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E

BOEEZESNE LOHWCITO BMEBEFEF G E LT, 74F =1
—/L(DON) & V= 3L/ — U(NIV) O£ i e B B2 25T 4 5206 L 72,

P AW RBRAGR L. ANEhRERER, S EERER, EaEERER, Bt
B - B AERER, AERAFERER, BEEERER, aEEERBREORET
H D,

DON 2o\ Tk, EBEW 2 AW =EERBR X, Ei2EY, BEEORD,
(REIEINING e O RS KT TRENRBO BN, o, ZNOOEENED S
NEHELV LEHECKREEELRMETFHEEIRD vz, BiasmEiREk i,
PEERBERBREO BV THEORRERDIE LN TVDER, ZOREITEND
DOTIE7e< . 2. v~V AEZAWE 2FEBOEBMEEEFBR THLENAMEITRO 51
IRinoTeZ Einn . ERNTEEZ RIFT L RBREEEE T2 AEEMEIRV &
Zz2o6l-, IARC T, DON Z&te 7% U U LABEVPEAT HETEIL. & MKt
FTORMDANEICONWTHETE W N—T3) LTl L TV D, U EDZ &inG,
BEEIC BT, BEFEERORBAMERD 2 L LW cE P, iE— B ERE
(TDD 282 ET 5 2 LN AREL £ 2 ST,

KFEEHERBR AT LR R, ~ v A2 AWz 2 EE 0B EEERERIZB T 5K
EIEINIE O EEME%L 0.1 mgkg AE/A & U, HNEFEMFRE 100 (FEZ - A2
% 10) %A L. DON & TDI # 1 pg/kg (A5/H & 5% & L=,

NIV (ZoWTld, EBRESW 2 AW -EHERBR Tk, EICEBEEORD ., IREHEN
IR OE R RIETEENRO LN, £, INHLOEEREDOLNT-HE
I L EHETHEEELSRD b, BEERBR i, RafBEEREBEEDO
WZBWTHEORBRPELNTNDN, BEFOT —ZIIR o TE D | BEETIE
BEFEEICOWTEHMET 2 Z SITREEE B2 bhic, —F ., ~UAZHWE 248/
DEMEFMRBR TIERENAMEITRD 5Ty, TARC Tit, NIV A&7
ULBENELET HERIL. B MIXHFTHEDBAMICONTHETE W L —
DEFHHL TND, LLEDZ &b, BEERIZEBNTIL, 2 FHEOEEFEERERT
BRAENRO LN TN Enn, TDI AR ET DI ENAREEE LN,

HHEEERBR AR LR, 7y M2V 90 HEER S HERBRICK T
7% A MERE OB 0 R/ R A 0.4 mgkg (RE/H & L, RHEFERE 1,000 (FE
2 HAZE & 10, HAMEERRICBT DR/ EEEORAICLE BN : 10) &
wWH LT, NIV®O TDI # 0.4 unglkg (AE/H ERE LT,

DON & NIV @7 v—7 TDI OREICE L Tk, EEEBIZ OV TRES L7
BRIRON TR, TNORBRERD —BLIERAELL TV RWnWI & £HEH



OVER A B = AL R END RNz e, HEEES TR, REEE2 S
i,

BEEOHTERERENDS . BHRICBWTIE. HAEICEIT S DON L NIV 028
BIIAERE L TDI 2 FE->TWb L EZ b, Lied-> T, —&%ﬁﬁﬁk

BT 5850 DON K ONIV ERMEE I CEEE 2 K3 REMEIMEV & &
bbb,



I.

2.

1.

e

H

o

BinZEZERIL, VAV EBREE» S IKE LY < T TR MR EFM 21T 5 1%
2>, B HOYIRT TR MEFREZETMN AT O EFHEE L TWD,

Z DB LFHIOBEMEMHIZONTIL, EROEE~DEENRENEEZEZHND
Lo, EEERZOTEOMLEENE NG O, FHli=—AREICEm W EHBTSNnD
LOOHNG, BAEEZEFMOELEENHNEEZEZOND L OEEEEMFHAE
SNEEL, BRDNOOER - [FHROBEE R ELTo12 LT, BREZEZEENIR
FEL TS,

20093 AICBWEZEEFEESTIE, 4277 bV Al [TFFv = /) —
NER=NL =] RO TREEHROLZEHKE R, BEeR)) 2, B OoRME
RN 21T ORI LE LTREL, (4277 FF T U Al RO FAFv =1 )
— LK OR= R ) =)L) [IZOWTIE, NUE - BRBEEMAES CIRERRZ1T
HyZLEENT, B, 47T FFT 2 AL IZOWTIL 2008 4 10 A 14 B IZBEfE
SN IMENVE - BARAFESEMFAES CERBEEOT — X REBNER I TE
D, ZHNCETOIHENBREERVMENLTCNDLEZATH-Z L&D, FFfE
LSDOERZEZ., [FTAFT=2NL ) —LER=AL ) —)L] O AEEELZH
S RS AN Wy

i

RITHRH F

(1) BRREF

WE, BOEICBOTIE, T4F =L —L(DONNIZHONWT, /NEEXG
IZ 1.1 mglkg O EEENRE SN TV DHCER 14 FEEA S #E £22 5 0521001
5o FEHZOWTIL, 4.0 mgkg(E% 3 » AU EOFIZHE SN DEED, 1.0
mg/kg(4E% 3 » AL EOFZR FEEICHEG SN2 EED OB EFFENRE
SN TWBCERE 14 FEMOKEL FRERR B 14 £ 55 2267 5),

=L ) — )UNIVIZ DWW T, BIERANE IR E S Tn7eny,

F7o, FMME [REOTA X =L = =L  — WK D 7=
DFgE#E) CER 20 £ EMOKEREE - ZERE., EERFEEAL B 20 HEH 8915
. 20 ZEPER 5731 5) MRE S AWE YR RN ED Hi TV A,

(2)FNEFORFRXEHSA K514 VIE

a—5 v 7 AEBSTIE, DON, NIV & &I ICEEME TR E S TORN,
FEDOED TNDHEMHFODONDHBME X ITFEHEIIM 1 OBV TH S, —
F7. NIVICOWTIFHH L TWAEIZZR VY, 1995 41213, DONIXIE & A EHiH
STV Tn, 3 —n8 v/ N TEE L OBJER A FIZmg/kg L~V D{H LA
WA SN 1990 FRZ LU, BHBlIYROEWELELE o7, 750 ugkgD#H
HHENAEUREE CEHA S, HFER., ZODONFREHMENEE & L To/NERIZHE



AN TWAERLD.
KETIE, B NERFFODONIZHOWNT 1,000 pg/kg?D EEME AR E SN T
W5, #1LICEUICE T ADONDOEHEE AR LT-, (BHE2)

2000 ng/kg
1200 pg/kg
1100 pg/kg i

1000 pg/kg

750 pg/kg 19

700 pg/kg |

300 pglkg

H1 FEICEHFE/DMERIEBRERFOTAFL=/\L/—JLOONEHIED 27

®1 EUDTHFL=/\L/—)L(DON)EZE(E(EU Regulation No.1881/2006)

& A I KL YE i

(ng/kg)
AKMTEH (T 276/ F, A—F L, PyEB I TERL) 1,250
KMLT 27 DA/ EROA— FE 1,750
XML bhbovEray QN8 HHEBR) 1,750
EEH B OB & OB (FLS IR H & 80m Lah B <) 750
XA B (W) 750
Ny XARMN)— BRXFy b ATy §YRBRCU TV 500
FL4h Vi H g B0n T& 200
EEMEHUSAO R ' 28 (58 500 um &) 750
EEMEAUSNAD Ry Er 28 (£ 500 pm L F) 1,250

E)RBRURBERICETEEERIBRESNATLAEL,



II. FERXMEOHE
1. 8%, 2FX. 2F=E. BEX
DONENIVIE, TRFTERFT AL AL FTHHBE N a7 BT 5,
KD MY a7tk oik, C9,10 Mo " &EES, 12,13- TR F VBRI NIE S DK
RIEFERXTE RSNV EEHFL, £0 9 BHC-8 LI NVHR=VEEFE S DB
FarkvrTthd, (BR3)

(1)TAF>=/8L /7 —JL(DON) (=H4)
DfbF4

CAS(No.51481-10-8)
4 @ 1213-=ARF-3,7,15- b U & Fexi~@a,70)- NV a7 4-9-T -84
#4, : Trichothec-9-en-8-one, 12, 13-epoxy-3, 7, 15-trihydroxy-(3a, 7c)-
IUPAC!
4 12,183 ARF-30,70,15- F U & Fr ¥ U a7 9-9-2 8-
#i4 ¢ 12,13-epoxy-3a, 7o, 15-trihydroxytrichothec-9-en-8-one

@5 F= : Ci5H2006

@ F & : 296.32

(2)=/1AL /7 — L (NIV) (ZH4)

DIbs4
CAS(No.23282-20-4)
4 1 12,13- =R ¥-34,7,157 N 7 & R -(80,4B,7a)- N U =27 -9

T -8 A

#4, : Trichothec-9-en-8-one, 12, 13-epoxy-3, 4, 7, 15-tetrahydroxy-(3c.,4p,7c)-
IUPAC
fn4 : 12,13-=ARF2-30,4B,70,15-7 F 7 & KXy N a7 -9-= -84
w4 o 12,13-epoxy-3a,4pB, 7a, 15 tetrahydroxytrichothec-9-en-8-one

1 TUPAC (TR ek e LTRIIOAHE DT HZ L 2RO TNDL T EMnD, ZHICHESE

/F’LEZI L/fuo



@ﬁj\%fﬁ : C15H2007

@+ &: 312.32

%« 010H

4llllH

OH

2. MELFNEY
(1)FTAFL=/8L /7 — L (DON) (R 4)
(a) MK BEESHIE R
(b) Al - 151~153 °C
(0) HFEXE : [a)® +6.35° (c=0.07 : =% / —)LIRIR)
(d) 5T —% IR 227 kb, UV 27 kL, MS ZA~<2 hLETY NMR
AR FIVOHEND 5,
(e) VARfENME : =& ) — )L, AKX ) —)L, EifE=F /L, KEOY aars/LLIEmT
5,

(2)=/,8L /7 =L (NIV) (=R 4)
(a) MER : A
(b) BlE : 222~223 CIEMRIL U U 1FET CHIEER L= D)
(¢) HHEYEE : o)y +21.54° (c=1.3 : =% / —/VIKIR)
(d) ¥z7T—4% : IR A7 kb, UV 227 hjb, MS 222 hL KT NMR
AR ]\/Wﬁ&iﬁi‘&pé

(e) VAt WZHOTIRT 5, BIEAERRIEEIZ A, (ZHR5)
3. EX4EPY

DONKUNIVIZ, BHHERHT/INE, REXKD L TER 3 L)OHRA ERORFFE T
&» b Gibberella zeae e " %= O B g + 2 K T 2 RE 2RO
Fusarium graminearum, F culmorum’s 12XV FEASNDH(EH6, 7)., 2D
DEEIEL, TESCREEY R BRI </\7fﬁ?‘60 _Z(LE“CFZEIE SNTETLE
graminearum(IEE, MEAELE L THEEIN., 52 RFEHETIC X > T 13 &
IZHI ENTWH (RS, 9), DON&UNIV%‘:F‘E@‘%E%@!@?iiﬁ&@“%iﬁ‘



LAEEICONT, K2ITRLIZ,

FIRO IR OIFITRESZ E O @ WS M ICEA LT <, BBl TR EZOF
RAL, BZWERKDMITT 5(Z/10), BAR, BE, FEREET 7O
FETIE. DONEAD EILEE LT, F graminearum(3 7 3#t). NIVEAD E
I%F asiaticum(3 6 Z#K) TH Y | TN O LTIRAFHE Th 223, HERY
A& LC, BN F graminearum, 1BREMIEN F asiaticum & 72> T 5(S
FE11, 12, 13), BARENORLE TIL, tiEE CODONFYFENE L F graminearum,
F vorosii, NIVIEYRIREILE crookwellense. F poaeCTdH 5, —Ji. AMLLEFIZ
BT 2DONVBYRNE X F graminearum, NIVIGYLREIRE L F asiaticumTH Y |
I BT HARTIEINIVIB RN E I F kyushuenseb I Z HiL TV 5D (HHE 11, 14,

15),

#=2 BRIZBHA3TAEXL =1L /—ILOON)RU=/\L/—ILNIV)EZIZEE 5 33

FE L FusariumBE MU DEL
NOEDEE e she O
HiE DON”ﬂ NIV FHELRER IR 5 fh
F. graminearum g8t &4k + 4+ EHE K. FYEOIL SHR
. ) ek . BE IR RO A
F. graminearunt + EZHE K, FYEOOY B4 (24). #E. ©E
. . N B (I RBE ) -
F. asiaticum + ZF#H|. ok B R L) . B8E. S
F. vorosii + — INE BARGEE) ., N>oH)—
R (A -
F. culmorum + + ZFHE. troEOaY B, 77, 72UAH,
mit7AYA, AET7=7
_ " s B I EAHhE)
F. crookwe/ lense + ZFHE, boEOaY A (L)
F. equiset/ — 4+ 8, FHYEODSY 0 EHRE E®E
F. kyushuense — + F#HE. kK BA@AXK), fhE
_ " . B (I E S HhE) -
F. poae + F#H. tYEOaY B (L)
F. pseudograminearum + — 5 FIZA—R+SY T

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

4. EROER

AATIE, 1950 FERIZRDOIROEEE Z Tk ZE2EBAE LT AREEORIC
BMEIRT EHRBIEN SR LIz, RIN & 72 o 72 F graminearumD®HE %A 50295
I, HFEALFE - BEFOEMF 2 EO - RFEFESERIE SN, sk
L7 5T NIV, DONARED MY aF v AbaWiFR SN, (B#13, 18, 19,

2 EHRIZE - T, EASNIERKROFEESCEILN R D, -, HEREOASGRRRIZE S5 3 54~ Offs 1238
EINTWD, (BB16 #7564, 17 #755)

10



20)

DONIZDOWTIE, 1970 FIZF) IR THA LI IRDOYR OREIR K E K OVt L7z
F roseum(=F, graminearum) D753 % Rd-toxin & L CHLEE X7 D BRI DOHE
Th 25 EH21), 2 OFEHFIT 1973 FITHELEIZB W TRONALFEE DR E S 4,

[FAF =1/ —)] L LTHRESN(BH22), KETHIE NYERITH
FAEORE & U ChlRRE R SIS H23), IR FEEI R FERTH L Z ENb
vomitoxin & 1% SN DO LRE—WETHDH T LN, BICHAL M E -T2 (ZHE 24,
25),

DONDEMIZ DWW T, —fkBmMEER SR, BB b a7t L 0BRSS, 7
ZZx 9 2 DONOFEE « IEMHIEMEIZ OV T, TAENH O & 7> THENED B
72 E D%, DONOFEMHAFFEILHIF R CIERICHED i, B, REIHEIER
ZOMEVHA LN I ThoTz, (BH20)

NIViX. Fusarium nivale Fn2B7)> 53N EIZ BV TR AN HEE S (S E18).
1966~1969 4127 H L/ =X (47 £ F /UENIV(4-AcNIV)) & & &I LSFAEE N
RE SNI(BR26, 27, 28), REIXZ D%, 5T REFRIMNT OFER, FfE & A
72 &N, F kyushuenset 4 S i-(/29),

NIVOFEMEIZEE T 20F281%. T EIZTRB VT, 1970 F£480 5 90 R IT o+
BN RER EOSERN R FiEEZRWCTERIITbNZ, Zhicky, 7R b
— VAR ERE R B GEA S v, OB OO F Ak ERE DT T,
(ZH230)

11



. REMRICTRITREOEE

INFICERIE DNZFAO/WHO A TR & S I B Z 23 (JECFA) (2001 42) (S FR3), BR
INA LR B2 (SCF)(1999, 2000 K Of 2002 4E)(ZHE31, 32, 33) & ONEFEH AHF
ZEHEBI(TARC)(1993 ) (R4 DEEVE A Flz, BRMIZET 2 EaREMm Az &
HL7,

1. ERBYFICHETHERNTE
A, TAF>=/8L /7 — L (DON)
(1)U, . K&, Bt
D HEEBERNICBEHTSIBREIRFIEE~ADER

DONIEHEM 7 v MIBW TR UAUEICER I N D Z & BHE S =(&
M34), D%, ME=RX ATIBNMEEIC L > TEIER I SNDHZ E0HAG
METRY . ZOBEHIZ L BEMES RD ZENASHNTVD

DON & It Sprague-Dawley 7 v N EBNEM % 24 FRREIBKENCHEEE LT
ARER Tl EEEIRE R D O = AR F AR BR AR S, 24 FEEHIZ1E 90%
MR AURICE R S Tz, (BFR35)

7 H+ TG, =G, B, BIBROCEBARYEZ RV, in vitroCRENAE
EIZ X HDDONOEHZ KRG LR ICE WO TE, & IRV =R % TALIEMEDFE
D ONTEDIFFEBRNEY T, KELODONE LT SN EGITEHED DT
M 1% Th o7z, (BE36)

BIORERIZIBWNTDONIL, 7 X KIENEY & D 96 H#F'EJ@% IEEE CTlIl—
RERICEH SN Do Teh, =T U OFBRNEY TIXIZE 100%23, 7 5H

—HIRTIX 35% LR ¥ URICEH STz, (BHR3T)

2%, DONIX. Eubacteriumsp \Z L > TR FIALEINDHZ ENRMOHNT
BY., ZOMREIEIC Eubacterium/E(BBSH 797) % & Lo BHA I 13 B S 4,
EULSND S —m v 3EE, FR, 797 @7 AV THNLR TV, (BHE38)

7 2 BN~ 0.60 mg/kghE D BT UC-DONA 5 L7- KB ClE. DONDZL
BIH LN o2, (BIR39)

3-7 & F/L{LDON(3-AcDON) % 7 # #fH L & & (Zin vitroCHRRMIICEEE LT
fER. M7 EF UL SINDONIZR Y | S IR T AL, £z, TR
FIALRRDRNT Z OZFEII R R AL AT L2EFELEBMT 2L, 1 HH
BT, X E BRI R ALEEZEE LT, (Z840)

DONCE Y > DFE—BIK & Zin vitroCHERAIIZEEE LT 25, §9 80% 03 i
T=RF I, (BHR41)

#4) 1 kg7 ) DON 8.21 mgZ &Lkl A FL T/ L7 & 2 A, fEloE
REIZH 70 5T DONIE, +ZHEBICRIET 5 £ TITKE 3 (94% ~99%) it —
¥ ULDONICE# STz, (BFF42)

=U N DOIBNMEEICELD Y aT v D4 E in vitroCRE L7z i 5.

12



DONFt AR F 1k &4, 3-AcDONK TN 15-7 & F/L{LDON(15-AcDON) (1 3=
BT BT b & iz, (&HE43)

t FOEMEEZ 3-AcDONE & 6 12in vitroCHER IS 48 FREEEE L= 5.
DONIZEH L S 7=, BRI AMBRITRO bienoTz, (HH44)

@ H’ux

HDPVGZ » M2 UC-DON% 10 mg/kgRED HE TR AOKE LI-RBRICEB W

TR AL TT ATV T 4 =3 FTHE LA TRV, 96 K% TREED 25%
DR SEIR S RINR T E Y OR00 v L0 BV ATREMEINRIR S 7z, (BRE45)

£ 7 2 IZDON % IREEFE 5-(4.2 mg/kgfilkh) L7-fER., B L OVNNEOITAERNIZ
BWTIZE A EODONMBRIN S 7z, &5 4.1 K2 I g PR EIT R RITE L,
5.8 FEH TN S 4172 DOND =43 3kl S 417z, B AR ¥ T AEDONIX, /MF D=
I BNTE L Abive, (3246)

UC-DON% 7 #1Z 0.30 mg/kgiAE D & CTEARNE 5 L 7238k Cix 0
BEOERITIZEE A ERBOONT, XA AT XA TEY T 4 —1L55% EHEE S
7=, (ZHE39)

EBT X IZDON% 5.7 mglkgfikl DR CHEI X 5~8 HFIREEE G L=k
BN FTTAFZEY T 4 —I3TNEN 54 LN 8I% TH ~ 7=, (BHE4T)

v VIZDON% 5.0 mgkglfEEORHETRAOK G5 & 30 wLAIZF T
DONMBHH SN, SA AT A T YT 4 —I% T5% TH -7z, M TlLilE
HEDONS RN E DY 24.8% % L8, ZHLISMIM = AR F MBI o v
BRI B R ChH -7z, MFFICRH SRR AbET, BOEECIEEE
D 0.3%A ., FARNEE CIIEEED 2% K Th -7, (ZHE48)

EYUIZEWT 5.0 mgkgAEDOHETDONEZRKRO®KL L & & OWRINET
1% THY, BEEEOFYE 6.9% KD B 1.3% BT R ¥ AbEX T+ D0as
&, 5.7%23DONXILZ DA 5. 0.11% 03 EH (B R AbikD 717 v
VIR AR BRI STz, (BHR49)

L4 1 FAIC D % 920 mgODONZ R O 5 L7-akBk Clix, BB BTk
BILTWRNE DDA FT A TV T ¢ —MENT EDRE SNz, (BFE50)

w7 2 OELE(E . + 1805, 2205 K OB D in vitroEERe 7 V% FV T,
DONDWGIN & FRA~_7-FE R, RENZEIGE S TRIN SNz, (BE51)

Q@ #

MEDBEC3F I~ 7 AIZCDON% 5 mg/kg(hE TROMKOREBREG LIZL Z A,
THOEEGERBITBNTE 15~30 %12 Mt B, . Hﬂ?&Uﬁxﬂﬁ%@DON
BEIIEE LD, 120 5FBI2IX 75~90% R4 Lz, £7-. &O0¥EE5 L0 HRE

3 B EEBICHT AWM TTICET DREBIEDREDEIE TREND,
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FHICBWT, MER OB~ DO DMREN 1.5~3 Famnol, (BM52)

BEFLHI(B~4 i) Xk O HE#3(8~10 i) OMEDBEC3F1 ~ 7 AIZDON% 5
mg/kgREDOAETROEE L2 R TlL. DONOMAEF L~ vt Hil~ 7 A
TS 15 DRICHKEEE 1.0 ug/mLE 720 | B~ 7 2 TIEFE UREAE TR 2
BOREZR LT, BER~DOOMHICOVWTHLERETH 72, (BH53)

DON% 5 (¥ 25 mg/kgiFEODHE TV AIRAERIEZLEZ A, BEL
72T R T ORI T 30 43 XL 1 FEfRICRmBEICEL, ZT0%, 2-3
W= A FNETMIEWVRHITIHER LT, (BHR54)

7 #ZDON% 1 mg/kgiFEDO AR CTHEFFRNIREG L L 24, SIS T
5L e 5 3 BERI 1% i, A% C 550 ng/g. B g T 930 ng/g. iFliE T 440 ng/g.
FEERAE NG C 330 ng/g. EBAGHS T 130 nglg. U >/ i T 140 ng/g. fifi T 78 ng/g.
Bl C 69 ng/g. M T 74 ng/g. F53 T 54 ng/g. T 29 ng/g. ‘LI T 11 ng/g.
T 19 nglg. FKJE T 16 nglg. BT 5 nglg, T4 ng/lg ThH o712, &5 24
FERE% T, A% C 18 ng/g. B T 10 ng/g. ifliE T 8.2 ng/g. BEFAENS T 3.4 ng/g.
WEAENF T 12 ng/g, VU L/ EiT 0.8 ng/g. i T1 ng/gTH Y, FHLIIORERE
NHIIBH S no T, (BE55)

UC-DON% 1.3~1.7 mg/kgAEHOHE THERAOAKE L= FIZBIT5
A, &5 3 BRI Tk 416 dpm/g(FECiE4S ), M4 570 dpm/g. REH
4,345 dpm/g, FZ ARG 19 dpm/g. REERAERG 10 dpm/g, Haf%H 5 dpm/g, KERAH
5.3 dpm/g. éfigi 91 dpm/g. AFligi 205 dpm/g. L& 27 dpm/g. B 733 dpm/g.
fixd 21 dpm/g., 98 5 dpm/g T - 7=, $e 5 T2 Befi] % O ) 75 Af 13, Mk 0 dpm/g,
4% 0 dpm/g, BBt 661 dpm/g., K< FRERG 10 dpm/g. REETAERS 9.8 dpm/g, Mk
0.5 dpm/g. KEEAH 2 dpm/g. Mg 8 dpm/g. ATE 10 dpm/g. [Mig 0 dpm/g. &
figi 18 dpm/g. M4 0 dpm/g. JF% 2 dpm/gTdh - 72, 96 BT IX, SRk
X THERA, B, A8 L OMEHIC LR b o7, (BHR56)

@ EEHERBIZE T 38

UYXIELT v FOFEI 7 v Y — A E A AW 2B Tid, DONOREHHIEER
ooz, (BT, SHE58)

T UNZEBWT IV v U EBRE RO LN 5 TR D (BHR59, 60).
BEY VTNV v B AR R OB A RO TRD 5T % (5 HR48,
61) .

