TSNS 19.3 25314 IR
L) 16.3 Sy ke
+ 0.05 mg/kg RE T3 EEF 1
EE N SN
o g e 5- 0 .0.025,0.05,| A
:;; e 101 71 2 455 58 DON |0.075. 0.1, 0.2 ‘;;;ig;uggkg HETS3 0.05 | 0025 | 102
apeas |1 mefkg (K - 0.2 mg/kg KE T 3 G 2
BH DS g H-
+0.075 mg/kg IRE T 3 FAH 1
g I S | s m 0 .0.025,0.05,| EHMEM:
(Ema 1'E’5_A pon|0-073+ 0.1, 0.2/-0.1 mg/kg R CITMEM: 7 L 0.075 0.05
K), HilA] ¢ mg/kg (K HE - 0.2 mg/kg IKEC 3 HEh 2
N A
HEE N | o . 0.025. 0.05. .
(3 o o B0075. 0.1, 0.2| " 0075 melkg RELLLET 3 0.075 | 0.05
AL _ . ~ . ~ . E /\‘\ §|]E‘u . .
K. win |15-AcDON mefks (K H =T Mg
TH, d—7 H P
77 T IDMS0) | s
T 68l i K54 DON 0.075
zﬁ'z)ﬁ%k\ 15"*%\ W] 103
g +
(17 4~65H) ﬁ H";%E Fi# DON 0.02
TH A=
:/ia fg 5N
N i
e, 8~12 i (2 2 IR . 0 . 0.03 mg/kg
i 15~ ). 30 43| K5H DON e < MEH72 L 0.03 104
2T(l)l\<g (1%%38%K6@
2~4 §H) B
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IR A 45 -

(A 2 R Ui 0 . 0.01 mg/k
). 80 43|ks# DON iy SR8 pEnk L 0.01
BXIC6[E
k5
7y a—s B ARG _ A
o —, F3|(4 B K55 DON ?n‘/ko'{giﬁ‘ 0-3 O;Tf/,ki){iiﬁﬁijﬁ# < 0.3 0.03
K. 8~12 38| /K). i g8 ST 105
. 15 ~|FkiNE s
20 kg (E PRI 0 . 0.01 . [-0.1mgkgKETA4EHT~T
(LRE2~ 45| K). FDON |0 1 ofke (R | 7% 15 20 LU IC g 0.1 | 001
B [m]
T X MR,
20 kg IR, 4 |K% DON Zo‘m:/i‘g ﬁ?]; IR L 101
(1 8% 4 58) )
=R
vy —, BB 0 . 4.7 mgkg 106
e, 9~10 ¥ [JEAH. 49 H k55 DON |fid kb (0.19] - @72 L 0.19%
#in, 27.5 kg mg/kg R/ H¥)
(1 #¢ 3 5H)
* 44.4 mg/kg AR C 4 HF 2
FE AN M-
- 97.2 mg/kg filkEC 4 BEF 1
) . L 444,972, T2
TH. 1.5kg BAT. 4 ANTi5% b (1)249 2;75 I N AR
AgeamE |70 vER Oy o éﬂ*ﬂr “1-124.9 mg/kg BT 4 GH 4
merss FEpA A
+227.5 mg/kg BT 4 5HF 3
S g 107
75, 8ake e 1 | AT S PO T 1197 mekg gL EC 1 R -
(1#E 450 vER Y mefke STk SRS
0 . 1.34, 2.55.
74, 11kgl, ANLIGR R 512 0 639 o | L ¥
s PR 2LE 0o 783, 863, 11,0 " EIER L 0.6
mg/kg ik}
TR I—7
N — 75
72@;{ U:;ff% A% R0 | 5.08. 145
s 71 23 \mglkg FEHO | 108
- ~ = < IEH-7
Z‘%ﬂ{f‘ B4R 5B | g s ssl0.9. 0.42 meikg| TS L 0.42
(hﬁﬁm% Yo |tkE/R)
5H)
TH, T4kg |,y N 0.5 mgkgtd . 109
(1 i 64 57) 1BEE. 35 H |15Yw/NZ ¥ ME7e U
7 2. B
%, T.7kg |, o e (02 0.9 200 [ 110
(1 Bk g| e B (RN & o iy | B L
5H)
S f i b 11
23-27kg |REE, 9 ]7;:_]:::/1\ 5mg/kg fi#t| « 5 mg/kg ikt Clg it
(1 B 15 89)
4% .64 0 . 0.025, 0.1.] - 0.1~0.2 mg/kg (K T#H 5
¥ CIBRTRE . |y 0.2, 0.5. 1.0, oI g 97
N R T R e L e 010 | 0.025

RE

IR
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A% . b—7
o 0.1.2 4. 6.
’; }iif U7 8. 10 mg/kg fil
R N sRIEYL/NEHO . 0.075, L
. 15 ~|REE. 14 H ; 5] ?1(5 0.3. 0.45 - 8 mg/kg FAEHLL L CHEM: 0.6* 0.45% 112
(2101%% 9~14 0.6, 0.75 mg/kg
g8) IKE/A*)
. 0. 1.2 4. 6. -4 mgkg fE<C2E] 15
2 1
;ijji 8. 10 mgfkg fil|  ASELE:
. SRTEYL/NEHO L0.05.0.1. | - 6. Ak R - 7
h~T L 1~9|JRAE. 14 F ; i ?2(0 0030504 GL 8 mefkg fHCILIRM 2 0.2% 01% | 112
ﬁﬁgjgg 0.5 mg/kg (K| - 10 me/kg Tk T 8 Fr 4 55
- F*) N A

* . JECFA |2 L % Bl

7 H ~OHEBEFRE D& 5 O%A . R/NEMH X 0.05~0.1 mg/kgiAE TH -

oo —J7, IREEH5-TiX 0.19~0.6 mg/kgiAHE/H O HEFE TIRHEITERO 5T
W E 7. A X CHEEEDON® 0.1 me/ke{kE D & T4 5 CURI-23 385 5 U778,
IREEEE5-TlX 0.45 mg/kglRHE/H O & F TIRMHIIERD 5TV 7RVW(EIR97, 2
112), &Y T ROT ZIZ 1.0 mg/kgREO &% FRN 5%, DONIZ, HE =4
WHICHREH SNz, 77X TIEe Y VO 25 FEOBENKE X HIRICET L2 N
IRENTZ(ZH113), T h =2 (5HTs: 5-hydroxytryptamine, typed)= & A&FLEHi
HoOFEIZL Y, DONIZ XL 57 2281 ZIEMS 6 &z & v ) #wERH H (&
fB103), 7=, o i¥H T 5HTs AR &I LI/ NEEB O Il EH 23 i Sh T
BY . HOESCHNEHIRIELENED 5T b, (B114),

(2) BRESEHER
# 5 ICDONDF G & 2 diatmi B Ofs R 2 Rm L7z,

x5 HFHTAX=AL/—IILON) ORORXFREEREICLIELHSHHABROBR

i i EEN LOAEL | NOAEL S

B FE L s | (mg/leg £ | (mgfkg K AT L (m%/kgg)ﬁi (mg//kg)ﬁi% %5 Sk
) #/A)
0. 035 - 2.5 mg/kg Bl T
~ A 0.25. 5,10, " " A LD P,
BALB/c . TH 20, 50 3'37‘ 615'3‘ 10 mg/kg fAHII_E TIRE 13 0.67  \TERAER
4~6 Il T AN W iR oD 115
(1 HERE 4 - 2~3 WP 5T 4 P 3
) 30 B |0, 10~20 VCIC F IR AL % 5 DA
B 73 B

< R \ @o. 037" 8 mg/kg FAlE CIEEH EJH
ICR, 3 # o6 149 | 2
Hi 148 |02 4. 8 (ﬁk@o 641 - 2 mg/kg fRILL ECRE|  0.87 116
(1 TR A5 081 ‘15')9 Y| BN oW (), R i
10 L) T BRI DI
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0, 1.2, 1.8,| « IREEIEINHE K ONEEE B
o A 0812 16)y, PR Bty 72D 12
i 14 H 117
e 0048 |y og 1p| 4 meke MESUETHE
T IR ‘
- ABRHIINIC 7.5 mglkg
RE/ A& GRETIL 24 [T
~ U A Hr 23 PLAET
Swiss-Web - 2.5 mg/kg RE/H B HRE
star, B3l 0,075, 25, TIE 24 PLrp 12 PLIETS
# 35 1 75 . 2.5 mg/kg kE/A L Ec| 07D 118
(1 #KE 24 feiik - BRR - U R -
1) HILE DEAL
- 0.75 mglkg K/ ALL L
CIRE & OB AR 28D
~ U A
NMRI . 0014. 014 |10 mg/kg falkECARE N
18 ¢ 42 A |01, 1, 10 |, | POl SREFREVIALRE  1.4° 0.14* 67
(1 BERE 10 14 %
Jt)
~ U A
B6C3F. Jift 005 9 5|0 007 |-2 mgke f G A E N
% 56 H 16 '2‘5 T 7028, 07, | P, IFlREE. BEE| 0.28° 0.07* 119
(1 mEME 8 ¥ 14, 35 BoRED
Jt)
- - it 0.25 mg/kg A&/ LA
7 by FX O 1 meke (KE/
Sprague-D - . <
awley . [ 0.025.05.| D SRR U
A 60 H 1 A o 0.25 120
(1 Pl -1 r}1§3/kg ﬁ—‘ﬁ/\ﬁ T%Hﬁ&
95 IIC) Qﬂ+ﬂﬁ-§cf©%;V/H&@
A S FRH D
7 v b
Sprague-D
j‘gé?zywé 90 H |0, 20 01" - SRk 1 121
(1 #EE 10
pL)
& d— - 3 mg/kg flkl CHEAT R K
T —, 0. 0,08 OMA 5 18 0 =& o Yk A S
10~13kg |32 H [0. 1. 3 0ot Wi ffgEha—2r 17 V| 0.24% 0.08* 122
8=+ ’ VRN TF Y — L
6 58) b
7K, d—
73—, . 5 (900
275ke  |7T# |0, 47 0. 0.19 Eiﬁu;i:gf ((2230//")) RE ) g 106
(1 BE LB i
3 5H)
7% 10 kg 0. 03. 06, |0, 0.012,
(1 #BEME 918 |12 0024, < ARE MR 72 L 0.048* 123
5H) 0.048*
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- IREHEINRPA 72 L

. - BERAR A L

7% .60 kg i s
\ - BB U > SERIZHSO IR

1 ~ N A * "/EJ > N *

;E)Ei 3~6(90 A |0, 1 0. 004 T e gy 0.04 124

\ 0 (AT AT T 7

V)

7H, 9— - 6 mg/kg ¥} DON T
2 \‘/‘?M 0. 6mgkg éﬁ%&w{dsﬁi%bﬂb%@ #5 DON &
12~15 i _|PoN Wb 15-AcDON ¥
i 2~3 38 | +2mgkg -DON tZdfho kU = I¥ 3AcDON| 125
(1 FEHE 5 15:AcDON X TEUVELEOMICERK & OBAETEH
5) 133-AcDON REAEERIZED LN L
- ot
R BN 0. 03. 06, - FEETE K OMKRE RN 1
9.8kl BE8 I |12 WAL 126
I 9 §8) - ASAT OHEANEETH
ST R T CIEATE. REBINER, M
Lo ﬁ?%‘kii;ggﬁ e

" T A=K ik I3 .

v 1 HM .\ . L N — 6" B o 2
Z%ﬂgiéla 0. 20 0. 16 R LR R oEE| CHEELTCH 127
) FDBEs L HiDON

- MEH B L N
- 1 mg/kg {KE/H LI LT
T v RN
(B ;722 14 A 1. 5 MR OBD /MR 1 128
G5) fIEROWBD. 747V
) I R R

* JECFA |2 X A #a & fiff

D vIR

BALB/c~ v A(1 B 4 PU)IZ, 0, 2.5, 5, 10, 20 X% 50 mg/kgfil£H0, 0.35,
0.67.1.3.2.7 X% 6.5 mg/kg{KHE/H IZFHY4)DDON% 7 H IR G- L2 3.
TN TODONFGHE CHEEFERD . 10 mg/kgfiBtLl b OG5 CIRERD & O
iR BB BB bz, £72. 10~20 mg/kgfilEtODON% 2~3 #H#&%5 L
TR 4 PEH 3 VLI A IR L & £ 5 DR RN D H 72, LOAELIE 10 mg/kg
filkH1.3 mg/kgAE/H), NOAELIZ 5 mg/kgfil#t(0.67 mg/kgkHE/H) Th 7=,
(&H115)

ICR~ v A(1 BEMERES 10 PE)IZ 0, 2. 4 X 8 mg/kgfiil £t DON% 14 H [j#
H L7zl Z A, 8 mgl/kgfilfHx GRE TRl 7T A, %¥D 7 A& bRHTHED
BEENAEIZHED Uiz, 2 mg/kgfil Bl 2L E OGO MED AR EBEIN=R 31
Wb Uy, %0 2 1 B ClE 8 mg/kgfal & GREO A 038 Lz, £7-, DON
B R CRMEBOAE RO PR bz, (BH116)

ICR~ 7 A (1 BEMERES 10~12 PB)IZDONZ 0, 4, 8, 12 X% 16 mg/kgfilkt T
14 AFHREER G L7 R, 8 me/kgf Bt Lo Bt CHEEE O 2N, 2T D
B 5 BECIREEIMMEHE 2B bz, (BR117)

BlEFL1% O Swiss-Webstar~ 7 A (1 Bl 24 PL)iZ, 0, 0.75, 2.5 Xi% 7.5 mg/kg
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{KTE/H ODON% 35 H fEshilie 0% 59 2 S8 Be G- el s 326 < iz, &
BO2HETITRBRTIZIZE A LD~ T ANET LT, 2.5 mg/kgKE/H K 5HT.
fi R R D . I 31T B U oo NER & S i oo ek B OVERE AR O SRR & /s
ks ERZIESE A FE Hav, B BEGRER AR I BR K OVIR i BR ifn 384 00) K OV ik =21
RTA=ZGPRMEREL, ~~ N7 v M, ~E7 B R, SRR M ER 55
BEORWINCHLEENRD bz, 2 ToRGEEIZEN T, BEERD, KE
Wb MR B OV oo AR e B B DI 1 QNS H O FE 6 BB OB TR BTz,
LOAELIZ 0.75 mg/kg{RE/H ThH -7, (Z:R118)

NMRI~ 7 A (1 ## 10 B2, 0, 0.1, 1 XX 10 mg/kgfil£tDODON% 6 i ]
IRATR G U7 fE R, (RERINT 10 me/kgfdBlODONA 5- 2 =R CHEICHED L
7=, (BHE67)

B6C3F1 ~ v A (1 BEME 8 PB)IZ, 0. 0.5, 2. 5. 10 X% 25 mg/kgfidktdDON
% 56 HREREERE 53 2 KAE B G- 3 BR s 320 S Auiz, 2 mg/kgfal Bl Eo#e b
BECIREIINFORD RO Hive, Mg, b, T, Bk Ok o E &5 H
BIRFEECHECD L7223, MRREAO 2 b1X 7292 » 72, LOAELIX 2 mg/kgfidkl (0.28
mg/kgRE/H), NOAELIZX 0.5 mg/kgfi#}0.07 mg/kglk&E/H, W71 HJECFA
L DHREM EEZ BN, (BR119)

@ 3vk

Sprague-Dawley 7 v k(1 #EERESR 25 PO)i2, HERDONE A #£H0, 0.25, 0.5
X% 1 mg/kgRHE/HIZF M) % 60 HM#5-3 2 KB G #HMERR e S 47z,
T ARTOFRLGHEOHEK N 1 mg/kgASHE/H i 5-HEORE T, BRI L 5 REHY
PN 258 O bz, £72. 1 mg/kgRE/ H 5 5-HE DO REIZ I\ T2E 05 & OIS
BT I VUV IABENEREIZEAD L, MEFHRINROVER T A —5 | fid
B E, WONIRBEHR T LICAEEREITR D b ho e, METIE
LOAELIZ 0.25 mg/kg{R&E/H & & 2 b, (BH120)

FEHL L 72DON% 0 XX 20 mg/kgfilklt DR E TlEDSprague-DawleyZ » hiZ
90 HM B MR SEIoE 2 A, AEREIRIT RITBIE I N> 7, DONEE
DT v MIFBSHRDMED o 723, fELREE X 0o 7o, SR EIZTDONE
Bl Lz, (BHR121)

@ T4

FEHRDON T HRIEY b vEras L LT, DON% 0, 1 XiZ 3 mg/kgd T ofil
B2 (A 10~13 kgD EB I — 27 v —7 X (1 BElE 6 59) 1 32 HF& 54 5 18
B 5 ERBR S i S 7=, FERDONOHEEEEE L 0, 0.08 Xt 0.24 mg/kg
RE/H., BRIGRDONDOHEEEIEIL 0, 0.09 3iX 0.22 mg/kg AfE/HW T
HLJECFAIZ X A HRAE) Th - 7o, {54EEHZIE 3 mg/kgfiktd 15-AcDON K Y
1.3 mg/kgfilBtONIVEH & £ TV 2, DOND 3 mg/kgfal bt 584 Tid, #AEIRH
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% b 7o R E K Uﬁ@tﬁébnfm) 2D Lz, FERIDONERRED 7 ¥
@M@t%bnfﬁz)@& H#%IZ[EE LD id L HSR75 Y DONFERHED 7 % OfEIE
PR A2 U Ol Le T 7=, *HBEE & bbis L CDONERHEED 7 Z I 5 ik
Hoa—27 a7 ) BRENMEMEE 20 BABECaLTF Y — VBERE - T, (B
H122)

EBa—7 vy —7 X1 B9 E)ITHTDON% 0 % 4.7 mg/kgfikt TN
L 7Tl %72 & 2 A  DONE R TR & &K OMREEE =238 L 72, LOAEL
1% 4.7 mg/kgfi#H0.19 mg/kgfAE/H . JECFAIZ X A8 l) Tdh -~ 7=, (ZHR106)

0.0.3.0.6 X% 1.2 mg/kgD )% TDON% & ofidfl 2 S b= > T7 # (1
TEME O UEDIC G272 & 2 A, BT ODONIZ L VB EE Z SNAHIRERIN~DH
B B3R oo o7z, NOAELIIARBR OIS HETH D 1.2 mgkg ik
(0.048 mg/kgfAE/H . JECFAIZ L 2B ME) TH - 7=, (ZHE123)

DON% 0 X% 1 mg/kgfialtha Tefialft 2 90 HR 7 # (1 B 3~6 B 5T DX
HER GRS FE i Sz, WELRER AR TIx, 1 mg/kgﬁﬁﬂ@DON iz &
DRI U 2 SERIR SO IR B2 DM E BB L S VT A3, KRR
CABREATIE 2o T2, (BH124)

I—7 vy —7 &1 B 5 B)ICKHEDONZ 0 XL 6 mg/kghilkhT 2~3 [
IREER G U7 fE SR, B L OREBENR O MER 580 iz, (ZE125)

BlESL 77 2 (1 BEdE 9 BE)IKS L DONZ 0, 0.3, 0.6 32X 1.2 mg/kgfi Bt CTHsin
L 8RB G Uiz B, A& X QYR EBEMNBIITEEN L oo 7o, fih
DT ANTXURT I ) N TV AT o 7~JZ(ASAT) . DONOHEIZKFL T
HIME RS B0, ZARITBMTH Y . IEF OFKHNTH - 72, (5H126)

@ SFAVFaY
UFAF a AR 1 B 21 HREIDON% 0 XX 20 mg/kga Tofi it
ZAGEE U7o, BEE, REHNE, MRTFH/ 37 A — &% CERRMEREFE, FHIHR
i BRI 38 B, IR M ER e S8R ) . KRR A T L, Ok B 2 S OV f 2 e~
DT o2 b 0D, DONEBRIZ L > TliEF AL 7 208\ L, (B
HE127)

® YL

TP BE 1~2BE)IZDON % 1, 5, 10, 25 X% 50 mg/kg KT CHi[A]
OGO L5 me/keg (KE/H T2 MBI KER DG+ 2 BN ThNT-,
50 mg/kgRE CTH[AE G- SN 72 280D 5 H 1 BHIZ DWW T, 5 24 K& IS
U7ohG e, Bl OVDAMEC o i, K E Oz b, SPEBR K ONT Y > SHE %
TOBEIFLNRD EWLO B T2 OV TRRFFAVICES 22 L 72 G SR, &5 48 If
W70 B MREERE BE DR FHEE 25380 B, Z OREEREDOI P& 5 2 @ % b
AR L. 1.6~2 » ﬂ &I HE[E RE O IE FAL OMEM N FE D BTz, E & 53R Tl
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1 mg/kgK &/ H UL T/ M ORI . M/ IMROFLTEREDIA . 7 47 ) 2 7w
WD 72 & O MIREEERE DWD 338D S8 MREEE /ST A —# (% 1.5~2
r At Emt@{tﬁﬁmb&b bz, (&07128)

(3) BEt - AN

B6C3F1 ~ v A& f\ = 2 FFHDOIREEEGIZ L D18 Thil iz (&
6), HERER 50 PN 5 72 HEEICDONGHIEE 95%# ; 3-AcDON KUY 15-AcDON %
BERVIZ 0, 1, 5 T 10 mgkgB AT 2EHETENLZHL 0, 0.1, 0.5 X
1.1 mg/kgA&E/H, METENF4 0, 0.1, 0.7 XiT 1.6 mg/kegk&E/H, JECFAIZ
L AMEE NG 2 b, ﬁk&aﬁi@ 1 HEEHEICEALIT 2Ry » 228, JECldm A
BO 2 BT A EEEN WD (K 8%) Lz, 5 &Y 10mgath% G- R i
HEZRB W TIREN A EL _ﬁf) uto 5 KON 10 mg/kgfilftf GHEDME T I EH D
IgADHINN(56%) K PgGDOHIMN(10% AT 378D Hiviz, 5 LT 10 mg/kghl ki
HREOHEZ WO CTHIEO M B R U, 10 mg/kgfiBHE 58 IR o ARkt
HENHDT 2 & & BITHEROMEXTEEN A EIEN Lf:o H“u’ Jibd IR, AERE
Fafi, AR, AR, ~—2 =R, BE ZE, ML R, j@bﬂﬁ'& JFhek.
Mefge, M. DR, MERAR. BE. lHo o, H. +¥?aﬂw\ Zef, BliG. B,
fERG. ERG. U oo EiL CEBE. MR, JRE. RISCAR. FEE. RR. AR, TE.
TE SR, IREL, DN ﬂéffﬁlﬂfx B R M OV 2 AR A B0 LS TR~ T A
Kligias « AR IC 31T 2 BUMESSEIR 22 M QNG IR 28 DA RENNIFR O B v 7e
> 72, WFBIZ 3T D BEE R 28 M ORISR 28 O AW NIBET 7Ny
A BT D IR O R A RITH BIRFIICIHD L, Z OB IIsEE 20
IZHEE ThoTz, HRIZEIT AR E ORDIE, ZORMO~ 7 A THILI
TWAIRE & il B OREARLE DIEOFMBEZ M LR L E 2 iz,
NOAELIIfEI O EHHET 1 me/kgfikH0.1 mgkeg KHE/H)THh -7z, (B
129)

£6 TAFL=/AL/—ILDN) OEESHERBRESR

. ROR LOAEL | NOAEL P
DA | kg fi 1S Ee (mg/kg | (mghkg | fii% B
S R IS AN IS L) ik
~ TR, ()0,
B6C3F1 0.1, - 5 mg/kg ALl LT
. 22~28 | {REH, 2 |0, 1. 5. | 0.5, PR ER BN =R 0.5" 01" 129
H s o 10 110450, | - FEESRAR O HEK ’ '
(1 B 0.1, 0.7, KT
4% 50 ) 1.6%

* JECFA |Z X % #a 5
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(4) ETEFEESKE
£ 7 IZDONDEFEFR AR O R 2R Lz,