® B
HEDPVGZ » MZ MC-DON% 10 mg/kglfEOHE TR AKE L 73 B TIL,

4 dpm (% disintegration per minute OIS T 1434720 OELEHZR L, cpm/FHEIRD
FKCRDOOLND,
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e b 96 R T 25% 03K, 64% 3 #EFE, 0.11% 03 MR BRI S 7z, JRE O
B2 LizfER. DONKE O RS ALERFEE SNz, (5H45)

UC-DON% D Sprague-Dawley 7 » NI 5 mg/kg{RE D H & Cofil# 0§
B LSRR, MR o MC-DONREIL 8 BEZICHR K L2 | 9% Mg 4 o X
JEEFEE LTV, BEED 3T%NRPICHRIES L, 77 v U BiaE»E
RRPREH TH -T2, (BH62)

7 2IZDON% 1 mg/kgAEOHE THARNE G L3 BRCTld, MR
X 3.9KMTH Y, HHEOIRNSDONMNEIN STz, (BHE55)

EBT Z1Z 4.2 mglkgDDONZ Z ekl 2 7 BRI -/ R, eR¥
{EDONDOEIE T/ INGEALER THM L, B DUNE S - #£E CTlX, DON& it
TIRF MEDOND A FHEIZKTT AT R F T {EDONDEIEIIF 80% ThH - 77,
(ZHR46)

7 #1Z 14C-DON % &R 5-(0.30 mg/kg : 0.35 pCikg) XixE N#%5-(0.60
mg/kg: 0.60 uCi/kg) L7-#EF, FIRNEE S Clid, 93.6% 3 RHIZ, ENEE T
68.2% MR HIZ, 20.3% 3 FEHIZHEM -, (ZFR39)

14C-DON 2.2 mg(1.3~1.7 mg/kgRED AEIZHY) 2 HEROEE L=
R UIZEBWTiE, DONIFECMTHEME X7z, 24, 48 KON 72 B & TR
X, REBEOZNZNTI, 92 LN 98% ThH - 1=, (ZHE56)

D> PIZDON% 5 mg/kgREOHE CHEBEHIROZE G LR, DON
T Ot = iR 26 AR TT 30 BRRILAPIC I ED B 52 2ICTHA LT-, (HR48)

DON% 5 mgkgihREOHAETE Y VISR OEE Lt.@t?ﬁf . BEED 6.9%
DR E L 0.11% 23875, 66% 3 FE)» 5bDON K OMREHH & L CREIR S 7z,
(£H49)

D > 2 UC-DON% 4 mg/kgREO HE CTEHIRNE G L7 B Cix, 24
B £ T2 91% RN D, 6% R BRI S -, (BHE61)

F72, B MZBWTDOND 7 V7 v VEEFERSRPICHRE S D Z & 03 iR
IhTnb, (62

® MEUVEAT~ADBIT

=7 h U IC UC-DON 2.2 mg(1.3~1.7 mg/kgKED AEIZFEY) & HERE 0%
B LTRER, &BEND 24 REILINOFIEINZ & £ Tz UC-DOND R K&
BEED 0.087T% CH->7-0F 1 f@dH7-9 14C-DON 1.9 pglifi), 6 HREDXKIE
EO#G%OIN 1 EH7- 0 O UC-DONDORKEIT, 1 BEEGEED 0.19% ThH - 7=
(P 1 @& 7= v 14C-DON 4.2 pglc ki) , (H63)

=9 h V|2 1UC-DON% 5.5 mg/kgfilft DB C 65 H FIRE& G L 7-3Bk CiX
O UC-DONDOZEEITHM L 22070, IFCE F45 UC-DONIL 8 H Fﬁﬁ@
BB ITHRRIZEL(60 gDIP 18 H7- » DONXUTCHE 1.7 nglcf8), =Dk
BEM TR D L, (BHR64)
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D > 2 UC-DON%E 4 mg/kgRE O HE CTEIRN&E S L, 48 B Ich 7z
S THHF~OBITERE LICRHER, BIERITZREGED 0.25% KM CTh -7,
HHODONDFHEKIEE X 61 ng/mL FEEE K OIEREEDOHITA 2: 1), oK
FUALIRORKIEE T 1,220 ngmLTH-> =@ EEEOFEEEEOHITH 3 1 1
~5:1) . (HE61)

DON 920 mg# HEREOKE L7276 1 B 2 EEERENZATFICB LT,
WEBERL K O A AR ODONMEEE CERO b L= (R KB E 4 ng/mL), (ZH50)

WIPESS W% CUWAEL 13~22 D ARV A & A FEMEA I HOW T, FEFH ODONA
HEIZKIFTRE CIZDON K NE DL R F AR OHA F~DBATH 10 8
iz > THIGNT-, DONO&EEQ BH7- 0 0BRENRZNEI 0.001,
0.085 K& N 0.21 mg/kgRENTEBETE X RILEICHE L) > 7243, DON%E £
B L7z 2BEITBV \T#Lﬂaﬂﬁ@ SHR R RENBD Lz, It F ~DDON KL U
TR F AR DOBITIIZERD SN2 > 7B HBRAR 5 ng/mL) ., (ZFR65)

F.4+1ZDON#% 8.21 mg/kgﬁzk;kﬁixzotT 7 v/ (ZEN) % 0.09 mg/kg#z/é
BEEOREE CIREEHRES L2 B TlX. DONEK O ARF T {tDONDO A HF~D
BATRE GBI T 2 3T~ o dattEl &) IXE 24 0.0001~0.0002 K O}
0.0004~0.0024 T ->7-, (ZHR42)

RIVAK A FEMEAIZDON% 5.3 mg/kgirfBEEORE T 11 @M XX 44 H
HUNMT 4.6 mg/kgi EEEORE T 18 BT D IREFR G Lo/ SR., HitFic
IIDONIIEH SN2 o Teny, AR AbEF 1 kgl > MHRALLT ~
3.2 gttt &=, it ~DBITE1T 0.0001~0.0011 L EH T HL~ULTH
-7z, (ZHE66)

(2)BZERUVMODELRLENRSTA—F2ADEE

HEONMRI~ 7 A~0 6 HEFIREEH 53528 T, DON 10 mg/kgs A fEHE
(1.4 mg/kgREIZHY) CHREMMENEE@<O.0DIZE T L, &E5HMAKT
BF D1 AP L 25 15 % 5 - 71111 vitroDWIGERER Tlx, K, v, MU T N7 7>
T OB DL ~DEEITFRD B /ey~ 7273, DON 10 mg/kgé.“ﬁﬁﬂﬂ&“ﬁﬁ b
WT TN a—2ABITRO DT R RO 5172 (p<0.05), S HICZEBIZEIT S
5-AFIVT N T b RuEROBITREK MBS ERN KK 50%{5@ L7-., DON 10
mg/kg s HFEHERBAC BT DO~ v o R ONE ) 7F U EGBMED 5T,
(ZHR67)

8~10 B DOHED 7 v M BFEH LIl A 2 AW B Cix, #3278
K ODNADOARMEZ 5| <t Z 3 &/MNEE N 1,000 ng/mLTH > 7=FEERIIFN
I T2% KN 53%), —F7. [F CIEE CRNAGRKITEE S -, (ZHE68)

DONIZ. in vivoX Oin vitroDREET=U U /NGTDO I NV a— A K ORT 2 /g
DY iAF % Na+/D- 7 /v 2 — Z gk & K O'\Na+/7 X/ BRdtns A 2 HET 5 2
Sk vmEl Lz, (BH69, 70, 71)
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HeDWistarZ v M2 1 mg/kgfAECDON%Z 1 H 1[E, 3 HREE T#HE LR,
mHA 2y Zva—ARONEBEREIEE &I L=, £/, fARAFD 7Y 2 —
FroDIENEML, U7V EBTA RRRED Lz, (BHRT72)

WFZEAED N aT U RNE RN IEOERERET S, ZOEEICIL, C9 &
OC-10 MLOREBFIFEBW NS 12,13 TR VEBREZMIL L L, T OE /il & #a
HEIZEoTERS, N are A AiBgMIRY AY —L20 60SY 7 2=y MIES
L. XTF VNI AT 27 —BERERET D, C4 MICEBREZFEZ20
DONI_XTF FHRE ZRET H(ERT3. 74), X 7 BEOEIZ, DON
BEie N artvroXERBEEIEREEZ LN H(EBT5), DONDIn vitroTo

FMHEE, T2 20100 50 1 TH D, IREMEOEW L EDT=H, DONDIn
vivoCO ML, In vitroTD Z X B BRIk T AERICESW T PRI 5
XD B8R 0D LB X LNDH(SHRT5, 76),

BeEMAaIZ %92 DON O M A # 2 M R B -CIE HE OBRIEIC AW A RIETH 5
MTT% FVW =3B IC L > Theie L 72 /5%, CHO-K1 Mifla(F v A =— AN LA F —
UNEEH SRR L), VT9 Mifa(F ¥ o =— X AR ¥ —fifi R (biifR), C5-Of
Fa(BALB/c~ U A7 7 F /%A H R, Caco-2 MifE(t ~EILAE BRI
HEBE). HepG2 Mifa(t i H SRR AR DNEI B2 m < . 48 R & BEH O
50% il R #E5E 2 PH2E 4 % 2 B (Inhibition Concentration 50%, ICs0) %4 % 0.27.
0.49. 0.54, 1.02 X1} 8.36 pgmLT&H-7=, (BRRTT)

Z v MM 2 10~2,500 ng/mLODON T 24 BiIRE L7, 4 BRefiissE
LR IR T v Fua 7/ —8  ALTR OCASTREN U, #AFERN B L,
MTT7 v & A2k AICs0 MEIE 1,200 ng/mLTdH -7, £7-. 10 ng/mLLL EDEEE
TIREREZENRD b/, MIEEMFERITIAERF T, BET 50 ng/mLTH
>7=, (BHRT78)

HuH-6KK#fa(t kAFiged ki bfilg) 2, DON, 7 & F/AENIV(ACNIV) & O}
NIV#Z % 0.15 mg/L& A 7 5 MM GRS T U7/ R, MARsEm s ms Sz,
MTT7 v A28 5DONDICs fEIL 1.1 mg/LCThH - 7=, (BT, 80)

K562 ffifa(t 7R A i B SR bl 2 AV TDONK 'DOND 7' /v 7 1 it
AR ORRETENEIZ DV T M TECIEE OB EICA WD RETH 2 MTS 2 v /-
AEYNEPERIEEIZ K - THg L7 #E 5%, DON1.31 uM T 50%%&5@?&(?%@)@% =)
B U722, 7 v 7 o Uit s & 7-DONTIE 270 uM = CHEZFRENIZRD 5
Nighotz, (BHE81)

3T3 Hifa(~ 7 A Kz J& F ik L) 2 IV TDON, 3-AcDON, 15-AcDON K& Uit
TR F EDONDMIIEIE~DEE L 5-7 0 T-2-F 4% v ) ¥ (BrdU)E D
AAIZ K0 FARTZFER, ICs EIXZ N 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
2 83.0+8.77mM (23,300+2,460 ng/mL) ThH-7=, (ZHE82)

DON(10~100 puM)IFJT74A.1 #fa(~ U A~ 7 1 7 7 — U L) (2R B K
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FHNZT AR b= AEFHE L, §53& 72 BRI T 51C5 fEIE, 16.8£0.2 uMTH
>7=, (ZH83)

Fo, 7 EEMiEEZ AW TDONE 7 Z IENEY 2558 L CTE LN % &
{EDONDAIRFEMEEZMTT Y » & A 1Z X 0 e L7k S, DONOL= R ¥ AT
Rz DWD LR LT, (BHE36)

U EXY, DONIZ, ik OCHEIC L > TERH DL DD, FITHEARF 1k
BT Vra e i L0 | BHESMERWEEERICER - (A3 S 4. JtDODON
ebiz, REUOEERICHREEn S, (K2)

TI0H i susssssssaas >
o Bt TAREFAE
sl (B PaiEE)
TAEXIZNL/—IL
(DON) .. .(DOM-1)
Cnsnimmacem
v v
DONS )Lo0 s || DOM-1S )L &
HaH &
1 ¥ v \ 4

#E-IR
B2 FHTAFP=/L/—/LDON)DZEH - RBDBE

B. =/,xL/ —JL(NIV)
(1R, . KF., Hit
D HBEBERICETIHRIRITIEE~ADE MR
NIV ZBENMEZEIC LD AR X A b3, BEORWEERICERIND Z
EDBHBNTWD
NIVZ 7 X% #E L & 4\ Zin vitroCHERAIICESE LT, Il = UAbiRic
ENT-, /7. BT RFALREDRNT X DOEEITRT R IALREL BT 5%

18



EaBmy 5L, THRMRIITT Z BEIHTRF ALRRZER Lz, (ZH40)

NIVEZ & 5T DR1IOT7 2 OFEMEENIVE & H12in vitroCHIRIEE LT L Z A,
NIVO TR AURIZER Lo 72, —F., 7 XIZ 2.5 XiE 5.0 mg/kghitt
DOIRETNIVA 1 EBICO VIREERE LR, BNMEE NIV A o R %
LT BN EEE L., 2O OEOEMBEEZDONE R L2 L 2 A, in vitro
TDONDOBLERF AR EARTHZ ENTE72, F/2. NIVE T VE—FHIKE
% in vitro CHERIGTE LT-RER. #9 80% oA ¥ &, (BH41)

@ WU

kU7 MEH L 7-NIV EAcNIVE 227 20 L OV 18 ug/kgREDOHET,
MEDICR~ w7 A AR OHFE L& Z A, NIVIZ 60 43112, AcNIVIE 30 454
I AE IR E N R RIZHE L7z, AcNIVE GO MR KIEE & AUCIE, NIVE
B LTENEN S K10 FEETH -7z, AcNIVIZRIX S 71k, AT
OB CHECMIINIVICRHET S iz, (ZHE84)

7 H12 0.0 mg/kgREDOAETNIVA 1 B 2 [EVREEHKE L. AFFIIR & OR5 s
BIRKETRO I 7 —7 VA8 U TR ZHRIR L7 & 2 A, NIVIZED bR
i, #IEY 7Y v T EEE O S 20 5% ONIVARH S vz, &5 7.5 FEfE
BETIZ, BEED 11~48% WIS v, MAEHIRE IR 5% 2.56~4.5 K] T
RRIZELEZ, (BH85)

AcNIVZ% 2.2 mg/kgiREDOHAETT 0o A 77—k OT B JWZEIRN TR D& 5
LILHFREZAE Lz E 2 A, FIRNEE CTIIERSREDIINIVARD 5t 20

DHETEVETH-T-, /2. BoEET :H:xff 10 5341 _AcNIV&UNIV@
MR IR KISE L, KEDOANIVIINIVICE LICAB ST, RO
HETCOANIVONRAL AT XA FTEY T 4 —5F7 I:M Z7—T 9.8%. 7 I:/I/’G‘
19.5% T - 7=, (ZHE86)

w7 2 OWELEE, + 2. ZBEXRER O in vitro EBRET VAR
T, NIV ORI ZFRI2E Z A, RENEBREH S TRIRENT , (B 45)

=T NUDBRNEEEICLS N aTv L OS8EEin vitroTRE LT~ BRI
BWT, NIVIZB TR AL EN, AcNIVIZEICHT B F b Ens-, (3H43)

Caco-2 filifinz F\ 7= 1in vitro®D EER T, NIVO EE- e ~DE Lo r /L X
—IKFERTH Y, - EEASOESITEMIER CH D Z LR anT, (B
87)

Q@ a4
U F U LEEER L7ENIV & ANIVZ R 17 B B OICR~ 7 A2, £ 40
K O¥ 43 mg/kgfRE OB Tl &G Lok, 6 KU 24 R ICHIEZ1T -

5 PEEICKT AR MK PICB T A REMEOREDEIES TRINS,
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Tzo BEWTIE, &5 6 RO 24 Btk & bic, Mg, APl B, AadRicoAm
NRLNT, IR~ T 2RO TIATIEL OB lifZ & Lo 2iflg 2 6 BFHtR 2> 5k
FHEMEDRRRD Hil, LYVTEEW ERRE Ch o7z, (BH88)

@ £EHRAICHITHEB., B

UYL T v NOFIER 7 v Y — A 0EE AV TZERER T, NIVOREHTER
D BRI Tz, (BHRET)

KU T 7 AR L 7ZNIV & AcNIVZE 23240 20 KON 18 pglkgiRE O &,
HEDICR~ 7 A ZBEAIRE O 5 L7-3kBR Cld, %5 48 BFffi#% T, AcNIViE~
U ATIEEIZRZ N U THIERMERA RS PR S 7223, NIV S~ U7 X TiEElC
EFEANLCOPMTH T, (BR84)

DO Wistar7 » MZ 2~3 H O T 5 mg/keglfEDOAEDONIVAE 12 Bk O
BE LR &5 L7=NIVO 80%I I = AR IAENIV & L CEEME I HE X i,
1% TR PICHEtE ST, G LIZNIVO T%I3#EE 2, 1%I3R PRk &
LTt &N, (BHE89)

7 X2 0.05 mg/kgREDOHAETNIVA 1 B 2 [EREEHRE LR, NIVIZEIC
EEPICHEE SN, miEF, R, EEFICBODTNIVOREHED L V2 v
VERR AR, R AIE, TR AENIVOWT N HEE80 b o iz, (B
85)

=" K VIZNIVE 1,3 X5 mg/kgfakt O E T 50 HEIREEE 5 L 7= 5%,
Rt K ONEH IR E O R ZAVIERNIV GRS Hivlz, £, #EFEHIINIVED
it = AR 2 SAENIVR B RE O KK 10%86M S 7=, (Z8890)

® WRERVUEAFT~ADHET

U F 7 MEF L TENIV E ANIVEZILIADICR~Y U A2, ZZi 40 K
43 mg/kgREOHE THEHIROEE L7-%. 6 KO 24 B CBIE &2 1T > 125
B, BEYOILH D L HEHEESRE S, 2, WL~ v A O &L OB iR
DD S BEHEE B Sz, FET b E OS5 AcNIVIZEICREY
DOENTNIVICE S L% BRI~ U AT T b0 B2 b,
(ZHE88)

(2)BZFERUVMODELRENSA—F~ADEE
NIViZHelafifa(t b5 B RRLHR) OEIEZ 0.5 ng/mLOBEE TELEI
EL7, £7-. NIV 5 pg/mL T, #2737 5k ODNAA R #1313 5222 HE
L7228, RNAGRITIZE A CHE L -7, (BHE91)
HeLaffifEic, NIVZ 15 ug/mLOAE T 1 E1ER S &7 4R, RNAGKRILE
TN SR, RY VR — OS5 AEB X L (B8B92), F7-.
ZOftie hESEMETERE, BIEERE Y 8BRS LT HERELE R

=
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b, £ DICs EI% 0.3~1.0 pg/mLTH 7= (BHR93) .

U X OMRIRMERICNIVEER SR, ¥ oV EEREE L, ICs
Bix 6 ugmLThoTz, F/o, R 7 2=VT7 7= OEMAETOICs EIX
05 ugmLTH-o7=Z b, VR —AL~YLTH U RIEEGERET S Z
ENEZ LN, (BRI NIVIZ=—/LY v b EKEEMEICE T A2 08
A RIC50. 6 pg/mL) % O'DNAA AR IC50>10 pg/mL) ZHE L7z, (BH95)

NIV(10~100 pM)iZJ774A. 1 ARRICIRERTFINC T RN b — A2 FHE L | 15
72 BRI R 1T AICs MEIL. 11.240.8 yMTH » 72, (ZHE83)

3T3 #HfE % FVNTNIV, 4-AcNIV & O 7 % SALNIVO Sl B8 5E ~ 0 2 %
BrdUB D A A I KD AR FER, ICo EiXZTn 4 1.19£0.06 mM
(373+£20 ng/mL)\ 0.72+0.04 mM(255+13 ng/mL). 64.2+3.14 mM
(19,030+930 ng/mL) TH 7=, (ZH82)

NIV#% 0.014, 0.071, 0.355, 1.774 & O* 8.87 mg/kgREOHAETHE 3 [A], 4
HEIZHO72 > TRHEDOCETB16 ~ 7 AZREAR G LIfER, V=R & 7 ay MNE
(2 X DR TIEP450 1a, 2b, 2c. 3afk U 4aldZ b Ligino7-, (BHR96)

UEXy, NIVIZ, EKROHAEICL>TERH L DD, FEITHANMEREIC

KDOMTRE ALY, BEEMEWFERICERIND, ZOFEMRT, B
NTWZRWITEONIVE & (I, REDEEFRICHEESND, £72. AcNIVIZEIZH
T F LI TNIVICE# - [ Eh 5, (K3)
4 I
........ » ”OH........> mer
B7eFILE "B TARE L "

OH =

(- BAEE) 5ic b

Ay One 2 o o (BNEE) O (::H i L
FEF LNV =N\L/— BRIRFAENIV
(ACN|V) (N|V)
| | .
} } }
R

E3 x

B=N\L/—ILINV)DEHBR-REOBE

2. RBBVFICHEITLHEL
BT —H DL ELDOITHT-->TiE, DON XEINIV ZR Tz Lz L &
DRI BT RZHONCT 5720, BANICKER 2 G LT —2 2,
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i OFBRNRAL TWDRBEMED & 5 BING GBS 2 5 L2 ERIZ OV T,
REIZIG L THHE L LIz, £z, SEOFMITR AT O DON LT NIV (2T 55
THdZenb, BROREDT—FEZHLIZEDELDOE,

A TAxFS =/ /7 —JL(DON)
(1) 2HsH

DONDOR O 52 L 5 P EIF E(LDs) #F 3R L, ROBEREKEIZLD
DONDEMATR L LT, MkE. U o S~ EE, £70. IRMHAVER N
ThD,

£3 TAXIZANAL/—)LON) OSEEOSHSERICH TS LD fE

WAL O 1 AL LDso o
(mg/kg AH) SCik
~ v A, DDY. M, 6@ Hi# DON 46 97
~ 7 A, B6C3F1, M, Bzl K58 DON 78 98
=U MU, K1 A FE8 DON 140 99

O LDso fEIX., ~ 7 ATHERDONZ EE L7 & X 46(ZHR9T) KN 78 mg/kglk
BEEHEY) L HMESNTRY ., WLEHMES, i, BROEL L ELEETH
77,

B6C3F1 ~ 7 A (1 #Mf 3 JO) D HEHRE 0% 5D FEBR TIL, 100 mg/kgREDH &
T, HLE, BHE Y SRR O AR RN HE STl Y (B98), DDY~ ¥
Z(1 B 10 P0) 2 W= EBR T, 32 mekegEEL Fo#kE T, FEHHM, <
HIET I NBHFEMAFED STV D (BT,

72 OHEEEEOERTIE, 0.4 mg/kgREDODONEEIZL Y | + IEEGEET
M- KAE), ZERBGEREOFTM, FRREREE. U ARtk BIRF(Y > o35 fadnk
iR). FFIROIFHERR ZEfaZett - 8238, IR EN A B LTz, (BZ/100)

EBREWIC BT L DONDOE G L D EM- 2R 4 (ZBHE L7, §FFIRN &K OREREA

BKETHo THRAKREG LRV OHETIEMEARSNS Z L2 b IEEEMI
R Z T LIebDEEZLND,

22



4 THXI=NAL/—)LON) Z$85 L-KEBEMICHETIEHDELSH

ki | o
w5 5k EDso | b7 75!;7& : S
SfEs (W) . | BE5wE Bh55 AT L (mg/kg | fc/M%5- “E N
HARE {AHE) |F(mgkg KBk SRk
g k&) (mg/kg
)
0.1 mg/kg ARETIE, 6 B H
1N 5% 82 4y T 1 [HE
-
0. 0.075. 0.1 , ~
mERED |, N Y+ 0.2 mglkg (AETIE 3 A 2
i [ DON (0.2, 0.4 mghkg| o, o,y I 0.1 0.075
S5 L (k). Hi[m| o iﬁ 5% ¥ 68.5 47 Tl
?IN ggfgsgﬁ) +0.4 mg/kg KE T 3 TF~ 101
- T 59 4344 2R
e N %% DON 36705023 ‘10'%% . %;jﬁugugi/kg s 0.05 0.025
L. wE | o Ty B20.075 melke (KELL T 3 : :
mg/kg (K S~ C A ERE
+0.05 mg/kg RE T 3BEF 1
SHAN 5% 56 4y Tll@At, 14
. 4 [EIfkee
G 0.0.025,0.05. .
(Z& B £ Hi[$5% DON 0.075, 0.1, 0.2 (;lgllfr‘;c 3‘1 mefkg (RH I 0.05 | 0.025
). melke KB | o efkg (I 3 B
THFH) 19.3 554 IR,
¥ 16.3 4y Rkt
< 0.05 mg/kg RE T 3BHF 1
TR, =T BH 2N M-
N g N P - 0 .0.025,0.05,| )
i;; o 1010 4 452 |k5% DON [0.075. 0.1, 0.2 g;;ig‘;u’éﬁkg wET3 005 | 0025 | 102
gz [P HE mehkg K| 0o mgfke IKET 3 BT 2
N
-0.075 mg/kg {AE T 3 FEH 1
G - 1 0 .0.025.0.05.| EENMEM:
(=¥ i 1ﬁ5 AcDON|0-075+ 01, 0.2(+0.1 me/ke RECIIIEM: 72 L 0.075 0.05
K), HA[E ¢ mg/kg (A - 0.2 mg/kg {KE T 3 BEF 2
FE AR
e
HEIE N 12 - " g [0 +0-025.005.| o m/kg AL ET 3
CEFR B ) pon(0-075 01 020 e g 0.075 | 0.05
7K), HilA] ¢ mg/kg (K E a
TH d—7 M
775 FT7I(DMSO) | |4y
T 68l 4 F% DON 0.075
I 5. 15”\*?!&\ B[] 103
20 kg "
(17 4~658) ﬁ HE%% K DON 0.02
7O A e
vy —, BB
PN 8~12ﬁ(§5@ﬁ1ﬁ3\, . 0 . 0.03 mg/kg
7K). 30 4y|FH DON S NErEAR L 0.03 104
s . 15 ~| 0 ° RE
B EIz6HE
20kg (1B i
2~4 FH)

23




AR 5

(A AE
K. 30 2|k pon [0 > 001 mefkel ep 0.01
BXlzeMH e
5
Ty a7/ AHE G . I
o —, %85((4 B & | F# DON glg‘/ks{gii‘ 03 0;3‘11115/2\%4;\]@;7(@%51 < 0.3 | 0.03
e, 8~123@|/K), HAlHE -
W . 15 ~|BIREEE 105
20 kg (PRI 0 . 0.01 . |-0.1mgkgAKET4IT~T
(1RE2~4F0)|/K). fift DON 0.1mg/kg (A 23 15 S AN gt 0.1 0.01
H[A]
TR MR,
20 ke JRAT. 4 A [¥5 DON go‘mszé ﬁ711?+ R L 101
(1845 :
TH, =7
Loy — FEL 0 . 4.7 mg/kg 1
i, 9~10 J[IEAT. 49 A DON |7 B (0.19] - ank72 L 0.19% | 106
fih. 27.5 kg mg/kg R/ A )
(1 B 3 5)
+ 44.4 mg/kg FABHT 4 BHF 2
EERN UGS
© 97.2 mg/kg SENC 45T 1
. - 444, 972|202
75, T8kl AT (1’249 3275 SRR
(1 # 4 55) : vEEaY| L k| 124.9 melke fRT 4 5 4
e 5 R
- 227.5 mg/kg BEHC 4 B 3
gL 17
7o, kel g g AT o M0 T 197 menke LT 1 -
Ly . Tlsss . . i .
(17450 W%D:/mg/kgﬁﬁlﬂﬂ SRS
0 . 1.34. 2.55.
75 1.1kg|,, ATE 512 . 639 (| o0 .
Qpesmm PR 2LH 0D 783 863, 119 RIS L 06
mg/kg fAlft
=R
%};Uﬂfﬁ ATi5% |0 . 5.08. 14.5
L |7 T =32\ mglkg FEHO | 108
= = . MR- 7
E’iﬂf‘ BA~IREL 5B 5 e 50,2, 0.42 me/kg| RS L 0.42
(1%@%@ 5 Yol |RE/R)
5H)
TH, Tdkg | T 0 . 5 mgkegfdl| ; 109
(et 6az| - 35 B [5d g | g7 L
7 A B
%, T7ke |, v e rge (008 090 200 | 110
(1 Bt 7 8| o0 3 RAE ) o ek g | TR
5H)
77 \ e 111
(23;; kg ) IREE, 91 mEn o 1. 5mg/kg fkt| - 5 mg/kg Ak} THEM:
18 15 5
4265 0. 0.025. 0.1, 0.1~0.2 mg/kg {KE TKE5
S s |02 05, 10, | sl o7
Cowe olmE T [FEPONY 0 58 merke - 1~2 merke R T 0 010 1 0.025

RE

RIZIEM:
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AX. be—7
Ta o 0.1. 2 4.6,
P
;/}_L_j: f~)7 8. 10 mg/kg fidl
TN SRIEHNEHO | 0075, -
W . 15 ~|/RfN, 14 A AR T53 I + 8 mg/kg FAIEILL L ClEIt: 0.6* 045% | 112
20 k * 0.15. 0.3, 0.45,
¢! gig 2~14 0.6, 0.75 mg/kg
2] RE/A*)
‘ 0.1, 2 4, 6,4 meke filkT 2 T 157
;ij:i 8. 10 mg/kg f| AEL:
) SRIGY/ N EHO L0.05,0.1. | - 6, Tl LI 7
ho~7 . 1~O|JRAT. 14 a; 15| ?; .005.0 GbSmg/kgﬁTH’Cl;‘c Et 72 oz | o | 11
ﬁ 2~4 kg AN B3N N ‘
(1 2~850) 0.5 mg/kg {&H/| - 10 mg/kg ikt T 8 FEH 4 58
— H*) ASEH:

* . JECFA |Z X % & fif

T H ~OHEEEHIRE O &5 DOEE . K/MEM-HAE1EX 0.05~0.1 mg/kglfETH -

77o —F. IREEHRE-T1X 0.19~0.6 mg/kglKE/H O FH & F CTIEH:)
W, 7o, A X TIHFERDOND 0.1 mg/kglKE DKL T# 5 CTIRMEAFRD B2 A3,
IREFI 5 ClX 0.45 mg/kglKHE/H O & F CIREMH|

112), VKRNI H

ntu&) Ej/bfb\faf

I588 %ﬂ(b\iﬁb\(;’%ﬂﬁ97 SRR

(2 1.0 mg/kgREDOHEZ FIRNZ 5%, DONIL, e =5
RHICHREH SN, 77X TIIe Y POK 2.5 (FOERDINE EHRIZET 52 &0
RENTZ(HH113), B b= (5HTs: 5-hydroxytryptamine, type3)s & {KIEHT

FOREIZLY, DONICL 57 41

FE103), F7=. |

BY.