£7 TAFI=/NL/—)LOON) DAEEHRESHSAERIERE

w5 BE5 &
s ) LOAEL | NOAEL - S
PR . | mglkef | (malke o &%ﬁ% &%ﬁ% W)
i £ KE/A)
;W’?:; : - 0.375 mgfkg A/ H
Webster 1REH, 30 THEW OB E., fR
el 4 ERiSE JK EJE»
. \\,L( i 0\ . . I3 == .
4 ;&Zﬁ‘f 5 0 | 15 meke thmimT | 0375 %ﬁ?ﬁ 130
15T fid B IS LY LN R A
i 10'\/\  2mg/kg R/ H THR
20 [5) HE
<~ A3
EN 1REH. 90 < AREREINEH, SR . £ BE %~
(1 #Es | A 0. 10 1015 FEREOERMY | 1P DR 131
~6 [It)
i
;W’?Sj‘ g%ﬁ - 5 mg/kg KT/ AL
Webster | Ok 0. 05, 1. T AL, BRI
30¢ o~ 25, 5,10, | HEIN 1 0.5 F A 132
glﬁ 15~ | 1 éN 15 + 1 mg/kg RE/B LI L
= l=id
19 ) 11 H. T
- - 2.5 mg/kg KE/H &
Somnge 0 b O R OV 8
. D AR B
Dawley, Ik
Eg‘w &y FJSEE 0.05, 10, | * 5 mg/ke K#/H T, . Lo E~ | o
32‘5_350 619 El\ 25, 50 BTN RAR o B 8 K T ’ ’ DR
o(1 B 12 F AR AL M OVKS B B K
~15 ) JBEORS 5 o B W
K T BRI H
AN
Sprague-
Dawley. | JREH, &2
T 190~ | ElAfKE
210g. M | 60 H. 0. 20 0, 2 « IR 2% BhE 134
165g(1 | #f 15 H
B HE10
V. M 25
L)
1REH, 6
- -
e | 545 1 ek /1
Dawley. | il S+ 0. 025. _?Z@ﬁ?%QMi BT
30 By | IEHRE 05, 1 49 METLE - 025 1 130
=] BX = 32 Pl
(1 BEREmE | BRS }?ngju@ﬁmkﬂﬁﬂfﬁ
%1500 | 5% .
3 b4 ]\\ ]Ebﬁﬁ 20 * @%brﬁﬁﬁfﬁ l/\ %%
F344 a0gge | 0 0-5. 2. | 0. 0025, mER L 005 | b 135
(LEEHERS | it | 5 01 025 | - BBV AT 25 =
PL) g HRIANTHE T
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e YNE]
5 R
= \ 0. 02, 1. | - MRUEN -,
A 75 15 5 10 LA 1 0.2 AN 136
- -1 mglkg KT/ A5 %%@’g
77 R FEBI O T F B o o
Sprague- Rikterom oo | O 05 | E&AFH
Dawley\ 9@%”%‘}: 2 (E-«'/“‘:‘—“»E/j/jj'\‘ [ﬁ Y& /}\ % #a
o O 0. 05, 1.0, AHAE DRk 2 - 137
® N 25. 50 - - —
201-225 | 28 H - 2.5 mg/kg KHE/ALL BRI 3 H
g(1 7 24 T, B E, 95 10 P % +5
JE) SR RO & M : ) 1=
BALIMET
::L““f)
-8 |
A3 ;Eéoﬁ‘ji (1)5‘ 7'350‘ 0.03, 06, | - VLI
¥, N | 116,18, | - BEMW LR O K 1 0.6 AT 138
30 A 60. 120, N
3.2 kg 940 2 HJED
(1% 6~
15 Jt)

* JECFA |2 X A #a &

D vHR

Swiss Webster~ & A (1 ##E 7~15 UL, #tf 10~20 VB2, 0, 0.375, 0.75, 1.5
X% 2.0 mg/kgRE/H ODON % JRAE £ 59~ 5 A5l K OV AL FE MR 28 Sl < 4
7=, 80 HMlO#E %I~ 7 A(Fo) & 22, HESHE, HE(Fia)% 21 HiinE T
BRAE L7z, Fo~v v AIEE LR, 2 B H OMIRMIIAEIR 19 B TER& L, £h
5 OREREDICONTHIRBIEE, Wi, BROTEEMRA L, Folfi~o x
TiE. 0.375 mg/kgRH/H LI E OB R CEETE, JUKEDOWD N, Folff~ 2

TiX, 1.5 mg/kgREH/H & HH THRERD DBBO G20, IEIRFEA~OFEITER
DLz, £i2. 2.0 mglkgKE/ H RGO a B8V T, AFER
B, ARAGH. EREEORD D, FibTEFRIES, PR IREEORD N
RO LD, METIEMEIZ R o 72, (BHR130)

3D ZMD~ 7 % : IL-6KO [B6129-IL6 (tmlKopf) (IL-6 &fx1-KIE)].
WT [B6129F2(#E{511.-6 & {1~ & £i->B6129-1L6 DB AEM)] . B6C3F1 ~ 7 A (1
BERES 3~6 PE)ICDONA 0 i 10 mg/kgfia BT 90 H MIRAT#% 59 % Atz
%ﬁ%ﬁrﬁi‘%ﬁ’@ém‘:o DON# G OMREIL, *RERZE X THEIZED LD,
FHARFRZEAITER D B o 72, DON#EIL-6KO K (B6C3F1 ~ 7 2 Tl
R RSO BEENA RIS L, (3131

RS 8~11 H D Swiss Webster~ 7 A (1 Bt 15~19 PL)I(Z 0, 0.5, 1. 2.5,
5. 10 X% 15 mg/kg{A T/ H ODON Z 5l #e O 2 5-3° 5 & A el 23 3k <
72o 10 Xi% 15 mg/kgRH/ A & G-HEIC 1T D RIRRIGEA 1T 100%, 5 mg/kg
RE/BHEGHTIL80%Z 72, 1, 2.5 XN 5 me/kgRH/H & 5 Tk, BIEIC
PN D BL 5 DA TR LTz, IMINAE(26%) . & +5(19%) K OV INIMTE A~ 42
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(93%) 72 & DHEF LTI 5 mg/kgE/H B HHE TR O Bz, 1.2.5 X' 5 mglkg
{REE/H % 58 CTHEIRFREREE RO biv7e, NOAELIX, 0.5 mg/kglk
H/HTH-T=, (BH132)

@ 5vk

Sprague-Dawley~ »~ k(1 £ 12~15 PB)(Z 0, 0.5, 1.0, 2.5 X% 5.0 mg/kg
{KEE/H ORERDON% 28 H IR O &5 L7, 2.5 mg/kgffHE/A L EFG5HET
(REIIN L OB B A B L, BHE EE R OO E&EOf B2
MR BTz, 5.0 mg/kgIRE/H FGHETIEL, BISZARE B &, K- L O
FEH RIS T35 Gt L ORI EIREE 7 7 AT V)BEREICE D L, BT
iR S (R EAHE I IR L 0 A B E o T2, T TODONE R CIiLiEIf
Ha i As L e o (FSH) M ORI A /L o (LH) 2 B A3 58K AE L CHEn
L. MiE7 A b AT v VR TEEG EICEF L QO Lc, SEREERE T
%, 2.5 mg/kgiRE/H DL B GRECATEAIZANE, B REE L ORI RE D
@i snz, (2M#133)

FEHDON%Z 0 XL 20 mg/kgZ & el 2 mg/kgfAHE/H, JECFAIZ L 5 #
HAE) % 2ZBCRTOREL BE 10 V) & OME(L ¥ 25 PB) D Sprague-Dawley 7 v MZ#
NZI 60 B KON 15 H BG4 e BR S i S v 7z, IRR=RIT, <t
HET80% THDHDITx L, DONFHHETIX 50%IZI Lz, WEWOMERIL,
AP SOXIRNE VR OB MR EIZEZN o Tz, £, FBELINE O
MR I 2 v 72, (BHE134)

Sprague-Dawley~ » (1 BEffEHES 15 PO)IZ 0.25. 0.5 XiE 1.0 mg/kglKE/H
DODON ZIREF B 53 5 A G A w ik s 6 S v 7z, IREFEIEZ 6 B 5
%, RS AR I R A & @ﬁ?ﬂ&@?ﬁ:ﬁujbb IR EIC &L

THRIEDFRAEIZKITTHEL AT, HIRHED IR O & & B A B2
RN BT, T DIENDRER &Uﬂé"ﬁdifiﬁt/\@%ﬂ“ BNV WA /ATl
(ZHE130)

Fischer 344(F344) 7 » (1 B 23 PO 6 72 HHEZ, FEEDON 0, 0.5, 2.0
X% 5.0 mg/kgZ AN L 72 B EHZE 1LE 4 0, 0.025, 0.1 XX 0.25 mg/kgRE/H |
JECFAIZ L 2 #a5501) & (AR ] R IS Ha 3 2 R AR R N B < vz, 2.0
KO 5.0 mg/kgfl B G-HE Tl RIS TRFO BNV IR E DSV ME 235 D |
i Wi M OVF 43 HE B O REAMAE TIIRHIRERIC LR TH BICBWE R Tldd - 72

N, WTNORGEZRBW TS, WIRAIRE . B 5L H M ORI o0 %8 A4 58
IZOWTIIFHMCA B R EBIIRD b ho 72, (BHE135)

IENRES T~156 HIZHT T, DONKEHK 0. 0.2, 1, 5 X% 10 mg/kglkHH/H %
7w MssHlRR O &G U2 R. 1 me/kgfA /B L EOAREORECTIREFHMECEL
AL & OF KB E) 3D Hit, NOAELIL, 0.2 mg/kglhkF/H Th-7-, (B
136)
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IEHRES 6~19 HIZHT CTDONKIEW 0, 0.5, 1.0, 2.5 X% 5.0 mg/kglAH/H
% Sprague-Dawley 7 » k(1 BEME 24 POIZ5RBIRE D85 L2 K5 K. 5 mg/kgiRHE/
H B 58 CRENM OB & K OMRE A BISHE L, [FIER O 52% 035242 WL
i, FIER G0 OB - R CEOFEHEITAEICHEM Lz, 2, BR
ONERE L BABRE OF B el REERAERORFE AN O RS 4y
i, HEfR, . &M, PRE RO FEOFILOAERIKTRRD bivk,
2.5 mg/kgfRH/H & HHETIL, RICEERE, BEEE RO OB LA F RIS
KT L7z, WOl xtEELiX, 1.0mg/kglAHE/H LI B G/ CHEIZH
L. RO EL EMENRS 5 L& 2 bivlz, NOAELIZR#EY C
0.5 mg/kgf&®H/H ., MR T 1.0 mg/kglk&EH/H Th -7, (BHE137)

@ wYF¥

— =7 v FAG YV BE 6~15 D)2, FIEH 0~30 HIZH T O,
0.3. 0.6, 1. 1.6, 1.8 X} 2 mg/kg{AH/H @DON#&'&E?&@%%M 1.8 KX
2 mg/kgRE/H B GHEITI T 2 RRIGERIL 100% TH YD .1 LT 1.6 mg/kg{REH
/B BEHRECIIIR VAR E 2R u’_o Z U REEN Y D IR E K OB B ) DR TC
boLEZ LN, EAEEITED SNn/eh > 7=, NOAELIX 0.6 mg/kg{A®H/H
Thot, (BH138)

(5)iExE

DOND &M O R A2 £ 8ITE L T,

Salmonella typhimurium’ A\ 7z = — A AR Tl ABHEMELR OF HEIZH
1o 5T DONIZZHAE R 2 FH R T(BM139, 140). 7 v MMCHFMILZ A7z
in vitroD R EHDNAA AGEABR(UDSRER) (X2 Th > 7= (5 M141), F7-. DON
13V79 flfa D HpriBA6 1 DOBIR 2R ERZFE L 2o Tc (BZH142)

in vitrolZ 3\ T, DONIFR AR R EFRIER 2 7 ~ MMRATF (S E140) K O}
V79 fif(Z /143, 144) THE L, ¥ v v IS CoMBMEZELZE Lz (B3]
145)

DONIZ~ 7 ABALB/3TS3 Hifld O B Hiafa % Tk L7- (5 146)23, v-Ha-rasiE A
BALB/3T3 fﬁﬂﬁ%%b\t%ﬂﬂ;ﬁ WEEHT v A R TIHEA =2 —va VRN 1
T—va UIEEIERD bR o7 (BHR147)

D7 aA 7~(10 PDIZ 10 mg/kgfidlBtODON% 17 H EHEHR S H, 9 fEk
ZRAWEZaAY T oA TiE, B TIEIH 203688 DNABGZHE LT, (B
HH 148)
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£8 TAXY=/L/—ILDN) DEEEHHARER
& 8-1:/n vitroiEg
FEAMTE B AR R (e Z MRSk
e 5L e S. typhimurium TA98, TA100 A
3 7E Gk AR B ~ L)
T IR ZRIRIR S TA1535, TA1537" 0.4~400 pg/plate iz 139
TR B S typhimurium TA98, TA100 * 0.7~500 pg/plate (=X 140
IR ZEIRAS L E. coliPQ371C & % SOS* 5~500 pglassay Gt 140
. . F v A4 =— AN AKX —VT79 40k
5 TSRS B ~ 23
BIRTFZERE R Hprt /51 1~3 pg/mL et 142
FEM DNA Gk | 7 v MEICITAR 0.1~1,000 pg/mL i 141
DNA &1 E. coli K12(2 #) 0.7~500 pg/mL Gk 140
Qe L F A == ANLAZ—=VTIHMIAL | 0.1~1 pg/mL E’?éi 143
Yoo R B F ¥ A =—ANLAX—=VTIHIN | 0.03~0.3 pg/mL E’g{f 144
Qe (RS 7 v MIMUIT R 0.001~100 pg/mL E? { jr)é 140
IINEEF 7 MMRIFAHRD B 100 pg/mL o 140
Sy oy FRES A . ; "
%fv/ 7h R F XA =—ANHAZ—=VTOHMM | 0.1~0.5 pg/mL PR 145
PGS
AR e BALB/3T3 ~ 7 A JiRflfia 0.1~1.6 pg/mL itk 146
o i v-Ha-ras ¥ A BALB/3T3 < 7 A N -
TEE iR R 0.01~0.2 pg/mL Y 147
* SO ILELTELZ ¥ 5 8 L IED 7RG, 58 1
e R 2 O I ARENE AL 2 R S 56 L Eb WS H
** ] ng/mL T2 =—4% 4 XHE/ ; 10 ng/mL THRIAEESER 90%
& 8-2:/in vivoRER
P H R il R N
DNA#E (2 Ay v7 | 7rA 77— DON (10mg/kg fd bk 148
L) B % 17 ARG L7 M A sk 7
(6) T (REEM - MAESHSE)
D RESH

a. RELERUVBRRERE~ADZE

# 912, DOND G IGE L NEGHRGE~DORE L £ L Di-, DONO# S
W2 L0 B OGO B R, BYHRPEOIR T, BB 70 E R

ém(l/\éo

(@) ¥R

Swiss Webster~ 7 A (@314, 1 &EifE 12 PL)iZ, DON% 0, 0.75. 2.5 X




I% 7.5 mg/kg KE/H O T, 5 B EFRHIRE 0857 5 s mtEalbR s 52
i S A7, 7.5 mg/kgRE/ HIRGEEDO~ v A%, 3 WRILANIZ T XTI L,
0.75 KO 2.5 mg/kgiRE/ H &% 5HEIZ BT, b Y UARIMLERIZ 63 2 HLiA)S
I S, BRR O E &N LTz, LOAELIX 0.75 mg/kg{AHE/H T -
7=, (ZH1149)

[Fl—HF2E 7 — 712 X 5B INikER & L T, Swiss Webster~ 7 A (1 BEES
6~10 JO)iZ, FHDONZ% 0. 0.25, 0.5 X% 1 mg/kgiKE/H O CIRATHK
470 s BR N E M S 7=, 0.5 me/kgiAE/ B LA Lo # GR5E Tk g
a2- 77 Y KRB TIa T ) CORERBAONBEOON, URATIUT
(Listeria monocytogenes) &Y A1 F TOREM] 23 F B TE I JEHME L 7=,
NOAELIZ 0.25 mg/kglk®E/H Th -7z, (ZH150)

B6C3F1 v 7 A(1 #fitff 8~11 PO)IZ, FHDONZ% 0, 5 X% 25 mg/kg fiil
BFC 2~3 BT G- L7-#5 5. 25 ma/kghil k% 58 T, S EHAET6H
FEICHER T e Y VRMERICKT T 5 77 — 7 TG A R85 < . AB v A
NEVT = U AOBBUESOGHERIE L, U AT U 7 EYRHRE N B Lz,
5 mg/kgfilkl (1 meg/kgh#/H  JECFAIZ X A EE) OBE CIZ 2 b o8
TR =R ~DEENI2 x5 7=, NOAELIT 5 mg/kefift (1 mg/kgiAHE/H)T
Hol-, (ZH151)

B6C3F1 ~ 7 A (1 #ME 8 PL)iZ, 0, 0.5, 2. 5. 10 XX 25 mg/kgfidk} (0,
0.1, 0.4, 1, 2 X% 5 mg/kglKE/H, JECFAIC X 2 #HEE) OFERDON% 8
W R G- L 72 R 10 me/kgfRl B, O GHEIC I\ T B iR i &
IRAFHIZI) L 7=, NOAELIL 5 me/kgfikl (1 mg/kglk®E/H)TH -7, (B
fR119)

BALB/c~ 7 A (1 #fft 4~17 PB)i2 . DON% 0.2.5.5.10.20 X% 50 mg/kg
ikl (0. 0.37. 0.75. 1.5, 3 X% 7.5 mg/kgiA®/H ., JECFAIZ X % #iE 1)
T 1~2 B MR 53 2 e By 256 S 4viz, 10 mg/kgfal Bl Lo
BHERIZB W T, B URMERICKT T D8, 7 4 ko~ 7 vF =2 (PHA)
Je OV AR RT3 2 M0 U oS ERIGZE  PHAIC RS 2 IR U o RERIRE
DA B 72 B O & £F O MR BB OB 203780 b=, NOAELIL 5
mg/kgfil£H0.75 mg/kglkFE/H) Th -7z, (BHE152)

BALB/c~ v A (1 Bfff 10 PL)IZ, DON% 0, 0.2, 1 X% 3 mg/L (0., 0.024,
0.12 X1%0.36 mg/kg K/ HAHMS)DORRECTLHEMBAKEETHZ LIk D,
Salmonella Enteritidis/& 4= xf 3 2 FHEOMET N Tz, 14 H BIZY
NEXRTEEFHRNRSG LR 1 KO3 mg/LER SRR W CRYRIc L 54
FEROWD DD SN0, 0.2 mg/LFE GHETIIEGFERIIE DS R - 17,
F£7-DON% 2 mg/LOEE T 3K G LTz~ 7 A TS, EnteritidisiZxf
T AR E BRI LT2E 2 A, S Enteritidisi b9 2 HPEN A Lz,
S. Enteritidis ¢ % 19 IgM & 2 38 BSOS O A E 72 b il o b iz,

36



LOAEL/Z 1 mg/L(0.12 mg/kg {AH/H) TH -7, (B 153)

BALB/c~ 7 A(1 i 10 PL)IZDON% 0, 0.2, 2 X% 6 mg/kgDIEE T 4
RS- L=, 14 A BI1ZS Enteritidis % &% S 7288, 2me/kgll
O 58S Enteritidis/&Ye I X 2 17RO L OTNF-o 24 03880 L
72o 0.2mg/kgf5-Tix, TNF-affA XD Lz, (Bl 154)

BALB/c~ v A(1 i 6 PE)IZ 0, 2, 5, 10 XIE 25 mg/kgREDDON % Hi
FIGRGRE OG- L, 2 FFRIZIC LA U A VA 2R EEG S H 7, 3 HIZ DM
2B D LA A NV ALy RNA= E—3d, DONEG-BE CIEIER G REIC X
TE<., MilcsFs4 % —7xmIFN)a. IFN-of- L& 7% — K
IFN-y- L& 7% —OmRNABELME T L7z, 70, ZUE EEEFIRIZ I
TMCP-1, TNF-afEE O & RIEMIBOEFREN A B, LA T A LV AKE

FAIgAD NN vz, (B 155)

Balb/c~ 7 A (1 #£#E 4 )2, DON% 0, 2.5, 5, 10, 20 X% 50 mg/kg £
BHO. 0.35. 0.67. 1.3. 2.7 X% 6.5 mg/kg A/ HAHY) T 1 ABRAT 5
L 7= fE 5, 10 mg/kgfil B oL E D B 53 CHRRE B O E 7200 0358 bz,
iR BB O & i & L7ZZNOAELIX., 5 mg/kgfil£H0.67 mg/kgiR&H/H)
Thol-, (BMH115)

BALB/c~ 7 A (1 ### 12 )2, DON% 0 X% 2 mg/kgfi k0.3 mg/kgls
F/H6)T 14 HEVREERE L7=%., L v RIV LRy T 5 £ CHEEISH
TR, 2 8 Y L A(Con AV 3 U C A B 7 AR e HE SE BT ) - 58
= DIFER AT TICDONZ L LI~ U ADHTH -7, (BH156)

I F DR ECHan:NMRI~ 7 A (1 #£ 5~10 PL)IZ . DON% 0 X% 12.5
mg/kg{AHE CHLA XX 6.25 mg/kgiREH/H Cilifss 7 H RHITRHIRE O &5 L7k
. DONIC & » THIERERE D Staphylococcus hyicusl ) Mycobterium
aviumf&G9\Z X DR OO Hivlz, ZOEMRICIE, i+ DIgA,
IgM}& QIgGOHEMMARE 532 = L AVRIR S iz, (BIE157)

(b) =7~V

1 A OMEMEERINE (AL 7R )D e F 10 P, 0 ik 18 mg/kghifh
DODONZEAHT 5 ARG Y NEZEEH2.25 mg/kglAHE/H) % 18- EFAEH L 7=
FER . DONIZ XY =2 —h v ZA)VIRY 7 F kT D HURISE 2 ] S 4
2o Fl2. 1 Bl 7B A 73 P2, 0 XL 50 mgkg®DONEEHT 5
fil£H6.25 meg/kgRE/H, JECFAIZ X D5 E) & Hn 5 L= 455, DON
2L DU SERGFALBLR O 358D bz, (BHR158)

6 JECFA THW T 2 #FE(IPCS:EHCT70) % A\ CHEHUE 2 #EE
il iR E (kg) ERE (/@ H) | ERCE(g/ke (RE/H)
~ A 0.02 3 150
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(c) T4

JNT =T RL—27 X (1 #fEX 8 59)I2, DON% 0.6, 1.8 Xi%
4.7 mg/kgE AT 5 BRIGY = U ZEH0.024, 0.072 XX 0.2 mg/kgRHE/
H. JECFAIZ X 2 HiRE) 2 9 IHMIREE#& 5 Lo/ R, G R ER I35
TIRGURIS A DS BEARIFRNCEA L2, (BH159)

7 & (1 BElE 788 ICDONZ 0 X% 0.5 mg/kg{RE/H T 1. ¥iZ 1 mg/kg
(KEE/HC 5 MR AO&KG LR, DONICL D U v REky-7 & v FIEONC
MRS S OV o 7SR O I BEAR R 2 7 B LITRR D D e o 72, (B
160)

75 (1 BEEBIE I MES 6 8512, DONVEYLfEL % 0, 0.28, 0.56 X% 0.84
mg/kgfil BT 28 HFRERE G- 5 5@ m By 3 S iz, iR a0
A(E MRS, RimERE, /S, hEke U o EkofExHEk, ~~ ~7
Uy ME, ~E7 0 BER O UL, MEEEREEEA A iRE, o
o —RPRRE JRBIRE, J LT FoURE BEULAEVRE, alL X7 o
—/VRE, NUZU' Y NRE, MAERRETEEEICEITERD i o
Too WEINEWGE 70T ) YTy MREE, U NEREE, A R A
VEA)SNOERALRD Do T, (BH161)

RO THXFIV=ZNAL/—ILON) DRAXITELEREICETHIREGERY

RPEREISHT IRE

o == 0 T
S RIS | pen o
#5571k PR | nino
RS |GALD . A &}f@ TERAE | WE | RO
i (mg/kg fd |(mg/kg (RE ( /kﬁﬁx HE
) /R) TE | (mglkg i
&/H)
o il % H
<oz |KTLE - 7.5 mgfkg (KTE/H T
\SNwibss ey o Ikg KT/
ebster - 0. 0.75., |- 0.75, 2.5 mg/kg s
BesL 1% ,'V e 25, 75 | Acoevvkmekics| 07 PURILE | 149
( memE 120, ) I D HURISE O
) XE0.5 TN &
b
~ U A -0.50 mg/kg KE/HLL E
Swiss TMiEFa2-7 a7y "
Webster . | . 0. 025, | YROB-Zua7Yoro 5 T HBt
21 H s IRAR. 5 0.50. 1 e b % o 05 025 |y 150
(1 Bt 6~ L. monocytogenes &Y%
10 [9) IS £ T ORI
R - 25 mg/kg ﬁﬂﬂf“ho“/:‘/“
mecar | RIIKICH 5 77— PRSI,
15~18¢g |RBh 210 5 o5 o, 1. 5* | ZPRGMIIEIE, B o [BEUER) 5
S |38 -5 b SO B 5 T O i, A
11 15) L. monocytogenes J&Yx ik
EHHREDIK T
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~ U A
B6C3F1 |, =0.0.5, 2.0,]0, 0.1, 0.4,| *+ 10 mg/kg fA#ILL ET . .
(1)2%%11%& gL 83 2 T0 0511 9. 5 | BB 2 1 119
u"

e - 10 mg/kg ﬁa*%gifk
E%I{gi/ﬁcg Y, 1~j0. 25, 5, 8%50'3I5 %&im%&}fiié 1.5 0.75" |[FURISE | 152
(1 pk 4|2 10, 20, 50|57y 7| CK T B ML Ol ' JLRILS

RS - T P LMAISEIET,

e

~ U A
BALB/c. 7|y -1 %O 3mglL T e s
il %(*J”k‘ 4g‘ 0'/21: L. 8\120'002‘:13%5 S. Enteritidis J&Z:(= &|  0.12 0.024 @Eﬁwﬁ 153
(1 RegE 10/ ms e U B IEAFR O

JC)
]?AI?B;Z - 2mghkg LI E T

W Bk, 4|0, 0.2, 2 S. Enteritidis &Y:( & 15 E Pt 154
ﬁg% 10/ 6 TR O KO e

o) TNF-o i A= O HE N

~ U A
BALB/c, 5|8 [l 3 0.2.5.10.| - 2 mg/kg KELL - TL —
i ®O&s 25 F AN AEYSEDOE 2 @ SO 155
(1)%1‘1&& 6|« 7K) 1k

U

~ U A
BALB/c. 4/, 0.25. 5.[0. 0.35. |, S,

<6l | PTG 00 o7, 1.3, Lomelke SURELET 0.67 115
A BEHE 4 50 o7, 65 | MWRERORED

L)

~ U A
Balb/c . 8[iEfH. 14
Eﬁiﬁ% " H 0. 2 0. 0.3* « JIELHI A B SE D 0.3 156
1 & 12

JL)

~ U A, H[5EH & O . N
an : NMR |8 5 (% o piens RS L

: oo Cavium ~ O KT E | E P

I. 8~10 JA | : 2%= 0. 6.25 n , 157
Agt5~10l% / — o, g IgA, IgM 63

jC) V). 138 AU IgG O

=Ry NS NUSERN

N 2 | EIEER o .