(2) ERMEEEHER
# 5 ICDONDE G & 2 datm R BR ORE R 2R Lz,

%£5 BHTAII=NAL/—IILON) DEOXITREBEICLIESEESHERBOBR

B DEMBIME SN2 LW O WRENRH H(S

%, (BRR114),

T oHwE T HTs Z /R Z2 N LT/ N EE O MEWEA N RE SN T
B DR NAFEHEIE N FEO LTV 5D

pois b LOAEL | NOAEL S

B FEE 391 | (mg/ke £ | (mgfkg (K it L (mg/kég)ﬁi (mg//kEig)ﬁiﬁ ES ik
£h &H/H)
0. 035 - 2.5 mg/kg ARl ETHE
v U A, 0.25.5,10 " - il ol b
BaLBic . | 7" |0 50 [09h M go me e bopm| 13 0.67 | fERMAERL
4~6 R =R, Mo E & oD 115
(1 H#EAE 4 -2~3 AEHT 4 EF 3
7E) 30 H |0, 10~20 UCi A RAL & fE 5 0P
B B

- 7 2 . 0. 037.| 8 mg/kg fRlEL CHEAT R
ICR. 3 i ot 149 | 2
i 14 F 002,48 |0 o0 |- 2 mefke ikl ECcikE|l  0.37 116
(1 e e 081 ‘15')9 | IR OB (), R
10 J5) T EREL Dk
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0, 12, 18,| - EMEIMFE XL OEHED
o 4 0.8 12161, AR A0 72 D> 12
fif 14 H 117
(e o 048 || g 1p|- 4meke SELLETHE
YUY HE AN )
- BRI 7.5 mg/kg
BRE/AHSHETIE 24 5
~ U A W23 JLFET
Swiss-Web - 2.5 mg/kg (RE/H & 58
star, BEFL 0,075, 25, TI% 24 PLr 12 PLIETS
% 35 1 75 - 2.5 mefkg (FE/AL 1| O7P 118
(1 BERE 24 Jei - B - U o Ei
un)} HLE DZ1L
< 0.75 mg/kg K=E/HLLE
CRE & OMEE mE)
~ U R
NMRI . 0014. 0.14 10 mg/kg fRCIREHE N
18g 42 B (01, 1, 10 |, | ol SRBHREIVALEE| 147 0.14* 67
(1 BEME 10 14 =
PL)
~ U A
B6C3F. f 005 2 5|0 007 |- 2 melke SR CHREN N
L% 56 H 16 25 028, 0.7, W, AFiREE. EhkEl o0.28" 0.07" 119
(1 Bt 8 ¥ 14, 35 EOWA
JL)
S5k - It 0.25 mg/kg {AEE/A LI
S r; D bR OHE 1 mg/kg fiE/
a&ef\ ot 0,025 05| P IR R O
5% 60 H A, (i8=oC 0.25 120
(1 P 5 -1 mg/]ig ﬁiﬁ/‘ﬁ ’C%H%&
25 I5) p‘ﬂ—rﬂ@?@?‘l‘//ﬁ@
AT IR
2 NN
Sprague-D
ey 0s | 08 Jo 0.1 - SR D 1 121
(1 #HE 10
JIt)
TH, d— - 3 mg/kg AL CREEK
T —, 0. 0,08 OV = BN o D I
10~13kg | 321 0. 1.3 |0 CicmEFa-r a7 V| 0.24* 0.08* 122
(L RE R - VR ATF Y — L
6 5H) »
TH, F—
ZAE SN IERSIN o .
975ke | T |0, 47 0. 0.19% iﬁ;gi ((22?;’)) - R g0 106
(1 BB " ’
3 §H)
7% .10 kg 0. 03. 06, |0, 0012,
(1 BEME 9 83 |12 0.024, < AREHIMSRA 2 L 0.048* 123
1)) 0.048*
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- REIINRRA 72 L
R - BRI L
77 60ke | mEe Y LR
%)Ei 3~6[ 90 A |0, 1 0. 004 G L OIS B 0.04 124
= H GREFMICEE T
W)
Sy g - 6 mg/kg filkl DON T
e 0. 6mghg 18 e O L3R 00 K DON &
19~ 15 3 DON Wb 15-AcDON X
i 2~3 | +2mgke -DON L Z0ffhio kU = IZ 3-AcDON| 125
(1 BEHE 5 15-AcDON X TR U EDOMICEK L OBATER
o 133-AcDON REAEERIIRD LN L
5H) ; .
Y
N 0. 03. 06, - fEET R R OMREBEANR T 196
9.8 kg(1#| 83 |12 L
I 9 §8) - ASAT oHENER]
. . - BEHE, (REHEME, M
YTALT R, KA OIS \
aVOE S A — 4 MR hER=Y
7. 1H#s| 21 H [0, 20 0, 16" T e B ) THAE LY 127
(1 e 24 s ‘L@%BT&U'E’H’& 51 DON
50 ;f\d)mg 2L -
- BB LT N

- -1 mg/kg RE/H L. LTIl
(717;;14]:; 14 A 1 5 A OBD /MO 1 128
58) Hﬁsﬁ%@ﬁw} 747V

) IR E R

*: JECFA |2 X % HE i

O <TIR

BALB/c~ 7 A(1 i 4 D)2, 0, 2.5, 5, 10, 20 X% 50 mg/kgfid#+0, 0.35,
0.67.1.3.2.7 X% 6.5 mg/kg{AE/ B I\ZFHY4)ODON% 7 A EREEF 5 L2 R,
T _RTODONE G TEEEERED . 10 meg/kgfiBt Ll ED &G/ CHRERD KO
MR EERD VB bT-, £7-. 10~20 mg/keglifttdODON% 2~3 FH&FE5 L
ToftE SR 4 DT 3 LI ARAL & £ 5 DERFENFE O 517z, LOAELIX 10 mg/kg
fAkk1.3 mg/kegik®E/H), NOAELIZ 5 mg/kgfil#H0.67 mg/kglkE/H) Th - 7=,
(ZHR115)

ICR~ v A(1 BEMERES 10 PO 0, 2. 4 X 8 mg/kegfikldODON% 14 H [H#
HLIzbZ A, 8 mgkgfkl& G CRIIO T HE, %Y 7 HME L LFRIZHED
BEHEENHEICHED Lz, 2 mg/kegfilBtll O 5O EEIEINZFNIIHIC
B L7eay, #2202 # B Tl 8 mg/kgfA % 5RED 3B LTz, £7-. DON
BERHCRMEROFE RN b7, (HR116)

ICR~ 7 A (1 BEMERES 10~12 PL)IZDON% 0. 4. 8, 12 XiZ 16 mg/kgfikt T
14 AMIREEHR G L7 fE R, 8 me/kgfBtLl LR G CEEEORD S, £2TO
B ERECIREEMNIMEINRD S, (BHE117)

BiEFL 1% D Swiss-Webstar~ 7 A (1 Bl 24 PO)IZ, 0. 0.75, 2.5 XX 7.5 mg/kg
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{RHE/H ODON% 35 HEsRHIFE O & 53 2 KER 52RO FEE I -, & H
BEO2HETITIRBRTIIZTEA LD~ T ANETE Lz, 2.5 me/kelSE/H & 5# T,
fa BRI . IR 381 B U v RER & BES I DI K OB RERERR D FLREE & /)N
AEia s b RN TR DA, B BRI AR I BR & OVR i BR i #800) K ON L iR 52 A0
NI A=FRMEEL, ~~ 87V v ME, ~E7r B RE, FHHRMER &5
BEEDORBIICHEENRO N, 2 TORSGHICRBW T, EEERY, A&
B, B AR K OV O F8 kit B B O I DN B OFE X E E DM ER O BT,
LOAEL!Z 0.75 mg/kg(AE/H ThH -7, (ZH118)

NMRI~ 7 A (1 ## 10 POIZ, 0, 0.1, 1 X% 10 mg/kgfdklODON% 6 i i
IREE G U7 fE 5. (REMINL 10 me/kegfBODONAZ 52 - THEICHD L
72, (ZHR6T)

B6C3F1 ~ 7 A(1 &M 8 IO, 0, 0.5, 2, 5. 10 XiZ 25 mg/kgfil£tdODON
% 56 AR 53 2 KB B G5-HMERBR N FEE S 47, 2 mg/kgfil Ll Lo 5
BECIREMEORD BB Lz, MR, ik, I Bk OKoEEH
BIRTFEAUICHED L7223, RO T 729 » 72, LOAELIZ 2 mg/kgfakl (0.28
mg/kgAE/H), NOAELIZ 0.5 mg/kgffH0.07 mg/kglAE/H, T 1 HJECFA
LD H|EE EEZ BN, (BR119)

@ 3vk

Sprague-Dawley 7 v k(1 BEffRER 25 PD)I2, FBRIDONE FEHEHO0, 0.25, 0.5
X% 1 mg/kegRE/HIZFHY) % 60 H G 5 KERGHEERBR EE S 17z,
T RTOFEEHOME L N 1 mg/kglRfHE/ B GREORE T, BEEERDIZ X 2 (KEHE
MEHIRFE D bivlz, £z, 1 mg/kgRE/ B EEHEOREIZI TZER &K OHIEIZ
BIFALZTF IV VBV IARENEREICED LTz, MEFEHIRONEH T A —% | ji&
FREE, WOIHREEBE O AICEERELITTBD b0 o7, HETIX
LOAELIZ 0.25 mg/kg{RE/H & E 2 Hivlz, (BHR120)

FEELL 7-DONZ% 0 X% 20 mg/kgfatt DR E ClEDSprague-Dawley 7 v hZ
90 HMBHERI L Z A, AERBKRITAIFBEE I NR)>72, DONEL
BOT v MIEEYRMMED o 7203, RSB R o 7o, REAREIZIDONE
il Lz, (BHR121)

® T4

FERDON ITHAREY b vEra L LT, DON% 0, 1 XX 3 mg/kga ofi
Bt & KE 10~13 kgD EE I — 7 % —7 X (1 BElE 6 58)I12 32 A& 5+ 518
B 5B MERBR N FEh Sz, BEDONOHEEEREIL 0. 0.08 XX 0.24 mg/kg
(KE/H ., BRIERDONOHEEEREIL 0. 0.09 X% 0.22 mg/kg AE/H (W1
{H JECFAIZ X A HEMH) TH - 7=, 5N 3 mg/kegfktd 15-AcDON K Y
1.3 me/kgfA Bt ONIVE & £ T /=, DON® 3 mg/kegfi Bl 58 TlE. #5EERH
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B S I FBEEE R ORI $75‘>‘7ﬁ BElCEA L7z, HEDONEBR#EED 7 ¥
OREFEINENE AZICEE LZ20Icx L, BARIEYEDONEBREED 7 ¥ OfEIX
PR A U T Lt 7o, *HERRE & bbl L CDONEBERFEE O 7 Z \281T 5 Mg
Ho-/ a7 ) ARENMUMEE 20 BHER Ca LT Y —VRBENEN-T-, (&
fR122)

KB —7 vy —7 X1 B9 F)ITHERDON% 0 XX 4.7 mg/kgfi £ TR
L T 5 272 & 2 A DONEBEGEE TR &K OMREI N L=, LOAEL
1% 4.7 mg/kgfA¥H0.19 mg/kglkE/H . JECFAIZ X 2 #EE) TH - 7=, (ZH106)

0.0.3.0.6 X% 1.2 mg/kgDiEE CDONZ & tefilkl 2 8 HfHIc b > T7 #(1
B9 ICE XL 2 A, fEFODONIZL Y Bl & e Z SNHKREHIN~DF
BB BIIR N0 572, NOAELIZIARBORKEHETH D 1.2 mg/kg i
(0.048 mg/kglAE/H . JECFAIZ X 2R E) TH 7=, (BHR123)

DON% 0 X% 1 mg/kgfith g fefitlt 2 90 B 7 # (1 B 3~6 ) IZH&/ 5T DX
B 5 HEERR I S 072, WEEM TR A TR, 1 mg/kgfEODONIZ L
DR Y 2 RERIZ SO IRE B DM ENVDEBNC B SN, R
BB REAL T 2o T2, (BHR124)

I—7 vy —7 (1 B 5 EICKERDON% 0 XE 6 mg/kgfift T 2~3 #[H
IREEHR 5 LT ER., BEHE N OREEMROBAMER NE D bz, (5H£125)

BEFL -~ & (1 BEt 9 BB) IR DON% 0, 0.3, 0.6 X% 1.2 mg/kgfiltt TN
L 8 MG LR, BEER OMEEEMRITITEEN RN R oz,
DT ANRGX BT X ) b7 A7 27 —F(ASATIX. DONOHEITIKIFEL T
HEOMME A 235520 D=8, ZALIZEIECTH Y . EFO&EBENTH -7, (2HR126)

@ VFAUFay
VFA T a vBEICA% 1 Bl 6 21 HEIDON% 0 XiE 20 mg/kg g Tkt
EAGEE Lo, B E, (REHENE, MRFEN/ N7 A —2 (CFYRMERERE, FEHR
MmER M AR, FHRMERMETZEE), HERER A, OIREEX OVBBREZ~
DB T2 b 0D, DONEBRIZ L - THIiEF LD AR Lz, (&
AE127)

® H)

T Y1 B 1~28E)IZDON % 1, 5, 10, 25 X% 50 mg/kg K CH[A|
BOER 1 X5 mekg AE/B T2HEMBKEROBRET2H BT,
50 mg/kgRE CTHEHE G- I N7- 280D 5 5 1 BEIZ DWW T, 5 24 Bl I fES)
L7zAE 5. MR VDA CoO I, ANIME DAL, BMEER L N Y > SHE R
TOBEFLNRD %nto Feo eI OV TIRRFFINICEE R Lo /G R, &5 48 I
B4 20 & MR EEE BE DMK FEM R0 S, & OEEEGEDK TIdHE 2 #E% b
L. 1.5~2 % ﬂ H%ICEEBERE O IEF AL OMHEB RO Sz, RIE#ERBR Tl
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1 mg/kg{RE/H LI E T/ MRE DD . MU/ IMROMEREDORD . 7470 )7
BRI 75 & O MREEERE DD A3 F8D BT A, MIREERE N7 A —# X 1.5~2
r A%ICEFLOERNRBD bz, (BHR128)

(3)IRMESE - HHSAM

B6C3F1 ~ 7 A& A= 2 FEMOIREER 512 L 2 EBHEFEERBR M Th (3
6), MEHER 50 PCA5 72 2 BEICDONGHE 95%#8 ; 3-AcDONK () 15-AcDON%
EFERWE 0, 1, 5 T 10 mgkgEH T A8 BHEETZENE4L 0, 0.1, 0.5 X%
1.1 mg/kg{AKE/H ., METENEI 0, 0.1, 0.7 Xi¥ 1.6 mgkglhkE/H, JECFAIZ
XA NG 2 iz, HEOY) 1 BREBEEICELII R > 7203, HETIEEH
B 2B A2BEHENFEIZHEA K 8%) Lz, 5 & 10mgilehHx G- D
HEZBWTHERENEEICHD Lz, 5 RO 10 mg/kefilEHE 58 OME <M+ o
IgADIEM(56%) K& UNgGDHENN(10%A) 338D b7z, 5 KT 10 mg/kghalBhx
EREOHEC B CHIROM EE B U, 10 mg/kgfilkHE 5L T IR O A%
HENEDT L L HITBEROMEMEENFEIZHEM U7, B4, XTI, 25,
fafiR, BR. AR, ~—F —R, BFA, K&, I, FIRAR, B, KB, TR,
P, MR, BERE. MR, B, B S, B, B, =5, BB, 5.
fERG. ERG. U o EiL EBE. MR, RE. RISZAR. REE. RBE. IR, 7E.
TEEE, JE., UNE. R, BRI & OEIE ) 2 MRk AR SRR TR
FHEES - KRR SR B RIS ZE K OB R ZE DR A REINTIZRD S e
Sz, FFIRIZ IS 2 RIREB MR 2 K ONEBE IR A DR ARG NET 7 v~
A BIZB T HIEREEMERAE ORARIIARERGFEIICED L, Z ORI ITHEHZ0
WICER CThol-, HigCE T DHEEREDOBDIE. ZOFRMKO~ T A THLIL
TWARE L ATHAREEAREAERLDEEOMBELZ KM LI-EELE X LT,
NOAELIXEEIF OEHFHRT 1 mg/kefdth0.1 mgkg (KE/H) ThH -7z, (B
129)

£6 TAXI=/NL/—ILDON)DEEEERBRER

i g R LOAEL | NOAEL s
HfEE | (me/ke £ Ik i (mg/kg | (mg/kg i o
| meBe | Imeke IKE/R) | (RE/H) ik
~ A, o,
B6C3F1 0.1, - 5mg/kg fARILLET
. 22~28 | |EEE. 2|0, 1, 5. | 0.5, REH IR 0.5° 01" 129
H fn £ 10 L1, | - EEFAEEOH &K : :
(1 Fefduente 0.1, 0.7, FH72RT
% 50 JIT) 1.6"

*: JECFA |2 X 5 HE il
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(4) ERERESH
# 7 ICDOND A FEF AR ORE R 2R LT,

7 THXL=NL/—ILON) QEFERESEHBRRE

iﬁ? RoE ) LOAEL | NOAEL e
ELp e ). 1 | (me/ke f | (mglke TR (mg/kg | (mg/kg S j/tﬁk
B kD) kE/B) (RE/H) | KE/H) &

gw'?sj‘ - 0.375 mg/ke (K H
Webster 1REH. 30 THEMW DT &, R

eS| E g Kk .
1 ﬁ;ﬁ B4% % 8‘7;)'3172‘2 - 1.5 mg/kg KE/HT | 0.375 %ﬁi’%‘ 130
15 I [ R IS L7/ LN
it 10~ - omg/kg K/ H ChR
20 JL) =t
~ A3
EAN JREH. 90 . - AREBINIEH, R . A BE 5~
(B3 | A 0. 10 0. 15 LhRBOERRDS | P DE 131
~6 It)

i

;Zsj‘ g};ﬁ - 5 me/ke (KE/A LI
Webster | (ki 0. 05, 1, THETTAE ., BRIV IRIN

30¢ o~ 25. 5,10, | #EAN 1 0.5 AT 132
Ela*:’i 15~ | IE éN 15 + 1 mg/keg AE/H L E

Y= i
19 L) 110, CRERE
Sk - 2.5 mg/kg (KE/H &
Soongue: 0 RS bk R OVRG3E
Dawley. | Hfl DFE B N
” iy 0.05. 10, | + 5 mg/ke (KTE/H T, o5 Lo | EmE~
32‘5_350 619 El‘ 25, 50 RIS A R 2 i, R 1 : : DR
o(1 Bt 12 RO B e OV B R
S 1500 2, K - 0 0 b o
N1 R
7 v b,
Sprague-
Dawley., | {BfH. %
190~ | ERRHE
210g. Mt | 60 H. 0. 20 0. 2 - YRR 2 YR 134
165¢ (1 | 15 H
BE OHE10
VT, M 25
JC)
1REH, 6
_ o,
Dawley, | Fl& 0. 025 fbgf DR ERH A
7 8 +0.25 mg/kg (KE/H X 0.25 N 130
30 Hifix LRI 05, 1 D B IR O B E L 1 A%
(1 B | B A
£ 1508 | k5%
Z v b ; cEFEMER L. B
> 1REH, 20 ”

F344 "7 10,05, 2.0, 0025, B L . .
(1 7EME 23 ;gﬁ 5 0L 025 | - FEEVY (kS 025" | RAEFE | 135
JC) g (FEHEAN AR T
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%0 e
5. it
] N 0. 02, 1. e R itk A
v ; 15 5 10 BRI 1 0.2 | F&EEmM | 136
. +1 merkg (KT/A 15 el
7 v k. 8 O T & ik o il
Sprague- = b 1 e 1.0 0.5 BEIREFEH
) RARIFHO D B T TAr
Dawley. | 5&fl#% . A A Ik &+
0,05, 10, | MM OMERSRIZE L o
[ SELLN 95, 50 i 137
201-225 | 28 H B <25 mg/kg =/ B LA BRIR EH
g(1 7 24 i VRSN 9.5 10 ikl 2 f5
1Y) EﬁE&“E&U\@%*&@ : : 1=
BLMET

;:_—f)
—7 K Nz
fays | I TS o 03 06, | - Havzmtn
=R : | 116,18, | - BEM K ORI 0K 1 0.6 FA T 138

30 A 60. 120, N
3.2 kg 240 2 D
(18 6~
15 JC)

* JECFA |2 L A #aE i

D TR

Swiss Webster~ 7 A (1 ## 7~15 [T, #f 10~20 IT)iZ, 0, 0.375, 0.75, 1.5
X% 2.0 mg/kgRE/ B ODON % JREE# 5-9° 5 A5 K& O A B BR Y S S 4
7=, 30 BREO&EE®RIZ~ U A(F) =R, HESE, FEm(Fiaz 21 HiiE T
R L7z, Fo~v U AIEBEZHT. 2 BIHOERMEIIHIR 19 B TE&ZR L, £
5 ORBIREDICONTHIREILE, Wik, BEROTFEEMAE L, Folfif~o 2
TlE, 0.375 mg/kgRE/B LU EOE 5 CEEZRE, FUKEDOHD R, Folff~v X

TlE. 1.5 mg/kg(AE/ B # 5 CHERERDITRD 22, TIRE~OFEITF
oo, £, 2.0 mgkgKE/BEGHOFalR#micik T, £FR
ﬁ AR, EREEORD N, Fib TAEFERIEK, FHBRIREEDORED R
RO LN, BRI R o 72, (BFR130)

3D RMD~ 7 A : IL-6KO [B6129-IL6 (tmlKopf) (IL-6 E(sFXI)].
WT [B6129F2(# {5116 &5 T % FF-oB6129-1L6 O E %) B6C3F1 ~ 7 2(1
BEIES 3~6 IB)ICDONZ 0 X% 10 mg/kgfikl T 90 H REIIEERR 5.4 % A5zt
RER DN ESE S N7, DONEGHEOMKREIL, MR THERICHED L7,
BRI RITER D B v > 72, DON#5IL-6KO KX U'B6C3F1 ~ 7 2 Tl
R ERESOBEENEEICHED Lz, (BR131)

RS 8~11 H ®Swiss Webster~ 7 A (1 #lf 15~19 PL)IZ 0, 0.5, 1. 2.5,
5. 10 X% 15 mg/kglAE/H ODONZ 8| #2 O &% 59 2 A w1 Eii S
720 10 X% 15 mg/kgfRE/H I 5-HEIZ 1T D IR IRRINFE A 2RIT 100%, 5 mg/kg
RE/BHEE5EETIE80%Z > 72, 1, 2.5 X5 mg/kglKE/H EGRETIX, IRIEIC
Wwwiaﬂﬁﬁgfmbghto%mr@mo/W(mW&UmM%ﬁTA
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(93%) 72 & DR ILEIC 5 me/kgRE/HH 5 TR Hiv/z,1.2.5 X5 mglkg
RE/HERGHE CTHEKRTFHULREREFE IR DO b7, NOAELIZ, 0.5 mg/kg{R
FH/ATHoT, (BHR132)

@ 35v+h

Sprague-Dawley 7 v k(1 #/# 12~15 PL)(Z 0, 0.5, 1.0, 2.5 X% 5.0 mg/kg
(RE/H OFERDON% 28 HE#HIE O %5 L=, 2.5 mg/kglAHE/A L EF 58T
REEINER OEEEN A EICHED L, R EERURBEOHSEREDO R E R D

WO B2, 5.0 mg/kg(RE/HBEERETIX, ANV IRMEXER, B HlEEEO
BB LREERE T HGES R ORER LR 7 7 20T VDB EREICED L, BT
A Ew (BRI BB L D AEICE N> T2, T X TODONEREE T Mg if
Bl AR L€ o (FSH) K OV R A LE o (LH) B EE N 58Ik L CHEm
L, iE7 A MAT B CREFRGEICEFE L THED Lz, MBIREZ0MRE T
(%, 2.5 mg/kgiRE/H DL &G CATEMRZENE, BTHREXOEEZFEDHE
miagE sz, (2MH133)

BEDON% 0 ¥ 20 mg/kg# & Lok (K 2 mg/kgAE/H, JECFAIZ L 54
BB % AZECETOHE(L B 10 P8) K& ONHE(L &£ 25 PC) D Sprague-Dawley 7 v M 2%
NI 60 HEAKR N 15 HE#E G- 5 AR ER B i S v, IEIRER T, <t
HT80% THDHDITx L, DONEGH#ETIL 50%IZ3A Lz, WEM DML,
AR IFEE R OB MEEIZZN -T2, F-, BREOUIEOFHE
MR T2 v o 72, (BHE134)

Sprague-Dawley 7 v b (1 BElERES 15 PO)IZ 0.25. 0.5 X% 1.0 mg/kg{RE/H
ODONZ IREFEE 5§ 2 ATER A TR FEhE S vz, IREFEE 4 6 BHE& S
%, /Tar%éde“f:lﬂﬁ (ZHEIR A TR A & ODﬁ?*Jr?Q’%L%fo;LL IR B &R L

THRIROBEIZRITTHELTN, HIEHENORIEOB &R & BEMICHERERIR
HRDIER Eﬂfwio Dl &b>®ﬁ2ﬁ§£ﬁ&@ﬂé‘ﬁiﬁi&mw%@ AN Tz,
(ZH130)

Fischer 344(F344)7 ~ (1 &l 23 D) 2572 A8, BWDON 0, 0.5, 2.0
XL 5.0 mglkgZ ¥R L 728 EHZ L2410 0, 0.025, 0.1 3X1E 0.25 mg/kg{RE/H |
JECFAIZ X 2 #5E () Z AR IR IS B - 2 A mMERBR A EE S /-, 2.0
KON 5.0 mg/kgfl B 58 CTld, IR TREORBEMEENBRWVERLAH Y |
fie Wi K OV B 47 % O BB ARE CIET BRI R TR EICRWER TIEb o 712

B, WTNORERICENTYH, WIRMERT ., BB ET K OWIRE T O A HE
IZOWTIIFEICE B R EITER O b hr o1z, (BHR135)

FEIRES T~15 BIZT T, DONKEH# 0. 0.2, 1, 5 X% 10 mg/keglkEH/H %
7 v MIERHIRRO®RS USSR, 1 mg/kelRE/H L LD HEOR TR IEHEMECEL
BEHEZR & OB EE) RS Hiv, NOAELIL, 0.2 mgkeh®E/H Th o7, (B
136)
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EIREE 6~19 A2/ CDONKIEKR 0, 0.5, 1.0, 2.5 X% 5.0 mg/kg{KE/H
% Sprague-Dawley 7 » (1 #fME 24 VO)IZ5&HRE Q5 Lo /R, 5 mg/kgiRE/
A& 5#H CTHEMORBEER MEENAEICHEAD L, FERO 52%08 722X
Sh. FERHT-OORM - BHECEOFEHEITERZICHEM L, £7-. BE
DR E LHEBEEOFE D REVER AR OH E 728N N AR RS 5
i, HEfR, HE, HEHE, FREBEKOFFEOBLOFERIKTRRD b,
2.5 mg/kgREH/H I GHETIE, BIEEHKRE, BEEERNEEHOFTILDFEIZ
KT L7, BEMWOTFIBMcIEELIX, 1.0mg/kglAE/ AU LR 5 CHRIZHE
L. Ao ZL BN S D & & X vz, NOAELIZE#E#Y C
0.5 mg/kgRE/A. BT 1.0 mgkglAE/B TH 7=, (HHE137)

@ H¥¥
—a—U—T 0 FABRTYXA B 6~15 D)2, EIEF 0~30 BT T O,
0.3, 0.6, 1, 1.6, 1.8 XU 2 mg/kg{RE/H ODDONMNELHEE Sz, 1.8 K
2 mg/kgiRE/H #BEREZIIT DR IRINEZEIL 100%TH Y .1 KON 1.6 mg/kglRE
/B % ERECIIIR AR E DB Lto Z AT REN) O IR E K OB R B O BT
HbHEEZ LN, BEBMEITERD b7es->7-, NOAELIL 0.6 mg/kglKE/H

Tholz, (BH138)

(5)EE=

DONDOELEERB OB EALFRSICE L O,

Salmonella typhimurium% A\ 7z = — A ZAER Tl (REHEMELR OB HEIZ)
2D 5 TDONIFZHRE R A FREET(SH139, 140), 7 v MR Z vz
in vitroD REHDNA G FEEBR(UDSRER) 132t Th - 7-(58141), £7-. DON
IXVT79 Ml D HprtB I T EOBIR T RAREREZFE L 2o T (BHR142)

in vitrolZ B\ T, DONF R E R EFRIER 2 7 » MM In(Z2E140) & O
V79 HIB(Z 143, 144)THE L, ¥ v v 7EE COMBHEZELZRE L. (B
145)

DON/Z~ 7 ABALB/3T3 fifld O E st 2 TutE L 7= (28 146) 73, v-HarasiE A
BALB/3T3 ffifa % W= EIEEER T v ¥ A ZTlEA =y =— a U RO T 1
T— g UEMHITERO b o T2 (BHR147)

D7 1A Z—(10 FDIZ 10 mg/kgfiEtODON% 17 HREFER S B, g A fmEk
PHAWEZaXy hT7 A Tlh, BECIIS 50N EERDNABEGFE L, &
#%148)

34



®8 TFTAHFXFI=/AL/—JLDON) DEIEEHHRBRER

= 8-1:/n vitro&E

A E B SR R fiti 2 PSR
L 2L o S. typhimurium TA98, TA100 A
IERAY T SN ~ 2
1 IR ZE IR S TA1535, TA1537" 0.4~400 pg/plate 2 139
IR i S typhimurium TA98, TA100* 0.7~500 pg/plate f i 140
TRIRHZRIS 2 E. coliPQ37 12X % SOS* 5~500 pg/assay =X 140
— F v A =—ANLHAX—VTIHII
e FulR AR ~ ek 29
BIRFZERER Hprt (57 1~3 pg/mL =3 142
REH DNA AR | 7 v MMUITFHIAR 0.1~1,000 pg/mL X 141
DNA &1 E. coliK12(2 #%) 0.7~500 pg/mL Eid 140
ot (R ELH F v A =— AL REZ V79 | 0.1~1 pg/mL f’? FEE 143
=]
et R R F v A == ANLAZ=VTIfE | 0.03~0.3 pg/mL E’? Fr)i 144
=]
, - - g [
Qe (R B 7 v MIMAT A 0.001~100 pg/mL © 1) 140
=]
INETE R 7 v MM AR &5 100 pg/mL (£ 140
Xy v THEA A .
iy Z—ANLAST— iRl .1~0. ==
Rl Fx A ” £ —VT9#ifa | 0.1~0.5 pg/mL FH. 145
G HR BALB/3T3 ~ 7 A&l 0.1~1.6 pg/mL [51K8 146
- -Ha-ras # A BALB/3T3 v 7 &
2= v .01~0. =3
A= LR WS 0.01~0.2 pg/mL (£33 147
SR E S R DRV EEH D
xR 2 O AREHE L 2 R S HE L bR WEEH Y
*#k ] ng/mL Taw =—H4 1 Zffi/)N ; 10 pg/mL THIRAEZESE 90%
%= 8-2:/in vivoRE&
FFATE B RER R 2 BROSCHR
DNA#E (= A b7 | 7oA 55— DON (10mg/kg £ s 148
vtA) Bh % 17 BRI L 7= i ek i

(6) Dl (RESH - MASZHF)
@ ESH
a. LECERVBREERE~OEE

K 912, DONDOGIZIRE K NEGHRIE~ DO B2 £ L 0o, DONO&RE
(Z &0 R O D BRI G ORT . BBk e RS

SNTWD,

(@) ¥R

Swiss Webster~ 7 A2 (BfZL %% . 181 127012, DON% 0, 0.75, 2.5 X
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1% 7.5 mg/kg (KE/B ORE T, 5 BEREHRE RS T 5 0EmERBRNE
i X477, 7.5 mg/kgRE/H#HGREO~ 7 R X, 3 EBLINIZT R THLE L,
0.75 KO 2.5 mg/kg{RE/ B HEGREIZBVCiL, b Y UIRMERIC ST 2 Hrik)s
S X, BRROEE DD L7z, LOAELIX 0.75 mg/kg{AE/H TH -
7=, (ZH149)

[F—2e 7 L — 712 X 5EMNEER & LT, Swiss Webster~ 7 A (1 BEES
6~10 JD)IZ. ¥EHEDONZ 0, 0.25. 0.5 XiT 1 mg/kgREH/H DR TIRETHK
B4 % G s BR N i S, 0.5 mg/kglAE/H UL LR ERE TS
a2- 7 a7 YRR r T ) OFBERBOPBEO LI, VAT UT
(Listeria monocytogenes)&ye)» & 3T £ TO RS B FERICEHE LT,
NOAELIZ 0.25 mg/kglAE/H Th 7=, (HH150)

B6C3F1 v 7 A(1 Bl 8~11 P02, FHDONZ 0, 5 Xi¥ 25 mg/kg f
B C 2~3 BERIRER G L7-iE R, 25 me/kefbH& 58 Cld, HEGETx R
BEIZEER TR Y UIRIMERIZRT T2 77 — 7 ARG E 385 < . A v A
NEVT = UAOBBUESIGSERIE L, U AT U 7 REYHEHREN B Lz,
5 mg/kgfift (1 mg/keglhE/H  JECFAIC X A2 HEME OB TIZ 26 D3
T A= ~DEEN 235 7-, NOAELIL 5 me/kegfd#t (1 mg/kglAE/H)T
bol-, (ZH151)

B6C3F1 ~ 7 A (1 & 8 LI, 0, 0.5, 2, 5, 10 Xi% 25 mg/kgfdt} (0,
0.1, 0.4, 1. 2 X% 5 mg/kelkHE/H ., JECFAIC & 2 E(H) 0REHIDON% 8
EFNRER G L 7R AL 10 me/kgf B OGRS W T HMERED &
(RIFAIIZIBY L2, NOAELIL 5 me/kgfiklt (1 mg/keglkHE/H)TH 7=, (B
#R119)

BALB/c~ v A(1 B 4~17 IB)(2 . DON% 0.2.5.5.10,20 /% 50 mg/kg
f@kk (0, 0.37, 0.75, 1.5, 3 X% 7.5 mg/keglk®E/H, JECFAIZ X 2 #5H(#E)
T 1~2 BRI E T 5 B ERBR 2 5 Sz, 10 mg/kgfAkLL E D
BERIZBWT, Y URMERICKTT H0E, 7 4 h~~v 7 vTF =2 (PHA)
KON AREHEIEZ T 2 Jefigk U o BRI PHAIZ 32 g U o BRI
DEERWD KR OEHEEZ MO WREEORD 1NBD 517, NOAELIX 5
mg/kgfA£H0.75 mg/kglAE/H) Th - 7=, (BHR152)

BALB/c~ v A(1 #/# 10 IB)(Z, DON% 0, 0.2, 1 X}Z 3 mg/L (0, 0.024,
0.12 X% 0.36 mg/kg AE/HHY)ORE T4LRMPKEEGTHZ LI2LD,
Salmonella Enteritidis/E&Y (26T 2 PEOBRET AT 7=, 14 HBIZY
NEXTEEBRARG LIZER 1 LD 3 mg/LEERICB W TR L 54
FROWPDNBD SN, 0.2 mg/LEGRETIIAGFERIIE DL -7,
F7-DON% 2 mg/LOJEE C 3K EKEE L7~ 7 A TS EnteritidisiZ %}
TAHGEINE R LT 2 A, S EnteritidisiZ &3 A HFTIEN A Lz,
S. Enteritidis ff £ 19 1gM & ZIE @IS OB B RO BB O vz,
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LOAELIT 1 mg/L(0.12 mg/kg fAE/H) ThH -7z, (BFE153)

BALB/c~ 7 A(1 #iff 10 JE)IZDON% 0, 0.2, 2 Xi¥ 6 mg/kgDEE T 4
HEBEKIFES Lz, 14 A BI1ZS Enteritidis 7 &Y S 7-FE 8. 2meg/kgll
OEHEETS. Enteritidis/&Ye 2 X 2 A GFE O L OTNF-a £ 0380 L
2o 0.2mg/kgf 5 Tlx, TNF-afEA 1L Li-, (3HE154)

BALB/c~ 7 A (1 ##fE 6 PL)(Z 0, 2. 5. 10 XiE 25 mg/kgRENDDON % H

EFEHRRE OBEE L, 2 BRI LA DA N AZRBEGE ST, 3 BEZOM
IBITD LA AV ALy RNAZ B —%81X, DON#& 58 ClIIE& 5L
TE<L., e b4 % —7 =0 IFN)a, IFN-ocB- L7 H =K
IFN-y- L& 7% —OmRNAFBE MR T L7z, 7o, [E MR W
TMCP-1, TNF-afEAEDHEMN & RIEMADDOERBN A LI, VA T A LA
HERIgADEENINED iz, (BRR155)

BALB/c~ v A(1 B/ 4 /B2, DON% 0, 2.5, 5. 10, 20 X% 50 mg/kg
fAkH0, 0.35, 0.67. 1.3, 2.7 X% 6.5 mg/kg (K=E/HHHY)T 1 HHEEEERK
B U 7o fE R 10 mg/kgfA kLl E OB G CHRRE & OB B 2B 0RO Hi
7=, MIREEORD ZHEE L L7-NOAELIZ, 5 mg/kefil#H0.67 mg/kglAEH
/R)TH o7z, (BH115)

BALB/c~ 7 A(1 B 12 IB)(Z, DON% 0 X% 2 mg/kgf#H0.3 mg/kglk
#H/A6)T 14 BMREEHRE L%, by RIV ECTRY TS E CHESH I
TR, 2 18 U A(Con AR )T U CA B 72 IR B 8 FEHT ] % 58
= OXEE Z AR TICDONEZ L LI~ Y AO R TH -7z, (5HR156)

I F OFERAE Han:NMRI~ 7 A (1 # 5~10 I©){Z . DON% 0 X% 12.5
mg/kg{AE CTHIE| XX 6.25 mg/kg{RE/H THEfr 7 HERGE O &G L2k
B, DONIZ X » THERERE D Staphylococcus hyicusl KNMycobterium
aviumBEGRZ X DRI OB E D bz, ZOEHICIE, ImMiFHFDIgA,
IgM K NgGOHEMMAE 542 = L3RSz, (BH#157)

(b) =7 kY
1 B OMEMERIIEE (A& L VAR )o e F 10 P, 0 XiT 18 mg/kghikl
DODON%EA T 5 BRI Y/ NEEEN2.25 mg/kglAE/H) 2 18 B EFAEE L 7=
fER, DONIZL Y =a—F v AR Y 7 F 2% 2 FURIGE B3 S
oo Flo. 1 Bt 7 v A 7 —83 N2, 0 XL 50 mg/lkg®DONEEHT 5
ﬁ%%mmeQWEm JECFAIZ X 2 (E) & HE# 5 L= /%%, DON
X BV U ERGEALBR G OMFHINRD Sz, (BR158)

6 JECFA THWTWAHE(IPCS:EHCT70) % AV CHE & 2 HEE
Fii iR E (kg) EHE (@A) | Bk (KE/H)
~ 1A 0.02 3 150
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(c) 74

JNT xz—TF v RL—A7 &2(1 Bl 8 592, DON% 0.6, 1.8 XX
4.7 mglkgE AT 5 BTG = o ZEH£H0.024, 0.072 XiX 0.2 mg/kg{KEE/
H. JECFAIZ X 2 #a5(#) % 9 HFNREEH G LR, WERFERICHT 5
TRPURISE D BARFRIC D L=, (2R159)

7' & (1 B 7 58) ICDON % 0 X% 0.5 me/kg{AHE/H T 1M, FiZ 1 mg/kg
(KE/HCHBEMBOXRE LIMER, DONICXKD U 3Bk 7€ v MENC
MR DN > SRR O TR B =R e B LIEBD b o Tz, (B
160)

74 (1 BEEBIE X IMES 6 5812, DONVEELAREL A 0, 0.28, 0.56 X% 0.84
mg/kgfiBl T 28 HFNREFE G- 5 E BRI N Ef S -, MRFr%R
(A mERE, RmEkE, /R, GHEke U o skoMxt, ~~ 7
Uy ME, ~EZ 0t BER )L, MikEERECEA 4 BE, 7
a—RBE RFBEE, JLTF=VEBE BUALEVEE oL AT
—/VIRE, NUZU®Y RFRBE, MFREEREESICEITRD Lo
Too RIEINEGZE T a7 ) T2y MEBE, U REREEE, A A
VEEA)~OIERA LD BT, (BHR161)

£9 TAFI=ZNAL/—)LON) DEAXILELERSICHITIRERERY

BREmEcR T 8
et | TREEME
ety B e P
Be5 5% EYL;::\%/J\ nNignno
S |GALD. H T A &;—_E_ ERKE | WE | SRR
i (mg/kg fil |(mg/kg (K& ( /kiﬁi HE&
o il 2% Ii
<y [EILE - 7.5 mg/kg (KA TI
Swiss e P S -
Webster . - 0. 075, [-0.75, 2.5 mg/kg / s
2 25. 75 | Hcoevymmikios| 070 TsE | 149
(1 e 12 g Té?ﬁ%gg@ﬁﬂﬁ?ﬂ\
Bl
~ U A, +0.50 mg/kg AHE/H UL E
Swiss TIEHa2- 727
. s e s
Z‘;egsggr‘ IRAE. 58 0x Efggy R7VCDl g 0.25 @I%ﬁ 150
(1 BErE 6~ L. monocytogenes J&&Yx
10 J©) BT £ ToORMEHE
- 2 - 25 mg/kg fkETE YV
B6C3F1 . ARIMERICRE 35 7T — ETIRENTISN
15~18 A ‘{Ebéﬁ\ 2~ 0. 5. 25 0.1 5* 4 ﬁ?ﬁkf’ﬁlﬂﬂ@ﬁﬁ%ﬁﬁT\ 5* 1* i@ E& E 5 151
uﬁm§~3@ > N MR SR 703 YR A J OF i T8
11 15) L. monocytogenes Ji&Yx E7ns
IR T
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~ U A

B6C3F1 |, 1(0.0.5, 2.0.0, 0.1, 0.4,| - 10 mg/kg fAEILL ET . .

(1)31‘1&& oM 88 50 0 951, 2. 5 | AmEREOEA 2 1 119
"

<% % 10 mg/kg fFILL ETE

BALB/c. 4 0. 037. | J¥ARMEKICKT DI

el R 1[0 250 5|5 T 2 | EIET, v A P P - 152
(1 Bk |2 10, 20, 50(3 7% 7| IS B MR ORlR ‘ o

pRss T O RIS E T,

ENe s

~ U A

BALB/c. 7|y 1 X 3mgl T e s

2@@% %ﬂ’k‘ 4 g\m%/% L 8\120'0(?36 S. Enteritidis &2sic £| 012 | 0.024 @Hﬁﬁ 153
1 B 10|™ e LEFEROWBAD

PC)

~ U A \ <

BALBC. Tlekik. 4o, 0.2, 2 S%ﬁg&gd%%i}ﬁ T

Vs : N . 0. . nterﬁlicl 18 SR & a5 £ K7L 154
(1mmm@ 6 DEFROBD KO G

) TNF-ofEA O

~ U A

BALB/c, 5| [a] 58 il 0.2.5.10.|* 2 mg/kg KEL L TL =

i fip Bo#s 25 AN ARYHEDOE 2 o =T 155
(l)ﬁilﬂﬁﬁ 6| QAL : 7K) 1k

Pt

~ U A

BALB/c. 4| 0.25, 5.[0. 035, |, e L s

~cimhy | T 1107 g0, Jogr, 13| J0melke BIRLETH 0.67 115
(1 BEHE 4 50 2.7. 6.5 R

PC)

~ U R
BALB/c. 8|/&fH. 14

¥aﬁ§£ﬁg H 0. 2 0. 0.3 | - B a5 bk 0.3 156
1 BERE 12

PC)

~ A, HI[58 | #% 0 . N

K S. hyicus Kk O

an: NMR |¥ & (& . ) 7=
I, 8~10 il |/ : 2%~ 0. 6.25 M. avium ~ O KT BEEA 15
JL) V), 13 g

=K g

. 2 |H[alREH o .

7uAT— | o . «PHA (x5 % Jéfig U > N

(1)%1‘1&& 10 %ffééﬂgﬂ) 0. 50 0. 6.25 SERSE L H B O 6.25 158
D

TH. I

7= —F |IREE, 93/ - ERERICHT D

Fr—a B |0, 0024 | RFISE S Rk R
25.3kg |(BERIBHT > T2 710.072, 0.2 AR GER R 5%t P

(1 Ei)ffﬁlftﬁ% k) FREEZR L)

8 5H

. . o JLATE N | O
AN iz 0,05, | " MLIEELRLS § ) A 160
5) ENGREL Ty o 5| T
Rt 1

TH e, 28

112ke |A 0. 0. 28, ot e o B

G%ﬁ%%(ﬁ%%%05&084 RIEE~DREIEL 161
6 HH sk

T JECFA [T L AR E5
wx HUERH A O CRERE & HEE
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b. mi&Erh Igh LRNILDEERY 1gA B
EBREME L AW RBRICB WD TIgAICKH T 2B R O~ 7 2 TIXBARER
KAV X0 D OIgAILE I ) BIENRE I TS, (F10)

B6C3F1 ~ 7 A(1 &M 8 V012 FERIDON% 0,0.5, 2,5, 10 Xi¥ 25 mg/kg
fAkk (0. 0.1, 0.4, 1. 2 X 5 mg/kglf&E/H, JECFAIZ X 5 HHEE) DB
FEC 6 EMIREER S LIfER, 2, 5 KO 10 mg/kgfdhf 5.5 CTMIEIgAN
AL, 25 mg/kgflkHE 5RO O IiEIeM2N B L7z, NOAELIX 0.5
mg/kgfid£H0.1 mg/kgiAE/B) TH 7= . (Z119)

B6C3F1 ~ 7 A (1 #Hf 6~13 D)2  FERDON% 0,2,10,25 X% 50 mg/kg
FRELC 24 ARIRATIRE L7-#E 5%, 25 mg/kefilk% 5845 me/kelkE/H .
JECFAIC L 2 #5Mf) CTIMEIgA L~V e KIC BH L. 24 BEBE % OfE
IXHREED 1T 5 & Te o7, —J7, MEIgME MlgGD LV idiEid Lz, %
72, 25 mg/kgfiBH& 5RO AR B CIgAREL OF B 7 #IN O g o
SREREFEEICB W TIgADIEENRD b, (BIR162)

B6C3F1 ~ 7 A(1 BEMERESR 7T~9 ID)IZ, DON% 0, 2, 10 XI% 25 mg/kg
fAEE (0. 0.4, 2 X% 5 me/kglA®E/H ., JECFAIZ X 2 #AEE) T 12 HRIEEE
Bh L, MEIgAFEAICRITTRENTONT, 10 mg/kgfakll Lo 5
O L 25 mg/kgflBHR 5REOMED MIGFIgAN 4 BB IZHEEM L=, 8B
X E/DHETH 5 2 mg/kgflkHE 5RO~ 7 2 & 10 mg/kgfil k& 58D
ff~ o A MIFIgAEEIN L7223, 12 # B ClE 10 mg/kgfARHE 5REDO 2 H
BRI biLle, 72 BREKIED A 7 Al ~DIgAILE 1.
XY bHETL YR HEEKRFEMISHEML -, #TIZT X TODONKR LR
T4 EENS, HETIT 10 mg/kgfil B2l EOHET 12 BITEMRAFED 5
iz . (H163)

B6C3F1 ~ 7 A(1 BEffERER 50 PO)IZ, FERDONZ 0, 1, 5 X% 10 mg/kg
FAEHHET 0,0.1, 0.5 X% 1.1 mg/kgiAE/H  #ET 0, 0.1, 0.7 Xi% 1.6 mg/kg
{RE/H ., JECFAIZ X 2 HAEE) DR E T 2 NIRRT 5 L7-#5%, 10 mg/kg
fAEHY SEEOMECMIBEIgAN A EIZHEM L=, (B2H129)

B6C3F1 ~ 7 A(1 M 5~6 VD)2, FHDON% 0 ik 25 mg/kghal 0 X
1% 5 mg/kgfAHE/H, JECFAIZ X 25 (H) T 4, 8 XX 12 BEHEREEHK G L7z
fEHR. DONEEEET 4 HE B L0 MiEH OIgADREFRNZHEM L=, Fiz,
IR TR Y Vo RER I OV U > RERODIgABEAREN A BEISEI L 7=, (B
164, 165)

B6C3F1 ~ v A (1 #itff 9 PL) (2 FEHDON% 0 XiE 25 me/kgfa (5 meg/kg
{AE/H, JECFAIZ X ZHEMHE) T 8 HRENREIHRS L7-fkR, DONIEREET
MiEFDOIGANEEIM Uiz, £, 731 TR Y o SBRE OVEfig U o 7RERDIgA
FEARENHRICEM L, (2/166)
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B6C3F1 ~ v A (1 & 4 DI, FHEDON% 0, 5 X 25 mg/kg(RE/H
T, HEIFEHROEE LR, DONEEREE T 2 BEE%ICIT/ S =LY
VRERDIGAFEARENAZICEMEZ R L, 500 24 BEEEE L THELA
RETLEN RO bz, (BHR167)

C57BL/6 ~ 7 A(1 & 10 PL)ICDON% 0, 0.071 X% 0.355 mg/kg{A&E T
B INIVE G LT, 3 B T4 @BBREIR ORGSR : 5% 7 77
T LKER) LT R, Hx OBROBREIC KD MEEFIgANEM L 7=, FFIC
BT 5., CYP(v k7 v AP450) 1K 17 B 15 M T & % ethoxyresorufin
O-dealkylase 2 "pentoxyresorufin O-depenthylasei& Ml ONZ GSTYEM: 1,
CYP 1A, O)CYP 2BH 77 7 I U —DORBITAHLETHEINL7-, (#168)