TaA T — : « «PHA (253 2 g U > .

) o A =X .

%)Eﬂt& 10 j%iéﬂaﬂ) 0. 50 0. 6.25 SERg L o | 625 158
TH, IV

7 —7 |REE, 98 - WG RER T D

FL—=x M 0.6 1.8 4.7/0-024, PR RS E S H Bk T 5 EH Bt 159
25.83kg  [(ASRIEYT > T 710.072, 0.2 BT (R R MR ot iR
(1 ﬁ;‘)ﬁ’ﬁ%&%\ i1k MR L)
8 BH

75 8l B0, 0| M - ) > /st
§§§1 e 7 6 0D 5 g{ffi#ﬂ%ﬁk%é’mmt 160
5 o, 1

7 & | |lEfE. 28

11.2kg |H 0. 0. 28. gt P O B
(1 BEERER | (11 2595 52(0.56. 0.84 RICIE~DE L 161
6 5H) fid k)

* JECFA |C L A BB
s WA A O CHEE R A HEE
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b. MmFEFS [gh LRILDERY [gA BE
EERENMW)E 2 W TR BRI B WD TIgAIZ X T D WA L N~ 7 A TIEE RER
RA D0 A OIgAIL B TFE S BHEDRNSHRE S Tnwb, (E10)

B6C3F1 ~ 7 A(1 i 8 PO FERDON% 0,0.5,2, 5,10 XiT 25 mg/kg
filkl (0. 0.1, 0.4, 1. 2 Xix 5 mg/keglAE/H, JECFAIZ Xk 2 H#aGE) D
FEC 6 RS L-fE R, 2. 5 KON 10 mg/kgfafh 58 T iEIgAN
., 25 mg/kgfiBhk -8t O &Y O I TEIgMMB B Lz, NOAELIZ 0.5
mg/kgfil#H0.1 mg/kgiKE/H) ThH-7= , (ZHH119)

B6C3F1 ~ 7 A (1 #EME 6~13 PO)IZ  FFDON% 0,2,10,25 X% 50 mg/kg
fAELC 24 ARRATR G LR, 25 me/kegfil k% 5RE(5 me/kelREH/H .
JECFAIZ X 2 B8 flH) THLiEIgA L~V KIC E57- U, 24 HERGEZ Ofi
IIRTRBED 1T 5 & o7z, —J7, MIGIgM K& IgGD L~V 3iid L, &
7=, 25 mg/kgfi B 5 HE D PAAEIZ 35\ TIgABEAE O F B 7 BN M O g o
SRERBHEIZB W TIgADEERBD b, (Z162)

B6C3F1 ~ 7 A (1 BEMERER 7T~9 PO)IZ, DON% 0, 2, 10 Xi% 25 mg/kg
ikt (0, 0.4, 2 % 5 mg/kgiAHE/H, JECFAIZ X 25 ME) T 12 @ FIRAE
5L, MIEIgAEAI KIFTHEPHIO N, 10 mg/kgfilftLl Eo# 5
FEORE L 25 mg/kgfilBHE G- HEDOHED MiEIgAN 4 WHIZHEM L7z, 8 MHIZ
X B/ ETH 5 2 mg/kglfl B 5RO~ 7 2 & 10 mg/kgfal k& 58D
M~ 2 G IMIEIgANEIIN L7225, 12 #H Tl 10 mg/kghilBH & SHEDO 2 H
E7REMAFED bivle, Fo, BREKIED A W % 0 A ~DIgALAE 1L,
ML D BIETE R HEERFAANIHEM L2, #ETIZT X TODON G/
T4HB NG, METIE 10 mg/kgfiBILL Lo H&E T 12 1 B ISR PO 5
hiz , (&H163)

B6C3F1 ~ 7 A (1 BEMERES 50 POIZ, FEDONZ% 0, 1, 5 X% 10 mg/kg
fAEHIET 0, 0.1, 0.5 X% 1.1 mg/kglRE/H , #ET 0,0.1, 0.7 X% 1.6 mg/kg
{RHEE/H ., JECFAIZ X 2 #AHAE) O T 2 FFMIRAE G L7 f5 5%, 10 mg/kg
k% G REOME T MiEIgANE BEICHEM L=, (Z#129)

B6C3F1 ~ 7 A(1 #iff 5~6 VDIZ, FEHDON% 0 X% 25 mg/kgfilkH0 X
1% 5 mg/kglAH/H, JECFAIZ X 2 HARE) T 4, 8 X 12 BRI G L7z
fES. DONFEEHET 4 WM H XY Mg OIgAD RN Lz, £z,
PR TR Y 2 SER B OV U > XER D TgABEARE N A BEICHIIN L 7=, (B8
164, 165)

B6C3F1 ~ 7 (1 B 9 PO)IZ FEHDONZ 0 XiE 25 mg/kgfiil#H(5 mg/kg
{KEE/H, JECFAIZ X 2#HH) T 8 MR G L=, DONEHEHET
IMIE S OIGANEIN LT, F£72, 231 MR YU Vo 7SER R O U o 7 SERDIgA
PEARENHBICHIN L=, (2 166)
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B6C3F1 ~ v A (1 BERE 4 PO)IZ, HEEIDONZ% 0, 5 X% 25 mg/kgRE/H
T, HEIFRHERE DG LR, DONEEREET 2 BEf% I3 1 =ik )
VONERDIgAFEARP A EICEMEEZ R L, &G0 24 FERRE L THEA
RETLERNRD b=, (B 167)

C57BL/6 ~ v A(1 #EH# 10 PE)IZDON% 0, 0.071 X% 0.355 mg/kg{KE T
EMSOEINIVE A LT, 3 3 BT 4 BRI 0GRS 5% 7 787
= LIKER) LTGS2 R ORI L0 Mg IgAREIN L7, i
BT 5., CYP( k7 v AP450) 1K 15 % F 15 1% T & 5 ethoxyresorufin
O-dealkylase & ("pentoxyresorufin O-depenthylaseif 1 ONZ GSTIEM: 14,
CYP 1AKXUCYP 2BH 77 7 2 U —DRHICELETHIM L, (BHE168)

B6C3F1 ~ 7 A (1 #/# 6 )2, DON% 0, 0.83, 2.5 X% 7.5 mg/kg/K &
T 8 H [Mdfeesmilit 1 G- % fasg m ek 2s i < v 7z, R IgAlL 7.5
mg/kgRE/ H &G THAD L=, IgEEIXZ(L Lo Tz, NT R mrE
X 2.5 mglkgRE/ B B HREHEEN L, IgG M ONgMi 0.83 mg/{AHE/ H $¢
BRED & I BEARAERIC I L7, LOAELIZX 0.83 mg/kg{A&E/H Th - 7=, (B
% 169)

B6C3F1 ~ 7 %(1 i 12 PO, DON% 0 X% 25 mg/kgfiB0 Xix
5 mg/kgAHE/H) T, 24 WREL L7245 R, DONEBEE CIEIgA L~V
ML, 2L > T FRERIRERICRIZRERIR 2 0 X7 A ~DF
HeIgAAE 2ol & Z L, IgAlkE X, 8 MMHIDONE A fil BHE R 2@
HORBHIR L7eHAETH, A< &b 16 WIThic o THEIRIZHED bt
(&M 170)

B6C3F1 v 7 A(1 #llf 8~9 VL), #HEHDON% 0 XX 20 mg/kgfikl DR
FECRHEIIIC T 1 M X 12 13 W 5 L 7= k5 R, DONSEERED K
IR TR A e & | Wil C HAKE TH > 7= MR IR 289~ A 18
[ 23 8 > 7=, Wrfge it D IMLIEIgA L~ b et FREE & 2203 e < RRGEREDS E 0 o T2
WHgt it & FRBERE O IMIE LG & IgMIT st REE & b~ Tl Lz, Bl 2 4
X D~ DIgATLE 1 TR Ee e T 72 < | BEALE S RREE & [
LV Thot, (BIR1T1)

IgAFEAR KL VB R D A 2 % 7 A ~DIgAILE IZI 1T HIL-6 DRFEIZ
OWNWT, E&ZMEDOB6C3FL ~ v AL BEE3 VD), IL-6 / v/ T U b~ A
(B6126-1L6tmi Kopl) & Z D Hp < 7 2 (B6120F2, 1 BEMER 6 VD)2 0 X%
10 mg/kgfiBtODONZ 12 HFNREKG-T 2B i Sz, 73To
DONERU#E CHEE &, ARENIFEBIE L KT L7z, DONEERIZ LV
B6C3F1 Kk ONEFAR < 7 22 MiEIgADH B /e EH L Elg A Vo X 7 Ak
~DOIGAILEDHF LD, 16 /v 7 7 U b~ 7 A TIRIMEIgAD EFIT
BOLNT, gAY XU LM A~OIgAILE XA ST o T2, (&
fH172)
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FILF — LS BIZIGAEEICEB T H5CO0X-2 O G ZHRD70,
B6C3F1 v 7 A, COX-2 / v 7 7 7 h~v A(B6, 129P2- Ptgs2 tmlsmi
(002181-M;COX-2-knockout)) & Z DB A< 7 2 (B6, 129P2- Ptgs2 tmlsmi
(002181-W))iZ 0,10 1% 25mg/kgfi £t DON % 16 # [HIREF# 5- L 72, DON
BEIZCEVCOX-2 / v 777 b~ ATHEAR < o ZFERE, MiEIgAD
F L IgAGBRESIRAC) DB, Bl ~DIgATEFE & UMK DO IgA sy s D HE N
NRD BN, COX-2 /v 777 b~ ATEDONIZ L 5 MiEIgA EH-2ME
X7z, COX-2 FHEAIZHWZRER T RO RENTRD 51, COX-2
OYER Z i3 % £ DONIZ L 2 MijglgA ERAERMEtE S -, (Z/173)

LGV Y Fv h—F RTOET L~ 7 ZA(NZBW/F1. MRL/lpr % "BXSB
D 3 ZHNT, FEHDONA 0, 5 Xi% 10 mg/kgfidkl (0. 0.75 Xi% 1.5 mg/kg
{REE/H 8) T 9~14 MR 5 L= 5. i OIgAICZ LIXFE D H i/
3o 7228 BXSB~ 7 A D 10 mg/kgfil BH 58 TRMRD A 2 7 AR~
DIGADFEFREDB M LT, £7o, TNHLOREREZRMO~ T AN, ho—
XA 72T AR~ 7 A L D DONSOEZERNE W EITBZ bNnRhoT, (&
H174)

Wistar~ » ~(1 4k 6 PE)IZ 0 XX 7.5 mg/kg{AE CDON% 8 H [ i
HRE D% 5 L=k R, DONFEGRETAT N7 a v o IgG L OIgAD
WD LT, (BHE169)

7 2 (1 B 9~10 EICFEIBYARE T B ARG L 0 2.2~2.5 mg/kgfik}
@ DONZ G el % 9 B G Lz, fEHHIZIZIDONLSL D U 27k
IR TH T GG % 4 KON 15 BHIZART LT 2 (OVADOKE T
G0 24T > 7=, DONFEEEE CIrIfiEIgAl N OVARE A IgA K& DN gG A3 HE
U 7=, BRI Y > SR IC 3 1 2 TNF-a s OIFN-yO mRNAZ BLIZDONE
BTN T U7z, MRS AL N T A — 2 <D BT 72 o T2, (B
M 175)

7 2 (1 BEdfE 8~9 8A) 12, FSEIDONZ 0, 0.3, 0.6 Xi% 1.2 mg/kgfikl T,
8 W MIRAT & 5 L= /5%, 0.6 mg/kgfil Bl G- HELL_E CIiig HIgAfE O s Mg
23380 bz, (BHR176)

N 2—F v RL—RA7 2 (1 BElER OV EBME 7~11 812, DON% 0,
0.7. 1.7 XiX 3.5 mg/kgfi£H0, 0.04, 0.1 X% 0.2 mg/kg{k&E/H, JECFA
2K D MR &2 BT BIREY = U R E B LT fE R, MIGIgADZbITERD
Sigmoiz, (BR1TT)

T RLPEIBEEAYED 2 L, 2L ORI IIENE & D REAH O B SR,
8 JECFA THW TV 5 #FE(IPCS:EHC70) % H\ TR & HEE

il e R H (kg) B (#E) | ke (KE/H)
~ A 0.02 3 150
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£10 TAXL=/AL/—I)LDON) DEAXITEEREIZEITS [ghA EEADEE

| TgA PEAEA
B AL | o
507k &)Eg;%;% oYY AT/
BipFES |aE). H T 5 g 4{% STl k¥ | SRS
[ (mg/kg (mg/kg (mg/kg k& &
gl | RE/A) /gy |(mefke R
/R)
~ A, B
A% 0. 05 + 2.0 mg/kg fAEL G
B6C3F1 |iRfH. 638 2‘0 '5‘0 0.0.1,0.4.| 5 IgA 23880 04" 0.1° 119
(1 7t 8 1'0 N 25 Y1, 2. 5% | - 25 mg/kg fRELCIHLIE : :
Po) : IgM L ~ULE R
~ U A - 25 mg/kg fil £ DON £ 5
B6C3F1, BT, I IgA L~ULiX
8~10# |, . |0. 2, 10, (0. 0.4, 2. K EF, IgG KN IgM
i R 243808 “50 1. 107 D . RO BRI 162
(1 Rt 6 BIZBIT D IgA OLEMN
~13 ) AN
EGZSXF‘I - 10 mg/k fFHCHRHY
S |, o, 2. 10, |0, 04, 2| MfIgA OEM, A
(1 PEREE IRAN, 12 3 2‘5 A - %&A%ﬂiﬂ@«@lgmms 2* 0.4* 163
% 7~9 23 AR AF I B0 (R
| CHAE)
Jc)
~ A (# 0.)0.1,
B6C3F1 |, 0. 1. 5. |05, 1.1% |- 10 mg/kg fialkt o < ifn 7% . "
(1 peke RPN 27 () 0.0.1.| TgA A EEICHEAN 1.6 0.7 129
4 50 [E) 0.7, 1.6"
v,
B6C3F1, - MiE IgA OFRERFHIEE AN
8~10iF |R#Y. 4. 8, o TNZ /A U IiR B OV fisk o 164
i 2@ (> (0,375 U L SERO TgA FEARER| 510 165
(1 Bt 5 B Hn
~6 JT)
~ A
B6C3F1, - IM3% IgA OIS
8~101 |{REF, 8 @ " A TR OV U o /X N
A e 0. 25 0. 3.75 FRo> TgA PE/EREDS A 1T 3.75 166
(1 BEME 9 Hm
Jg)
~ A,
B6C3F1, |Hi[al5i] e 5 mg/kg RE/HLL LD X
8~9 Hikn |0 & 5 (3% 0. 5. 25 A VRIS T 5 167
(1 BEiE 4 |PRRBHENR) IgA BEA=DHIN
J5)
~ A, ﬁ?g‘%ﬁf 0. 0.071,
C57BL/6, C ok 0.355
6 W Vi) mg/kg AH| - M4EH IgA O L5 0.03"** 168
(1 g 10|01 %38 3 [
) H3H. 4 I
i
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v A,

- fyEF o IgG KON IgM i

B6C3F1, ﬁ*g%ﬁg o oss | JREEIANCHD,
8 i fih W1 B 1 2‘5 : 7‘5 -IgA 12 DON 7.5 mg/kg & 7.5 2.5 169
(1 Bt 6 H. 8 e HCH
Jc) i - IgE i3 2 7a L
~ A,
B6C3F1, - 103E TgA DN K OV figk
8~9 Hin |IRAH, 24 1|0, 25 0. 3.75* AP Xy A~ 375 170
(1 BEME 12 IgA Ib%&
Jc)
VA,
B6C3F1, < 17 TgA O AN K OV ik
7~8 Wtk |REE, 13 3|0, 20 0. 3* AH X T LA~ D 3** 171
(1 Bt 8 IgA ik
~9 JI)
<A
B6C3F1, AR, REIXTTO
B6129F2 DON B HufE CIEEEUE
K OIL-6 KT
/w77 |iREE, 1238|0, 10 - DON EEH O ik TgA 172
v hvw T OBl A o 3 7 Al
A, 4B fa ~ @ IgA I % 1%
(1 B 3 IL-6KO ~ 7 A TCIKF
~6 JT)
<A -DON (2847 < 7 2 (2L
B6C3F1, 15 IgA O L5 & TgA %8
B6129F2 BAEAC) DR, B
Fr ~D IgA T35 K& O
- VA @ =31

307)(72,7/ JRAN. 16 (0. 10, 25 .égo‘;f;%%”;irj L 173
k<A 2 Tl% DON (2 X % ML
7~8 M IgA b5 Z{2ik
(1 BEiE 5 - COX-2 BAEAIIX DON 12
~6 JI5) X B i IgA 7 w1t
~ U A M
NZBW/F1 - fiE IgA L~ULidZE k7
i L
MRL/lpr. [J&EF, 9~ 0 5 10 0. 0.75. |+BXSB <7 Z® 10 mg/kg 174
it BXSB, |14 8 T 1.5 FREHE T O B g A o
5~6 il X0 L~ IgA L&
(= DN
Jc)
7 v b,
Wistar, 8|f% 0 # 5
T s OK¥ER). 8 0. 7.5 - Mg IgG. IgA O 7.5 169
(1 #tEe6 |H
Jc)

. 4 X156 HEIZART IV

L 7 L (OVA TR Fhos)
7K Z’BON AL - DON T Mm% IgA
(1% 9~ - 2.2~2.5 KON OVA Ry TgA 8 175
10 §8) F N BN, WO HERIE Y

. NHL T TNF-a & O
H), 9@

IFN-y®O mRNA #EUL T
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N

9.8 kg . 0.0.3. 0.6, -0.6 mg/kg Ll ECiig

(e s [P 56 )\ N 176
~9 HA)

7 a2 MR

[OFS::J(N

59 Hiiis, |, 0.0.7, 1.7,

21.3kg i, 96 H 3.5(H #R75 8‘1 060;1‘ - i IgA D&/ L 0.2 177
(1 et Rt Yex v F) |7 T

£ 7~11

1)

*JECFA T L 2B EE
W@ﬁ%ﬁ WTHEREZHEE
xR 3 R AE 1 B Y720 ISR U7 E

c. Y4 bhAHEE
DON (2L, f v H—aA X EORIE « B MEY A A BN ERT
LV THREIND Z ERHREINLTWVS

B6C3F1 ~ 7 A (1 Bl 5 Po)ic 2 H#Fa%@@z?& 0 X% 25 mg/kgiAEDDON
ORI NG U, 2 REEZ MBI BT 2 BIE FRBLOE b E~ A 7 u T
VA ZHOTIHARTERE R, DONEEIZ IL-1lo, IL-1[3\ IL-6, IL-11
Lk~ rn7y—UHIEX R0 E Z(MIP 2)726 EDRPE, RIEKOE(EE
EE DB FDOIRBEN EH Lz, (BR178)

~ 7 ZATHINA R IZ 31T HIL-2 PEAIZ DWW T, DONEEE 100~250 ng/mL
T, AN 7T VRS TH HNF-kBM RAP-1 OB 53 2G50 BN

DB HT=, (BR179, 180)F 7=, Z OTHINE TIXIL-2 mRNADZE(L
TERMNHER SN TV A (B 181), IL-8 pE/EIZ >\ TiE, DONEEE 1 pg/mL
TU937 At b F s B SRR LRI IZ BV TNF-xB K& Up65 D3R G514
OG5 Z LR ESnT-, (Z#182)

B6C3F1 ~ v A (1 B 3 PO)IZ FEHDONZ 0.0.1.0.5.1.5 X% 25 mg/kg
REORRE CHER AL L, 2 FFE#IZPIEL O3 = RIZE T 531
71 A4 > mRNABBA~ORBE N F S 72, 5 KO 25 mg/kgRE DODONE
Hax, RIEMEY A N4 > OIL-1B, IL-6, TNF-a}x O'T~/L3—1 #(Th1)
P A b HA 2 DIFN-y L OIL-2 WOV T~V 8 —2(Th2) B v H A > D
IL-4 & ONML-10 OmRNAZ A EICFHE L7z, 1L-12p40 mRNA S FFE I L7
23, IL-12 p35 mRNAITFHE I N2 0o Tz, TS DOERIX. 7S =V K
D L CEEE T - 72, NOAELIZ 1 mg/kglh&E/H Th 7=, (BHE183)

B6C3F1 ~ 7 2 (1 #lfE 3 PL)I2, *EHRDONZ 0, 0.5, 2. 5 mg/kglKH/H
T2, 4 X7 FEBAEE L, 2 KEEZOMPIEL S A = RkizBT 53
A M A4 mRNAIC G 2 DBz, IL-1p. IL-6, TNF-a,
IL-12p35, 1L-12p40. IL-2 % TNL-10 ®mRNAM HEKIFAICEIINZ 7 L
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7275, IFN-y & OIL-4 ~D5213 727> - 7=, NOAELIZ 0.5 mg/kglAH/H T
bHolo, (ZHi184)

C57BL/6 ~ 7 (1 &Mt 3 PL)I2, DONZ 0. 1. 5. 25 mg/kglAkHE TR O
KELIZE Z A, 25 mgkgREHRGIZBIT 5731 TV O > COX-2
mRNARHLA 2 K2 I B — 7 122 LTz, IL-6 mRNARE O — 7 (3 2~4
K% Cch-o7-, (ZH185)

B6C3F1 ~ 7 (1 ##ift 15 PO)IZ. 0. 25 mg/kgiAE ODON % sRifil#E 0 #%
HL., 14 1A > mRNAOFBUZ 5 2 2B RGTS 7z, DON# G-#f
TIEMRE DY A - A > (AL-1a, IL-1p, IL-6, IL-11), &4 A > (MCP-1,
MCP-3, CINC-1, MIP-2), AP-1 B A RO (c-Fos, Fra-2, c-Jun,
JunB)&U“ 2 FEHDOML Y » bR (MKP1, CnAR) DR BIFEE ) 2 RIS

IO LN, mRNARBGFEE X —BETHY 2~4 KFLUNICE — 27 (Z
% L7 Uiz, IL-1112oW T S i b8 L 7=, (ZP£186)

B6C3F1 ~ 7 A(8~10 i) L OEfFLB6C3F1 ~ 7 A(3~4 i, 4% 5~8 L)
(2. DON% 0 X% 5 mg/kgiRE TR O&E LR, Bisl~ v 2 Ok +
DONREIZRE~ T AD 2 5L 720 | PUlEDOTNF-a, IL-18 % NL-6 mRNA
DORBEIIRE~ T ALY 2~3 (5% ->T-, (BHE53)

B6C3F1 ~ 7 A(1 &t 4~5 L)z, 0, 0.1, 0.5, 1, 5 X% 12.5 mg/kg
REODONZ HERGZ O G L, A N oA v 7T AL ORERLVE
YT EMET S EE X BTV 5 SOCS(Supressors of cytokine
signaling)1, SOCS2 K U'SOCS3 ®mRNAFH 2 i ~<7-fEH. 0.5 mg/kglk
B EOBERIZBW T, MR, L O 31T 5SOCS3 mRNA
O A ERIF BN ZE O bz, 12.5 mg/kgREDDONL 52 LV M H
DONEEE X 1 BRI ICIT R AME & 72 0 P TNF-af ONL-6 1T 2 FEH
BATER KA & 72 o 7=, P& Ol CIETNF-o ) ’IL-6 - mRNADFEHLA 1
~2WEEIBIT IR R L 72 0  SOCS3 mRNADFHLIT 2 i ICIk K & 2o T,
FFig D SOCS3 1H sk e mic L v 3 % LBl SN, ERLE
YT F D Ty 1 CTd HIGFALS(Insulin —like growth factor acid
labile subunit) mRNAD 3, 2 FH 7= #5 K. DON& 5% AT Tl L. 3~
5 IR IZIE T6% A LT, (ZHi187)

B6C3F1 ~ 7 A(1 #fMHE 6~8 T, 3~6 #ip) 2. 20mg/kg® DONZ% & T rfi
B2 8 WMIEE L7ofb R, FERGHE & il U TR E ORI M2 Il & vz,
DON&“@H“( [XDONIL 2 2 W% ICI1X 48 ng/mL & 720, 8 E T

XA U (44~63 ng/mL) TH - 7=, DON#E 5%, HigiZ 15 2IGFALS
@mRNA%%fﬁ T2 MBI GRED 3T% LK T L, 8 % £ THRL LA
VT o7, DON# G- D 1 FIGF1(Insulin-like growth factorl) & O°
IGFALSIRE X 2~8 ICHB W TIHEHRGHEL VIR, ENEN T4~64% KT
34~40%CTdH~>7-, B6C3F1 ~ v A(1 B 5 PL)iZ 0, 0.1, 0.5, 1. 5 XiZ
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12.5 mg/kglfEODONZ HEIH 535 & 2 K% OFlgic 31T 2IGFALS
OmRNAFBX, 0.5 mg/kgRE®K G LI ETHEKRFERIZENLZ, (B
188)

d. UonRREEGICETEZT7REF—DX

in vitroCDON(0.1~50 ug/mL) %, ~ 7 AMgR, P OV S+ IJV*EEH%
THIRIZIBIT DT XV A XY UFEEDOT R h—v A& HE L, F72M)
S O SA Ui R BARIE Tl ARIREEODONIT K 0 778 h— 2 A 3] é
NDNERECITb It SN, (2189)

in vitroC, JTT4A.1 fifi ZDON(10~100 uM)TFETE F T2 L7-fE 5, B
FERAFHNC TR b= 2 23R8 LTz, (BH83)

@ mEHH

ICR ~ 7 A(1 BEMEMES 10 PO, HHEDON% 0, 2. 4. 8 mg/kgfilkl T 14 H
MIREE 5 L 7o 5, DONEE&HT%I&L%%&@{W}@ﬁﬂ Wb b, (BR116)

Wistars2 7 » ~(1 & 5 POic, DON % 0, 0.83, 2.5 &} 7.5 mg/kgiK e/
H T8 HMsmHIR 0% G L= 8, 2.5 mg/keglAH/H LU Lo GETliET D
FhruberngECEML, IgGit 0.83 mgkgAE/H LI E TR ONIgAT
7.5 mg/kgRHE/H TR L=, (ZHE169)

in vitrolZ3B\ T, DOND 7 » N RIERIZ )T 2 MAER 23 130, 200 31X 250
pug/mLOJRE TR 5172, 200 LT 250 ug/mLTIEEEREM LZR, v =k
*w\7»&%%/\TXﬂwt/M\aFz7;u~w&0tx%//ﬁ%m
FIGZELEZ, 2hb0fEENS, DONOIERRKICIZIEE —HED SR &
FIAEN L~V COER, MfaE s O EERE T Y —F /7&//»@ U e
b 3 @Y NEZ BT, (BI190)

@ T Dith

t UL %EKkZDON 0, 30, 60, 400 ng/mL{F{E F CThels 72 B Lz,
AIEEFE I X DONREEIZ L 0 224 8%, 19%., 99% Pl X iz, X, U v /3R
OFEMEAL & B 2 IR RPUR TH 5 CD69, CD25 K 'CD71 DOIEHIZHOU
THIE L7-/ER. CD69 1% 6 BFMZICHEI L, OB L= Z &5 CD69 73
FEHANH 232 F D Z AR E Tz, CD25 FHIIICs AR O G TRl S -
23, 400 ng/mL TIZWZHH &7z, CD71 BBA~DOEIZ OV T, %< DM
TCD25 MBI L Tz, L7285 T, DONIZEIC Y »R8k23CD25 & R B9 5
PARISOEIRIIC i A2 Il 45 & B 2 bz, (BH191)

7 v NEBEMAE X 0 4B U 723 i piEAIE I, 0, 3, 30 3i% 300 ng/mLCDON
ZIgEFE S, CFU-GMO 2 v =—kaE A HIE L7 /5%, 3 ng/mLTIE@EMENTE
HHNIRD STz, (BHR192)
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b ML & T N Sk o0 BER B ER BT ER A AE (GM) 2 DON(106~108 M)
DIFETT14 AR L, av=—BllB L2 HE LR, DONIZe M & Ty
O CFU-GMUERLEK HLEK = 7 = — Al AlAE) 2 1x10°6~2.5%107 MO & i
CTIRERIFCE L=, 7TH, 10 H, 14 HH®DICs 1%, & FGM T 3x108,
2.9x108, 3.9x108 M T, 7 v hTiX2.6x107, 1.5x107, 1.6x10"M&H -7z, t
FGMIZxHT H2DONDOFMEIFT-2 F ¥ PHT-2 h¥2 D 1/10, 7~ T
1359 1/100 725 7=, (M 193)

b M EMATESHALIZ 0, 3. 90 XX 300 ng/mLAODON%E#ZZ L., CFU-GM®
g =—REE~DOREEZWE LR, 90 ng/mLLL E CRHENTED Eﬂﬁo
ng/mL T35 7 HiZar =—ElkHENRO Hitle, & M EOMEFEIIIRE
3 I AT ERAR AL ORI L D ATREME DS RIE STz, (BH194)

b bR XY B L7 SR IFERRTBE AR O 2 v = —TEaEEIC BV TDON 3~
75 ng/mLiX., & FCFU-GM & [FIf2E OFEZ /R L= Z LD, JRIFERATBRHNE
IXDONDIERIAIL & & 2 BTz, (BH195)

Caco-2 KL UT84 #ifa(t NYEALE MR O RS & ORERERFME IS X35
IKIEEDON(0~200 ng/mL) D 588 % kgt U 7= 5. Caco-2 AR I, BlTFfo
WD B OBk B D3R & D W M LT DT RERE RO bivlz, 72, Caco-2
FOVT84 i % -z < H(TEER) IZDONIC & @ WL aRkOLy 7 7 —A
T —) ORI D OFmEME TN L=, Caco-2 filDOT VA 7 AT ¥
H—8, A7 T —8-A VN —BIEERTED Lz, 2o 0fEHRIE. DONSR
AR S A T S OB RE R 72 B8 % T T RTREME 2R LTV 5, (22HR196)

Caco-2 ffifid L IPEC-1(7 # {H{b& B L 123 T, DONIZTEER %
D EHE, 4kDadDT X A b T v R OE RN Escherichia coliD it 2 BN 7=,
NGO TREOZLITMIRE OESE D+ ThHH 7 70T 4 v HZ R TE
ORFFEBGAICE#E L, 7 T 0T 4 -4 Z 87 EOWRAIE, 2.85 melkgfikl o
DONIZ 5 IR SNi= 77 % DZERIIBWTin vivoCTHhiRd biviz, (&M
197)

4~5 D 7 X DIFIZ ex vivoCDON % 4 FF[EBRER X, FEiE bk O A LT
B, /MEAIEEAE, TR E 2R AR, 1 M TR RS o T, (B
f%198)

RAW264 Hifa(~ v 2 BLERM: A M B RER LRI 2 VL CLPS (U AR Y #
HTA R) FIZ L ANOEAIZ KIETDONDH 5 WIENIV(E % 0~1,000 ng/mL)

D% in vivoCHiGT L7z, DONK ONIVIZFEKFICHEER b ER S
FRIESEGNOS) DA L IFN-BHRE Z il L, NOPEAME T L7z, (B 199)

DONDOYERA~D K at x4 = U EEDOHMICE A O ENTHI LTz,
250 ng/mLODON L JEVEN~ 7 v 7 7 — VxR T 25 L1IL-6 %81E 3 FEfl] T
Bl olz, iz, BERTcAMPRIGK T A % > /X7 E(CREB) D / v 7 &
v E LA, D5 WIECREBDO X7 —1 Th HAkt1/2, MSK1 £ RSK1 %4
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L2 BIC 2 OREADZME Sz, ZARERNAEMNALZ X7 E X —F
(PKR) D4 1%, IL-6 3H721F T/ < ,CREB& Z D LD F F—F¥ Th HAkt1,
MSK1 . O'RSK1 @V VERb &2l L=, —F. 6~8 HEDHAIZE Tl x &
B~y AhbELNTEEN~2 277 —Y Tk, PKR, CREBXF—F¥ K&
O'CREB®D UV At 3 ZEIC Lz, £72, DHARZ I L7z~ U A 2B N T
TaT AT AT 7 A —F 1 KO 2A0R M S Tz, ZiubDEAE NS, DON
IFPKR K& CREBIKFAIZIL-6 HEL A FHE L, 241D ORI HEL R % F— BV
P2, DHAZ EHIMER Lz~ 206G onl-~7 07 7 — U Tl s n
mEEZLNT, (ZH200)

PKRMDONIZ L > THEEND VAR Y —AFMER b L RISED LG EDE
ThHHEVIGREREET 572012, RAW 264.7 #ilal2DON(0~1,000 ng/mL)
ZVER &t 72, DONIIHSHi ﬂ%m 5 5y LA I B A7) 12 INK1/2. ERK1/2 &
Up38 DU Uefbadhga L, 1~5 73 LI ;PKR%{%WK uto it DONIZ &

ATR M= RAHEIT . PRKR/ v 7 X0 U HRIZEBNT, WZFHIE ST,
(/8 201)

B. =/,xL/—JL(NIV)
(1) &=
NIVORR O #5112 X 2 8B ELDs0) 23 1 1 IR LT,

£11 =NAL/—)ILNIV)O2HEROSERERIZEH TS LD

B TR K O LDso 2

(mg/kg 1K) SRR

~ A, ddY. . 6 WHin 38.9 202
7w b, F344, MERE 5 @k 19.5 203

6 R OREADY~ 7 A% HNIVOLDso 1%, £ 05T 38.9 mg/kgfA ., JEHE
W 5T 7.4 mg/kg{RE, F TH G5 T 7.2 mgkglKE, FRNES T 7.3 mg/kg{AHE
Tholz, MOKGEHOETIXFEIZ 3 HUWNIZE Z V| BICEEE 2 5 - ifn & Hif
Bl aniz, (&H202)

F344 7 v MZEBIFANIVOLDso (%, #&HO#5T 19.5 mg/kglRE, K F#HE5T
0.9 mg/kglRETH Y, FHIL O ETHLE D S s BA A Sz, (ZHi203)

7 BVIZ 1.0 mglkg (KEOHEONIV % [ N5 U72fE R E 23RO i,
4-AcNIVDO R F# 5Tl 0.4 mg/kglAE ClRMENBLZE INT-, (2204 #303)

% 2|2 1.0 mg/kgRED HED 4-AcNIVE L F#E L7=fER, 30 5% I2mmt2s
eI, 1 HZIZIFELE Lz, (B/E205)

A X2 4-AcNIV % 0.1 mg/kg?D H & CTEARNE G- L7-fES. 4 Porp 1 PCizngrt:
B bz, (ZH204  #303)
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(2) ERMEH
1 2INIVEGIZ L DRt m B oRi e R Lz,

£12 HFH-NL/—=ILNNV)OROXITEEREICET2EREEEHABROKR

B H I BE5R LOAEL | NOAEL
RS (R, B (elk (melk AT AL (mg/kg 1| (mg/kg & % SR
i} mgikg | imgrkg #/H) &/H)
i fED | ERE/H)
<~ A + 30 mg/kg GEELCHRIMEREL
C57BL/6  |IRfH,  |0.5, 10.[0. 0.6, & H L ER O b E R S OVE R
6 3l 248 |30 12. 35%| BEEOEY VR —np| 5T L2 \DUSKEEE | 206
(1 7t 6 P5) H15
SR 0. 0.014,
- Beh-(R 0.071,
054B1‘6 7 I 5% 7 0.355. - 8.870 mg/kg AT/ H Tl
i g 1.774, B o U BRI, JR3E O g gkeE | O 7gREE 96
a E%t,é o |[BAE 8.870 WROT A T+ AT 7 : :
) ). mgkg & | Z—BEHKL O IgG 08
1 3 (e, HAH3
28 A [ml3E 5
<A AT L o
C57BL/6 ?E‘jéﬁ * Eﬁﬁi?&;\){zkiiﬁjjuﬁnﬁi\
. N 0.6. 12.|0. 0.7, BTN HY T AT 7 .
1 # YOy A ' . * NS &
(71%%%% f@mi 12130 14, 35| —emtEasmgremmm, | 7 MUK 207
JiIEYiap SRR s
10 JB)
Sk, « 6 mg/kg faktLL 1 CREEUEIK
Sprague-D |JE£H, 0. 0.6 DGR, EREEOLE
awley, 63|14 X% [0, 6, 12 1‘2*,; > b, HIz7uvy—2ro 0.6%* 208
s 28 H : CYP2B1/2 ®»¥4/n. CYP1A2
(1 Bt 5 P9) 0¥ o3 WiRVAS7 2!
Sk - IR R OV A AP
F344 ‘5 " i i 11 ETIIRELRL
P t e 5. 0. 0.4, |-2.0mgkg &KE/H&5HETIT 920 04 203
(f —— 2.0 M e OV B 58 8 A 75 L ' :
12 19) )30 H AN U 7223, 95 BRAL AR - AR A
T b L
AN
gf’“‘ 68 TREH, 0. 6.25. |0, 0.4, |+ 1.5 mg/kg IKELL L THER 15 0.4 209
(fﬁiﬂtﬁfﬁﬁ% 90 H 25. 100 [1.5. 6.9| : :
10 JB)
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- 100 mgrkg B TR
A HRIE, MORREEE. B REA
Syt s | Tﬁﬁiﬁﬁ%f%fﬁﬂi
F344 ‘GE R OBEIN 2 £E S GFHFEEER O
s X EEH 0. 6.25, |0, 0.4, F AR, JREEPASHIN sy 0.4 210
ifl .
(1 PebERE A 90 H 25, 100 [1.5. 6.9 Jn -
10 75) + 25 mg/kg FRLEDL BT
ERD
+6.25 mg/kg fAEILL EOMETH
i ERE s>
5. 510, . *%KT‘E‘H%{)UE(A&:%E
W TREH. 0.25 5 - 5 mg/kg ﬁﬂﬂ'fﬂﬂ#ﬂ]ﬂ@ﬂﬁ’)\ 211
(1 BEHE 6 550) 21 H - 2.5 mg/kg AT IgA FEAE &
: O W IR AT I BE e )
AR L
+ 2.5 O 5 mg/kg firhCifi
AR I 0, 35 PR AT FE A HE N
S AYN AT 0.5, 2.5, R IT:
B 50 g |5 REBRIE - 6 %% 12 mglkg kG 212
(1 #f7E 6 30) 0. 3. 6. TN, BEHE. SR
12 R
- 3 mg/kg FAEILL ETHEE O
Y
- 5 mg/kg FBFCHAER 7 L7
VI AT 7 B—F &F
- ROER, T a— AN
?V”*f(f P 3 0K 5 malkg FEFCHE O
o). 553 |50 El‘ 5‘ : E/V‘ +:\%§}1%Vﬂmm1\ B 90
(1 PEHE 5 99) JPENE R e ORI 2 5
HoNE
- 1 mg/kg ik CRHIRDO S 0
b, IEXR. MESk
* SCF [ & LA E

D <R

C57BL/6 ~ 7 A(1 B 6 PLIZNIVZ 0, 5, 10 X% 30 mg/kg Lefilkt% 24
A MR 59 5 M A rEd R BR s 32 S iz, 30 mg/kgfiBHE G- REIZ BV T,
IRIMEREL DA B 7230 & o3 0378 B EREL DO 23588 H 7= 3, o ik 37
A—& EEE, REENE, s E R A BRI A Lo 72, 30 mglkg
fA B BHEICB W CEBBZICE VERMEOR Y VR Y — AOBENED S
7=, NOAEL(Z 10 mg/kgfiilkl (1.2 mg/kgiAE/H, SCFIZ L 2 EH) TH -~ 7=,
(& HE206)

C54B16 ~ v A(1 BEME 10 PC)(Z 0,0.014,0.071,0.355,1.774 X% 8.870 mg/kg
REE/H ONIVZE 3 [0 4 R O F 5 U fE R, 8.870 mg/kgRE/H B 5-#EIC
W, BEFR Y o iMER, ERIREOAE R, EToT v Y 7
F AT 7 X —BIEE R QNIgGOH B BMNTES Hiviz, NOAELIX 0.76 mg/kg
RE/HA BY =0 ICHE LB Th o7z, (BH96)

C57BL/6 ~ 7 A (1 BEMERES 10 PEICNIVA 0, 6. 12 X% 30 mg/kgd defik)
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Z 4B ST 12 MEREER 5 L7z, HBRICHWIENIVIE, KK TF nivaleZ ks
%, BIRIRICLZBOTHY . CHRICE 5 & a A TIENIVUAD ) a7k
EREA LRV ST D, FTRIRAER 72 RN 25 72 B, HECI 4 R
6, 30 me/kefi FHE T HER O 12 B0 12 me/kgflFHol LR 5GRET, #ETIL 4
KO & 512 12 me/kegfkHLL OB SR CIREOAERBD 25380 b,
HET V7 ) 7 4 A7 7 5 — PG BRI N U7, AIRRAO R OV
72 B 13 2 B V72 o 12 SRR O T8b 133880 B 7z, LOAELIE 6 mg/kg
fAEHO.7 mg/kgRH/H, SCFIC X H#FLE) Th -7z, (ZH207)

@ 3vk

Sprague-Dawley~ v k(1 Bt 5 VE)IZNIVZ 0, 6 XX 12 mglkg s A9 2 il
Z 2 % 4 AMERSE MR, 6 mg/kgfBll EORGHET 1 KON 2 BEEEIC
BEEEOW ORI RO B, 4 BEEZICIEEE Lz, 2 #HEO 12
mg/kg/ B falAHE G- C TN & OV o0 f skt K OVFE e ides B 23 A B LS LTz,
4 M D 6 mg/kghal Ll LD 5HETIIAFHR, B FE xHgias B B3 A 5 8
L. 12 mg/kgfifHse 5-8E T MR O et o OVFH kg 5 & O A B2 B 35890 6
Nz, 7 vy —2ai2BW\WTid, CYP2B1/2 O —Kiiy7e i & & 32, CYP1A2
DOTNRFEGLTED i, it E R 2 EE & L7-LOAELIE 6 mg/kgf
FHO0.6 mg/kgiKH/H 9 ThH -7z, (BHR208)

F344 7 v (1 BEMEMES 12 PE)IZNIVE 0, 0.4 X% 2.0 mg/kgh &/ H &5 T
30 H REsRiflRE O & 53 2 RE R i S iz, 2.0 mg/kgRE/ H #5818 T,
IR O AT HE IR E ) K OME IS AN R 23 2 S T2 N B 22T 2R D - 72, 1
TR0 L OIS AL FRAE CRE IO b/ -7, 2.0 mg/kgRE/H &5
B CHTIE M OV EE B 05 A B I SHIN L 72 AN B R R T I R S hu s
moiz, (BHER203)

F344 7 v (1 BEMERES 10 POICNIVE 0, 0.4, 1.5 XX 6.9 mg/kg{kHE/H T
90 HIRA& G L7-#ER, 1.5 mg/kegRE/H UL LRGSR CIRENHED L7z, NK
TEMEOHIMAS 0.4 mg/kgRHE/H UL EOEGHETRD LAV, (KERD 2 1 &
9 % LLOAELIZ 1.5 mg/kg{AHE/H TH -7z, (5HR209)

F344 7 » (1 BEMERESS 10 PEICZNIVA 0, 6.25, 25 X% 100 mg/kga BT 5
filkt A 90 H RER St 2 B 5B i S vi=, 25 mg/kgfal kLl b4
BREDRERK Y 100 mg/kgfi Bl G RE DO THE KRR 3B b, 100
mg/kgfilBHE G- REOMERETIX, Mg, B2 & O EEOHF BB DD 5
Nz, £72. 100 mg/kgf B G REOMETIX, FafR o Hse B8 M O EE N A

9 JECFA THW T 2 #F(IPCS:EHCT70) Z A\ CHEHUE 2 #EE
il R E (kg) HRE (/@ H) | ERE(g/ke (RE/H)
7> b 0.1 10 100
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B Le, BMEREROAERBA D, HETIE 100 mg/kgfafl, METIX 6.25
mg/kgfi B UL E OB ERETHERD Bz, 100 mg/kgfalBhk 51 o Mk C i M3k
K OGRMERE N A Z I L, 100 me/kgfil B G-REDOMET~F 7 1 B EE D