B6C3F1 ~ 7 (1 ##f 6 PL)IC, DONZ% 0, 0.83, 2.5 Xi% 7.5 mg/kgkHE
C 8 H ME R A O 53 5 w2 £ S v, mAEFHIgAIL 7.5
mg/kglAE/ BB EHETHAD L=, IgEEIZEL LR oTz, N hJrE
% 2.5 mg/kglRE/HFEERE) ML, IgG A RIgMiX 0.83 mg/{AE/H #
BRED S AEKEICHED L7, LOAELIZ 0.83 mg/kglA®E/H Th - 7=, (B
#%169)

B6C3F1 ~ w7 Z(1 &M 12 PL)I2, DON% 0 X% 25 mg/kegfk0 Xix
5 mg/kgKE/H) T, 24 HEHE LR, DONEBEHRE CHiEIgA L /L)
HEML, 242 X - T FRERIRBE IR ARERMR A U2 8 7 Zflfa~DF
R IgAILE A5 & Z LTz, [gAlbE X, 8 EHIDONG A fEHERZ IZ@
HOEEHIRE LG E TH. A< e 16 BIiTh7z» THEBICRD biv,
(ZH170)

B6C3F1 ~ 7 A (1 #if 8~9 VD)2, FEHDONZ 0 ik 20 mg/kghil kBl
FECREGERIIC UL 1 X112 13 AW G- L 7= f5 5. DONBEEFE OF
IR RE CIRME A e & | Wit T L IRME T > 7o MR IEEAR I 89~ A
17258 > 1=, Wrigt BED M B LA L~V 35t FREE & 203 e < G REN H D o T2,
WHEERE & FRFLAE O IMIEIgG & IgMIT R BREE & Hh Tl L7, Bigo X ¥
XU D~ DOIgAILE 1 TG RE I L e RE T 7 < . BEALE G FRRE & [H]
LYV THoT-, (BRE1TL)

[SATFEAR K VB gD A > X 7 AR~ DIgAILE BT H1L-6 DL
DWNWT, BERZMEDOB6C3F1 ~ v A #MESID), IL6 /v 7T U h~wT A
(B6126-1L6tmi Kovf) L Z D Ep £~ 7 2(B6120F2, 1 #EHEX 6 TDIZ 0 XU
10 mg/kgfi#tODON%A 12 BERIREEHR G T o BAEm N, T3TD
DONfEREE CEEE, FENIFEBIFE L LK T L7z, DONERIZ LV
B6C3F1 R OEAR < v 2 (ZIMIEIgADOF B 2 B L Bl A o X v 2008
~DIGAILENH LI, IL6 /v 7 T 7 b~ A TIXMmiEIgAD EFIT
BOLNT, gAY X0 LAHPA~DOIgAILE XA S 0D o7, (&
#E172)
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FLTF— 2L S SICIGAEAICBIT 5C0X2 OEEZHL7-90,
B6C3F1 ~ 7 A, COX-2 / v 7 7 7 b~ A(B6, 129P2- Ptgs2 tmlsmi
(002181-M;COX-2-knockout)) & Z DEF AR~ 7 2 (B6, 129P2- Ptgs2 tmlsmi
(002181-W))(Z 0, 10 1% 25mg/kgfA £t ODON%Z 16 :HMIREFHK 5- L 7=, DON
BRIZEVWCOX-2 /v 7T 7 b~ ATHLEAR~ 7 AFEEE, MiEIgAD E
H LIgAREBEESRAC) DB, Bl ~DIgATEHE K ORI O IgA 5y W D HE N

MRDHIL, COX-2 /v 7T v b~ ATIIDONIZ X % I iEIgA EH M
X7z, COX-2 FLEAIZ WA CHLEEOBRENTRD Hiv, COX-2
OYER & M3 2% £ DONIZ L 2 miBlgA ERERMEE S N, (ZHR173)

LHMTY Fv Fh—F RTOETF )L~v 7 A(NZBW/F;., MRL/Ipr &% O'BXSB
D 3 FZHNC, FEEIDONZ 0, 5 X% 10 mg/kgd#t (0, 0.75 X&i 1.5 mg/kg
{REE/H8) T 9~14 HMIREHE G L7 fE R, MiE+H OIgAICZE LITFE D b/
22> 72723 \BXSB~ 7 A D 10 mg/kgfil ki G- TR A % 7 A~
DIgGADZERENEIN L T-, Fi2. IO ORERERTEDO~ T 20, ftho—
A7 028 %~ 7 A L O DON~D R ENE D & i%z bhgmolz, (B
fE174)

Wistar > v (1 B 6 PD)IC 0 XiE 7.5 mg/kgiAE TDON% 8 H [H# ik
RO E LS, DONREFETAT b7 o o o s 1gGl RNIgAd
BN bz, (5HE169)

7 (1 B 9~10 BN FETB YRR T B ARBYRIZ L D 2.2~2.5 mg/kgfik}
® DONZ & Lokl Z 9 EH#K G L, fkHIZIZDONLSL D h Y a7 &

IR TH 72 HERE% 4 V15 BRICART L7 2 L (OVADR T
G JE 21T - 72, DONFEEEE TIRMIEIgAY NN OVAK: EAYTIgA K NgGAs
IMUT=, BRI Y © SRR B 1) 5 TNF-0% OIFN-y® mRNAZ R 1T DONE
BEECIR T L7, MRFERR OELFER) RN T A —Z ~OEEBIL o T, (&
FE175)

72 (1 Bl 8~9 5B 12, FERIDON% 0, 0.3, 0.6 X% 1.2 mg/kgfikl C,
8 ERREEF 5 L= R, 0.6 mg/kgfil % 5L UL CIiiE P IgAfE O HEINE
MO iz, (BHE176)

JNT =T RL—A7 (1 BlfER OVESHE 7~11 5912, DON% 0,
0.7. 1.7 X% 3.5 mg/kgfi£H0, 0.04, 0.1 Xi* 0.2 mg/kglAE/H, JECFA
L 2HMBEEZ S0 ARBRE L ZEEG LR, MIBIgAOE(LITR
S hot-, (BEE1TT)

T EEMBEMIRIED Z &, EFORSHIIIENE X 5 FKAH OB iR,
8 JECFA THWTWAHE(IPCS: EHC70)%H%TT§H&%%#EE

il ek tkE(kg) BE(/E/H) | BEE(g/ke RE/H)
<A 0.02 3 150

42



£10 FTHXI=)NL/—)LON)DEOXILEEEREIZEITS [ghA BEE~DEE

| TsA PFEAEA~
B 5 F B %@Zﬁfm g?ﬁf;
‘ =~ 27
S |G, i) O [Pkt | B
fAl (mg/kg | (mg/kg (meg/kg (K 5
gRED | RE/R) /H) (mg//kag){zl@
~ A B
sL#. 0. 0.5 - 2.0 mg/kg SR _ECrin
B6C3F1 |iRfH. 6 2‘0 '5‘0 0.0.1,0.4.| 75 IgA 23880 0.4° 0.1° 119
(1 Beitfe 8 10 95 | 25" |- 25melke R I ' :
Un) A IgM L~ULMETR
VA, - 25 mg/kg filE DON # 5.
B6C3F1, BT, MiE IgA L-ULiT
8~103# |, .[0. 2, 10, |0, 0.4, 2| &HKLEF, IgG Kk IgM
# BB 24808 50 s, 100 D O KR T 162
(1 Bt 6 B2 5 IgA DIkEN
~13 L) AN
N GZ - 10 mg/kg fBICHEER 72
wman My IgA O, A4
8 JA i N [0, 2. 10, 0, 0.4, 2 R . . .
(1 B REH, 12 3 95 5 ﬂe 7 LR ~O IgA Th5 2 0.4 163
% 1~9 7% T B T B (o
0T TR
VA, (£ 0.)0.1,
B6C3F1 |, 0. 1. 5. 0.5, 1.1° |- 10 mg/kg ikt i . .
(g | 2 g (4 0.0.1,| TeA 7 EICHID 16 0.7 129
% 50 L) 0.7, 1.6
v A,
B6C3F1, - MIE IgA ORRFEIHEINE
8~10# |{REH. 4.8 " NZ /S A VIR R OV " 164
i 128 |2 |0.875 UL SERO TgA FEARER| 57O 165
(1 Bt 5 BN
~6 L)
v,
B6C3F1, - fL7E IgA ORI Oz <
8~101H |iREE. 8 . A TR O U o X .
A - 0. 25 0. 3.75 o> TeA FEARER T 3.75 166
(1 #¢0E 9 i
)
A,
B6C3F1, |H[RIFRTHIFE - 5 mg/kg KE/HLL RN
8~9 Wi (N % 5 (fR 0. 5. 25 A AR FR R P T 5 167
(1 BRI 4 (FREEEIR) IgA EEAE DA
)
v A, E@fgf 0. 0.071,
CHTBL/6. | ... ) X 0.355
6 Hilm | meg/kg (| - M4EH IgA & B5F 0.03" 168
(1 gk 10|40 A3 3 [l
) 83 H. 4 5
e
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v A

CHIEF O IgG KON IgM 1%

84 =A%
B6C3F1, E%I(J“‘jkujg 0. 083 FABK A D
8 W ifn w1 B 1 2‘5 : 7‘5 -IgA 12 DON 7.5 mg/kg & 7.5 2.5 169
(1%t 6 m. 8 H A TR
) : - IgE I3 2 b7 L
A,
B6C3F1. - MLY% IgA OB K OB i
8~9 @l |IRAH, 24 1|0, 25 0. 3.75" AF XU LR~ 375 170
(1 Bt 12 IgA ik
L)
~ TR,
B6C3F1. - M35 TgA OHINN M OREisk
T~8 ifffn |IREH, 13 #H|0, 20 0. 3* AP X T LA~ D 3+ 171
(1 Bt 8 IgA L35
~9 [I)
U A,
B6C3F1, - B E, FEIZTITO
B6129F2 DON i CIEE R
KOIL-6 EHAET
/w77 |iRfE, 1218(0, 10 - DON #BEHED Mk H TgA 172
7 k= T OVl A W o 38 w7 il
A, 4 i fa ~ o IgA ik & 1%
(1 BEfEE 3 IL-6KO v~ 7 A& T
~6 [It)
~ A, +DON 385~ 7 X (21
B6C3F1, 15 IgA O L5 L IgA ik
B6129F2 BEKIC) OEHE, Bk
O ~O IgA P35 K Ol o>
- VANV 5531}

207X7? 5 e 16380, 10, 25 : é%%“f%”’é? b 173
r~rm A, AT DON (2 & % ik
7~8 M IgA L5 #1{ei
(1 Bt 5 - COX-2 [HEHT DON 2
~6 L) X B Mg IgA B 2Rk
~ 7 2 M
NZBW/F1 - 3% IgA L~UL3ZE b7
. M MRL L
Npr. M [REE, 9~ 0 5 10 0. 0.75. |+BXSB v Z® 10 mg/kg 174
BXSB, 5 [1438 T 1.5 FAEHE COABRRA T
~6 il X7 AR~ IgA vEAE
Q&K 7 DM
Jt)
VALR
Wistar, 8|fk 0 #% &5
T i OkEEiR). 8 0. 7.5 - MiEF IgG, IgA DR 7.5 169
(1#t#Ee (A
)

SE (4 K15 HH Nz %

i 7 3 AOVA) T Fhes)
75 a;ON S - DON BT MG IgA
Ao~ | 70 (2225 KU OVA Hr5EH9 IgA 73 175
10 58) TR ., YONCERIE Y

M SN T TNF-o z OY
H), 938

IFN-y® mRNA HILT
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7H
9.8 kg N 0.0.3,0.6, +0.6 mg/kg BRI E Tl
(pei s [FH 56 Hh TgA {748 AT 176
~9 5H)
7 xR
[0 7N
59 Hilit, |.g, 0.0.7. 1.7,
21.3 kg R, 96 [ 3.5(H 8ki5 3‘1 060;1‘ - M¥E IgA D2k L 0.2 177
(1 BT e o) | T
£ 1~11
5H)
* JECFA I L AW (E

“@ﬁ%&%ﬁwrﬁﬁ%%%ﬁ
R 3RS A 1 HY7- 0 (A L7l

c. Y4 b hA4 %R
DON 12XV, £ Z—uaA X EORE « GEMEYA NIA VR BIET
LAYV THEIND I ENREIN TV

B6C3F1 ~ 7 2 (1 B 5 )2 2%%@@%02¢&5mM@%E@Dmﬂ
ORI G L, 2 FEZICERIC S T 2 BB RO ks~ 7 a7
V4%muwﬁﬁ<t%%\DON&@K;@\IthIhuLIh&:m11
B~ 07y —UHIEH )78 2MIP-2) 78 & D RIAEKR ONEME
R DB DORIAN EH L-, (BHR178)

~ 7 ZATHINE R BT HIL-2 FEAEIC DWW T, DONEE 100~250 ng/mL
T RN 7> VR F TdH 5 NF-kBX& AP-1 ORE S8 EiEME O

RO 5N, BRE179, 180)F7-. Z OTHIF TIXIL-2 mRNADZEAE
%ﬁ%nénfwa%%nm IL-8 BEA IS\ T, DONEE 1 ng/mLT
U937 ffa(t b A fim B SR I BV TNF-xkB& Up65 DR EIEMED
BB 5T 5 Z Enmmeani, (&2HE182)

B6C3F1 ~ v A (1 & 3 V01 FERDON% 0.0.1,0.5.1.5 Xi% 25 mg/kg
REORE CHEREORSG L, 2 REEEZICHEBL OV =) URICBIT 504
N7 A U mRNABBEA~DORE N REF Sz, 5 KO 25 mg/kglAEDDONE
Bix, RIEMY A A > DIL-1p. IL-6, TNF-a& OT~/L,3—1 #(Th1)
P A b B A DIFN-y K OIL-2 W T~V R—=2Th)E YA v A D
IL-4 X OML-10 DmRNAZ FEICFHFE L7, 1L-12p40 mRNAHFEE SN2
2, IL-12 p35 mRNAIZFFE S NehoTz, ZHODOIERIL, 71 LR &
D b CEEE T o 72, NOAELIZ 1 mg/keglhkE/H Th -7, (ZH183)

B6C3F1 ~ 7 A(1 &t 3 J0)12, HBHEDONZ%Z 0, 0.5, 2, 5 mg/kg{AHE/H
T2, 4XE 7 HREOHEE L, 2 FER%ZOENRE O S A AR IT 54
A N A4 mRNAICH 2 A E PRI, IL-1p. 1IL-6, TNF-a,
IL-12p35. IL-12p40. IL-2 K ONL-10 ®mRNA A EEFERICEINEZ R L

45




7225, IFN-y R OIL-4 ~DEE X727 >7-, NOAELIE 0.5 mg/kglA=E/A T
&)oto (/R 184)

C57BL/6 ~ 7 % (1 #£#ft 3 IL)IZ, DONZ% 0. 1. 5. 25 mg/kgAE TR O
BELIEEZ A, 256 mgkgRERG 2T 5731 =i & OO COX-2
mRNAFHN 2 FFEIZICE— 27 Z#E LTz, IL-6 mRNARH O — 7 1% 2~4
RefEite T o7, (BHR185)

B6C3F1 ~ 7 (1 & 15 D)2, 0. 25 mg/kg{REDDON A JR % O #%
L., A4 A4 > mRNAORKBIC 5 2 2 &3\ BT Sn7-, DON# 5
TlrIfg O A A o (IL-1a, IL-1p, IL-6, IL-11), &4 A > (MCP-1,
MCP-3, CINC-1, MIP-2), AP-1 & KD A4 (c-Fos, Fra-2, c-Jun.
JunB)&U 2FREHEOML Y v ERLEERE (MKP1, CnAp) DR BLFHE A 2 BRI

IO LN, mRNARBFEE T\ TH Y 2~4 FEFLANICE— 712
f;é L7 Lz, IL-1112oWCid 8 BRI &8 L 7=, (B[R 186)

B6C3F1 ~ 7 2(8~10 ##) & OFEILB6C3F1 ~ 7 A (3~4 i, M# 5~8 L)
(2. DON% 0 X% 5 mg/kgiRE CRAOKS LR, B~ v 20K+
DONREIIRfE~ T ZAD 2 5L 700 | g OTNF-a, IL-18% O'L-6 mRNA
DRBEEIIHME~ T 2L 2~3 %> 7-, (BHR5E3)

B6C3F1 ~ 7 A(1 Bt 4~5 P0)iZ, 0, 0.1, 0.5, 1, 5 Xi¥ 12.5 mg/kg
KREODONZ HEFEHIEORES L, VA N A v 7TV RBKERLVE
YT EMEIT S EE B I TUV DHSOCS(Supressors of cytokine
signaling)1. SOCS2 K U'SOCS3 OmRNAFH 4 i ~7-fEH. 0.5 mg/kglk
B EOREFIZBWT, HHAMEM, FlE&k OFFiEIC 31T 2S0CS3 mRNA
O AERFEH RN TRD b7z, 12.5 mg/kgAEODONF5.(Z X v ML
DONEE X 1 R ICITRAMEE 720, A TNF-o & ONL-6 #EE 1T 2
BITERKIE L 725 7=, FUE K OFFiE CIETNF-o s NIL-6  mRNADIEH A 1
~2BEMZICH/R A E 72D . SOCS3 mRNADREHIT 2B IC R KR E e o7,
AT SOCS3 IF ik e falc L v 3 BB SNz, MERLE
VT F VD TGy T T 5 IGFALS(Insulin —like growth factor acid
labile subunit) mRNA DI 23X 7-fEE . DONK S ZAFE TR L, 3~
5 RFf# 11T T6%I LT, (ZHR187)

B6C3F1 ~ 7 A(1 #£ME 6~8 T, 3~6 W) 2. 20mg/kg® DONZ & T
B 8 BRI E L7-fE R, FERERE & LB U TIRE OB MM IS Sz,
DONTQL‘}H‘“C [XDONIfL B EE S 2 @ EI%I1C1X 48 ng/mL &7¢0 . 8E T

ZIZF U E(44~63 ng/mL) TH - 7=, DON# 5-% ., fflg&l2 3517 AIGFALS
@mRNA%E‘fﬁ T2 BRIBIITFERERED 3T% KT L. 8 % ¥ TERW L
VT o7, DON G2 ® M IGF1(Insulin-like growth factorl) & O°
IGFALSIRE X 2~8 HICB W IR G L VKRS, 2NN T4~64% KD
34~40% T »7=, B6C3F1 ~ 7 A(1 ##f 5 PO 0, 0.1, 0.5, 1, 5 X%
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12.5 mg/kglKEODONZ HE#H 53 25 & 2 Kt O Fkic ¥ 1 5 IGFALS
OmRNAFELL, 0.5 mgkgKEHR 5L ETHEKRGFEMICHEM L, (B
188)

d. YUIoNRREABIZHEFTET7REF—IR

in vitro CDON(0.1~50 pug/mL)iE, ~ 7 AHGHR, JEfR & OV <A = /LAR 3R
THIIEIC BT DT XS A X VFHEEEO TR h—Y 2 & HE L=, 7
Je OSA VIR SRBABAE Tl ARIREEDDONIZ L D 7 AR b — 2 223l &
NHNERE I TSN, (Z2HE189)

in vitroT. JT74A.1 #1222 DON(10~100 uM)FE(E T T L7-fE 5. 2
FERAFRIC T AR F— v A& FHE LT, (BHR83)

@ miEHEH

ICR ~ 7 A(1 BEREMES 10 PD)IZ, FBEDON% 0, 2, 4, 8 mg/kgfik} T 14 H
MRETFE 5 U 7ot 5. DONTEE&E?T FRIMEREL OMEE 23788 STz, (2 HE116)

Wistar2 7 » (1 ## 5 PE)iZ, DON % 0, 0.83, 2.5 %X\ 7.5 mg/kgiKE/
HC 8 HMmMlEn &5 Lm*% 2.5 mg/kg(&RE/H LI LD G5 CIin g o
TR u R FEEICEML, IgGid 0.83 mgkgifE/H L E TR OIgAlT
7.5 mg/kg{RE/H TR L7z, (ZHR169)

in vitrolZ B\ T, DOND 7 » FRIERIZKTT S MAEA Y 130, 200 X% 250
ng/mLOBEE THSNT-, 200 L 250 ugmLTIEEERM LZN, v~ =F
—)b, TNEFFH L TAaLVEVEE, o- a7 za—)L kOt ZF 2 LR
FinZERELE, ZhbOREND, DONOERRKICIIEE —EBOFER &
RN L~V TOER ., M & O EAER LT U —F P fn U AR R
b 3 NEZ LTz, (BHR190)

@ it

t U REkA#DON 0, 30, 60, 400 ng/mL{F#E T CTiE 72 BEfEE#E L7,
A EEIEIIDONIBEIC L 0 2 8%, 19%. 99% 4] iz, X. U 738k
DOIEMAL & BE T 2 MEEmPUR C¢H HCDE9, CD25 K O'CD71 OFIEIZ O
THRIE LIzFESR., CD69 X 6 RFfA#&ZICHEEI L, £ DO®%EI L2 Z & 225CD69 723
FHIMG 2215 Z LR ENTZ, CD25 FEITICs R OHRE TSN
73, 400 ng/mL T 2] Sz, CD71 BEHEA~DOEEIZOWTIE, £ DA
TCD25 LB L Tz, L7223 -> T, DONIZEIZ Y > 7 SEkACD25 %%‘é@ﬁﬁ”é
DIRT AT RIS 2 i) 35 &£ B 2 bz, (BHR191)

7 v MEREMAE X0 Bk L 72 & mATEEfEAEIC, 0, 3, 30 X% 300 ng/mLTDON
ZiREE S, CFU-GM® 2 v =—EKEELHIE Lo/ R, 3 ng/mLCIEEMEDFE
Do Tz, (BHR192)
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b MNEH I E Z > b EHEH Sk o BER B ER T BEH iE (GM) 2 DON(106~108 M)
DFETT14 AMEE L, a0 =—FEZEE LR, DONIZe & Ty
N OCFU-GMEERIER IR = 7 = —AHAR) 2 1x10°6~2.5x1077 M & i
TIRERGFICHE L, 7TH, 10 H, 14 HH®DICs0 1%, & FGMTIiZ 3x1038,
2.9x108, 3.9x108 M T, 7 v hTiZ 2.6x107, 1.5x107, 1.6x10"M&H -7, t
FGMIZX T HADONDOFMEIFT-2 FF v < CHT-2 FF O 1/10, 7~ T

3% 1/100 72~ 7-, (ZHE193)

b NEMmATBRHEAZIC 0, 3. 90 XX 300 ng/mLADON%EZE L, CFU-GM®
an=—FREE~DORELZHIE LR, 90 ng/mLLL ETHENED %2%710
ng/mLTIEE 7 Aicarn=—BEERRO b, B NFEOMKRFIRE
1 M ATEEAR A OREEE I L A FTREMES RIB S iz, (BHR194)

t MR LY B L 72 AR IFFERRIBSMIE O 2 v = — AR I3V TDON 3~
75 ng/mLiZ, © FNCFU-GM L RRBEOEEL R LIZZ Eb, FRIFERATHEHAZ
IZDONDIERHf & & 2 b, (BE195)

Caco-2 & U'T84 Hifa(t N EILE BRI LMD O &k OBEREFRFEIC X5
{EK#R EZDON(0~200 ng/mL) D 8 & 15t L?in"*% Caco-2 #lific Tl :L FhJ FimD
P K OB MR IR S 5 WITERE LT 2 BRERFE RO bivlz, 72, Caco-2
2 0T84 Hifa D% bRz ESHPI(TEER) IZDONIC L W L, ROV 7 7 —A
T —)OHMAEIFR D D OFEIEITEM L7, Caco2 MR T VA T3 AT 7
g—8, R T—8-A Ve NEZ—BEERTED Lz, 2D OERIL, DONR
AE AR 0 I A e OB RER 72 B 2 R T FREMEZ R LT %, (BFR196)

Caco-2 #ifia L IPEC-1(7 # {E{L& B SREEILAR) I35\ T, DONIZTEER % I8
HEF,4kDadT ¥ R b T Kk OYEREMY Escherichia coliD 3 2 ¥EM S 7=,
INHONY TEBEOZ LTI OEE S F THLI T VT 4 F NI E
ODCF#;EE’JH/}‘ CERE L, 7T UT 4 -4 X R BORDIL, 2.85 melkghEaED
DONIZ 5 HERRE ST 7 X DZERFITB W Tin vivoTHRD Lz, (B
197)

4~5 B8l D T 2 DI ex vivoCDON % 4 BFERE S, EiEbA VEE LT
B, NBAIAELR, FRIE e E AR, 1l uM TR L RS o T, (B
fE198)

RAW264 #Hfa(~= 7 A BERM: B 5 B RAR(LfAE) 2 AV CLPS (U AR Y 3 v
HTA K) R X HDNOFEAIZ KIEFTDONSD 5\ iNIV(%/z 0~1,000 ng/mL)

DB % in vivoCHEF L72, DONMONIVIIR ERFEHICHER —BRILEEES

AEERGNOS) DEA & IFN-PHEREZ- I L, NOBEANMKT L7z, (3H199)

DONDOEA~D K at~F 3= UE(DHA)ICE T AHOEENFIS -,
250 ng/mLODON & JEERN~ 7 v 7 7 — V2 8E T 5 L 1L-6 3HL 3 K] Th
mEote, £, BERTCAMPKIGREFiEE ¥ > /X7 E(CREB) D / v 7 &
v oE LA, HDHWIECREBO X+ —ETh 5Akt1/2, MSK1 & RSK1 #41
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fil L7235 a8l ZORBEPIMG Sz, ZAKRERNAEMEA Y VN7 BEx I —18
(PKR)OD?HJ?EI 13 IL-6 EH 21 T/ < .CREB & 0 Lt o % F—F¥ TH 5 Akt1,
MSK1 % O'RSK1 @ VU » bz L7z, —F. 6~8 HEDHAIZE Trfajh 218
BLE~wTANLELN-EIEN~2 27 7 —2 T, PKR. CREBx+—+Y &
O"CREB®D U VB NFEBIZED L=, £72. DHARZER L2~ 7 A 2B\ T
TRTA T ARAT 7 X —E 1 RO 2AN MM SNz, T A5, DON
[ZPKR & )CREBIKAFAIICIL-6 FEEAFHFE L, 2N O ORKRITHNER X T —ETF
PN, DHAZRHIFEBER LI~y 2AnbB b~y r e 7y — 2 Tl S n
mlEZ LN, (BIF200)