BRI IS I B T, HLEREROEIZR Tl 100 mg/kgfileh 5 5 RE o MEIE C i pR 25
i, BRSO . FERRETEEO BB OB & £ O RO OYE A
PEAEAR . JRERPASHIRIR O 72 E N H L7z, LOAELIX 6.25 mg/kgfi (0.4
mg/kgREITAHY) TH 7=, (B210)

@ T4

7 % (1 BERE 6 DDIZKERINIVE 0, 2.5 XiT 5 mg/kg TUSHI L 7=kt 2 21 HH
B SRR, B, EE, —BREOZ L Z R T HBEITFEO T, &
HNOESREEOEL L o T, WEMEHRE TIINIVE RO —HTH GO
WO A EBIENRD b, MHEEOH &K 2B RRBO 6l 2.5
mg/kgfii BHE 5-HE I B\ CTHRER TERY 72 Tg AFE A B oo HE M 6] K Vg G A= &
WMEE N A BT, (BHE211)

@ =7 kY

=7 ~UQ B 6 FDIC, NIVEZ 0. 0.5, 2.5 Xt 5 mg/kg TR L7kl %z
20 HMEBE S S/ 5R, mAEH O RERIRE D 2.5 KUY 5 mg/kgfilBHE B CHE N
L7z, WIZ. NIVZ 0. 3. 6 X% 12 mg/kgfift & LREEICRBR AT 7245, 6
Je N 12 mg/kgfilSHERREIZ BT, (REBEMEN D U, B & & OfE %
DK 6 %l Uiz, 7=, 3 mg/kgfidkBLL FEREECTHE O L ANRD bz, (B
fR212)

BONE(A @ L 7R, 1B 5 FPDICNIVA 0. 1. 3 XUE 5 mg/kg THAM L=
fakt % 50 HMER S 7, fEHEREIRED Lizas, RE, JIAEREM K OWRA,
BIZKH T 288 I otz MIEFTOTAH ) 7R T 78 —F XL E
BRIV a—R 1% 5 mglkgfilBHERUHE TR L7z, 3 KT 5 mg/kgfil SHEEUH
D 40~T75% THIE S Ay + 4RI H I & OHEIEZEIE R QN R BAIP 2 A3
LEINE RO Hile, 1 me/kgfilBHETUE O —H CIHFlgO%E b, ER KW
Mg b3 iR bz, (ZH890)

(3) IS - BHAMK
@ EHEHHR
# 1 SIINIVE G L 2 BEEERBR oS REZ R LT,
7 DO C5TBL/6 ~ 7 A (1 &l 6 PC)IZNIVZ 0,6, 12 i 30 mg/kg(0.0.68,
1.51 X1 3.84 mg/kgKRE/HAHY) CIRA S W7z ikt & 1 MR 53 5 IE #
iR BR N FEe S -, EBRICHWENIVIZ, WK TF nivalex {5545 . R
RIZLEZboTHY . CERIC XK D & a XA TENIVUAD M) a7 Z2pEE Lk
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WEENTEY, ANNIVHLRBEHE SN TWD, T _XTOERERETRE L flEHE
BB F BRI 72080 235880 S vz, NIVEGRECIIAFiE, B Oz i
xf s B 2N U, PR, R, %%&Uﬂ%@mﬁ*mﬁﬁﬂﬁiwfm
AR L7, WIRA L ORISRV T, TN, Mg, PR, B,
H. BT, FEE, IR, %%\%ﬁ\)/ﬂm\m&Ud% CREITEO LN
7Rino Tz, 6 A1 30 mg/kgfalBHE G5EEIZ BV T, 1 H4£I121F 6 mg/kghil
UL EHEGHIZBWTHE R AR OB 572, LOAELIZ 6 mg/kgfit}
(0.68 mg/kglAH/HIZHHM) ThH 7=, (5H202)

7 Hin D C5TBLI6 ~ 7 A (1 Bl 42 PL)IZ, NIVA 0, 6, 12 X% 30 mg/kg (0,
0.66, 1.38 X% 3.49 mg/kg{AHE/HFHY) TIRA S 7=kl % 2 fFRRETHR 595
AE ¥ 53 BR 23 i S 7z, RBRICHWENIVIL, #5K TF nivaleZ ¥4 .
MRRIZLIZHDOTHY , CHRIC L D & a2 A TIENIVESL D b ) a7 &L
L2V EENTED, ANIVH AR E SN TWD, T _XTOKGRECTARERN
WA U, fEHE IR O H &R AR 728D 3380 B vz, 30 mg/kgfal B G- T
(IR B S AN UL 12 mg/kg BBl b oD $e e B Mgt oo B s A L sl
L7, MiEHRDOT NIV 74 AT 7 #—E R OIET R T VARG 5 H B
FFRIZHIN L, 80 mg/kgfil k& GHECTHE Th o 7o, WHIRM K OERRFROBIE2IC

BOWTWTNOEGEICEBWTHENIVEGICERT 5 & & 2 65 EEOFHRS

ITERD bR ol HARBAEDEEIZIFLEAENY L NETHY . FAEROR
%%iﬁ%ﬂ@ﬂotﬁmeg@ﬂﬁﬁﬁTmUVﬂﬁ@%ﬁﬁﬁ<%§ﬁﬁ
HEDPST BT I v A =V AR S22 FEAEFRIT 12 T30 mg/kg
fABHE TR h > 72, LOAELIT 6 mg/kgfil£H0.66 mg/kgiA T/ HIZFH ) Th - 7=,
(& 213)

#13 =L/ —)ILNIV) DBESERBRER
g
S b LOAEL | NOAEL
BREss (AL, M T R, (melkg | (melkeg | 5% | Scik
fi (mg/kg | (mg/kg (RE/A) | fh/A)
fith) KE/H)
<6 7 HZIZIX 30 mg/kg £l
BHEE. 1 A5 10 134 NIV #
<2 5ﬁﬁiﬁb‘f\ ﬁ?%?@ M I
C57BL/6C ERJBD . FEE, EEL Hfig K
rSle w10 6 120 0% | ommprmie o | o7 75@3;‘ 202
(1 Bt 6 Oh o Pt N AR o B Bk oD
JE) o
KRR R LI SR
Mnol-,
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(4)

e

D

T RTOEGHECRERN
Wb
- 12 %O 30 mg/kg flkhiE
<2 T Wit et B R
C57BL/6C * 12 mg/kg fAEHED IR "
rSie g, 2|0 6 12010, 066 | e m i FAh U K| 07 POKT 913
(1 BEiE 42 30 138, 349 oy bz A
Un)} JUAVRE N O I3 e B
VR BARAFRIZ BN
* NIV Z 5K &3 2 g5
RO LN T2
©@ Zofh

NIVOT 7 Z b &% vV BIAFBDIZ X 2 IS R~ DR E R 5729
12, 1 E#EOC57B1/6XC3HF: ~ 7 A(1 FEHERER 15~26 VE)IZ 6 mg/kglKE D
AFB1 #JEERN#E L, 6 B#%ICNIVA 0, 6 X 12 mg/kg TIRA SE 7= ik}
Z 1 AEMREERG-9 3R 55 S 7z, REBICHWENIVIZ, #5K CTF nivale
EEEFE%, MARRICLEZLOTHY . CRICL D &3 A TIENIVUS O U =57
T UEREALRNESNTED, ANNIVHL AR E S TWD, 3T ToRE
CHFAMAEIE B OIRIE 2SS 42 L7228, MEDFEAERIINIV 0, 6, 12mg/kgfalfH% 5-1%
TENEN 31%, 21% L 0% Th -7z, (BH214)

F344 5 v FABE4~160)Icy=F L=+ V7 I (DEN) KO 2 B IC
AFB1 Z H[EIJEENE G L, £ D% 6 BRI 7= > TNIVZ 6 mg/kg (0.6 mg/kg
{REE/ H 10) TR S W7kt 2 1R 59 2 PRI R S A RBR A Sl S iz, &
BRICHWENIVIE, FEKCF nivalex 8558k, MIRRIZL7IZHDOTH Y . ki
KABLETATENIVUAD R aTrbrwzEE LN E INTEY  AcNIVH A
ML SN TW5D, RERBAEE S 3 BICHFOE S UIRZITV, 55 8 3 HIZHIA
PR DIRIE T HGST-PURETL SV 2 F A -8 N T 27 = 5 —B)EMENT
FRAE B 0D B 2 G~ 7= A 5 L NIV BB 58 ) O'DEN & O 368 5.8 IR 72
Pl Ep & &ho7-, DENEAFB1 5B W TIEGST-PEGMERIE A
BN L, DEN, AFB1 X ONIVZ &5 L7277 v MZBW T, GST-PEE
HIRR B D H N FE OB NGRD iz, (R 215)

AERESMN

# 1 4 IINIVE G X 2 A5 A m B of R a2~ L,

ddN—~ 7 2 (1 &l 3 PLLL B)iz, NIVZE 0 XL 0.4~60 mg/kg/RE/H TR T, &
NI AL Lo fE B, NIVIRGZ X 0 BRI oD . Fih o —i
BN R DAL, ZEEMESEHE TR b -(HEORHEZR L) (B 216)

10 JECFA THWTWAHE(IPCS:EHC70)Z W CHERELZHE

i B R (kg) E (/@ H) | EEE(gke KE/H)
7 v b 0.1 10 100
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IEHRICR~ 7 A (1 B 10~11 VE)ZATHE 0~18 H oM, NIVE A 4 £k % NIV
230, 6, 12 X% 30 mg/kgk 725 X 9 EA S -k 244k 0~18 H O HIfMEH
X7z, 30 mg/kgfABHEIZ B CRENM) TH B 72 REIE IS, IR 8 CTEFED

B KT (82.6%) M OER DAL BALHEE DENNRD Sz, 12 mg/kgfilBhl b
T, BROEESEEISED Lz, 72, BIOIEIRICR~ 7 A (1 FEif 5~10 PL)
(TR T~15 H BT T, BRNIVE 0, 1, 5. 10 X% 20 mg/kgfAHE/ H CThiil
HRO#E L7, 10 mg/kgfR®E/H LA Biifl# D& 5BV T, BEmof B2 K
TN M OBEFE & 5 W3R R IR I O EEINSFE D BTz, 5 mg/kgR T/ H LA
EEREIR ARG LI REORR IO 7B NRE RSB b v, A EmiEss
LN T, (BIR217)

#14 =/ L/—ILNIV)DEERESHRR

e 571 R LOAEL | NOAEL o
BREsE | (D, W i T 5. (mg/kg | (mg/kg | fii5 | .
R (mg/kg £l (mg/kg ﬁx ﬁ—(ﬁ/ E|) ﬁgﬁ/ El) STk
£h &/H)
< v 2. ICR + 30 mg/kg fAkEHCREMW DA
(1 #fME 10~ [JRAH, 4EHR|0. 6, 12, |0.0.7.1.4.| FEHIIHNHIK OWEHEE L ot |POK T o0
11 PL) 0~18 H |30 3.5% - 12 mg/kg FABFLL ECRRIEEL| : # 5
AN
~vU A, ICR | - 10 mg/kg E/H L TR
(1 B 5~10 | B> Uk EBAI ] K O
(EHERHE 0. 1. 5. -
e ). IR 7 10. 20 ik > 1 217
~ s : 5 mg/kg K E/H LI _ECla
VSN p =S Tl

*:SCF I X 2 #5 MK

(5):ExE
NIVOEEERBOMEREEZFR 1 512 & O,

NIVIZV79-EHfa(F v A =— R~ b A X —fifi 1 SRR IR) 2 VN 7= 1n Vjtro“C“

DFRERIZ I THIME B IE N A2 7R U 7=, FRENE AL R OFEAE T (+S9mix) TY
REFE DDA L N, kGt A2 (SCE) DA @b#rﬁ#ﬁ%ﬁumu
iz, THOBIE SN RN2 O THY . ¥ X AR EIC R
WT2DHLDTHDZ ENREEINTZ, (BR218)

V79 M 2 W - Qe R B RBRIC I W T Y v r a U bR L 72 NIV
I%. 0.001~0.03 pg/mLTX D 2~3 F O OYARRE 255 Lz, (B5143)

V79 M2 V- Ge R B BRIc B W T, Yy INE . REXII F7Er a2
6*%% L7=NIViZ, % %40.03 ng/mLTxIRD 2~3 (EDE DY R B 253 LT

. HBUBEE X 5% L T CTh o7, (BHR144)

v-Ha-rasi& ABALB/3T3 iz H\W 7= BT v &4 2 TIEINIVO A =

vE—varyROTae—va HERITERD Do Tz, (BIE147)
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CHOMiNE K ONCR~ 7 A(1 BEMfE 4 PT) & VT, NIVO BEAIE 7 L BRIk
(=2 Ay b7 v TN, 50 KT 100 pg/mLONIVI, HHEMALRIEFLE
T CCHOMIODNAZHEG L=, In vivoCTDO a2 RXA >y 8T v AITBWTIL,
NIV(20 mg/kg{RE) D% 0 #5112 & DNABE S, B8, 5. 2205 &K OB
OO, EENERETIE. B2 BROTDNABREIZRD bkhoT-, (BH
219)

FF AP 2=y 7 (Tg)~ 7 A(Muta™Mouse) ICNIVZ# 5 L, Zlgesic i 5
FERB B DFHMEEZ TR FER, WIThbBEETh T, —FH, axXy h T yEA
TIINE R B2 & - T PEDRE B S b= 11, (BHR220)

£15 =/L/—ILNIV)DEEEEHABRER
A:in vitros B

R
SIS T e RAFERE | i m 1 | 20
B2 L | {LRb 0 Sk
i e 0 53 1 | F e A = RN AR — N .
i V79-E i 5~50 uM/plate 55 1 55 1 218
\ \ FrA=—ANDAH—
Yu R ~ 2y O R
Yo (R B, V79-E 4l 5~50 uM/plate [ IR 218
! \ Fx¥ A =—ANLAX—10001 ~ 003 |FHE
Y LA —_
PRI V79 i ug/mL (3 %) 143
. . FX¥ A =—ANLAF — 728
Yu li=id —
PSSR LN V79 il 0.03 pg/mL 3 1%) 144
P v-Ha-ras & A BALB/3T3 N - B
T Rt v R PR 0.01~0.2 pg/mL | &tk 147
DNA # (=
A v 7 v & | CHO filjz 50, 100 pg/mL Rtk — 219
~)
* 1 TSRy R AR
— - AABR
B:/in vivoiE&
R
AT AT i S
EAmE B ABR R (EES ik
=N -
D B o T XU | g e R, B, W EBROR |
N &) 88 MEEN B B (RERE O 22)
N . oo ATV 2=
72 Sk g5 =%
RBEROT | ) o2 (Muta™ Fa 220
FEAE
Mouse)
DNA #1{f5 (=
Ay N7 vl | wUR (R 220
1)

L S
A . B, BERE
F/z, aA

He. NIVE =D ZZ0X | F6mg/kgRH T 1 IS & (Z4RIGRAIRE R EG L& 25|
by KM, Il IR, B 6 & OVERIC 3517 5 8RB R ORIV T b Th o7,
v 87 A OBBEOREREIX, HREOEICR-> TRO LNz E SN TN5D,
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(6) T (RESH - MiEEHES)
D RESH
a. RELE~DEE

BALB/c~ v A(1 it 10 PDIZNIVE 0, 0.2, 2 X% 6 mg/kgDEFE T 438
Mok E L=, 14 A BTV E xR T F(Salmonella Enteritidis) & i X4
TR, NIVIX, ~ U ZADAEFRITEL RIS e olz, (BH154)

F344 7 v b (1 B4 6 VL, HEREIZ, NIVE 0, 6.25, 25, 100 mg/kgatkHO,
0.4, 1.5 XX 6.9 mg/kg{KTE/H IZFH2) T, 90 HREREEHR G L= E, 25mg/kg
fRBFL B D 5 EETHROT Y > 2SER/B Y > /RER(CD3+/B220%) e 73 #%¢ 5 & (2
K7 L CHREIZHD L, 100 mg/kgfil B 5HEZ BV TCD4*T Y > 788k (~ v
sX—=TV > /ER) /CD8 Y » RERGHAREEIET U o RER A B LT,
T RTONIVE G CNKIEEO R B2 B s vz, (Z/i209)

b. mFr Igh LRILDZEIERD 1gA B
NIV IDON &[RRI IgAIC KT B8 L | ~ 7 A CIgABEN s ST
, &16)

C57BL/6 ~ 7 A(1 EEME 10 PB)IZ 0, 0.014, 0.071. 0.355, 1.774 X%
8.870 mg/kglAEDONIVA I 3 [A] 4 RGO B G-GALL : 5% 7 7 87 3 A
KA LTk, 8.870 mg/kgREH GHECI VT, IMEFT DIgG A B
MU 7283, IgAICZARIZRD e ho T, (BHH96)

C57BL/6 ~ 7 A(1 £t 10 PE)IZNIVZ 0, 0.071 XiE 0.355 mg/kglA®E T,
W 3 H 4 BRFRHRE 0GR 5% 7 T B 7 I AKEK) Ui 5, g IgA
1% 0.071 mg/kglATE N DL HREIZHEM LUz, (BHE168)

C3H/HeN, C3H/Hed }2 )\BALB/C~ 7 A (1 #ElfE 9~12 PL) |2 KRNIV % 0,
6 X1 12 mg/kg (0. 0.9 X% 1.8 mg/kglhKE/H 2) G/ HEEH %, 4 X% 8 ¥
FIIRAE £ 5 U 7o 4 5 . NIV EUE CHRERIRA~DIgAILAE & ONLTEIgA DN AR
D HAL, FRIZ 8 EE% D 12 mglkg fEHE GHECHE Ch o7, (BH221)

BALB/c~ 7 A (1 #iff 20 PE)(2, NIVA 0 X% 15 mg/kgiAR & CHA[a & H]#% 0
BeH U 24 B ETY VRSB OMNE 2 81223 5 s R 3 30 < iz,
XA TV CIEBE G- 9 BRI DARRIgATHIIR B N A B L=, 3 BRI I12 5y
BE U728 A VR T, pan-T?ﬁHﬂH@&(ﬁpan-B?ﬁlﬂH’ﬂjﬁ()‘\ﬁllfc?ﬁlﬂﬂ’ﬂ%{@ﬁ%foﬁ
O DFRD BT, 9 KERERRIZOBE L 72~ = /WP TiE X TOBMla i
M. HCIgA*BAIIRIZA ZICHIN L, £ O%IgA M CgM+BAIIE IR L v

12 JECFA THW T 2 IPCS-EHCT70) % i\ v CHEHUR & #EE
il e AR (kg) B (#E) | ke (KE/H)
~ A 0.02 3 150
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BWMEOEEThHo72, (BHH222)

OVA-TCR Tg(OVAREMTHIIML B 7/ X — h T L AV 2= v 7))~ 7 A(1 Bf
HEF 4 V92, OVAE A E NIVE 0 X 6 mg/kgD (0.9 mg/kg{RE/ H 12)
TEHTHOBK & & B SUIFFIC G 2 725 5. OVARLUM T, i OVAKy
AMIgE, IgG1 X NIgA L~ Al NZHRIGE., IgG1 & ONgA L~ L B3 HEINT 2 A3,
OVA L & b NIV%:?QL—“W“Z) & WIgEREA I NCOVAKRIGE, IgGi KT
[gAFEA M IZIRE s, (BR223)

F344 7 v %(1 FEMERESS 10 PRI, 0, 0.4, 1.5 XX 6.9 mg/kg{AHE/H DODNIV
% 90 HEEET 59 5 s it bR s £l S iz, 6.9 mg/kgiRE/H &5
TIgMOAF B 72 S =23, IgG R NgAD LU T2 L7e -7z,
(ZHR209)

7% (1 BElE 6 PO HINIVA 0, 2.5 XX 5 mg/kgatefiklZz 21 HFHEH
ET AR, RHHRRE L B HREORMICIIEFIgA L~V OF B R 72T O bivi
Do 77, 2.5 mglkgfaBH% 5-HEIZ 35\ TR M 72 IgAE AR T O HE B A] Je OF

[gGPEA BORMER N A Bz, (B211)

£16 =NL/—=ILNIV)D Igh EE~DFE
A PEAE A~
B lehpio fi%;
e | B HIEGE _ oD 2N L | B
WS | "0 S Gngrke | (mgke P AR P TERR E
D | fi (mglc ff | (7
0. 0.014.
s 1 5 0.071.
85231/6 6 E(G%T 5 0355, | . 8.870 me/ke Kk 5Bt
T 7 j%@f@ 3870 ITE?ﬁ{?fIg{E} HEhn 3.8%* 96
(1 BERE 10 po)| 72, 8 3 A, mg/kg {k |~ 18 £
418 kA 3
[ml % 5
- v 58 il FE 0 B 0. 0.071,
C37BLIG, 65(5%773 0.355 )
A 7):' ? ng‘lze; %gg% 121; o Mg IgA DN 0.03%* 168
R Bl
(1%7’"@10@) 4 ] 5 5.
SOV IR
C3H/HeN N oy o]
C3H/Hed . |, PRI Sy L—_ AR
< lmer, 4 0. 0.9. |-GEANCFEL A Bk o
BALDY . Slsim 0. 6. 12/ g rE o S| 09" x| 22l
i L
12 JB)
AL LT S AR TgA T 0D
530 | (0%DMSO 0. 15 %?&n%?ﬂfﬂ\’ﬂﬁg}inBzﬁ 15 222
(L W 2 0)) Haoisb
ENAA T -OVA [Z X 2 2KF7; IgE
S OVAIIEIK 2 X0 6 o, 0.9% | BEAIECNC OVA 5EE)|  0.9% 9293
BrBA T Al IgE. IgG1 } M [gA FEAE
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Z = RapTg A R PRE, Ui D
~ U A IL-4 pE/EFASE, TL-2 P
BALB/c, AR
8~13 i,
HE
fas 52@%% - 0. 6.25, [0, 0.4, |69 melks USRS 909
¥ AT, 90 H [or " 5% Vgl T IgM EEN 6.9
i&%mwﬁ~“ 25, 100(1.5, &9-@A TeG 122517 L
i T MIET O TgA TIXR E T
7%, 51 H BLTHEERL
L ~|B$E, 210 [0.25, 5 - (2.5 mg/kg fil £} C IgA 7 211
(1 #£4E 6 89) %%}0) T 1 4 £ F) 565 00
LH A
R R -V B E & fEE

*OE 3L A 1 BN 0 I ICHIE L E

c. Y4 +rh4a4 UHHE

OVA-TCR Tg~ v 2(1 Bl 4 VDICOVAGAE R L HLICNIVE 0 L 6
mg/kg% G MEIK 2 B 5%, MMIZB T 584 N A &2 HE LR,
NIV# 5B TIIIL-4 PEAEDORE K ONIL-2 PEAOEEINNERD bz, (BHE223)

> C3H/HeN~ 7 212, NIVZ 0 X% 12 mg/kg (K 1.8 mg/kg(A &/ H 18) 5
Tofikl a2, 8 WMIRAIR G LikE R, NIVIREGEED A = /LU 2R ERICTB D
T, IgAPEAMIEA A BN L, 72, 2o ofilaiciswnCIL-4, IL-5,
IL-6, IL-10 X O'TGF-B(Th2 #!4-4 K714 ») mRNAREEIN L7=, (BH224)

LPS TR L7z~ 7 A F#iH RENME I, NIVIIDON% 1~3 uM®
TR TN BNV RIS U755, LPS#HEIC L 511-12 &£IL-10 &
A Ze BRI L7228, TNF-aff42 138 L=, (ZH225)

d. DVonRRBHEIZEITE2T7RF—R
BALB/c~ v A (1 #iff 5 PE)I2, NIVZ 0 Xi% 15 mg/kgiAHE/H TR &5 L
tF% NIVIiZ# 5% 3 FFEIZIIANA =/ URCTHEIZT R b= 2 Z7H8 L,
(MR ClE 6 BEM IR bR TR b= AZFE LT, MR, /31 =L
W&U%%ﬁjxﬂmﬁfi\mMQimyﬂ%L7$%~yxﬁ%§éMko
(2[R 222)