PKRMXDONIC L > THEIND VR Y — L8R b L ARED EicEDE
ThHDEWVIRERERIET 572012, RAW 264.7 #ifiZDON(0~1,000 ng/mL)
ZVEH 27, DONIZEFHIIZ ﬂ%jJu 5 4y AT I E R FAYICINKL/2. ERK1/2 K&
Up38 DV VR b ZFHEE L. 1~5 0 LUINICPRR & &AL uto it DONIZ &

ATR M= AFEEIT. PKR v 7 X7 AAREIZ BT, WZPELE STz,
(ZHR201)

B. =/,sL/—JL(NIV)
(1) aHsHE
NIVOR O EIZ L 28 ELDs) A2+ 1 1 1R LT,

£11 =AL/—)LNIV)OSEMEOSHREERICE TS LD, E

BV FE K OSSR LDso e

(mg/kg (K HE) STHR

~ v A, ddY. M. 6 i 38.9 202
7 v ~, F344, WEHE, 5 Ml 19.5 203

6 B DIEAAY~ 7 A5t B NIVOLDso 1%, %045 T 38.9 mg/kgihE, e
W 5T 7.4 mg/kglAE, &5 T 7.2 mg/kglRE., FFIRNKE T 7.3 mg/kg/AE
Tholz, BMOTEHOETIIEIIZ3 BUNIZEZ Y, BIZEEE 2 H - M & Hifnn
Bl i, (B/R202)

F344 7 v MZEBITHNIVOLDs 1%, #O#% 5T 19.5 mg/kgRE, K T#HET
0.9 mg/kglAETHY ., TRILOHEEILED D ~MN R 57, (ZH203)

7 EVIZ 1.0 mglkg (RKEDOHEDONIV % TG LR B RO b7z,
4-AcNIVO . T 5. Ti3 0.4 mg/kglAE CIRMEDEHZE I N, (ZH204 #303)

F 212 1.0 mg/kgREDOHED 4-AcNIVEZ E T#HE L7-FER. 30 0% I2IEH: )
BEREh, 1 BRI E Lz, (3H205)

A X|Z 4-AcNIV % 0.1 mg/kgD HE TEFEARNHE G Lo/, 4 CH 1 TI2IEH:

B bivlz, (ZH204 #303)
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(2) BRHESHE
# 1 2IINIVEREIC L o EaEEERBROR R Z R LT,

12 FE-AL/—LNV)OROXZEHEBREICETESEEERAROKBR

575k B5R LOAEL | NOAEL
RS |FE). AT AL (mg/kg 1| (mg/kg 14 5% STk
R (mg/kg | (mg/kg ®/H) | &/A)

gED | RE/H)

pihe 30 mefkg FEHCRILERIHD
C57BL/6  |IZfH, (0.5, 10,]0. 0.6, & L ER O B 2 OVE
6 i 24 H 30 1.2. 3.5%| BEMIOAEY UEY — 2D 3.5* 1.2%  |INUSKEER | 206
(1 7 6 D) B
TR 0 0, 0.014,
-2 5 0.071,
cs4p16. 7[5 5% 0.355, |- 8.870 mg/kg (/A T
o |7ET 1.774, SR BN RBEOW o o | mgrns 96
(1 BEHE 10 ﬁﬂq@ 8.870 /}‘&(};f/bﬁ 9‘773“;«77 : -
po) ). mefke i | 5 — TR TgG ORI
# 3 [a], B 3
28 H B
~ 1A

; - RAHERD, (REEE IS
vEl

lefﬁmﬁ %mi 12 30 1.4, 3.5%| —EIEMENSHERFBEN, 0.7% PUKEER | 207
10 15) RE MR
AN + 6 mg/kg fAEL B CIHERUER
Sprague-D |{REH, 0. 0.6 DEEEYHD, REEEOE
awley, 6 |14 X/ |0, 6. 12 1‘2*,; N (N A= AN 0.6%* 208
Hin 28 H ) CYP2B1/2 ®¥E/in, CYP1A2
(1 #1E 5 J5) DR
Sk o MR K ONILIE A AL R
F344 ‘5ﬁ FEHRE O ETIIEF L
s ? BeH(R 0. 0.4, |+2.0mg/kg (KE/HF5H#ETH 9.0 04 203
(f —— 2.0 M R OOV i B B 8 752 ' '
12 10) )30 H JNU 723, FR BRSO R AT
TIEZEE7 L
LN
;344‘ 68 1R, 0. 6.25, |0, 0.4, |- 1.5 mg/kg AELLETHEER L5 0.4 209
(1 B 90 H 25, 100 [1.5. 6.9 4 : :
10 JB)
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- 100 mg/kg FEFLL - CHAREK
A wRfE, MARZERE, B BER
- O N AT S
F344 \6 - R DN % £ 5 4 HBR R
- TREH, 0. 6.25, |0, 0.4, FAAMENEIR, JPEPASHIN fa sl 04 210
N 90 H 25, 100 (1.5, 6.9 ’
(1 A ? ? .
10 75) ~%m¢@ﬁﬂukwwf¢
=
+6.25 mg/kg FAEILL EOMETH
I ERE ek
— % 51H| . *E‘B’C‘Eﬂ%@@f‘o/\/k%ﬁ
s A TREH 0.25. 5 - 5 mg/kg fRaELC AR R 211
uﬁﬁﬁﬁﬂla T - 2.5 mg/kg FiE} T IgA FEA &
h DR MR AR HE AN )
HER L
- 2.5 LUV 5 mg/kg fARhC L
AER L0, HFE R PR BRI BE 3 HE N
SR Ty (05, 25, EC I
F i ;;ﬁ 5. 38 II: - 6 &% 0% 12 mg/kg FRFCHK 212
(1 #£/E 6 D) 0. 3. 6, N, BEEE, AR
12 SR
- 3 mg/kg FARILL ECHE O
DA
- 5 mg/kg BB CILEEF T LT
VI3 ARTypH—F, &X
I RY R, T3 — AR
E@fﬁﬁfﬁﬁ oL s - 3 0% b mgfke fEFCHEE O
o e o, T i 90
(1 B 5 3) PEER K OREINEHT 5
wHINE
- 1 mg/kg FAEL TR OB E
b, Bk, HEss(k

*'SCF IZ X A ¥ B (E
“@%Mﬁ%mwfﬁm% HEE
xR 3 EI A 1 BHY 720 IO Lol

ORs4r V3

C57BL/6 ~ 7 A(1 Bl 6 PLIZNIVE 0, 5. 10 XiT 30 mg/kgs tefifla 24
A R & 59 5 MmN £ Sz, 30 mg/kgfkH 5828V T,
IRIMEREL DB BB & T hv7e Elﬁuizk%t@/ﬁz/}% N NSV 4 Wia/ N (NPT I F N
A—2%2 BEE, (REEINE, FaREEIC IRREII AR LN T, 30 mglkg
Al BRI B\ CEIEBIZRIC Dﬂ%m%®f))f/ LDOBENRRD
7=, NOAELIZ 10 mg/kegfi#t (1.2 mg/kegiE/H . SCFIC L 2B ) Th - 7=,
(ZH2206)

C54B16 ~ 7 A (1 ### 10 P)(Z 0.0.014,0.071,0.355.1.774 Xi% 8.870 mg/kg
{KEE/H ONIVAHE 3 [B] 4 R D5 L 7-fE R, 8.870 mg/kglAE/H R E5REICEH
W, AR Y CEEOIMEA, AR IRFEORE B mEFO T VY T
+ AT 7 A —BIEEKE PNIgGOA B /2EMFRO 5z, NOAELIZ 0.76 mg/kg
RE/HQ BE-VICBRE LIZE) CThH -7, (5FR96)

C57BL/6 ~ 7 A (1 BEMfERESR 10 PT)IZNIVA 0, 6. 12 X% 30 mg/kgs tefik}
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Z 4 BT 12 ARREHR G Lz, RERIZHWENIVIEZ, 5K CF nivale# %
E%. HRRICLELDOTHY ., LB LD & a XA TIENIVUSAD R a5k
EEAELRNE SN TS, AEERTFZ2EREE MG AL i, BT 4 EM
® 6. 30 mg/kgfAEHR 5RE K N 12 FE D 12 mg/kgfiELl FRERET, MTIX 4
KON12 ] & 12 12 mg/kgfil kL DR GHE THREORE BV ITE O biv,
MET NIV 74 A7 7 X —BIEHRITHERFEICEEM LT, WIRR & O
B 72 BT A BV s o T2 DR IAFERR OB 2358 b7z, LOAELIX 6 mg/kg
FAEHO0.7 me/kgihE/H, SCFRIC L2 HEME) TH -7, (BHR207)

@ Fvk

Sprague-Dawley 7 v b (1 B 5 IDICNIVZ 0, 6 Xt 12 me/kg s A9 5 ikt
Z 2 T 4 EMERE SR, 6 meg/kefBLl FOBERT1 KO 2 BRI%IC
BEHEOWA O RBPED LA, 4 BEZICIEZEE L, 2 B0 12
mg/kg/ H EEHE 58 C gk Ol oo #ekh & OFE *Hiikes 2 2258 B LT,
458 D 6 mg/kgfal Ll E O 58 CIIAFIR,. BIROFE xS E &N G B8
L. 12 mg/kgfi 4% 58 TIEARO M3t L OB g E & DA BB 23580 5
N7z, fF3 7 n Yy —AaizBW\W i, CYP2B1/2 »—Hra/esain e & 12, CYP1A2
DOTDRFBELEO N, BREERD ZHEIE L L7-LOAELIY 6 mg/kgfd
$H0.6 mg/kglA&E/R9)Th -7, (ZHE208)

F344 7 » M1 BEMERES 12 TDIZNIVZE 0, 0.4 X 2.0 mg/kglRE/H &G/ T
30 A REIFRHIRE O & 59 25 I8 BB e S 7=, 2.0 mg/kg{RE/H &5/ T,
(R DA TE I ME ) R O I N [ 3 7 D T2 N BT 7R Do 72, 1L
WFER L O LFRIRE CEF TR D oo T2, 2.0 mg/kglKE/BH 5
B CHTIE M OVl E B3 B IS L 72 AR EERR R E TELIZ R S h s
molz, (BH203)

F344 7 > (1 BEMERES 10 POIINIVE 0, 0.4, 1.5 X% 6.9 mg/kg{AHE/H T
90 HIREFIE L/-#ER. 1.5 mg/kelRE/A L EOFRSRETHRENED Lz, NK
TEMEDIMAS 0.4 mg/kg(RE/H UL EOEGHETRD LAV, (KERED Z18E &
9% L LOAELIZ 1.5 mg/kgiKE/H Th 7=, (£209)

F344 7 » M1 BEHERES 10 TDIZNIVZE 0, 6.25, 25 X% 100 mgkga BT 5
fAlkt 2 90 HRIEER S5 NE#H 5 EMERBR AL S N7, 25 mg/kgfithbl - #
BREOHER N 100 mg/kglil k% 58 O CHE R EEBD 58O b, 100
mg/kgfAEHE GREOMERE TIX, Mgk, B2 & O EZEOHE LB 1RO 5
iz, F£7z. 100 mg/kegfkH 5REOMETIE, RO EER CHMEENH

9 JECFA THWTWAHE(IPCS:EHCT70) % AV CHE & 2 HE
Fii iR E (kg) EHE (@A) | Bk (KE/H)
Z vk 0.1 10 100
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BIZRED LTe, BMERBOBAE B, HETIX 100 mg/kgfikt, #ETIX 6.25
meg/kgfil L EDOFERETERD b7z, 100 mg/kgfath% 5-#f O MErE < i/ Mk
K OFRIMERFMN A BIZHEA L, 100 mg/kgfil R GREOMT~T /o B U BED

BB N ST, MRRFEEIER TlT 100 mg/kegfilEHE 57 O MEME TR iR ZE
. B RS RO . T ERARETE O MR % ££ O FE RO OVE A
PEAER, JREPASHIPRR O M 72 EN A B vz, LOAELIT 6.25 mg/kgf (0.4
mg/kgREITAHY) TH 7=, (&0£210)

@ 74

7 2 (1 BElE 6 TO)ICHERINIVE 0, 2.5 XX 5 mg/kg THshn L 7=kt % 21 B E
BRI W ER, BRTH, EE, —BREOZILZ RTHBEITFRO T, &
BELROESREEOELS 20 o T, RIS E CIINIVER SO —E THE B
OB A EBIENRD biLZ, BRSO HERFHRBONEO N, 2.5
mg/kgfafHi 53 I CREBMK R 72 IgAPE A E O HEIME R & NgGEAL & D
BMERN A STz, (BRE211)

@ =9JkrY

=T U B 6 P)ic. NIVEZ 0. 0.5, 2.5 X% 5 mgkg TR L7kt %
20 A HEER S E7ER, MR ORERED 2.5 X5 mg/kgfiBHE B CHE NN
L7z, WiZ. NIVZ 0, 3. 6 X% 12 mg/kgfft L LREEICRBR AT -/ %R, 6
F Y 12 mg/kgfiHERREIZ BT, REEMEBENED L, BEE & ORI %
D39 6 %l LTz, 72, 3 mg/kgfi Bt UL FEERFEECHE XL ANRBD Lz, (&
#%212)

EROREB(Ae L AR, 1B 5 PDICNIVZ 0, 1, 3 Xt 5 mekg THRANL-
fAetz 50 HEER 72, fAHEREIIED L7223, KE, INAEEMSEK YN
BRI T BB o T, MFFOT NI T3 AT 72 —F £X L IE
BN OV )V a— AT 5 mg/kgfAEHEREE TR Lz, 3 XU 5 mg/kgfilBHE B
D 40~T5% THHE XD A, + 4N H M ORI RE A N R EIN A2 F 3
HEINE DR b7, 1 mglkgfBHEREE O — CHIROM%EB A, JER KO
Mg b 3588 Havtz, (ZHE90)

(3)IEHSH - BHPAM
@ BrEHHR
# 1 3IINIVEEIC L 2 1BEHEERBROBRE L R LI,
7 O CHTBLI6 ~ 7 A(1 B 6 PL)ICNIVZ 0.6.12 X% 30 mg/kg(0.0.68,
1.51 X% 3.84 mg/kg/RE/ A HY) TIRA S 7= 2 1 ERIREHR 55 5 K EH
RN E Sz, RBRICHWIENIVIX, K CTF nvalex 555%% ., MR
RIZLEEHDOTHY, XHRICE D & T A TENIVESO N a7 2EA LR
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WEINTEY, ANIVLARRBEH E SN TWD, T XTOREGH CTRE & fAHE
& DA ERFELBDNED biviz, NIVESE CTIIATE, &gk OHiR O
Sidas EEA B U, A, BN, R K OMEUR o> A8 it idias 2 &% FH =R 79I
BRI L7, AIRE L O ER# 22 kwf\ﬁﬁ\%%\%%\mﬁ\
B. BIE. TEE, UNE. WE., 8. U "8, REOVNMEIC EGEL0R5Y el
72inoTz, 6 AI21E 30 mg/kgfBHE SRRV T, 1 F1ZIC i 6 mg/kgﬁjﬂ
UL E#BRHICBWTHER R AMEKE ORI N R 547z, LOAELIE 6 mg/kgfith
(0.68 mg/kgRE/HIZMHYE) TH -7, (202

7 #iEOC5TBL6 ~ v A(1 Bl 42 PO)IZ, NIVE 0, 6, 12 X% 30 mg/kg (0,
0.66. 1.38 i 3.49 mg/kg{AE/H fHY) CIRA I 7=kt % 2 FRRER 532
GRS T, RBRICHWIZNIVIE, KK CF nivale’ 55315
MERICLEZDLOTHY, THRICK D L a A TENIVLUSO Y a7k 2L
L72WNWESINTED, AcNIVE A E STV D, X TORGHE CTREHEN
I U, faEHERUE O H BRI 728D 838D Hiviz, 30 mg/kghi % 58T
(XA kT EE = AN L, 12 mg/kgfal B, E O SR G x EE&SH RIS
Lice MEFDOT NI Y 7 4 A7 7 X —B K OIET AT NWAVIBIEEIRE 7S FH &K
RN L, 30 me/kgfi Bl 5-HE THE Th o7z, WIRAY K OHEREFRIBLE IS
iswﬂ\@“‘zn@&ff%% IBWTHLNIVELICERT 2 L B2 b EEOFHR

RO BN oT, BARADOERBITIZEAENY U ETHD, BERORE
Fﬁﬁ% I35 DR Do T, 30 mglkgfaBHE GRETIX U >/ FEDORITDE < pli s B
BN ST /NBIZT I a A R—=Y AR SN2 FEHRIT 12 X130 mg/kg
FAEHEE Tl > 72, LOAELIZ 6 mg/kgf#}H0.66 mg/kg{AE/ B IZFYS) TH -7,
(ZHE213)

%13 =/L/—)LNIV)DEESEHRBRREE
5 i B LOAEL | NOAEL
S (AL, P i (mg/kg | (mg/kg | E*E STHK
R (mgkeg | (mg/kg {KE/H) | (kE/A)
k) {RE/R)
+ 6 7 A2 30 mg/kg £l
BHEE, 1 4E%12134 NIV £
<R 5B\, ABEDOAIM
C57BL/6C R, e, IR, AR
rSlc TREH, 1$gb 6. 12, (1)‘51)'62‘8 4 DOHEERFHIESEZED 0.7 75{%* 202
(1 Bt 6 T PRI O FE B O HE
PL) o
R RE IR D
NoT-,
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~ U

rSlc
(1 B¢
JC)

C57BL/6C

T RTCOFERECHRERE
T
- 12 } O 30 mg/kg fRBHE
2 “C B it skt 21 =)
+ 12 mg/kg FARHED I E
0 0 A0 000 | WmROWDS . T bV E 07
T ATy B—RBELIFZ T
NALHE T o 137 i
TEH BRI
« NIV Z 5 & 3 2 @5 T
RO LN T

NG

B, 24F 5

it 42 30

E;m
'rrmb

213

(4)

@ =t

NIVOT 77 b &% ¥ UBIAFBDIZ L 2 I R~ OB LRI 5720
2. 1 BEDOC57B1/6xC3HF; ~ 7 A (1 BEMERES 15~26 B2 6 mg/kglAED
AFB1 ZJEFEN#E- L, 6 BRIZICNIVEZ 0, 6 XiT 12 mg/kg TIRA S & 7=k}
Z 1 FERREER G T 2R BN EM S, RERICHWENIVIZ, K TF nivale
EREEG, HRRIZLEZLOTHY, CERIZL D L a2 A TENIVUSO U 27
BUBREALZVWEINTEBY, ANIVHEABRH E SN TWD, 3EET X TOHRE
CHF MRS K OBRAE S 42 L7228, MEDFEAERIINIV 0, 6, 12mg/kglifhi% 57
TENEI 31%, 21% L 0% ThH -7z, (5214

F344 7 v FABHE4A~16DIcy=F = YT 2 (DEN) KO 2 #RE#ZIZ
AFB1 Z H[EIEENZ G L, D% 6 BFIZi7- > TNIVZE 6 mg/kg (0.6 mg/kg
{REE/H 10) TIRA S E 7R 2 IR 59 A FHIIF RS ARBR A E Sz, &/
BRIZHWZNIVIX, KK TF nivale® 558, BiRRIZL7ZHOTH Y | STHRIC
KAETATIENIVUANAD N aTFtrmEELRWEINTEBY  AcNIVH A
R & ST g, RERFMEZE 3 8 B ICH O UIRRZITV, 85 8 B (TR
IIREDFIETH HGST-PRERL /L 2 FF 0 -S- b T v A7 = T —B )BT
AHPREE D B 2 FR 7o 5 NIV B 58 ) O'DEN & O 5.3 CIIRE 72
TAbaF & Z &2 ho7-, DENEAFB1 #5823 TILGST-PH RG2S
BHEICHM L, DEN, AFB1 XONIVZ#& 5 L7=7 v MZBWTIE, GST-PEE
MREOEBOBEMMNFED bz, (BHE215)

EERESN
#1412 NIV #&REIC L 2 BT EFEERBROMRE R LT,
ddN~ 7 2 (1 g 3 PELAB)IZ, NIVE 0 X% 0.4~60 mg/kgRE/H TR T, I8

PER ST D45 L7 R, NIVIR G2 K0 A F AR o FERiRE o —&B

D

BN RO ZEEMBESEMRE TSRO b Z(HEOTHZ L) . (BH216)

10 JECFA THWTWA#E(IPCS:EHC70) % AW CERE A HEE

T Je ik (R i (kg) HiR g/ H) | B (glkg (KH/H)
7vh 0.1 10 100
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IEHRICR~ 7 A (1 Bl 10~11 IE)IZHEHR 0~18 H O, NIVE SR 7 £k & NIV
230, 6, 12 X% 30 mgkgk 725 X HIRASIH-EE 24z 0~18 H OHFEEL
SH7, 30 mg/kgﬁﬂ%ﬂr%%a:jsu\f%b%fﬁf‘fﬂzl@t%mﬁnﬁﬁw JRIR CAFERD

BT (82.6%) K OHER DAL BALEEE DENNED bz, 12 me/kefifil k
Tix, MROEENFEEIZED Lz, £, %lJ@izﬁ)EzICRv 7 A(1 B 5~10 JC)
(ZHER T~15 B BIZ/MT €, BRINIVA 0, 1. 5. 10 XiT 20 mg/kglKE/H Tl
BO#E Lz, 10 mg/kgRE/H UL EIRHIR O # G ICH W T, BEmOFERE
FEHE PN K OBERE & 5 WO IR R BRI DI FE O HivT-, 5 mg/kg{AE/H LA
EEEAIR OBE LI BEORRIE O E NIREEINEENTR D O, BammEis
bR o Tz, (BRR21T)

£14 =L/ NIV) OEERESERR

5 i o LOAEL | NOAEL -
@RS | (A, # _ o (mg/kg | (mg/kg | & //'.”f
o |(mekef) (melke RE/R) | 1A/ ) ik
#£h /)
~v A, ICR + 30 mg/kg FABF CRBIM O
(1 HEME 10~ [IREH, 4EBR|0. 6, 12, (0.0.7.1.4,| EHININHIK O L 0.7 MOk 917
11 PB) 0~18 H |30 3.5% 12 mg/kg FAELL ETRRIERE : # 5
R
~7 X, ICR =y - 10 mg/kg (KE/B UL L TR
(1 #étE 5~10 | pu B0 O 1 FLH P B OV
#H 0. 1. 5. | .,
= K). R T 10. 20 ik > 1 217
N1‘5 . N + 5 mg/kg KE/H L L TR
|p =31kl

*:SCF |2 L 2 B

(5)Efns

NIVOBLEHERBROER LR 1 5ICFE L DT,

NIVIZVT9-Effa(F ¢ A =— A/~ 2 A X — il KR LMIIR) & AW = in vitroT
OFRER BV TR B EEEEA 27 Lic, RENEMEL R OIFE T (+S9mix) THL (4,
EERENDOT DR O, MRS RZZH(SCE) DEEE D o3 ) 72 N 2358 D
b, TNOBEINTEEITFFFENREOTHY | # o VB EICH

KT25HDTHDZ ENTREBINT, (BHE218)

V79 #EfE 2 IV 7o Qe R ek |2

ZEWT R NUER I U LIER L NIV

I%. 0.001~0.03 ug/mLTHIRD 2~3 EDHKOYREEREZFHER LT, (BH143)
V79 iz AWl R ERBRICB VT BYE, REXTI 'R av)
R L7ENIVIEZ, % %0.03 ug/mLCTHBD 2~3 FDEDYEIREE ZFHH LT-
2, HBBEEIL 5% LT CTh -7z, (S5HR144)
v-Ha-rasiE ABALB/3T3 ,%Hﬂﬂ’ﬂ%ﬁﬁb\f:%ﬁﬂ;ﬁ WEEHLT v ' A R TIINIVO A =
vI—LaryROTaE— g UIEHITERD bR oz, (BIR147)
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CHOMR K NICR~ & A(1 B 4 VD)% VT, NIVO L~ L E Rk E R
(2 Xy b7 )M Thiiz, 50 X100 pg/mLONIVIZ, REEMHAL R IEIFE
T CCHOMMDDNAZBE LTz, In vivoTD A A Y M7 v EAIZTEBWTIiZ
NIV(ZO meg/kgRE) D% 0 #5112 Xk DNAE G/ &g, ”E"‘é"‘ﬁ\ . 5K OWERIC
RO LNz, BEENZEETIE, BIBE2BRO CDNABRGIIERD b ho Tz, (BR
219)

Ko AV 2=y 7 (Tg)~ 7 AMuta™Mouse) ICNIVEZ &5 L., ZigisicBF5
EIRBEBDOFRMELZFTARTFER, WITh b ThoTz, —FH, aAy N7 viA
TIIES R 2 b > THREORENE L1, (ZHH220)

£15 =/L/—)LNIV) OEESERBRER
A:in vitro& Bk

. . . - - SR
MR B AR R RANEME | A B E Sk
bR L | {bRbHY
kgt ik | T A =— XA NLAHX — g A7 R
g V79 4l 5~50 uM/plate g5 k51t 55514 218
. \ Fr A == ANDRAK—
H Al ~ 2y 2L
Jefa (RS V79-E Sl 5~50 nM/plate | f&E FaR51E 218
. \ Fy A =—ZNLAZ— {0001 ~ 0.03 |
Ju e —
REERE V79 i ug/ml GX) 143
. ) Frx A =—ZXNHAH — itk
Ju i —
Yutt (R B H V79 i 0.03 pg/mL 3 1%) 144
i v-Ha-ras i A BALB/3T3 N ~ _
T B s - R 0.01~0.2 pg/mL | &tk 147
DNA #& (=
A > +7 v & | CHO #ija 50, 100 pg/mL [ e - 219
1)
% : S CIRY Sy (KA
— : RtBR
B:in vivoE&
A R R o
3] BN RANNDR ZIN =] j(r%}:\‘
0 e -
DNARE (2R o WO wnge e R, Be6 WL EBRORS |
7 &) ke JEENEE S - B (R 72)
g - I AT 2=
7u bk 7R =
RIREROEH 7 <7 A (Muta™ | &1L 220
FEAE
Mouse)
DNA #1E (=
Ay ET7 vk | wUA Bt 1L 220
1)
1 BRI S X NIV%v 7 220X L6 mg/kngKET 1B & C4RRHRE NG L 2 A,
Al . B, H%HJ'E % Bt FPDEG. B 6 K OVILige i 2 %ﬁﬂ@ IS ME] ;‘Eb\'é‘hwiirﬁaféboto
F7m, aA vy T oA OBEEOREFRIL, Hﬂﬁ&@ﬁ I’E'<of &bba”btk INTW3A
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(6) Tt (RE=M - MRSHSE)
D RESH
a. REEBE~ADEE

BALB/c~ v A(1 it 10 PO)IZNIVE 0, 0.2, 2 X% 6 mg/kgDIEE T 438
MoKk # 5 L7, 14 B BIZY VT X 7 H(Salmonella Enteritidis) & F4: X &
TefER. NIVIX, v~ U AOEGFRICEEL RITS ) o1, (BH154)

F344 7 > b (1 8% 6 T, M2, NIVZ 0, 6.25, 25, 100 mg/kgiREHO,
0.4, 1.5 X% 6.9 mg/kg{KE/H (ZFHY) T, 90 B EIREEFE 5 L 7-#5 %, 25mg/kg
AR E O 5 RETHRIRDOTY > /<ER/B Y  /NER(CD3+/B220%) th i3 #¢ 5 & (2
A7 L CHREIZED L, 100 mg/kgfifH% 5128V TCD4*T Y 738k (~/b
N—=T VY > /3ER) /CD8 Y » RERGHFEEMET U o ER R FEEISHEM LT,
TRTONIVE G TNKIEEOF B EMAEHE -, (Z/E209)

b. m&rh IgA LRILDELRT [gA B
NIVIZDON & [FfRICIgAIC )T B L | ~ 7 A CIgABIEN A ST
%, (316)

C57BL/6 ~ v A(1 B 10 PU)iZ 0, 0.014, 0.071, 0.355. 1.774 i
8.870 mg/kglAEDONIVA I 3 [0] 4 ARG A BECALE : 5%7 787 I A4
KEEHR) LT fESR. 8.870 mg/kgREHE GV T, MAFEFDOIgGRH EIHY
MU=, IgAICELIZRD Lo -7z, (BHR96)

C57BL/6 ~ 7 (1 B 10 PB)ICNIVE 0. 0.071 X% 0.355 mg/kg(A&E T,
¥ 3 B 4 BERAEHEROBEEEEE 5% 7 7 7 I AKIAEK) L7 iR, maEhIgA
1% 0.071 mg/kglEE N OLAEIHEM LT, (ZFR168)

C3H/HeN, C3H/Hed }2 O'BALB/C~ 7 A(1 &£l 9~12 D)2 VEERINIVE 0,
6 X% 12 mg/kg (0, 0.9 X% 1.8 mg/kgAE/B 12)EH T 2L %2, 4 XX 8
WREEF 5 L 7= 5 NIVIEEUEE CHRERE~DIgAILHE & O EIgADBENINAFE
Do, B 8RR D 12 mglkg SRR S CHE ThH -7z, (BHE221)

BALB/c~ 7 A (1 & 20 PT)(Z, NIV% 0 X% 15 mg/kg{A & CHEFRHIFE O
BH L 24 R FE TY VSR E ORI 2 B3 5 B i MERER N e S vz,
XA TR TIE B % 9 BRI LA IgA RS 3 A BN L 72, 3 BRI oy
BE L 72" A U ClE, pan-THIE &% Upan-BAfE I N2 AR I O F B 72
BORRED BT, 9 RERIRICHBE L 7231 =LK T3 X T OBl i
M, FFICIgA*BAIITAERICHEM L, T DO%IgA* &K O TgM*BAfaEiT xR L v

12 JECFA THWTWA#E(IPCS:EHC70) % AW CERE A HEE
Fii iR E (kg) EHE (@A) | Bk (KE/H)
~ 1A 0.02 3 150
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BWEOEEThHoTo, (BHR222)

OVA-TCR Tg(OVARBRMTHIfE L 7 X —h 7 v AV 2=y 7))~ A1 #
- 4V0)I2 . OVAE AL E NIVE 0 ik 6 mgkgDiEE (0.9 mg/kglKE/H 12)
TETRCEIK & 2 B SUTIFERICE 2 724558, OVAEM T, MmiFHOVALE
HIgE, IgG X gA L~ NZHRIGE, IgGr & UNgA L~ L 238075 23,
OVAL & bl ’NIV%%EELT% & WIgEEAN NCOVAKRMIgE, 1gG KT
[gAFEA M IZRE SN, (BFR223)

F344 7 v ]\(1 REMERES 10 PE)IZ, 0, 0.4, 1.5 X% 6.9 mg/kg{AE/H DNIV
% 90 HREREETHR G 9 D sl £ Sz, 6.9 mgkglRE/H &R
TIgMOAB B 728 MR S iz=n3, [gGR IgAD L)V T2 kL Lgmo iz,
(&2HH209)

752 (1 B 6 IDICRERINIVEA 0, 2.5 X 5 mg/kga ekl 21 HFIEH
SHToRER, XREE L R EHOMICMEEFIgGA L~V OBFERZITFED b
o7z, 2.5 mg/kgfaEHE BREIZ B CRFRIR TR 72 TgAPE £ 2 O BEAME A J Y

IgGREEABOB/MEM DA HLZ, (BHE211)

£#16 =NL/—ILNIV)D [gA EE~ADFE
R TELE D b
K &E‘jﬁ‘{i({’/ﬁ\' = &) Ej/bflﬁi = 7—;/31&6
[HLZpnae 171)\ HR FT i /J\?‘Q’q—-% Ofgﬂi%j(ﬁ ﬁi‘% ik
(mg/kg | (mg/kg (mg/ kg)ﬁi (mg/kg (A
ﬁﬁﬂ) {Z E/ H ) H/H
/A)
0. 0.014,
. 0.071
R )RR 0 ¢ N
CorpLe. 6|F6%T 7 N 8.870 mefkg (K 57 o
(1%& 10 /%) ”7;‘: gg E\ ﬁi%?g | Igﬂ?g@;gg A - %
418 4 3
[ 5
B0 )R O 0. 0.071.
gggﬁm 6 —@(5% For 0.355
S ) éwk E{E %ggz% ﬁg - A IgA o#m 0.03** 168
%), 1 3 1A
(1#%10@)4]@ E&E‘
v U R
C3H/HeN
A - Iy IgA DO .
C3H/Hed . e e
RAE. 4 X 0. 0.9. |-G H:I/\)IgA =3 a;-c_ »
E%L]ggi(lgg s 0.6, 12/1 5 b7 wowmmmy 09 K221
12 IT_E)
~ |7 X ~ B4 X « )0 + ¢ ’j
BALB/C\ B IEI gﬁ %IJ 7f\j: /\4 I/]/4J:ﬁq] Ingﬁ.ﬁ‘f“ﬁiﬂ D
5 i H o 0. 15 B, Yo SEEICS s 292
(1 B 2 0 (10%DMSO % pan-T #HfZ, pan-B ##f
JC) ) DR
AT VT -OVA IZ L 5 ERR7: IgE
3+ (OVA) %*j* 2o 6 |o. 0.9% | mEAWNC OVA #amm|  0.9% 223
e R T HAA e IgE.IgG1 & O IgA FE4k
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XA Fap-T Z A EICIHE, Ao

~ U A IL-4 pEAEFRSE  IL-2 FEAE
BALB/c. HK
8~13 A,
HE
7 v b \
F344. 5 80|, 0. 6.25. |0. 0.4, |69 melke (KE/H R
: VRN, 90 H T IgM 41 6.9 209
i(l) E)ﬂk&t&% 25. 100|1.5. 6.9 IgA. 1gG IZZL7e L
] ~MET O IgA [T E T
7%, 51 H L CHBRZERL
s _|/R#E, 210 (0,25, 5 - (2.5 mg/kg Fik} T IgA FE 211
(1 Bfi 6 58) %%@ HeF T 4% 17 O 38800
LH [m

FHRERREN VT ERRELHEE
**E 3 A 1 BHY 7m0 oA Lo E

c. a4 bHA4UHR

OVA-TCR Tg~ v A(1 B 4 IE)IZOVASG AR & HICNIVEZ 0 XiT 6
mg/kg% & TeREIK 2 % G544 . SR B DA A 2 HIE LI R,
NIV#: 5.8 TI3IL-4 FEAE DOTE K IL-2 EEA DM D b, (ZHE223)

> C3H/HeN~ 7 212, NIVZ 0 X% 12 mg/kg (79 1.8 mg/keglkE/H 13)&
TefAlkl 2, 8 EMIBEEHRE LIofE R, NIVERERED A Ui Y o RERiC k0
T, IgAFEAEMENEEICHEM L, $72, 26 OMIEIcB W TIL4, IL-5,
IL-6, IL-10 %X O'TGF-B(Th2 24+ k4 ») mRNAREEIN L 7=, (BHF224)

LPSTHIFNK L7z~ v 2 B8 RELRAIZIC, NIVXIZIDON%Z 1~3 uM®D
B CENENEMOOIFRE L7 fE 5, LPSFFEIC L 51012 L1IL-10 B
A % A BIRTFROICHNE] L7=23, TNF-afEA 138 L 7=, (3/H225)

d U RRERICHETE7REF—R

BALB/c~ 7 A(1 Bift 5 VD)2, NIVA 0 XL 15 mg/kg{AHE/ B TREOZS L
AR R, NIV E5#% 3 BfIZIZ A AR CHBIZT AR b=V A EHE L,
X DICHIRCIE 6 BEMZ IR IR 7R b= 2R ZFHE LT, MR, X1 =)
W OBBRARE Y o it Tld, CD4* & CD8HHERAIZ 7R h— L ANHE S iz,
(&2HF222)

ICR:CD-1 ~ 7 A(1 ### 5 )2, 0, 5, 10 & 15 mg/kgREDONIV A #% 0
hE L 12, 24 RO 48 FEE#% IR, g, 1 =Rk T 5 U RO
TRV RAOETERRTZ, THRBF—VADRFEINTY 2 EBREIT, 12
] G BARIEAC IR, S A T AARIC BTN L7z, g Tl 24 B4
icE—2 Lol (2HR226)

in vitro T, JT74A.1 HifaZ NIV(10~100 pM)FEFE T T Lok 5. B
RERNCT R h— A EFHE L=, (2HR83)

13 JECFA THWTWA#E(IPCS:EHC70) % AW CERE A HEE
Fii iR E (kg) EHE (@A) | Bk (KE/H)
~ 1A 0.02 3 150
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@ mE=%

C57BL/6CrSlec~ 7 A (1 &4 6 PO 12, NIVZ 0, 6, 12 X% 30 mg/kg(0, 0.68,
1.51 X% 3.84 mg/kgFE/H ) EH T B 2 1REER 5 L7-FER. 6 » A ?ié iz
1% 30 mg/kgfAEHE BREIZ W T 1HZI2IE 6 LT 30 mg/kgfibHx G-HECTHE
HIMERE DR B R 572, LOAELIE 6 me/kgfikl (0.7 mg/kegiE/H I éu)
Thol-, (5202

C57BL/6 ~ 7 A (1 i 6 /D) 2 AV T, NIVA 0, 5, 10 X% 30 mg/kg & £
FHANBRCH AR EX ST R EZRINZHREET 25 24 BREOEHERGEERNE
BE ST, BERRMERED &8 A mERED Y 30 mg/kgfikt 580K 3.5
mg/kgiAE/H, SCFIZ X 2 HEM) CRO bNT=A, MOMKRFER T A —4
EHIE R, (REIEINIE QNS ATHR, fohe i OMoRR O B &I BHE 2 A ITRD b/
nolz, (ZHE206)

F344 7 v (1 BEMERES 12 PD)IZ, 0. 0.4 XiE 2.0 mg/kegl&E/H ONIVE 30
H EBRHIRE 035 U725, MiRFa e QAL T A — 2 [ ZA B IR AR
bR o1z, (BFR203)

@ it

b RRMEMEYSEEL7=Y VNERDin vitroll BT A~ A FY = UMD
FEIZB T ANIVOIREER 2 E Lc, NIVIZEY 72 ng/mLOJEE THEIEA
50%HE L=, (5[E227)

PHA(IC50 : 350 nM)<°AR—2 7 — K(PW)(ICsp : 270 nM)IZ L % & hRREIM

SEELT-E B U NERDEAEIL, NIVICXE WRES -, £7-. NIVIZPW
DERTHRE I a7 ) o OAERMEZRE Lz, DONIZBWTHREEDEEE
FHCTZOEENBDO LN, NIVET-2 hx2 v, VT RFFU IR —L Y
IXDONEBERT D &, &7 a7 U U ARBEOHIMERNFRO bz, (B8
228)

RAW264 ffifa % W CTLPSHIIKIZ X ANOEEIZE LIFTDOND 5 W IEINIV

DA% in vivoCRE L7z, NIVIZ 125 uM/mLEA_E CTHEIZINOS D A % i
L7z, (ZH199)

LPSCHIANE Lz~ 7 A5 hi B philiaic, NIVUIDON%Z 1~3 MO
FETENE VIR X[FIRE CRE L 7= k5 5. NOEA DD K OMHC Y 7 11 &
HIRCD1 1oy T DI HF8D HILT=A, #BhHE Y F CTdH 5 CD86 FIH~D
%ﬁ%ﬂifmw 77 F7o. NIVIZBEICEMRHEOEIEZ G S Lz, ZOHR
IFDONTIXERD bRy~ T2, MR IELPSFHEIC L AIL-12 LIL-10 EEA % A
BRFN anﬁ%uwdbx TNF-afEA TR L 7o, (Z225)
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C. DON & NIVOBEEEE
(1)in vivo
C57BL/6 ~ 7 A(1 B/ 10 P©)IZDON% 0, 0.071 X% 0.355 mg/kg{iE D & T,
M XFRAEONIVE & b2, # 3 [\ 4 BEREIRORSGRE : 5% 7 77 2
LOKER) T 2B EBMERBROFEM S, FPRKSIC LD mMAEHFIgADEME Y
san=fraxX¥ (DCNBEZEE & LtGST(ﬁ@O)J:ﬁ AR 70 2875, &
7= M R R ERE O AN A RA 72 BB b vz, (BHE168)

(2)in vitro

DON&NIVODin vitrolZ BT 2 EEROREREZER 1 7TI2F LT,

bt RRFE Y > RBRD In vitrolZ B A PHA X IXPWIZ L f)ﬂi”?%f(%ﬁgéf‘ﬁf%ﬁﬁﬁi&&f
JDON., NIV, 7% hF UL —L(DAS) K OT-2 k¥ OEJMEH 5\
BERBOMFERMRE Sz, WIFhoBERLHEMTY //\ﬁzﬁ%%ﬂuﬁ%ﬂ
IC50i%. NIV (ICs0: 350, 270 nM; PHA K O'PW DJIE) ., DON(ICs0: 430, 380 nM)\
DAS(ICso: 4.1. 4.0nM)., T-2h% > (ICs : 1.4. 1.1 nM)Th-7-, NIVQ
X107 M) £ DON@2 X 107 M) ZfiA &b -5HE8 OEER X, BN TH Y FEFE
B TiE7e o7z, DONET-2 b %2> IIDAS & A G DR 256 O EER I
T-2 % 2V IIDASEM L 0  [AZELLTISHE L7 Z &6, DONRBETUER %
BT 5 ENREsni, (BHE228)

7%= Bi(FBD., a-¥7 7L/ —/(a-ZEA). NIV} XDONIZDOWT, 74
MM O Con AIZ XD~ A b = EFEMHEMAEEIC KIETIHER S mET SN
7o ZEA(0.5~20 uM), NIV UDON(0.065~2 uM)idH &K 7RI HEFE & JH]
L. YEA 058 K 1ZINIV>DON>a-ZEADNETS - 7=, FB1(0.5~80 nM)| Tl C 82 L
2o tz, FBL La- ZEA’C AR R AICHE TSI 358D H 7=, DON & NIV Tl
FEZRBN B K OFEI RITZR D 7o 7=, (3H229)

J774A.1 #fE 2 NIV(10~100 uM) X iZDON(10~100 pM)TEFE T TEM TR A
B U7 fE . 72 BRREIC B 1) H1C50 1% NIV, DONIE MZDON K O'NIVOE A T,
TN 11.240.8, 16.8+0.2 XX 14.0£1.9 uMTH 0 | FEZEITFR D Lo
Too T VBERGFICT A =2 2FHFE L, ZOERIENIV T LY @0 7228,
NIV & DOND[RIRFIRFEIC L A ELERIL /e o7, (3H883)

T-2 ¥ LHT-2 bFvy, T-2 &2 &T-2 7 he—/b, DONENIV,
DON & T-2 COMAEDLHTENVBEIRE LICLDET 4 AV IRFAET, S
—R—F 4 AT X0 BERE (Kluyveromyces marxianus)\Zxt3 5 A B E% L
L7z, T2 ¥ &EHT-2 ¥, DON( 5~50ug/7 A2 )& NIV( 5~
100 pg/s 4 A2 7 )D#AE LRI 25 ng/ 7 L— FUATOBEICE W CHEEIERZ 2
L7273, DONET-2 ¥ v OfiAadbeix, #Hnenr Lz, (BH230)
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£®17 TAHXFI=ZNL/—LOON) E=/L/—=ILNIV)D /in vitrol=BT2EES/ER

- PHA X% PW HllJEhe i pa e ms oo [H 2
YERIIARINECTH D FHEA)TIL 2o 228
7~

NIV :1 X107 M,

\/] N Q \‘
€ PARIEY /R DON :2X 107 M

- Con A NGRSV EEFE O HHITEM
7 A i % #0.065~2 uM (ZHB T, DON & NIV Off A& 229
OFRIRZI RGO Hie o7

c TR = AOFHEIZE L C, DON &

JTTAA 1A A0 | 1y o R B Ao 83

R RE DON:5~10 pg/~ | - 25 pg/7 L — FEEELLFCiE DON &

(Kluyveromyces L— k. NIV5~ | NIV OfAEDEETARICHEREED | 230
marxianus) | 100 pg/~7’ L — HEgE 2 il U7

3. EMZBTZHRA
(1)ERERMIFTR
DONIZHEFE S D & 30 A BANICEL, EM:, TH., 8%, B0R. D F VAW
AL N o - AMERNEN S, (2H231) Bacillus cereus\” k1 A 1EH-EFEH
DFERE WAEMIZERT 5 BN BIBREEBICLDIEREZ S LIZERE Z
R0 LTE LV, (BH3)

(2) BEFHRF
#% 1 8 IZDONK UNIVICBE§ 2 I SEEOHE & £ LT,

£18 TAXL=ZANAL/—ILON)RBRU=/AL/—ILNIV)ICET ZEFHESF

4 JEA TR - VHYRE RN 2 W8 SOk
383 A 362 A
52@5&%) PIRIE 35011 00,4 D
- DON D75 YL 1% AN -
=i ko 5 | 0.34~3.75 me/kg(GC-MS : 2 iﬁ %‘i“(ﬁ%-f&/g%) ]%uo ‘Ej&;%
?ﬁ jéE %)\ 1984 |y 2o IR, 5.10~92.8 mg/kg(RIA : 3 ﬁ%%}j_; 211,1/6%)\ 2<32 Z M
. A S I (6.1%).
(T-2 (T, NIV IZ AR FRI5.20%)"

FE(5.5%) K& TR
H1%(0.9%

HE (7 DON o {5 e J& £ (X 2.0 ~|217 A ' 101 A

— v [1985 (RO E 40.0 mg/}{lgf(TLC : 14 fi) (46.5%) N FIE

FEE) (T-2 }¢ O NIV (a4

o O e a1 3 )

3 W O~22m 37 L%

{5@; Z? 1989 |/ F kY (T2 2O I\ﬁvﬁj\ TG e 1 o 1| 160 AT 40 A3 FEE

X)

i N o

11988 |, 2.1~57.9 GC : 6 Wik 5

Zy T b (-2 2 08 NIV (3. TLC 1 f -t (52.5%)

4. GC Tk
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TElZ NN R E 200 M 142 \75%¢
a4 3
) 7 (T-2, iT*ﬁtH%
R 'EgN??a{(? {%kr (TLC : 5 f#f
vV = ~ m
>, JE1(1989 *5\7’5‘:’:‘/ 593~6681§/ (GC : 21& ; 10 A1 10 AASFIE
FULH A (T-2 J (X NI iTLCf:uf A
X)) F. GC Tl M)
P NN .| * DON D {;% (jL : g ki N
A I N 2050 melkeg (rre Mo g (130, 141 Anss
& (T-2 KLY NI ﬂ@ﬁ)@“
BT
el - DON ¥ EHZ A RBITZENLEN
T 1990 5 S ek s| 057 melkg F08 0.099 me/ke 233
Lrg
A~ V[ FyEa om0 DON 2 A30ADON KO NIV <13
2 7 il & %t vs 0.05 mg/kg), 15Ac-DON ﬁfoc<, N
i 1995 |H& HiuJik oD 7> OF i (0.24 mg RET). NIVI)X O ZEN O&HF 234
1l NN O%GIng\&ﬁﬁﬁﬁ%EEEK
i 0 059 mg/kg) FHES
i Eu
i 1993 ig%%%% sk <1 0.49 mg/kg’Cé’?)o 235
Lk :
DON & 5 3 58 A O V-
N ey T (#iPH 0.005~3.9 mg/ke )
I3 (L P28 1 PBUNT I M Eﬁ{ﬁb\i&fﬁ i
Tz 1992 ‘I‘Hﬁﬁrgﬁ)@‘%‘é 0.002~0.7 mg/kg) £ Y A= 236
AR o7
L Tl 15Ac-DON J2 O* 3-AcDON D& A
%%ﬁ&k&l%f})o -
EEERON g Kk R v pasio NIV
B L L EODON T34 4 . 830
i 2004 |5 o 1y thogo| 927 nelkg KUY 42816114 pglkg 144
Ul ey 800 e LS
“DON@4 P 11 sRFHR C
0.34~8. 4 mg/kg), AcDON(24
L B 4 R BT 0.6~24 B o
MO &z mg/kg) NIV(24 S0EHT 2 SURHT 35| TR a0 . M amnezii
4ok ligg7 B EDBAE VT 0.03~0.1 mekg) R ONT-2 R, HIZ, UlR. ©| 937 934
LN D] Foo24 Bk 3 WEHZBW T EORIE, L, N
I 0.55~4 mg/k M-, R OV L fE
* LOAEL 137044 ng/kg { e & 7
ST a(hiot B0 Moz
S LTV A IS

4. FENBEIZHIT S
(1)FAO/WHO& BB S iR E P R =% (JECFA)

JECFAIZ, 2000 F£IZDON D FHi 2 Ehi L, ~ 7 A 2 IR & GBIV T
FHENAMEDRTRD BN o7 2 & RARA ERE(100 pg/kglAE/ ) TOEM OFEIfE
BT IREEOEHEE L VKN o720, ZOREZEIAEMFCEETH S LiTE
T, FAECTIMMOBEFENELITRD SNR0n-722 Lnb, ZORRICEBT 5
NOAEL 100 pg/kg{KE/ B IZZ 2% 100 # AW T, HERKMA— B EBIE
(PM-TDD % 1 pg/kgAH/H LFRE LTz, 2O L -YLOEBRE TIXRER, BE T
TSR L CTREEZ RIE SRV EERL WD, (B3
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Z D%, DONOFFHEEZITVY, 2010 4 3 AICFHEMRROBMENS AR INT,
JECFA I, 3-AcDONIIZAMEHNTDONIZRFH SN D Z &vn, 3- KT 15-AcDON
# @ {eAcDONIZDONE [Al—D#HEMEEZFTHE L, T E TODONDOPM-TDI T
H5 1pglkgRE%, AcDON%E &I/ V—7PM-TDIL T 52t E LT, I —T
PM-TDIZ R ET HICH7-0 . DONEACDONDOFEMELZZEMTH S & Li-, £,
72 DIEHEIZEA L TRy Fv—7 R—X3E% AV TCBMDL # 0.21 mg/kg{RE/H
EEHL, ZICKReRE 25 AR L, S RAEARD) % 8 ngkglkH/H &
RIE LTz, (B/239)

NIV {25\ TliE, JECFA Tix. ZhE TIEHlII THhHR T,

(2) EIRRAYA BFITHERE (1ARC)

IARCTiZ, 1993 HEIZ F. graminearum. F. culmorum)? O°F. crookwellenselZ Hi
k9 5FFZ(ZEN, DON, NIV, AcNIV)DENAMEIZOWTEHEZT> T\ 5, (&
FR4)

ZFOFRER. b MIRBWT, Fusarium graminearum \ZHKT DR DORENAME
X, FELA A2 TH Y. F culmorum kN F. crookwellense \ZH KT 5EHRD
t M T O2RNBAMEICET 5T —FIIAFTERP TSN TS, £, HE
BRE) 235157 5 DON, NIV &Y AcNIV OFE 0 AMIZ SN TR, FEILAAR+5C
bHLEINTND,

fim & U C F graminearum. F. culmorum Kk (N F. crookwellense \ZH 37 %
FRIL, B MIRHT2HBBAMEICONTHETE RN E STV HTARC 03 A
SO T NV—T 3),

(3)EMEFE= (EC) DELFFER B2 (SCF)

EC»SCFIE 1999 4£{ZDON, 2000 4£(ZNIV, 2002 £4£(ZT-2 %>, HT-2 b
¥ NIVEUDOND 7 )V —7FHHIZET 2 B REEZ AR L T 5, (BE31, 32,
33)

DON {22\ TIE, ENAMEROERFEMITFRD bRrolcZ Ehb, v U X
AW BRI H5HER T5 572 NOAEL 0.1 mg/kg A8/ B0, FEEMBEK
100 # AW T, BEMA— HEREZGCTDD % 1 pg/kg KE/H LREL TS, ZD
tTDI fE% VO ALiE, DON OEMEDIEM: (2% 9 5 821 T, HEMEFEEE Y
AR T OB LS T EDRFREE LTV D,

NIV 2o\ Tk, v U 22 HW-EMREER G5 RN 6572 LOAEL 0.7 mg/kg
RE/BIZ, LOAEL AT 25 Z E R OT — X RX—ANRRLITND I &0 DR
FELFH 1000 Z#EH L. tTDI % 0.7 ngkg (AAE/H EREL TV 5,

T-2 h¥ >, HT-2 ¥ >, NIV O DON O 7 /v— 73z >\ Cik, A
FABERT — 4 BEOLNTEBY, fMEL72dT_XCO MY aFeiiwtd 5 70—
TDI ZRETHEMNFITIT R SR b, Zv—7 TDI OFREITRE &
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ShTWn5,