ICR:CD-1 ~ 7 A(1 #ff 5 PO, 0, 5, 10 O 15 mg/kgfAE DONIV % % 1
BhHL 12, 24 KON 48 K&K, Mg, <A = AicsiF 5 U o Bk
TRBF=VADEITEFARTZ, THR M=V ANFEI Y 8k, 12
R TR, S AR TEN LT-, Mg Tk 24 K%
e —2 Lipol-, (BHE226)

in vitroT, JT74A.1 f#ifiiZNIV(10~100 pM){E(E F TR L7 fb 5, 1BE
KERIZT R b= A EFHE LT, (BHE83)

13 JECFA THWTW A #HEAPCS:EHCT70) & F\W CHEEIE A HE
il iR E (kg) ERE (/@ H) | ERCE(g/ke (RE/H)
~ A 0.02 3 150
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@ mixEsH

C57BL/6CrSle~ v A (1 Bl 6 PB)i2, NIV% 0. 6, 12 X% 30 mg/kg(0. 0.68,
1.51 X% 3.84 mg/kg{AHE/H M) & A T HEIR 2 IRATE G L7-fE R, 6 » A&
1% 30 mg/kgfalBHE HHEIZ I T 1 4%I121E 6 L TN 30 mg/kgfil £H4% 58 CH E /2
F MR DL SR b=, LOAELIE 6 mg/kgfikt (0.7 mg/kgf T/ HIZAHY)
ThoTe, (ZH202)

C57BL/6 ~ 7 A (1 #fitf 6 PL) 2 H\ T, NIVAE 0. 5. 10 X% 30 mg/kg s Tof
BHANBINZ I B2 A2 SETRERINEZHGET 5 24 HE OB EGER A5
i & e, A ERARMERED & B A EREC A3 30 mg/kgfikH G- HEGK 3.5
mg/kg A E/ EI . SCFIZ X 2 #BfE) TRD bz i3, {m@m%ﬁz%’w? A=K
AHAR AR, (REHINE QNN MU A OV i o0 B & | 2 B 72 2R BITRE O B AL 7R
nolz, (ZHR206)

F344 7 v M BEMERES 12 PE)IZ, 0. 0.4 XX 2.0 mg/kglRHE/H ONIVE 30
H B8HRE 085 Ui 3, MR & OVEL R R T A — 2 CH B e B ITRE
D NIRRT, (BHR203)

@ T Dith

b MRASIM L D 3Bt L 7=V »RBRDin vitrolZl BT H~A F¥ = UEFEHEO MY
FEIZ 3T ANIVORLEER 2 M L7z, NIVIZEY 72 ng/mLOJRE CTHGH %
50%PHE L=, (B#R227)

PHA(IC5o 350 nM)°AR—727 7 ¢ — K(PW)ICso : 270 nM)IZ XL 5 B R

SYEELT-E U L REROBEEIL, NIVICK W RE S, £72. NIVIZPW
%Eﬂ“éﬁf“& 07 rOAERERE L7, DONIZEBWTH [RIRE ORE
IT%@%m#mb%ﬂtoNW%T2ﬁ%// TR RFRTINANR —L X
IZFDONE T2 &, E s a7 ) VAR EOHIMERNRD b, (3R
228)

RAW264 #ifin % v CLPSHIEIC X A2 NOMEAIZE LIFTDONSD 5 W IINIV

D% in vivo CRiaf L7z, NIVIE 125 pM/mLEL_ECTH EIZINOS D FEA: % il
L7z, (Z199)

LPSTHIFIK L7z~ v 2B #EHRERIRAIILIC, NIVXIIDONA 1~3 uMOj
JE TNV SULFRIRF TR L2/ R, NOEADOHEAD K UOMHCY 7 Z11&
HIARCD11csy 1 DR B 35860 BT A, MiBhfliEsy 1 CT& % CD86 R H~D
WEI o T, Flo, NIVIZA RICERRMOZER LG SR Z Lz, Z0BR
IFDONTIEERD bR o 1=, Wi lILPSHFEIC L HIL-12 S IL-10 pEA % H
BARIEAICHNE] L7223, TNF-ape A 13858 L7z, (3H225)
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C. DON & NIV &S
(1)in vivo
C57BL/6 ~ 7 A (1 #£14E 10 PE)IZDON% 0,0.071 X% 0.355 mg/kg{RE D & T,
%1119% ilﬂﬁﬁ%@NW}: Ebiz, 3 A 4 BGOSR . 5% 7 7T A
LK) T D85 uﬁ%ﬁﬁ)%ﬁméﬂto OB G X0 P IgADOH N L Y
/4= 0= 0=l N = POV o4 /(DCNB)%;H%’%EJ: L7-GST{EMED | FACHINM 7e 888 . F
7= IMAE R R EEAE OB I AB R A 72 BN FRO BTz, (B168)

(2)in vitro

DON ENIVDin vitrolZ 3\ 5 EEAERAOREREZR 1 7TITE L DT,

bt RRIE Y RERD In vitrolZ BT A PHA X IXPWIZ L A IS S hE - X
JDON, NIV, 7% hF UL ) —L(DAS) K OT-2 k% OEM D 50T
GHREOMEWERDRE S NTc, WTNOERS IR TY o/ SERIEHH 2 i L
ICs0i%. NIV (IC50: 350, 270 nM; PHA K O'PWDJIE) . DON(ICs0: 430, 380 nM).,
DAS(Cs0: 4.1, 4.0nM), T-2r%2 2 (ICs : 1.4, 1.1nM)Th -7, NIV
X107 M) EDON(2X 107 M) & #lA & b E =58 OEER L. AN <TH v fHF
T2 o772, DONET-2 k& o > XIIDAS L flAa bR =54 O EEHIT
T-2 b %2 > UIDASHM L 0 H AL FIZHES L2 Z &2 6, DONMEHTUER %
BT DI ENTRBINT, (2H228)

7= Bi(FB1)., oo 87 7 L —/(a-ZEA). NIVXKODONIZDOWT, 7 X
MO Con AIZ XD~ A b = aFaEE M KIETIHER S BET S
7o rZEA(0.5~20 pM), NIV TUDON(0.065~2 uM)i3H &K 7RI BE5H & B
L. fEF O3 S IINIV>DON>a-ZEADJIETZ > 7=, FB1(0.5~80 uM) X5l iZ 228 L
2o iz, FB1 & o-ZEATIIARFANZHIGENHE 2532 H =23, DON & NIV T
FAFRZNF K ORI BIE5R D il o 1=, (BH229)

JTT4A.1 HfE 2 NIV(10~100 uM) X iZDON(10~100 pM)AELE T THAM LIRS
e L7oAE S, 72 FFIC 31T H1Cs0 13, NIV, DONE TN _DON&UNIV@%E/\T
ZNZH 11.240.8, 16.8+0.2 KT 14.0+1.9 uMTH 0 | FHFELRRITZRD B -
Too FIVIREKRGFAIICT R b= 2 25F8 L, ZOEMIEINIVT I D 582 7225,
NIV & DOND[RIFFIEFEZ X DB AAEMIT 2o 72, (21E83)

T-2 %2 LHT-2 b¥> v, T-2 ¥ T2 7 hr—/L, DONENIV,
DON & T-2 TOMABRDOETENVBELZIRA LTELbDET 4 A7 IZRAFIAET,
—R—TF 4 AT B X0 R (Kluyveromyces marxianus)\Zxi3 5 A BLE % Lt
L7z, T-2 h¥ T EHT-2 FF 2>, DON( 5~50ug/7 « A7) ENIV( 5~
100 pug/7 4 A7) DMIAE DRI 25 pg/7 L— F LU F OREEICB W THEEIEMN 2 2
L7273, DONET-2 FF o> OffiAafbei, #hhzrR Lz, (BF230)
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F£17 TAXL=/IAL/—ILOON) E=/SL/—=ILNIV)D /in vitrol2H 1T 2EEER

R R B AR STk
- PHA 30T PW RIS a5 O [
e NoRH Y Sk NIV 1107 M| ey e | 228
DON :2X 107 M "
- Con A JilJ4A S HIIBESE O/
7 & iR % % 0.065~2 uM IZBW T, DON & NIV OfFfHidtank | 229
UFHIRZNIE D ZRD HiL7e o7
* TR M=V ZAOFEIZE LT, DON &
i ~
JTTAAL Rl FXI0MI00BM | NIV B b1 i
FER DON:5~10 pg/~7 | * 25 ug/7’L— FMEELITF TIX DON &
(Kluyveromyces L— k. NIVi5~ | NIV OfHE DI THHRANCEERLE O 230
marxianus) 100 pg/~7' L— k HEGE AP L7
3. EFZBHTHHR
(1)ERERBIFTR
DONIZHEFR S b &, 30 A LAPICHEL, EM-, F#l, M. BE. OFVED

FEN L W o T AR NI D, (B 231) Bacillus cereusiZ 34 5 {53

DIFIETR L,
BT 5Z 38 L,

(2) EFHREF

72 1 8 IZDON K ONIVIZBET 2=t oWmbE = £ & DT,

WAERT 5 E b BIERBICLDIERE Z 9 LIERE A
(ZH13)

£18 TAFL=/NL/—ILON)RU=/IL/—)LNIV) ICET 2EFHARSE
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2 B A BIE - (5RE Stk Z FRSCR
383 A 362 A
SQ/;&%)#%%{“ 330 ot ke o
- DON 05 1 250,89 i &
i [ (> x . .| 0.34~3.75 meglk (GC MS : 2 |50 %9‘8/")0‘ Luol iz 5
S fosa PPDEXT . 510~92 B me/kg(RIA : 3 i3 %?ﬁ?é%?‘ ;5 % a
! 7(6.1%).
(T 2 i*ﬁﬁﬁ?—\ NIV iKﬁaHﬂ) %gﬂ g g:}é) &U\
BH(0.9%
E (7 - DON o 5 3« e B 13 2.0 ~|217 101 A
—vv 1985 [z | 40.0 mg/ke(TLC : 14 Tl T
TRI) (T-2 )2 O NIV (3t
%3 ﬁ({i ' ]nggo) 2{% /ErTLC 3 FRIA)
{5@;7% 1989 |/NE#) (T 9 1o 08 N%V Y TLC “C b | 160 AT 40 A3 S8
X)
O (s | DN (TLC 3 R IE). :
T Skess|h 7 FE Y 21079 B 6 £ ) DIA N IO AT
%5 (T-2 J2 ' N1 %TLCTi*"Eﬁ 5%
3. GC T iﬂ‘a&ﬂj




fﬁ%(é A % +209 Arh 142 A7S%E
o % N
;‘é)\ [J-IE 1988 *5]\ (3T021’1'1 /k (T%%*ﬁl *%{Z'S )IJE(679%)
f ] (R * DON O{5Y R EE |3
v v o= }W%Dﬂ//4o~%0mw;@mz5ﬁ{g .
¥\ JRTE(1989 | 59.3~66.8 mg/kg(GC : 2 Fif 10 A 10 AASFIE
FUH 7 @2&0N1:iﬂnfi@§@
1H1X) +. GC CIERHH)
- . |+ DON o %5 Y & & 13 |
A5 (R1ggq | OXDEZTEN " 9050 mefkg(TLC : 10 BfF)  [130, 141 AZ5EE
) o (-2l OUNIV [T
e
(ERER * DON T &4 £ F L h 2 h
HE 1990 | = ¥ 1 » 233
%?E@%% 0.57 mg/kg &% 0% 0.099 mg/kg
s
BEFE A V[ FuEa a0 DON & A 0.4 DON & X NIV Tl
A7 W & k) wownu@)umumNﬁﬁ@<\bvz%ﬁy
] 1995 |H& Ml itk o 7> Y 7_@ (0. 24 CNIV|E Y ZEN o&a3% 234
a7 IR i 7 A b 4—‘ 0086 mg/kg vs. | IE R S AR AL
7 0 059 mg/kg) FHEE
RIRTERIRE 3 -t U 2 A A A 0.89
SV 2 Hutg W
1998 |1 2R o mekg ® DON &dAcisy . Ik 235
[ wﬁ%&%% #x i35k 1% 0.49 melkg T -
7w L -
DON & 3R 35 A B O
T vy 7| COMIBEIPH 0.005~3.9 mg/ke)
Jiﬁ(ﬁki}%{% 3 1 T AR B S 0D G U i ke G [P
] ]gw‘ﬁ%@mmm% 0.002~0.7 mg/kg) £ Y AT @M 236
BT (B o7z
L Calfs 15Ac-DON KO} 3-AcDON D& 4
FEHABICENST
BN OHE e g LwEp oo NIV
o Wi KU DON PR Er 830+
HE 2004 | w1 5| 927 mglkg MU 428116114 pelkg 144
NIV BEME| G000 ) s ey g e 400~
L\ﬂ%&ttii 800 % }:?’Eméﬂt
+ DON(24 #UBH 11 #RHIR W T
0. 34~8 4 m /k ) AcDON(24 3t
_ B REFICB VT 0.6~ 24 B L
M OEZZ T mg/kg) NIV(24 S4EHR 2 3tkHT B| TR, M
ok |1987 B R BE 1T 0.03~0.1 mglk g)&UTQ MRS, HIZ, S8, Dl 997 939
AT R Dl T4 A3 REHZBW T EDRIE, Bl IR ‘
G2l 0.55~4 mg/kg M R OV LA
-L@EL@OMM¢<%E&§E
S O AL G IORS SURTIDE: = 5
%aﬁbf%éﬁ \ZHEED)

4. BAEICHITHEHE
(1)FAO/WHOE BB M A INMEPIR K (JECFA)

JECFAIZ, 2000 4= ZDONDFEAl 2 SEhi L, ~ 7 A 2 HEMIREE B 535 IC k5 T
FEINAMERTRD B o722 & AR &FE(100 ng/kglAHE/ H) TOEM) DX
I RO LA E L - 728, ZOREZTAEMFICEE TH S LTt
T, FAETIIMOBEFZZILITR D N2 et ZoRBRIZEIT S
NOAEL 100 pg/kg{A &/ B (222 24%% 100 2 W T, B EKKIME — HERE
(PM-TDD % 1 pg/kgh @/ H L% E L1z, 20 L L OEBHE CIIfER, BE T
AFETEMEIC R U TR E RIE S EfEm LT\ 5, (ZE3)
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Z D%, DONOHHEZITV, 2010 4 3 HIZRHMER ROBMEIS AR I N,
JECFATIZ. 3-AcDONIZAEARHN TDONICRHE SN D Z & 226, 3- K1Y 15-AcDON
Z & e AcDONIIDON & [l — DX FT5& L, ZiLE TODONOPM-TDI T
5 1uglkgk®E %, AcDON%Z & T/ /L—7PM-TDIL 52L& Lz, Z—F
PM-TDI%##HET 5128720 . DONE AcDONOFEMEA S THD & Lz, F7-.
72 DRI L TRy F~v—7 R—X{EEZ W TBMDLy # 0.21 mg/kg{AH/H
EREHL, 2L SR 25 2@ L, SR EARMD) % 8 ngkglhkH/H &
RIE LT, (B#239)

NIV 22\ ClE, JECFA Tix, ZhE CIZRMEIZ Thiu Ty,

(2) ERRHA BRI HERE (1ARC)

TARCTIZ, 1993 FEIZ F. graminearum. F. culmorumf (NF. crookwellenselZ H
Sk % #(ZEN. DON. NIV, AcNIV)DFEA AN SN Tl 21T T 5, (5
R 4)

ZORER, b MZRBWT, Fusarium graminearum (KT 2 FH DI AVE
1. FELA R+ THY . F culmorum KON F. crookwellense \ZH K9 2% 3D
b MEHT RN AMEICET 2T —ZIIAFTERpoTzE SN TS, Fiz, FE
BRENY)IZ 31 A5 DON, NIV KON AcNIV OFENAMIZHOWTIE, FFLA A+ T
bHEITWND,

ftam & L C F graminearum. F. culmorum N F. crookwellense \ZH &9 %
BRI B MIRT 2N AMEICOWTHITE RN E STV D TARC 23 AN
SYHED T V—T 3),

(3)ExMER= (EC) DESHFZE = (SCF)

ECOSCFIE 1999 4£(2DON, 2000 4E(ZNIV, 2002 4EIZT-2 &>, HT-2 F
v  NIVEUDON®D 7 — 73BT o B REEZ AR L T\ 5, (81, 32,
33)

DON 122\ TIE, ERAMELOERFIHEITRD b0zl b, w7 A
Z AW R IR 538k T b7 NOAEL 0.1 mg/kg A&/ HIZ, iEFEBEE
100 Z AW T, B EMAE — HEREGTDD % 1 pg/kg KHE/H LHEL TS, 0
tTDI i 2 WV iLiE, DON D&Mk DNEM- 12 6f 3 5 B8 21 T < B MR L O
A EMEICT T D EEZ ST EBAEESE LT 5,

NIV IZDOW T, v U A& A= B & 5380 5157 LOAEL 0.7 mg/kg
RE/HIZ, LOAEL 232 Z L KT —F X—ABRLNATWND Z Lo b Rk
FELR%% 1000 2@ L, t-TDI % 0.7 pg/kg AAE/H EREL TV D,

T-2 %2>, HT-2 b, NIV O DON O 7 )L —7FHEHIZ OV T, A
FAREZRT — A BROENTEY  ZHMiL7=FT_XCTO M) a7 iZktdT 70—
TDI Z&RET HEMNTITIT R Rtz Z &b, Zv—7 TDI OREITRE &
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éhf‘/\éo

UL EDOFESMNE ORHRE R A B E L. AFHIIZIBWVTHDON L TUNADOND 7' /L —
T TDIFRED FREMEIC DWW T, ZORMLE L THWS 2 MR OREEIT- 72, £ D
fE . 3-AcDON & 15-AcDONIZ DWW TDON & D gD FlAThon -3l T — 2 1%
ROENTWND Z L (BIRT6, 82, 93, 97, 240), (2 X > TIZDON & #% 1 wfh(H
[EF G5)DFEE NI D Z L DVRIB SN TV H(ZHE98,102,97) 2 & AR STz,
INZ 7T, 3-AcDONIZZEMRN TDONIZ B/ S 415 (B 241) & OHAE R4
B 5, 15-AcDONIZ DWW TUFAERNHHIET 2 7 — X ITRO Lo Tz,

L7225 T, kit 3-AcDON RN T 2 —#HE DO AT, 3-AcDON |
DOWTIEHILE D BRI S 7% OFMEN DON L [Fl—& a5 &3 2 HE N iTHE
b LIV, L2 LR35, 3-AcDON & 15-AcDON O fij# & DON & D 7L —
7 TDI B EZHOWTIEL, FBX Ml Z & 8, T 27O ORI E 70 55 Hix+43 T
RN EHIET L. AT BW IR EfThRnZ & L,

5. REWKR
DONEONIVIZFEIZ/NE, KREK DO N YET as i EOBEATHERTH 2 N5
NTW5D, BEOS L, KIZOWTIL, BAEICEBWTERTH D EBIENZ VD,
Z DOIFEYFRFE I ZIEF IR N ERH LN EIN TV D (H242), F7=. EUSCodex
TOHRETH, TAE, A— £, K EOBHEN L OMBIZET 2 ME TR ST
W5 (BHR243, 244), 16> T, K ETATEIEDO S VINEN, BAEIZEIT H5DON
MONIVO T BTIRLEEZ HND Z EnD, HYEREFHECRE IR 2401
H/INEZEHLIAThIL TV S,

(1)5%ER

INE(ZFNZ 1T H5DONDOE ERY 72 HEE(1.1 mg/kg) S 2002 4= 5 A IZJEA5718)
B Lo TREINTZZ L 22T, BHOKES Tl A/NEOREEH ICZDON % B
ML, BAREHICREDOEZ FZHETTBY ., TORBERARINTWHDH(EH
245), F7o, EANEEFICHOWTL, IEEOREZL WG L LI UEG A EER
EAHEREAIIZSEHE S CE Y, DON & HIINIVIZOW T HIENITHOIL TV H(H
fR246), F7o, EAEFEHE BN TH, BAFBFRFAFZEEIZ LY . DONK NIV
DOIFYLEREHEM TN TV D, ok, /INEDOENAEREK NmAZEITE 1 91T
TEBVTHY, ENHEEEDK 8NN T AV, AFH, A—ART IV TNHHD
fif A CENAFERITHN 15% & 72> T b,
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£19 NMNEOENEEERVEANBAE (BE: B EY)

2002 4EJE | 2003 42 | 2004 £EFE | 2005 4EJE | 2006 4EFE | 2007 4EFE | 2008 4 JE
[ pE 83 86 86 88 84 91 88
TAYS 230.3 286.0 275.7 257.7 272.6 294.5 294.2
i | AT 122.1 100.4 109.2 114.2 108.6 109.5 111.9
AT _éf 7Y 87.6 119.8 112.9 106.8 114.8 85.3 79.9
Z Dt 0.3 0.3
LN 440.0 506.1 497.9 478.7 496.0 489.6 486.3

Tk 21 FEE L OVERY 19 FEEEMOKES [EOTARICET 2 B L] (3247, 248)0 b &%
EFREDITTESR

D BHKEARIZLIAERER
a. DON
EWNENZIZHB T 2DONOEHEEREDOER LK 2 012, N INEZOMA
FERINVEAR) 22 2 11277, DONDOFRE M O OREF. [EFE M OV A/
FEEBIZHOMETERERAEZEZ Z2DONAHH S TWDH S, 2002 FHE
FhrE, BEREEZBZD L OIIMR STV,

%20 HEEEOTHFL=/L/ —L 0N AHEBHEOHRE (2002~2007 E£5)
THIE | FHIE | FHIE

5 wu | t2 | EERE | g=p
L | | R | BE | mmosu | BRO ma/ke) | (na/ke) | (ko
mg/kg S

2002 | 199 0.05 118 59% 2.1 0.16 - -
2003 | 213 0.05 136 64% 0.58 0.067 - -

I 2004 | 226 0.05 145 64% 0.93 0.044 - -

= 2005 | 200 0.010 128 64% 0.23 0.015 0.019 -
2006 | 100 0.010 16 16% 0.88 - - 0.13
2007 | 100 0.009 43 43% 0.29 - - 0.023
2008 | 120 (0.004-0.013 39 33% 0.46 - 0.033
2002 50 0.05 28 56% 4.8 0.26 - -
2003 54 0.05 34 63% 3.7 0.29 - -

% 2004 56 0.05 23 41% 1.8 0.24 - -

= 2005 50 0.010 23 46% 0.46 - - 0.060
2006 10 0.010 0 0% 2.5 - - 0.55
2007 10 0.007 3 30% 0.32 - - 0.064
2008 | 100 [0.006-0.007 22 22% 0.56 - - 0.032

E1  ARRITIEMZEICET DY 27 T a 7 74 vy— MRS (&M 249) % 51 FH(—EkZ)

A2 FEBMEIE,. 2002-2004 AEETEEOIC L W B L,
2005 EELIEIE, GEMS/Food 235739 FIEIZHEV Y, T EBAAKMOFEHEN 60% % B 2 Tzt DIZoOWT
1E. EHEOR Q% ., ERIBFRRME OB 60% LU T Th o2 b DOV T, FERZ, LITICk
DENETNEH L,

MO : EERAARMGORESE 0] & LTHEE,

EEMED : RHIRFARE ORE 2 RHRA & L, RHEBALL B> E B IRF A O E 2 ERIBAR & L CHEE,

SEEEG : ERBARMGORE 2 ERRAD 1/2 £ LTHEH,
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R21.MANEIZBITATAXS=/\L/ —)L (DON) DIRELEER MFEHE)

s Z 0L F—R 507 T 55U
g | 7 # 7 #
Bﬂﬁﬁﬁ*ﬁsﬁ E*ﬁﬁsﬁ ﬁﬁﬁsﬁ ﬁﬁﬁ%ﬁ
me/ke)l Lt 5 i(mg/ke) | B w5 (mg/ke) | B % =  (mg/ke) | | % = | (mg/ke)
B = B o= iy = iy =
£ 5 5 5
2002 E| — 84 :119:0.23:0.05-068 33:0: O 40 i 7:0.18:0.07-0.28
20034 E| — [167:53:0.32:0.05-0.60] 58 i 9:0.16:0.05-0.32] 59 {0 O
20044 E | 0.05 [168:77: 0.46 :0.05-0.71] 51 i O 0 63 :i1:0.02 0.07
20054 F | 0.05 [157:83: 0.53:0.05-0.97| 48 : O 0 62 i16: 0.26 :0.05-0.35
20064EE | 0.05 |162:94: 0.58 :0.05-1.000 53:0: 0 0 59 i22:0.37 :0.06-0.38
20074 E| 0.05 |187:67: 0.36 :0.05-0.55 42 i 0i 0 56 i 8:0.14:0.05-0.16, 8 | 4: 0.5 :0.06-0.30
20084 E | 0.05* | 187:59: 0.32 :0.05-0.62| 62 i12i 0.19 0.08-0.31| 55 i24: 0.44 :0.06-0.31] 6 | 2 :0.33 0.2

TEARFINLEMKEEE ORI AKZE O RIS OFIEE T (B R245) 2 IR M ZEZBRITB W TER
* 1 77 AOEERMT 0.1 mg/kg,

[EWNEE/NED DON & FHE A Tk, EEIRNLL EOFIE D 36~84 %, -
PIEIZOWT S 0.015~0.16 mglkg &, FEICL > TEH DX RRBO LD,

i A /N2 D DON O TH, BHRIZE U CIdekE /N T 28~58 %, A
— A NTZ U TPENETO0~19 %, DT HPENETO~44 % THY , ET-{59R
JE DFIPH T & KERE/NE T 0.056~1.00 mgkg, A —A ~7 U T FE/NET 0.05
~0.32 mg/kg, BT FPENET0.05~0.38 mgkg 72> TRV, ENENE
ERIERIC, FFEICL > TELDENRRBOLILD,

ENEKRETODOND G EREIZHONWTIE., ERIEAL EOEIEGH 37~
100 %. EHMEIZOVTIL 0.060~0.55 mg/kgTH V. [EHNEKREIZHOWNTH
INETOREREFREIC, FEICL > TUES2ERNRBDO LN TS, (5245,
246)

b. NIV

NIVO &G A FEFHEDHERZFK 2 217,

NIVIZHOWTid, ENENEDODNFEDOEGAEEREHED T T, DON& HicE
SN TR, IETIE, EEBRBHRLLEOEIEN 32~T70 %, FHEA 0.010
~0.087 mg/kg TH V., KRETIX, EREEFRLLEOEIED 56~90 %, FHMED
0.042~0.58 mg/kg Th o7, ZD X HIZ, NIVIZEBWTH, DON & [FEERIC,
FEICE>TELDERRDLNA TN D, (BHH246)
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F22. EEZFRO=AL/—ILNV)EFREAEDHER (2002~2007 FE)

a 2 T=ZMR EERF 2= EHE | FHE | E8E
me/ke &
2002 | 199 0.05 130 65% 0.64 0.059 — —
2003 | 213 0.05 144 68% 0.55 0.040 - —
I 2004 | 226 0.024 118 52% 0.55 0.033 - —
= 2005 | 200 0.006 111 56% 0.20 - — 0.010
2006 | 100 0.007 30 30% 1.0 — - 0.087
2007 | 100 0.006 60 60% 0.21 - - 0.013
2008 | 120 |0.005-0.013] 66 55% 0.34 0.021
2002 | 50 0.05 22 44% 1.2 0.16 — —
2003 | 54 0.05 23 43% 0.95 0.13 - —
% 2004 | 56 0.024 14 25% 1.2 0.20 — -
= 2005 | 50 0.006 16 32% 0.38 - — 0.042
2006 10 0.007 1 10% 3.0 — — 0.58
2007 10 0.004 3 30% 0.33 - — 0.051
2008 | 100 [0.009-0.014f 45 45% 0.58 - - 0.045
W1l ARITBWLEICETE) A7 Fn 7 7 A L — MRFEH) (G 250) % HA VR (—EB ),
2 I, 2002-2004 FEITESMEOIC L BH L,

2005 F LT, GEMS/Food 23739 FIEICHEL Y, E BIRFAI OB 60% 2 8 2 T2 b DIZOWNT
3, PHEOR V%, EERFARMOEHLD 60%U T Th o7 bDIZ o> TR, FIEGZ, LITICX
D ENTNEH LT,

EEYED - ERERARMOWRE L (0] & L THRE,
FEE@ - R H RN OB 2 IR & U, BRHIRALL Lo BRI OB 2 E BIR & L TR,
FEME@) « ERIRFA DR & FE BIRA D 1/2 & L THIH,

DON & NIV OEWNTOVBEYLE-ERAE S 1x, MBI W CTRIICEANTER D
LR o T,

@ EEXHBEICKIFELR

2001 4EEEIC, ZHET ODON M NIV {5 Y 2 HE FH A H3 A 55 BB 2 BRI 55
LLTEBINZ, ROFLOEE2 3R, WANE 21 e EHENE
36 Ak, HAKE 3 EL 1372003 22 RELDO G EF 82 BB 2 s L 7= (B RS
0.001 mg/kg), 2B DTG YEEL O FHE & N2 OFiPHIZ, DONZ 238ug/kg
J O 1~2,248 nglkg, NIV 10 pg/kgh O 1~110 pglkg T > 72, KD 74%
TIFLERRD bz, (BHR251)

2002 AEFEIZ, [EINFEZ K 124 3706 2 FV 72DON K& NIV OG5 Y S REFH A )3 R
GBI FRERIIIE E L CEM SN, fROF &EHEER 2 312777, DONVGYL
1% 4 30BH4.8~60.7 pg/kg. 15 450E O Y 21.8 pglkg, 2UEHO ¥ 4.8 uglkg(On
Y 0.7 pglkg). NIVIGEYX 15 X EH2.0~17.4 puglkg. 154k 0y
5.0 ng/kg, 2REID Y] 6.7 ng/kg(MNE -4 0.6 uglkg) 27 Hit, DON & NIV
DORIFFEYT 1 3B TRO b, HREKRERB K LTS E. KT ODONK W
NIVOHK) 40% 0354 A K HRICIRAFT 5 2 L m sz, (B/R242)

2003 4EEC, dbHEiE, B, KB, JUNCREAN L7=FEER /N (FE /6.
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BRI, RELBHE)84 B CODONKL ONIVIE NI &M (E R 7 M:ﬁ\
T L—)v—3H, HHE5E)88 B T ODONIZ BY 4 % 15 YL FLREFHA )N EAR 97844 12

D FERE SN AEROF LD EE 2 3ITRT, FERA/NEH ODONR H 1T 80%,
NIV T 31% T &® v . ¥ ¥ ff 1 DON 138 ng/kg(5-1,147 ng/kg) . NIV
81 pg/kg(5-247 pglkg) Tdh > 7=, DON & NIVDOIBEGEDFEAMEIC SWTIE, LT
BN ST/ hEE(21 kT 14 B HITTIE) T, BB b, 2EHT
IAEBEMEITRR O Do T, EREARHEMRODONMREHEIT 80%THY . £
DOIFEIE L 20 pg/kg(2.5-59 pnglkg) Tdh o7, (BM252)

%23 EH. AYRABRKRUVKXBEEZX) ICEITSTAHFI=/AL/—IL(DON)
RUNIV(Z/AL/ —)L) DELERERE

B3 A 50 T o EQug/kg) B coERE(ug/kg)
ﬁ(ﬁ;% ik 2; DON NIV DON NIV
2001 /N (i ) 21 133.9(1— 740) 2.91—7) 95.6* 1.2%
P /N ([ PE) 36 | 358.4(1—2248) 8.8(1—27) 388.3% 8.3%
(2;1‘) K2 () 3 9(2—20) 5.5(5—6) 9.0* 3.66*
WL nE(EE) | 22 8.1(1—47) 15.1(1—110) 6.2* 12.8%
2002
R K(EEZK) | 124 | 21.8(4.8—60.7) | 5.0(2.0—17.4) 0. 7% 0.G¥ ¥
(242)
?%):? FER/INE | 84 172.5%%* 89.8%* 138(5—1147)*** | 81(5-247)***
(25)2() LA AL | 88 20%* - 20(2.5—59)*** -
T AR ASRERE R E R BRI CTRK,
ND%O&LTﬁmﬁ éﬁé:f%m
w6 BREATBASIIT, 2R COTY fi X(*ﬁﬂj%z/*ﬁﬁiiﬁ) \ZCHEH,
wk T ND & 5mg/kg L UTHEH, #k  ND %2 0 & LCEH,
2007 H-FEIZ, %Ik T DNIVO &iFE EHEE DO 7= D12, dbiiE e = bk < EWNE/NE
59 k2 FHW 72DON K ONIV D75 YL FZREFH A N E A B2k 98 & L C5he &

iz, £ofEFR., DON &

7o, K2 4R T LB BHE TR T OFEIE

DI 23 7R (39.0%) U

NIVOIE YL O FEAM X E W E &2z b vz, £
L. DONDO &) 6 #:44(10.2%). NIV
VER B FIRL T O 6 O 5 IR (R.5%) Th - 7=, (&

H253)

F£24 TAFL=/L/—ILON) BRU=/ L/ —)LNIV) EHEFRE 2007 £ - £ 59 54

mg/kg DON NIV SEHEELT
<0.005 6 23 5
0.005~ 24 21 20
0.05~ 11 7 12
0.1~ 15 6 14
0.4~ 1 2 3
0.6~ 0 0 3
1.1~ 2 0 2
HEAEF BRI LD B e G RO T HAF5E Rk 19 FEREE - HpFeE A5 (2 0253) 0 5 51 H
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(2) REBEBOHTE

DONKONIVOIBRENF HIL TN D BRI 9 6 WAE TORMBIENZ
WHEDE LTITKRENENRBZBND, 2D 9 HRITOWNTIE, FEGYRE KW
R R 2 I R R A2 A LR, BN TIEZDON 0.0029 pg/kgiAH/ H , NIV
0.0032 pg/kglA®d/H, 1~6 mOIZIZHOWNTEHDON 0.0052 pg/kgihdE/H, NIV
0.0056 pg/kgiAE/H & IEFITIRWVERETH D L OREND D, (BIR24D0E- T, F
DETIINEDBDON K ONIVOERUCH G T2 FERBMEZZONDLZ LD,
IWNEEERETOHRMEMNBICEGEBREL N OEFEOGHAEERHEZEDT — X
f3%, DONKLKUONIVO Z#EZ E&EOHEF A THOI T\ 5D,

D F—EFLFALITY FPRET 4% (DSE) ICKEHE

2005 FEIZEAFFHEIZL Y, DONEKOZEOMD kU 272 2UEOE
REFRAEN, ~—F7 v b2y NEXEHAWZ =2V Z Ay NRXT ¢k
(TDSIE) UIC k- TEM Sz, 2H 4 #Hilgicks T, ICK, KT, IIGEE
INTAL, BN T, TIIEDEE, 357580 K OIX(B BN O &M O R Y =7
TR~ A T MRV UEHREEMRE LSRR, IMESEM T, BT ik
TDONDBYENRETOHBK TRO iz, T ORRAHIC, 2002 FE OFE R
FEREMERENSIFEOR MO TEEREZ 168.4 g& L HAAND B R Z H
E L7,

fERAER2 5ITRT,

#25 F—BILFLITY FRETaDLHAShZTAETS=/L/—IL(DON)
DEEE (2005 £ )

'

DON D&

fulE Mgk DON EBE(ugkg)  BAAEEOEEE(9)

(ng/ \) (ng/kg A H/H)*
IL#E JkifgiE 4.77 168.4 803.27 14.85
CBBUN g 3.65 168.4 614.66 11.36
ﬂ};;ﬁﬁf W] 4.10 168.4 690.44 12.76
) JU 4.45 168.4 749.38 13.85
T R ORI O — H R RICR S A (B R2507 55 (IS

CEERHOT —Z (A B L OVAERE 54.1kg) MW T, RMEEZBRITTHM,

HEE SN B EET, AWEX TIX 14.85 ng/kgRE/H . BEHHIX Tk
11.36 ng/kgfAHE/H  PUEHX T 12.76 ng/kgAE/ H , JLINHIX TlE 13.85 ng/kg

2002 4512 S &S AT R SRR EARRIFIIEIC & 0 . DON ICBIT 5 B R

%k
KE/H ThHoT-, (BHE254)
@ THEZAV-HRE

14}\

—HNEA Ty b AL T E(TDS ) IR O £ &/ NEHE S THEA L BSOS 2R8I T - FRE L 7= 74,

ST L. R LI E O ERREL N T 5, ZAUCREDORIIZI T 5 BRMHEOEHHREREL R LD Z LI
L0 ALFWE OV BB HEE T D, ~—F v ATy PR LEEST AR H 5,
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HEE DM THOITZ, DON OJFYT — X 13, Jellib~ 7 B ER 12 L - CTFEti S
ATz 2002 42 FE O A K ONEIN PE/ NI B9 2 T ASRE S (E N EE/NE 1 0.16 mg/kg,
i A /NZ2:0.06 mg/kg) & HV Y, [EFE K OV A/ INE D 1997 4R D [E N fia & (E N
PE/NZE B4 T b2 BaA/INE 456 J7 K )& EE L= DON JRE O I E F¥E %
B U7z, BARANOWL)NEEE X E R AREFA (2000 FE) & A, Fiz,
AR 20 L 7=/ NEINTAZ T 2 BB O F5R s b HH U 7= F R R 2 Ik
L. 2555 DON O3 i B & #e7t Lz,

EEAFR2 6177,

K26 FIHEEAVETAFI=/AL/—ILDON) D¥ERBEDRAE (2002 F &)

At /N — HiEHE HARNRE — HiEHE
(g/H) (ug/kg K/ H) (kg) (ug/ B A
EEC R IR 94.3 0.13 52.6 6.70
1-6 HEY) 64.1 0.29 15.9 4.55

T INEBEOT A FH T =N ) — R D B R E D72 D DR B TA N L i S EH(S 267 2 ALl &

B ERRRITTRER

HEEEEEIL, 2FEm YT 0.13 ng/keRE/H(6.70 pg/H N & 720, 1~6 %

S TIE 0.29 png/kglAE/H (4.55 ug/ H AN) Th o7, (BIR257)

2003 LN EAETEE T L0 FER /N & Hsh R/ NERLG O DON o5
YuSRREFRA 23 FEhE S L, OB YRR 2 HZ DON O — HERENHEE S
720 B, INERMNORE SN D /N TIIEGFEE 1 L L, FiREIz BT 5517
Fa 05 &L, £, IMEMEZNVHE LTERL TWDEIGEK 50%, Fi%A
THE L TV DHEIE % 50% & e LTz,

FERAEE2 7TITRT,

£27 FHEZAWTAFI=/AL/—)LD0N) DH¥ERZE=DHHE (2003 £E)

HFfin /N — H 8 HARNAKE — HEIE
(g/H) (ng/kg IRHE/H) (kg) (ug/ BN
EEC RIS 98.0 0.17 52.6 8.8
1~6 5k -2 64.1 0.36 15.9 5.7

T BETONOFI R L MBS (S 262) & RICR R LETERITTER

HEEEEEIL, 2FIm Y T 0.17 pe/kgSE/H@.8 pg/H N 720 | 1~6
%) 1% 0.36 pg/kglh®E/H (5.7 pg/ H N Th-72, (BH252)

Q@ HERVFEZAVEEE
a. DONOREEHT
2002 £ TERFHERE] L/ RZE2E6 T ELEZME L, &% 5 fl
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b o, N, A, PR OEFR)ICH T T BlREAEF L, K
(2 NEOEREDMEZRD L T-DIT, TNENDXSG T EITNEDEHR%E
RE L, FImMEERN1~6 %, 7T~14 . 15~19 %, 20 Ll Lo 4 BRI,
SEERSHERE LY I ab—a VHOTF—2tEy N a{ERR LT-,
FTo. IR LT EMOKPEL TOENPE/NEIZEIT % DON &6 EEHRED
95 2002~2004 FEEO#RE R NEATTEEIZ L0 Efi S 47z 2003 4RI
i U 7= {5 Y EREREOFE RS, /NEDO DON EHEIZOWT, RO 3 FEHD
U A ERREREZ D DR B TOWIRRE 50% & KE) L, FElTRD /N
EOBRESHIZET LY Iab—va A5G —%ty &2 HWT, DON ©
FBEOMTELT L THNLE « U alb—v g EICE > TiTo Tz,

FUAD L
TFVA® N ERE LT O0.55 mgkg(¥E E LT 1.1 mg/kg)
UFUA@  AhFEE LT 1 mgkg(EFEE LT 2.2 mgkg)

mHRIIE 2 SITREN TV,

HHNCEET 5 T U ARICB W TR, REREITRBO N7, ik
JERITIE, 1~6 @l bEm<., T ETIXRIEREDEEZ R L TN D, BT
BOHEMEE LT, 95 3=k XA BT, 1ugkg KE/HEZ#BZ5 b
DIZFENAR, 99 NR—F L Z A BN TIE 1~6 % T 2~3 pgkg KEH/H, 7
LA ECIEIE 1 puglkg RE/H & 7e o7,

72H . AFERICOW T, /INEOEEEIC OV O IER i & e T 5 B,
RREAFREETIC, BERICIEZEZHDREO/NEEREN AT —Z v k
IZHAAN BN TS, 8- T, FRZEWW Y= Z A UZBNT, ZORE
MRELRDZELEZBET OMNENRD D, (BHi253)

Iz T, 2002 4 DOFHEMZEIZ I Tl A/NE K0 ENE/INEO S HBDON
DGR ENEVMHARI CTh oo Z L2y E A, VA N FT U A ZEELE
B9 5/ NENENEINEDOIH EARE L TS Z & DONDIH YL TN HE S -4
DRIFEE B I NV(EH255), XD 2ENKRENT LEIZOVWTHEET
ERHDHEEBEZLND,
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£28 EVTHANBEIZEDZTAHFO=/AL/—ILON) DERFIREE

RFEAGEHTRABICDONTIE, 2TDH T )L EEH TERD{E =005 mg/kg)
HERREE (1 a/kefAE/H)
13—t 53— 10/3—1 25/3—+ 50/ \—+ 75/\—+ 90/ —+F 95/3—1 99/ —t
_ER 385 MIN B4 B4 DB B84 B84 840 B840 8400 84 MAX

1~6F 7ZL 0.00 0.00 0.00 0.01 0.03 0.08 0.19 0.48 0.85 258 77253
1.1 me/ke 0.00 0.00 0.00 0.01 0.03 0.07 0.19 0.46 0.82 2.38  807.73
2 mg/kg 0.00 0.00 0.00 0.01 0.03 0.08 0.19 0.47 0.85 2.54 91547
1~14F 7L 0.00 0.00 0.00 0.00 0.01 0.04 0.08 0.20 0.36 0.97 513.98
1.1 ma/ke 0.00 0.00 0.00 0.00 0.01 0.04 0.08 0.19 0.35 0.89 31957
2 mg/kg 0.00 0.00 0.00 0.00 0.01 0.04 0.08 0.20 0.36 0.95 1,092.02
15~19F 7L 0.00 0.00 0.00 0.00 0.01 0.03 0.08 0.19 0.36 1.08 3,357.92
1.1 ma/ke 0.00 0.00 0.00 0.00 0.01 0.03 0.08 0.19 0.34 0.98 5,485.20
2 mg/kg 0.00 0.00 0.00 0.00 0.01 0.03 0.08 0.19 0.35 1.06  3,929.46
20~F %L 0.00 0.00 0.00 0.00 0.01 0.03 0.08 0.18 0.32 0.94 32.66
1.1 ma/ke 0.00 0.00 0.00 0.00 0.01 0.03 0.07 0.18 0.31 0.87 7.43
2 mg/kg 0.00 0.00 0.00 0.00 0.01 0.03 0.08 0.18 0.32 0.93 11.07
{REB (R TFREFICDOLTIE, 05 50.05me/ke® — k0D )
HERES (ue/kelkE/H)

13— 5/5—1 10/3—+F 25/3\—+ 50/\—F 75/3\—+ 90/\—* 95/ —F 99/ — 1
_ R FE MIN 284 VBAIL VBAIL DBAIL DB VBAIL VBAIL UBAIL B4V MAX

1~6%F 7L 0.00 0.00 0.00 0.00 0.01 0.04 0.14 0.43 0.81 254  889.48
1.1 mg/ke 0.00 0.00 0.00 0.00 0.01 0.04 0.14 0.41 0.77 233  917.10
2 mg/kg 0.00 0.00 0.00 0.00 0.01 0.04 0.14 0.43 0.80 249 1,466.35
1~14F 73U 0.00 0.00 0.00 0.00 0.00 0.02 0.06 0.19 0.35 096  363.30
1.1 mg/ke 0.00 0.00 0.00 0.00 0.00 0.02 0.06 0.19 0.34 0.88  243.03
2 mg/kg 0.00 0.00 0.00 0.00 0.00 0.02 0.06 0.19 0.35 094  263.86
15~19F %L 0.00 0.00 0.00 0.00 0.00 0.02 0.06 0.18 0.34 1.02 10,165.50
1.1 mg/ke 0.00 0.00 0.00 0.00 0.00 0.02 0.06 0.18 0.33 092 541647
2 mg/kg 0.00 0.00 0.00 0.00 0.00 0.02 0.06 0.18 0.34 1.00 15,834.00
20~%F 3L 0.00 0.00 0.00 0.00 0.00 0.01 0.05 0.17 0.32 0.94 23.31
1.1 mg/ke 0.00 0.00 0.00 0.00 0.00 0.01 0.05 0.16 0.31 0.87 11.43
2 mg/kg 0.00 0.00 0.00 0.00 0.00 0.01 0.05 0.17 0.32 0.93 11.72

BT RIEC L B AAAD/INEERIC L 57 4% =3 ) — UDONMREEOHEE(GIR253)7) 5 5 |2k

b. NIVDODREBEHTE

2004 B O T B RUEE Bl ER A LV /N2 E2EE T o RMmEH L.
% 5 FEF(@Bmb D, bV, c i, dHEE, e ETE)ICKS LIz, £
7o, IWNEOERBESMZRD DO, FHEFICESETEZNENDOXSG T L
(INEDOEFREZRE L, FEPEERI(1~6 %, T~14 5%, 15~19 5%, 20 LA
LD AN HBERD R RE LY I ab—va T =2y FEERL
72

WIZ, IR LT B A SRR ZEI2 X 5. 2007 4RFE 25266 S v 7= AbifhE &
b < EANE/INE TODON -« NIVO{G G IRe O AR R(SH2563) 026 /INED
DON - NIVOEH EIZHOW T, DONOBTHH F(EZZ : 1.1 mg/k!ZHBW\ T,
NIVORGEZ RO 4 FEO >V A2 BE L, EBRENMICET LI I 2L
—YarF—Fty FEAWT, NIVOREBEZHEZ L= (ZE S BB T
DR % 50% & E),

DON BTG F(NE(ZZE) : 1.1 mglkg)iZds T,
ONIV D Z:iE & & HEE

> U AO NIV ORI 72 L

U F@ : NIV IZOWT/hE(ZZE)E LT 0.2 mglkg
U F@ : NIV IZDOWT/hE(XE)E LT 0.5 mglkg
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TF U F@ : NIV ITOWT/IE(EE)E LT 1.0 mglkyg

FRIIEK 2 9IRS TV D,

FERPERE RN TIX, 1~6 2 i b i < | FEE & < 72 2120 » TREED
NS IR DHADFE O bivTc, NIVORFEROHEEE & LTiX, 95 3—k %
AMZEBWT, 0.4 ngkgKE/HZB 25 OITHNR, 99 /N\—F & 1 )L|Z
FBWTIE 1~6 5% TNIVEAHR 0.2 mg/kgHliil O L 0.7 pg/kglkHE/ B LL E & 7o 72,
(Z:H256)

7B AFERIZHOWTIL, NEOBEEERIZ OV TRHEIE AR 2 R ET D BE,
KRR ETTIC, BLRICIEB 2 O REO/NEZEREN AT —F v b
IZHAANBILTWD, 8- T, FRZEWWN—F' L Z A UZEBNT, ZORE
MREL DL EZBETDHVNERD D, £, BT H/NERENENED
HERESNTND Z & TEYEIEFAEIZB W T, ) NIV 75072 <
HPEBENZWIRE /N EZRELE L THWTE 59 DON & NIV 07540 FH
BMERE L R D ATREMENR & D Z &L DON « NIV DOi5YL TN HE S L7 4E D&
HIIHBINELOENKEVWI LEIIOVWTHETIVNERD S,
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£29. EVFALOEIZEBZ=NAL/=ILNNV) OFERBRIIRES

1~6i%

Iz 50% 55 | 60% 5 | 70% 5 | 80% A | 90% 5% | 95% 1 97.5% 4 99% 2 99.5%£1:99.8% £199.9% =
—II\L/—)L

R Crieay 001 {002 {005 009 @019 : 033 052 085 : 117 i 171 {220

—N\L/—)L
B 3%10.2 me/ke 0.01 0.02 0.04 0.08 0.16 0.26 0.39 0.61 0.81 1.13 1.42
=—N\L/—JL

EMIRFI0.5 me/ke

Z/I\L/—IL
B Y3851 me/ke 0.01 0.02 0.05 0.09 0.19 0.33 0.52 0.85 1.17 1.70 2.21

001 : 002 : 005 : 009 :019 : 033 : 051 :083 : 113 : 163 : 2.09

1~145%
A 50%25 | 60%£% | 70% £ 80% 2 90%E% | 95% 2% 97.5% 2% 99% £ 99.5% £199.8% £3:99.9% £
—II\L/—)L
EIRE 71l 001 002 003 {007 014 023 036 058 079 @ 113 | 144

—/I\L/—L
BHIRE0.2 me/ke 0.01 0.02 : 0.03 : 0.06 0.11 0.19 0.27 0.41 053 : 0.72 : 0.89

—/)\L/—JL
B3E%I05 ma/ke 0.01 0.02 0.03 0.07 0.14 0.23 0.35 0.56 0.76 1.07 1.35

—N\L/—JL
B 43411 me/ke 0.01 0.02 0.03 0.07 0.14 0.23 0.36 0.58 0.79 1.12 1.44

15~195%

YFIA 50% &  60%&  70%4  80%4 | 90%5 | 95% 5% 97.5% &% 99% A% 99.5%4199.8%5199.9% &=
—N\L/—)L

BmiEs| AL 001 001 003 005 011 ;018 ;028 | 044 . 059 | 083 | 1.04
—/\L/—L

B3E%10.2 ma/ke 001 {001 : 002 {005 {009 : 015 : 021 { 031 : 039 @ 052 ! 0.63

—N\L/—JL
B Y3EI05 me/ke 0.01 0.01 0.03 0.05 0.1 0.18 0.27 0.43 0.57 0.79 0.98

=—N\L/—JL
BHIEEN me/ke 0.01 0.01 0.03 0.05 0.11 0.18 0.28 044 : 0.59 0.83 1.04

20F% ~

Iz 50% 5 60%s 0 70%5  80%m - 90%E% | 95% 97.5%m 99% /1 99.5%£1:99.8%5199.9% =
—I\L/—)L

PR Criedy 000 i 001 {002 {003 007 011 017 028 037 : 053 | 067
—I)\L/—)L

BHIFE0.2 me/ke 0.00 : 001 : 002 : 003 : 006 : 009 : 013 : 019 : 025 : 034 : 041

=\L/—JL
BHIREI05 me/ke 0.00 0.01 0.02 0.03 0.07 0.11 0.17 0.27 0.36 0.50 0.63

Z/I\L/—IL
RSN me/ke 0.00 : 0.01 0.02 | 0.03 0.07 0.11 0.17 0.28 : 0.37 053 i 0.67

TE1: EERATE e AT O 2B BT DAL 19 (FEEHE - /TRt S EGIH256) & 1 5 I(—HSD)
2 HEERGREOBIIng/ke K/ H

() HMRUVAEARE TORE
INELZFEGRER., B+, #ALONUH) EZFOLENLRG U5t & 757
F(GFEER, BA-H, FA RO ICHOWT, R ER 20 EHEEF 160 30D
ZHWT, BHIFODON K ONIVOREE RN STz, T ORER, XEOFEHfE
IFDONTix 184 pg/kg(6-2452 pglkg). NIV T 23 pglkg(7-174 pglkg) Th -7z,
— 07, INEBHOFEEILZ. DON TIE 42.4 png/kg(8-1,620 ng/kg) . NIV T i
3.41 ng/kg(4-20 ug/kg) Th -7z, WM CTOJEREEE 3 01277, DONTIZ
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SEHY 78%. NIV TIZEY 57.7% DI E RN B Hivl-, (ZRE257)

#£30 INEXRZEOHME-HITETAHEI =L/ —ILON) BU=/L/—)LNIV) OfFE
Aotk IINFEFHSE
FIEH HAH 7 2R H
R 2R \ZIAE £
DONT(“SWEHA“ Trigg‘g— 73.042.70 | 69.4+5.75 | 78.9+5.31 | 74.0+6.75 | 72.6+4.61
0
ok R (%) 25—97 38—92 43—94 25—94 29—97
B R K
e 59/77 18/20 11/20 11/17 19/20
BRI
TR | S fE -
vaff//j)ﬁﬁé J?tggg 57.7+4.30 | 63.8+5.28 | 47.0+12.9 | 59.9+10.8 | 38.3+13.2
0
ek SR B (%) 0-91 31—91 21—177 0—84 13—57
BRI IR
N 24/73 16/20 4/20 8/14 3/19
/By R 2K

W NEREOT AR =NV ) — VIR DB EEERR E O 72 0 OBRAFIEN (S R25D & RICERZL L BRI TER

B, ARERTIE, WHBBHRMRLLT L 2R BRI W Tidsit R 2 B
FERE 2T > TV, NIV T, SBEBRBRHERALIT L2860 m <, i
BTG G D AR 72 o TV DRI ET 2 EN & 5,

BORy K O EE T A2 CODONDIE I B3 D WF e B A B R # s L - T3
i STz, THYNE(E ) & By L= DONJEE N HIE S iz, i, hEn
B L72DONJBYSE I 68 e OFR LS 9 EATNER NS 5 & Az J{ERN
T.LDONRENHIE S iz, B TROMBERIT, DONEEN 0.78 ngkgd L
TILH 61.3%. 0.20 pgkg?D LE TIE 49.5% T -7z, PHEE TR TIEL, /S Tl
0.12%. 9 EFATIE 71.1%., A L/X TiE 17.9%E% L7-, DONIZ/KEMED -9,
9 EATIEDONR D THIZBAITT 5 Z & THRNICEET 2 :E 2 bz, (B
257)

£31 HPRUREAEUBEEAVAEIRTO
FAFL =L/ —)LON) DFEE
Bk TREBEE%) P TREEEE%)
A
. 0.12
v
61.3% (X% 0.78 pglkg) v,
bl 71.1
49.5%(ZZ 0.20 pgkg) | A
7
L
< 17.9
v

T INREDT I X =R ) — VR DR ILER E DO T2 O OB AFIEMIL (B IB25T) & LB RERESITTER
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FREH OB % T2 /NER I D 9 EA R TR ~ONL - JEZ L % DON @
P2 DWW T, HPLC ik & AMIEHERIEIEIC L 2 i Thoiiz, EWIETEIZ X 5
W&, 3T3 a4 v 72 WST-8 74 & O BrdU % v iz,

WRAZE 3 2177,

%32 HPLC RUAEMFEHDREICKIZ2RERFAEHBEEZRAES EARV/IVD
MERUNIEZEOTAIFS=/AL/—ILDON) DEE
A SEA(RERRERRGEEZFEMH)

PESY VIR
HPLC 174 - %) —ggmgs e %ﬁﬁmﬁjiﬁu el - %)
/J\i*fj\ 100.29+3.65 100.29+3.65 100.29+8.78
TECARID D LA 98.554.08 98.55£4.08 98.84£6.78
TG0 5 P A 30.52+4.08 34.53+1.29 28.885.02
@"C‘(«I-‘ 41.28+3.89 64.97+3.99 42.89+4.58
B A (RERE/BERM)
Y I
HPLC (et - %) wmﬂ%ﬁ&Q%?ﬁﬁuiﬁuaﬁﬁg-w
/J\ﬁ*ﬁ 100.00+=7.04 100.00*+=4.10 100.00*+1.53
AN N 108.42+8.45 84.051+4.34* 92.30*+1.03*

% : HPLC IZ%f L T p<0.05 TAHE =
SCHR(Z#258) & 0 5| (—H e K OFIRR)

9 & ATIE, HPLC X OEMTETERIEE & FEEIZ L D DONIIAK 7 HIOREGE 27~
L. HPLCE EWIEIETCII A BERZTR D N ho Tz, —F ., /X TIFHPLCT
WTBEENRD BV T2y, ATEMEORIE TIREEE RO i, HPLCE Okt
W CAEENRD LN, ZOHB L LT, fAV TR TIIDONOEA RN &
D2 EFEIZL > TEHERHEL o= rliEEDR B 5, (BH258)

HAREWN 9 Hilsk DB S TIGPED R B & ZDJFREE Ip o T/ R 2 xF & LT,
HEHR ORI TR TODONKONIVOREIZOWTHE S, 4 35 REHA
71 70 FEHD ODON K ONNIViG YL 2 A U7 fE R, FEMETORUI TOIFEH
FHRIIDONT 25.6%, NIVT 34.2% Th-7-, (& 3 3)

* 33 HEHNVIEGEERB TOTAFI=/AL/—I)ILON)EY
=L/ —=)L(NIV) DEYFESE

DON NIV

B (F )

0 o,
oW 25.6% 34.2%

(ZH259)

728, BIRO/ N DR LENRKE S BADHE & LTI, gig o T
BRIZBWTHA—LR_R—H U =2 L TWAHN, BE CIIRERA G TR T
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bHHZEND, NUBLEOBIECHER OMM N R D FTREMES, (ERENME DY
ATIHEERERNPRKE L RDHAREENRS 2 LT,

RERINC K 5 BARIBEY R Z T ODON K UINIVO 43 fRIZ DWW T, GC-MSXILE / 7
o — LR % AV 72 ELISA THist & 4172, DON & NIVASIIEE FE & IR R L2 4K
FLTHRENS 2 ENGC-MSTHRE S NTZ, LivL, 150°CT 5 43dH D\ ik 30
FOMEGHETIX, GC-MSHHT TIXLT R 0B bivs —4 T, ELISAT
LTI NER D bz, Z OfERIT. DONK ONNIVO IV E RN E /) 71—
NWHURIZH L CEWRZMOEE R T 2 L 2R LT\ 5, (2HE260)

T 2T MNEERAWE AT T 4 —TO, B DI TR TODOND A
TSN, & TRZEODONKRGFRIT, XEE 100% & LeE ., Mn%k o/ Eh
T 36.56112.9%, ®EH% DO AT v T ¢+ —GHERFD T 32.6212.3, FHEEZED ARG
VT 4 —T19.5E7.8% ThH-o7z, (BH26DMS T, T 2T L/WEEZHNTZAS
v 7 4 —DOFERIC X DRI 40% & 70 D,

WEFEOMMIE T, DONAHEIMNT2HENMOLNTEY . A — A FERBETO/ T
DONIZIF & A ETRE LRV (262, 263, 264, 265, 266) XILiicA — A& h3§
FEZ X D DONDMEINT 5 & W ) N H 5 (BZ/267), /2, 20X 572N T T
TODONDEANZ DWW TIE, BEEIZBT 2858 T, JFEH ODONRIBEASLDONE
AEOEWICER TS Z ERARBI N TS (BHR268, 269),

Z Ol B - THFREFR I X ADONDEIZ DOV TIEZE < ORI THOIL TV D,
ZIBHOSCHRTIEL, DONIFZEU R TWE T D23, MHEVE 2 F5-D 7 il i OFREE T
BTIIERICRETERNEIN TS, UL, AR CIIEWKEMEL R
e ORI KRFIIRBITT 5 L EhTWnb, (BHE270)
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V. BEmBRET
SHIZETTERZHWTTAF =L ) — L R R= 1 ) — L DR
RSN 2 50 LTz, 728, WA —HEBIE(TDDOREIZH Tz > Tk, By
B Uil & J SRl 21T > 72,

1. 4% =L/ —/L(DON)

Ofeh 7= DON L, EICHIBENICB O TENMIE#EIC X 2= R % 1k
K OERENIZBWT I V7 b UEEEEIREZ ST, K0 FHEMRWEHERIC A -
Rt &S, TDHODON & &bz, REOEFERICHH SN D,

FERENY A - EE B Tl EIErE, B RO, REEINImS L OV
FERII T TRHRENRO LT, 2. 2L ORENEOLNT-HELY LEH
B CHRILEME M MBSO iz,

AR Tk, PR RERRE O B WD T DO EN G LTS
D, FOREIFRANE O TR, £o, v~ U AZHWE 2 FEM @M EEMERER T
LIEVBAMETRD N7 2 e, AERNTEELZ KT L5 hiEEEEL
BT D AREMEITEWE B X bz, 728, IARC TiX, DON 257U v AREHE
AT HEHERIL. B M T ERNAMEIZOWTHETE Z2WW(Z v—7 3) L 5
LTW5h,

bEDZ &t BIRERIZEBW TR, BEFEELOEDAMER S D &I C&
9. TDI W ETDH I ENAREE B 2 b,

TDI DFEEIT Y 72> Tk, LLFDEEZEE LT,

FEEMERBR TRO DN RO 9 B EEIZOW T, 7% O HER A #5-
BRIZEBWT, 2372 VIRV E(0.05~0.1 mg/kg AE) TRO L, 777 L. i
BREIRE OG- (ARE - ACSUTAEFRBE KO RTH Y, RERSG TR LY b5
WAE(0.19~0.6 mg/kg RE/H) THIERMIZFRD STV vy, S8R O# S L
HIREEHR G5O N, & PR OERTAEREBICAILTWLI D EBZEZXHNDL D
EMG | RERBICEDREREEBRET L L& LT,

FIERICKTT B RO H b, RYHHEIC OV T, v~ 22 HAW=# BRIz
T S, Enteritidis E&YLIZ X 2 7RO 0.12 mg/kg A/ H UL EO# 58 TR
DTN, BENFEOONTEHEII Y A2V 2 FRIOEBMHEERBRO
NOAEL LV HmVWHAETHD Z &, ZORBRRARICEWTIHRREOZES b -
TR ZEIREE L LTS Z &b | ARG R 2 TDI O ERILZ T 5 Z & 132y
TlERnWe&E2 b,

Flo, THEERAWERERICIBN T, G RE RT3 D ZIRGURISE O B A7
H72 8 3380 BTN, FEEL DON TldZe < BRIBYETR Z VW Tnb Z & #
L G RREZR T TRLT, WENEOONRVWHEEZFETE RN b,
ARG R % TDI O EMRMT 2 Z L ixZY TidheneE 2 bnl,

M IgA ~DFEEIZ SN T, ~ U A2 HWRBRIZI W T, # 3 H 4 MR

80



OB LR R, 0.071 mg/kg REOHE T IgA OEINAE D Hivzn, H
EFEMEII R EMOBRE LR THDL 2 L, o, o~ 2 &2 HWZREE S
HERICBW T Z DX ) RIEABETIIEERRD LN TE LT, &5 24EMD~
o AR EEER TRIRO A X 7 AlilE~O [gA OILESCEENFRD HIL TV
PNZ EEFZBFEL, TDI OREMRIME L TIFHW W & & LT,

L7eBo T, w7 R & fWiz 2 FRI ORI 3T 2 R E IS 2> &
BEEL 0.1 mgkg AHE/H & L, ZHNERILUC TDI 255 ETHZ LI2L D, 4
MEITH MRS NS b D EB 2 LT,

PEXY, ZofEER 0.1 mgkg RE/HIZ, FEFELREL 100 (FEZE - ERZES
10) 23 LC, DON @ TDI % 1 ng/kg R8E/H L 5% E LT-,

. =L —L(NIV)

O X7z NIV 1L, EICHEENICB O TENMEZEIC L DR % oAb
it X0 EENMRWFEERICAR I L, oo NIV & & Hia, JREO#EMEFIC
Pt =5,

FErEW 2 A Tc BB Tk, FICEEREORD . REHEINIG & OE R
FIETHENTBO LN, £/, INOOEENTEOLNT-HEL Y LEHAE TR

RO LT,

R ERER Cld, PR RBRO—MIZB W THEORRNE SN TV DD,
ZOREITRNL DO TR W EEZ LN, £7-. 2 Ay N7 viA T—HBHED
FERPELNTVDEN, T VAV 2= 7w T RTBWTEREROFHRME L
RIGERIFREETH S22 80D, BEFICHIBRELZS SR 2T OOBEN 2
S, BRLELUTCEHBEESIUCSWZ EREENT, 72720, BEfFOT — X IZ[R
HNTEY ., BFES CTIHBEFEEICOWTRHMET 2 Z L IXREEE ZE 2 Sz, —J7.
~ U A& AW 2 FEBOBMEEMRER TIIR A AMETRO BTV, £, T
> b &AW PRI ARRBRIC IV T NIV O B G & O DEN & NIV & #%
B U728 Tl GST-P B Mla O ZBIT5R D b inZesn-7=, 7272L, DEN 2L %
1=V —3 a3 L OBIZEERISIEEE<AFBl 2 0HEER I L5 L, ZD%4
= o= te g e DR NIV 285 LTl —d, DENIZLA /= xo—
a2 Bl AFBl i L5 A —va—v g oD H R G LR IR L T
GST-P B MfE B DL ONAFE 2SN L NIV |2 DEN 2 AEB1LC L A A = = —
¥ a VB DOTAFBL OIS A #5182 PRI AT a5 SRR B
Ll EURENTWD, 2B, TARC Tix, NIV 2&te 79V U AJBEIES
T HERIL B MIRT DR DA ONTHETE 2T —7 3) L5 L TV
Do

UEDZ L, BRI CE NIV IET v hOfFlgIcHsV T, ©DEN (2
LA =vE—3 9 %D AFB1 OMIES AFEEZ RS 5 H DO . DEN +-AEBL
2L DA =2 —3 3 %I NIV DAL L BRORED) D 1T A AT e
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3

4.

— = ;73‘1

= L SR FWS DO N AT nE—V g AMEHITEO BT

BE

nf

H

~ U AD 2 ORI TRBAMENRD b Tz Lvh | TDI &%
ETHIENAREESZ 2 LI,

TDI OFREIZYG7=> X, LFDSEEE LT,

KRR O O b, RER~OFEL LT, v AZHWERBRIZB W T, @
3 H 4 BRFRER 0 G L2 R, 0.071 mg/kg AREO H& T IgA OHIMNANEE
Do, HEMEBEMEIIRINOBRE LM TH L2 L, o, o~y X%
RAWTREE B EREBRICB WX Z O L 2 REAETIIEENRREDO LN TELT, &
ST 1T ER KO 2 FEB D~ 7 A8 EE R ER TR AR B P BIE R ZE O S
NTW72WNWZ EE2FE L, TDI O ERMLE L TITHWRWZ & & LT,

L7el>T, 7y FaHWe 90 AMRIERGEHERRICET 2 B i ERE O
o/ hElEEE 0.4 mghkg RE/AE L, ZHERIUZTDI 2R ET HZ LT X
D, BEMITI ORI ND LD EEZ LI,

PLEXY, Zog/h#EHRE 0.4 mgke (RE/HIZ, AHEFEAREL 1,000 (B2 - fE{E
7245 10, AVETRME O/ R 2 A 10) 2@ H LT NIV @ TDI % 0.4 ug/kg
KEE/H ERRE LT,

I

. DON & NIV @ 7' )L —7 TDI D% iE

DON & NIV OB EHBICOWTHRH LIZRBRIIBE LN TR Y . Fih 5 R R
LB LEERNELN TV RN & EHREROEHA I =X LT R G0
7N EG BEEETIZ, Zv—7 TDI OFREIINEE L Z 2 Snl-, Ll
72035, DON & NIV X% O EEENIEF 1L L T 0 | Ak EEl A
TOHAREMEREWEHEIND Z &b, 4%, BET AN ERINIE, 7
N—"7" TDI R EDVENEIZONTIHETT 2 Z ENHEELWNWEE X 5,

TR

T EIZEBIT S DON KL UINIV OBk 5 BB O %5 EIZOWTOFEM7R
SHIATON TV RN, (FRFRLORMEBIREL I E 2T, NEEZEATD
BN FERRBER EHESND,

TDS i£12 & % DON KT NIV O EHME ORI, DON O Y-85 5 &lT 11.36
~14.85 nglkg AHE/H TH-72, —F ., NIVIZOWTIX, TR TORBKIZHONTA
B TH-oTmZ &nn, BBEEAHIT D Z LTk o1,

TG FERER A BT /N EONEEIH YR EE K VA RN OB NEZ B IE) O
DON D #z mDOHEF 21T o 7o i I, Bk EY Tl 0.13~0.17 pg/kg AHE/H., 1
~6 ¥ TIE 0.29~0.36 pg/kg (AH/H TH - 7=,

EINPE/INEDOIGYERRHER R L N2 LB AT 52 RBMOBIED O MERGHRNTF
%% T DON L NIV O EOHEE #1T - 7o fE R Tk, DON 22\ T,
W OEREECBWNTY 95 78—t U # A U 1 nglkg KE/HLLFTH - 72,
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NIV 22OV TiE, WTHOFEMEIZIB N TS 95 X—t > ¥ A VEIT 0.4 ugkg &
H/HU T CThHoTo, 72120, 2o OHERHTIE, XE0HHBEMIZE 1T 5 DON
KO NIV OFFERICOWVTITERICE ST 50% EIRE L TWAHA, ZF O
T A TRICLAEEEZZEL CWRWZ EnD, BEORBEREITZOHEEM X
DHIRS DB OND, o, MEOEBIEIZOWTHEBIER A RKET D
B, mREZREETIC, BRICIEB 2 HOREO/NEZEBRENSAT —F &y b
Kﬁﬁﬂﬂ%hf%étb\%uﬁwﬂ~?/&4w IBWT, ZoZENRKEL
RHTEEEETOINEND D, I LI, [EWNFENEDOHYFERERA RO 2% H
WERETHY | %Adi@@ %ﬁi%ﬁéﬂfmﬁw LR, MUTFEDIFEYT

NHESNTFEORBEFEICEEINELDEDRRENVE V) REFEELEALTND
LI ETAOMERD D,

5. £&9
<Ftx =L —,L(DON)>
TDI 1 pg/kg RE/H

(TDI 3% EFRHL) 12 MR

(@i iE) <

(AR 2 F-fH

(e 5-715) AR

(R F M B O B TEAR LT L) PR EHE NP0

(MM ) 0.1 mg/kg A H/H
(Kl 3446550 100 (FiZ= - fE{RES 10)

<=1 J—/L(NIV)>
TDI 0.4 pg/kg (R=/H

(TDI 3% EFRHL) i T R

(B FE) 7 > b

() 90 HI#

(e 5-7715) JELEH

(/N B DR EAR LA ) (3 1fn BRE DR ()

(et &) 0.4 mg/kg AR H/H

(F #7550 1,000 (7= - fE{A7E4 10, dAMEE SR

/NP R A 10)

BURIZBW T, T2 EIZE TS DON KON NIV O&FEE 34 R E L= TDI
ZTRESTWDHEEZLND I Enb, —ﬁxE’JiﬁEIZISA BIFHEMB D DON
S OV NIV R R BB 8 5 AT T Al etk e B 2 b b,

¥, IINE(LE) ERGT DON_wallm%g®EE%§ﬁﬁiéﬂ\$
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PEBLPEIZ 351 2 DON L O NIV OGO SR AN E i ST\ D & 2 A TIEH 5755,
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