L EOFENE OFHmFE R A2 ZE L, AFHHIZIHB VT HDONK VD AcDOND 7' /L —
ZTDIZED FEREMEIC DWW T, ZOMRME L THWEDHROFAEEI T2, £D
fE8 . 3-AcDONE 15-AcDONIZ DWW TDON & D D FicfThon =3k T — # 1%
ROENTWD Z L (BHRT6, 82, 93, 97, 240), HEIZ L » TIZDONE O mM:(H
B 5)DFRENRIR D Z L IVRIBEN TV AH(BRE8, 102, 97) = L AFEER S iz,
Mz T, 3-AcDON{FA AN TDONIZESCNIEH S 5 (BB 241) & DG ) —1F
&5, 15-AcDONIZ DWW TFAERARBNCET 27 — X ILRO b2 d o7,

L7235 T, ki 3-AcDON RE#HIEE T 2 —@EDAICESIFIE, 3-AcDON (2
DOWTHEHILE N DRI SN2 DEMEN DON ER—& RaE 5 &3 2 HEEN Al HE
23 LIV, LA LR 5, 3-AcDON & 15-AcDON Dffi# & DON & D 7L —
7" TDI B ENZDWTIE, XA & O, EdT 572D ORI & 70 2 51 B+ T
RN EHT L A BW IR EfThR NI L L,

5. RENRR

DONK ONIVIZEIC/NE, REKRNTER a2 EOBREZIHERT 5 ENm5
NTWD, BEDOI B, KIZHOWTL, HPEIZEBWTERTH W ERENL VA,
ZOEGERBEITIER RN Z ERAL NS TV D (ZRE242), £7-, EUXCodex
TOHETH, TAFE, A— £, KR EOBENOORBICET 2HEFIR LT
W5 (ZH243, 244), 16> T, KEWTATEREOZVINEDR, TEIZHIT HDON
LONIVOEZLHRBEREZZOND 2 END, (FREREFRESCHEETLMIET H0F
T /NEEZFLIIThIL TV D,

(1)54xERE

INE(LZF)NZF 1T HDONDE ERY 72 FYEE(1.1 mg/kg) S 2002 4 5 A IZEA 5 E)
BILL > THREINTZ L 22T BWOKEE CIIBA/NEZEOREEEHIZDON% B
L., BMAFEHICRED E 2 ZHEMTTBY ., TO/BENARSNTWHH(EH
245), Fio, ERNEZEICOV TR, NMELORZEZMG L LN UEE A KEN
BRI E R SN TE Y, DONEFHIINIVIZOW T HIREN TORL TN 5 (S
FR246), F7=, BAEFBEEICBO T, EAZBHRFEMHEICL Y, DONKUNIV
DOIBEREFREFENMTOITWD, 2k, NEOENAEER CEAZITE 1 9ITR
TEBVTHY, ENEEEDONSSUNT AU, WX, A—ARZUTHH0
A\ CENAEEITN 15% L 72> T 5,
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£19 NEOEHREEERUVEHRBMAE (B4 : A LY)
2002 4EFE | 2003 4 | 2004 47 | 2005 4EFE | 2006 4EFE | 2007 47 | 2008 4FFE
[E pE 83 86 86 88 84 91 88
TAUA 230.3 286.0 275.7 257.7 272.6 294.5 294.2
il T H 122.1 100.4 109.2 114.2 108.6 109.5 111.9
AlA—=r5v7] 876 119.8 112.9 106.8 114.8 85.3 79.9
Z Dl 0.3 0.3
i A&t 440.0 506.1 497.9 478.7 496.0 489.6 486.3

Rk 21 R OV 19 SR RMOKPES TROTAICH T2 B L ) (BH247, 248)0 5 &%
EEARITTEER

@ BMKE&ICKHRERR

a. DON

ENENEICB T 5DONOEH

bl

e

FHEDORRZFK 2 012 WA/NEOBE

ERONELE) 2 2 11277, DONOFHE R OMEDOREE., EPE K O A/
FZLEHIC—EOBETEERARZB 2 H5DONBHE SN TWSH R, 2002 F£E
s, BIEREEZEZD D OITHER I LTV,

£20. EBEZEOTAHFI=/AL/—I)LDN) EFEEHAEDHER (2002~2007 £)

o s EE EERSF B EHE | FHE | FHE
5| FE| myg | BE | KEORB | [T | (me/ke) | (me/ke) | (me/ke)
"7 | (mg/kg) TS &e
20021 199 0.05 118 59% 2.1 0.16 - -
20031 213 0.05 136 64% 0.58 0.067 - -
m 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 1 100 0.009 43 43% 0.29 - - 0.023
2008 | 120 [o0.004-0.013] 39 33% 0.46 - 0.033
20021 50 0.05 28 56% 4.8 0.26 - -
2003 | 54 0.05 34 63% 3.7 0.29 - -
N 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
20071 10 0.007 3 30% 0.32 - - 0.064
2008 | 100 [0.006-0.007] 22 22% 0.56 - - 0.032
H1l ARIFZEMBEEICET LY A7 7u 7 7 A i — NIRRtE ) (B 249) % 5| (— 5 Z)
T2 FHMEIE. 2002-2004 FETEHHEOIC L D EH L,

2005 SE LRI, GEMS/Food 237 R T HIEIZHEV, EREIRF ARG OB 60% 2B 2 TV b DIZONT
X, EHEORV@%, EEMRARMORELD 60% L T THo - bDIZHOWTIE, EHWHEOE., LATIC&
DENENHEH L,
SEEEQD - ERRFREOREZ T0) & LTHH,
TFEED : RHBFREORE ZRHBR & L, RHERRU L OEERFRMOREZ EERR E L TEHE,
TEEQ : ERBRRBOREZEERAD 1/2 £ LTHH,
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F21.ANEIZBTEITAHFI /L7 —IL (DON) DHRELER REAE)

TAh F—RXSUT7 b P
TE | & ] ® B’
R 22 % gm |28 % wm |28 % wm |28 % um
me/ke)l ¥ Lol & i (mgdke) | e = (mg/ke) | # & (mg/dke) | B || % | (me/ke)
W B OE w B OE W B E |8 E
2002FEE| — 84 :119:0.23:0.05-0.68 33:0: O 40 1 7:0.18:0.07-0.28
20034 E| — [167:53:0.32:0.05-0.60 58 : 9:0.16:0.05-0.32] 59 : 0: 0
20044 | 0.05 [168:77;0.46:0.05-0.71| 51 i 0: O 63:1:0.02: 0.07
20054 | 0.05 [157:83:0.5310.05-0.97| 48 i 0: 0 62 :16: 0.26 :0.05—-0.35
20064 | 0.05 [162:94:0.58:0.05-1.00 53 : 0: 0 0 59 i22: 0.37:0.06—0.38
20074E/%E| 0.05 |187:67:0.36 10.05-0.55( 42 : 0: O 56 :8:0.14:0.05-0.16] 8 |4 : 0.5 :0.06-0.30
2008 | 0.05% [187:59: 0.32:0.05-0.62 62 :12: 0.19 i0.08-0.31| 55 :24: 0.44:0.06-0.31] 6 | 2:0.33 0.2

E)ARTNLBMAKFES OIAKE O RSO E (B R245) & HICERLZ LR BRI O TER
* 1 7T U ADOERERN T 0.1 mg/kg,

EWNE/NED DON &H FEREFE Clix, EERALL EOEIE ) 36~84 %,
EMEIZ DV TSH 0.015~0.16 mglkg &, FEIZL > TUELDENRH LD,

B A/ NED DON OR#E T, MHRICE L QI kERE/NE T 23~58 %, 4
—ARNTZUTENETO~I9%, BT HENETO0~44%THY . FI-{5YR
FEDO#iFH T b KEFE/NET 0.05~1.00 mgkg, A—A +FV 7E/NET 0.05
~0.32 mg/kg, WX FE/NET0.05~0.38 mgkg L7e->TkvH ., ENENE
EFRIRIC, EEIZL > TELDENRBO LD,

ENERETODONDEH EREICHOWTIE, EEBRALU LOEEN 37T~
100 %, FEHEIZOWTIX 0.060~0.55 mgkgTH Y, ENEKREIZHOWVTY
INETORER LRI, EEICL > TELSXRRBO LN TN D, (BHE245,
246)

b. NIV

NIVOEGHE-EREDOHERE2FE 2 21TRT,

NIVIZOW T, ENENEO)TEOEA EEFEDOH T, DON L ILITE
fEEhTEY, METH, EERFULOEIGD 32~T70 %, “FHEA 0.010
~0.087 mg/kg TH Y, KETIX, EEBRFLUEDOEEN 56~90 %, FHEDN
0.042~0.58 mgkg T -7z, ZD L HIZ, NIVIZEB W TH, DON & [FEERIC,
EEIZL>TELOEINREHLN TN D, (BHE246)
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F22. EEZEHEOD=_AL/—ILNIV)EFERERETDHER (2002~2007 £E)

o g | EE | EERF | oo | TOE | TiOE | TioE
5 FE i ( Bﬂ/ﬁkl ) KimD m (me/ke) (mg/kg) (m%/> kg) (m%/) kg)
mg/kg ETES
20021 199 0.05 130 65% 0.64 0.059 - -
2003 | 213 0.05 144 68% 0.55 0.040 - -
n 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
20071 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 — —
N 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 30% 0.33 - - 0.051
2008 | 100 |0.009-0.014] 45 45% 0.58 - - 0.045
W1 ARITEMEEICET S 27 Fn 7 7 A L — FRFE ) (G 250) % IR (—EEE),
2 FHIMEIE, 2002-2004 FEITEEEOIC L Y FH L,

2005 EELIFRIE, GEMS/Food 237" FIEICHEV, EEIBAAT R OFEHLA 60% 4 2 T\ ot DIZoNT
1%, FHEOR Q% ., EEIRFREOREED 60%LL T TH 12 b DIZHONTIL, FHERE, DLITFICX
DENENEH L,

FHEQ - ERRAARMOREZ [0 & UTHE,
TEEQ - BRHRFANGOMRE ZRHIRA & U, BRI LL 058 BERFRM ORI 2 E 'R & L TR,
FHES - ERERARFORE L ERRAD 1/2 L LTHH,

DON & NIV OEN TOVEYLEREFAE ) O 1L, FHEEMEIZ OV CTRIIZAERNIIEERD
Lo T,

@ BEEF@MAEICKIPERER

2001 £ IC, EHET ODONK ONIV OO IEYLEREFHE N E A @ F A B 7
CLTCEMENT, BREOFLHER2 3ITTT, WANE 21 20, EFE/NE
36 3B, EAKE 3B 1T E 22 B DA EF 82 B 2 A L7 (K IR AR
0.001 mg/kg), B OTEYEEIOFEE K O OiFHIT, DONA 238ug/kg
F N 1~2,248 pglkg, NIV7ZS 10 pglkgk Y 1~110 pglkg Th - 72, EED 74%
THIBREMTD HT-, (ZHE251)

2002 (2, EWNEZK 124 32 FV72DONK UNIV D5 L EREFR A )3 E
AFBREFERRIFA L L CERESNT, BROFLDEER 2 317 T, DONJEY
1% 450EH4.8~60.7 ng/kg, 54RO Y 21.8 nglkg, £3EHO ¥ 4.8 nglkg(On
B 0.7 pngke). NIVIEYX 15 REH2.0~17.4 pngkg. 15438 O ¥
5.0 pg/kg, £EELOY 6.7 ng/kg(NE - 0.6 ng/kg) 278D 541, DON & NIV
DRIEHEYIE 1 3B CERO LTz, BYRZKEEK LIZGE . ZRFTODONK D
NIVOH) 40% 3 B K FICFRGFET 5 2 LR asiviz, (BHE242)

2003 4EE |2, dbiEE., BB, KB, JUNCEEA U=/ NS (R 718
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SRATH

B L—/—4E, FEELSE)88 sk CODONIZRE T 5 5 Yk
DEEINTFEROFE EDEHE2 3ITRT, FEMA/NEHODONM H R 80%\

NIV T 31% To& v . F ¥ fHE

KE5EHH%)84 B CODON K ONIVIE N HLE A (e A 47 L*E

e FREHE N R LT 12

% DON 138 pg/kg(5-1,147 pglke) |

NIV

81 ng/kg(5-247 pglkg) TéH - 7-, DON & NIVDIE YL mal%'élﬁz ZOoOWTIE, Ul T
E%J\éhtd ER (21 BB 14 B HITEE) Tl

(TFRBEME I

B0 &) % hfx_ 75)

DOIEHEIL 20 ng/kg(2.5-59 pglkg) TH -7z, (BHE252)

%23 ZH. AHRABRARUKX BEEZNK) ICETSHTAF =L/ —IL (DON)
EUNIV(=/AL/ —) OELERAE

EET

WOLNR T, F-H) %ﬁﬁﬁﬁu@DON#Hﬁs X 80%THY. *

aklR 32 B Bk Co T E(uglke) 2B c o B (ugkg)
i‘fﬂg Fiik g; DON NIV DON NIV
2001 /N (i ) 21 133.9(1—740) 2.91—"7) 95.6* 1.2%
e /N ([ PE) 36 | 358.4(1—2248) 8.8(1—27) 388.3* 8.3%
© ;1‘) K (i N) 3 9(2—20) 5.5(5—6) 9.0* 3.66*
WX (EE) | 22 8.1(1—47) 15.1(1—110) 6.2% 12.8*
2002
R K(HPEZK) | 124 | 21.8(4.8—60.7) | 5.0(2.0—17.4) Q. 7%%** 0.6%*¥*
(242)
;0?;3 FRER/N R | 84 172.5%* 89.8%* 138(5—1147)*** | 81(5-247)***
(25;5) LM | 88 20%* - 20(2.5—59)*** —

AR, FERERERICRNRELZBRIC CIER,
ND 0L L TAEMEETERIZTHA

o BT ANT

ik ND % 5mg/kg & UCEH,

.

.
SREFT O TEIE X (S RIS T,

wwkw  ND % 0 & L TR,

2007 FEEIC, %R T ANIVORBEEBIHEEDZD

(&, AbiEERE & bR < BN ENE

59 #FELE IV 7ZDON K ONNIVOD 5 YL FERe

iz, ZOFEE. DON & NIV 5 YLE E O FERIME

7o, £ 2 4T T LBV BETRUT OEE

ARG E L THERS
TR EmWEER b, F
I%. DOND #4723 6 #:14(10.2%), NIV

DM 23 F218(39.0%) . W T I L FIRULT D D) 5 #1{K(8.5%) TH > 7=, (=

AE253)

£24 TAEI=/L/—ILON) BRU=/SL/ —/LNIV) S EEEE 2007 £ - 2 50 5D

DEEFBRFNES CELE

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

D RMOZEMICET HHIE Fpk 19 fFERR S

- SRR E (S R253)0 5 51
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(2) REEDHE

DONK UNIVOJEGEMNH S TN D ERBIEO 5 b, HAE TORMLIEBRENS
WHDE LTITKRENERNEZOND, 2D BRITHONTIL, FHBEYEE KRN
B E L RICRZEELRE LR, BN TIEDON 0.0029 ng/kgiEH/H , NIV
0.0032 pg/kgEE/H, 1~6 HDHIRIZHOWVT HDON 0.0052 pgkeglkE/H, NIV
0.0056 pg/kglAE/A EHEFITIRNWVEETH D L OREND D, (BHE242)0E - T,
DETIINEDPDONLKUNIVOBEUZHFET L EBERBELEZIONDL T LG,
INEEEETHRELERNBICAMBRER DD NEOERAEEFTAEEDT —HIC
5%, DONKOUNIVO BT EOHEF NITHONA TN D,

D F=ELEALTY FRET4EDSK) ICKBHE

2005 FEICEAFBEICL Y, DONEKOZOMO Y a7 ZhEHEOE
BEHREN, ~—7 v "2 7y NFREAWE F—X2 LA Ty hAXT 11k
(TDSIE)MIZ L > THEMESNT-, &F 4 ok T, ICKk, RMTM). IIEEE
IIT&, BRI Ta), IS, 158 &K OIX(EF e O mEEFO R a7
TR~ A T MRV UERERARAE LR, MEEM I, BT sy
CDONDBZEN 2T OHBK THRD HiLlz, ZOREREREIC, 2002 FEOERN
EREERNSIEEORMLOTERES 1684 g& LAARAND YL EREZH
E LT,

EERAER 2 51T,

K25 F—EANEATYFRETah#REhEZTAFI=/\L/—IL(DON)
DOERE (2005 4E )

o ‘ o P DON D it ik
ﬁnnﬁ ﬂﬂiﬂy DON ()%E(ug/kg) ﬁnuﬁ@ﬁ@%(g) (ng/}\) (ng/kg {Z'SE/ H )*
ILRE  JkifsiE 4.77 168.4 803.27 14.85
(BRI pyog 3.65 168.4 614.66 11.36
;}i\”;ﬁ {jﬂij | 4.10 168.4 690.44 12.76
i) UM 4.45 168.4 749.38 13.85
AP OBRWE S O— R EIEICR 2 AR EE(S 26976 5 (KAL)

CREFLROT — 2 (A B LOFHEE 541 kg 2 T, BRMERZEERICTHME,

HEE SN D EHERER, JbEEMX Tl 14.85 ng/kgfAE/H, BEMKX CIX
11.36 ng/kgfA /B  TUEHKX TIE 12.76 ng/kg{RE/H . SLINHIX TI% 13.85 ng/kg

2002 FEIZE N S VI EAF @R FRFRIFTZEIC LV . DON IZBT 2 #EEED

%k
KE/A TH-oT-, (BHR254)
@ EHEZAV-HE

14]\

—HNVHEA Ty b AT 4 E(TDS 1B): RFEER O & dn & /N EEE THEA L B U CTEIT 2B I - 3988 L2tk

AL, Ba#EZLIEFREO R EERELZREN TS, JAUCKREOEHICE T 2 BAHEOFHIRHERELR LD LI
L0 ALFWE ORI BERE LTS D, ~— 7y MIATy PEREBESFADRDH S,
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HEENT Oz, DON OIFYT — X 1%, IR~ BAMOKEERIC L - TEMi &
A7 2002 4 O A K ONE N FE/NEIC B3 2 FAARE R (ENFE/NE :0.16 mg/kg,
A/ %10.06 mg/kg) & AV, [EHEK O#A/NED 1997 FEOEN I E(EN
PE/NE 1547 b BaAN/INE 456 T7 k)& BB L= DON B E O ME F¥HfE %
HH U7z, BARANONVYE)/NEEBREILEERREFHAE(2000 FE) 2 H\ -, £/,
[BIRFICFE M L7/ NI TICBIT 5 FROEERNOE LI EREER 2 Ik
L. 2656 DON OFLRBEELHER LT,
EwREAF2 67T,

£26 FHEZAVETAXFI=/L/—ILDON) QERESDHH (2002 FE)

il

INEERE — HEE AARNAE — HERE
(g/H) (ng/kg AE/H) (kg) (ug/B N)
DAY 94.3 0.13 52.6 6.70
1-6 i -2 64.1 0.29 15.9 4.55

I NEFEOT AR =N — AR DB EERE O 72D OB EFRAEM M EE G2 2 M R Z ARSI TRR

HEEREIL, 246 T 0.13 pgkeSE/HG.70 ug/H N 720 . 1~6 7%
) TIE 0.29 pglkglAE/H (4.55 pg/ B N) Th o712, (BHR257)

2003 FEICEAEFEHEIC LY FER/NER & IR A/NEEG O DON OF
YLSRREFE DN MG S, F OB YR E 2 12 DON O — HERENHE S
oo 2B, IWEMHOEEIN A NN TIIERGFEL 1 & L, FRBICEB T 555
Fxa 05 &L, T, IERENSVEE L TERL T AEIEE21 50%, HiE
THE L TWHEIAZ 50% & E LT,

WRAER2 TITRT,

27 FHEZAWVETAHFL=/AL/—ILDON) QEERBEDHHE (2003 FE)

i INEBEE —HERE A AR NRE —HERE
(g/H) (ng/kg AE/H) (kg (ng/B N)
AR 1) 98.0 0.17 52.6 8.8
1~6 Y 64.1 0.36 15.9 5.7

I BT OPUEICRLARBRAREESR22) 2 EICAEMLZEEBRITTER

HEEREIL, £FEHYY T0.17 pg/kgSE/H@8 pg/H N & 720 | 1~6 K
¥ 1% 0.36 pe/kgEE/H(B.7 pg/ B ) Th o7z, (BHE252)

Q@ HEERVFEEZAVE-FHE
a. DONDOREZEEHT
2002 £ TERREHRE) LV/IEE2EETLIELZMBL, %% 5 &
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b o, N8, i, PERVEFEICH T T, BRELZEFH L, K’
2, INEOBRESHERDDT-OIL, TNENORSY T LN EOERRE
BREL., FEEN(1~6 %, T~14 . 15~19 7%, 20 sl LD 4 I,
KBERSHFERELE- VI 2b—a  HOTF—2Ey NE{ERR LT,
FT. BITR LT EMOKEL TOEWNE/NEIZEIT S DON &HEZ-EFHED
9 H 2002~2004 FEOFER KL OEAFTEEIZ LD FEh S e 2003 FEIZFE
i U7 VB R EREFREOFER NS, /NED DON &F EIZOWT, RO 3FEED
U A ERREZED OB B TOREEE 50% & KE) L, LI RD /N
FEOBRESHICET SV I —a vy AF—%ty hE2HWT, DON @
BEBEEOWELXELTHLE « VI a2l —Y g Bk TiTo T,

U FQ  HEIEL
TV FOQ : hEHE LTO0.55 mgkg(EE LT 1.1 mgke)
FUAQ  hFEHE LT 1Imekeg(ZFELE LT 2.2 mgks)

ERIIFE2 8ITRENT VD,

HENBET 5 v U ARICB W T, KREREIRD LN -T2, FhpE
BRITIE, 1~6 @ xbE< . THRUETIXZERFEOEERL TN D, BE
BOHEMREE LTE, 95 23—k Z A MZBWTC, 1ugkeg KE/BE8B2 51
DITEEND, 99 N—T L Z A BN TIE 1~6 5% T 2~3 ugkg (KFE/H. 7
LA ETTIEIE 1 pugkg (RE/B & 727,

B BFERICHONWTIE, NEOEBREIC OV CREER S 2 IRET 5 FE.
BRREZFREESTIC, BEICIEZHOREO/NEEBREN G T—Z v
IZHHAAN SN TN D, - T, BICEVW = X A UZBWT, ZORE
MRELRDILEBETHLENRND S, (BHE253)

SN % T, 2002 FFE OFFEAITIC IV T lgA/NE L 0 BNE/NEZO B DON
DOEEPEYENEVVER ThHo 722 2 HE 2, V—A T UL EHEELE
B9 5/ NENENENEOH EREL TS Z &, DONDIE YL I HE S -4
DEREEZEITHEIN(BIR255), T2 NRKREVWI LEIZONWTHLHEET M
FERbHLHEZEZLND,
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R28 FEUTHLOEIZEBTAFS=/AL/ —ILON) DEFRAIREE

REAGEHTRERBISONTIE, 2TOH LT ILHEH TR OE=0.05 mg/kg)

== (ue/kefAE/H)
1/8\—t 5/\—t 10/\—+ 25/\—+ 50/\—+F 75/\—+ 90/\—+ 95/\—+ 99/\—+F

_ R BBl MIN VAL VB VB VB UBAL BAL VBAL VBAL LBl MAX

1~6F 7L 0.00 0.00 0.00 0.01 0.03 0.08 0.19 0.48 0.85 258 77253
1.1 mg/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 0.85 254 91547
1~14F %L 0.00 0.00 0.00 0.00 0.01 0.04 0.08 0.20 0.36 0.97 513.98
1.1 mg/ke 0.00 0.00 0.00 0.00 0.01 0.04 0.08 0.19 0.35 089 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 %L 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 mg/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 7L 0.00 0.00 0.00 0.00 0.01 0.03 0.08 0.18 0.32 0.94 32.66

1.1 mg/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 FTREAMICDOLTIE, 05 50.05me/ke® —Hk D7)

ErEEE (u g/kefAE/H)
1/8\—t 5/\—t 10/\—+ 25/\—+ 50/\—+F 75/\—+ 90/\—+ 95/\—+ 99/\—+F

_ FH#h 3R & MIN 2B B VB3I B3I VB3I B3I B4 B34 B4 MAX

1~6F% 7L 0.00 0.00 0.00 0.00 0.01 0.04 0.14 0.43 0.81 2.54  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 91710
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 7350 0.00 0.00 0.00 0.00 0.00 0.02 0.06 0.19 0.35 0.96  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 0.94  263.86
15~19F 7L 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 5416.47
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 7L 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

¥ LT ANTEIC LD ARAO/INEHERIC L AT A% V=L — UDONRRE B OHEE(SIE253) 7 8 5 | F(—#ekZs)

b. NIVOREZEEHTE

2004 FEO £ REBERHEE -BRERE) LW/ NEE2E56 T 582 L,
Rih%z 5 fEE@ML O, boXUE, cHE, dHE, e ETRICKSLE, £
7z, NEOEBMESHZRD LI, FREFEICESEZNENDORSS L
IINEOEARERE L., FhEEHA~6 5, 7T~14 . 15~19 %, 20 L
Fo AR HBERS R EZRELZY I 2 —YaryT—&®y b&2ERL
720

WIZ . SRl LI B ERgRIC L AL 2007 FEEICEE S - dtiEE s
b < EANEE/INE TODON - NIVOJEYLERED AR (S R253) 00, /NED
DON:NIVOEH EIZHW T, DONOBATHAEI T(ZE : 1.1 mgkg) 2B\ T,
NIVORANEZ R D 4 FFEO TV A5 BE L, BRESMAIEAT I I
—varr—4Fty NERAWT, NIVOREREELHEE L2 (ZEN ORI T
DWEFEE 50% & AKTE),

DON BUTHIH T ONE(XZZE) : 1.1 mgkg)lZB W\ T,
ONIV O #BZEE L HEE

VU A : NIV OBHIZ L

T UA@ : NIV IZOWT/hERFEFE)E LT 0.2 mgkg
TFUA@ NIV ICDWT/NE(ZE)E LT 0.5 mgkg
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U F@ NIV IZOWT/hER(ZEE)E LT 1.0 mgkg

FERITE2 9ITRENTW D,

FElPEER T, 1~6 ik bm < . FMEEN < R DIE> TRBEED
INEL IR BEAPFRD HivTe, NIVORZEEOHEME L L TIL, 95 /3—k %
A WNZEBNWT, 0.4 ngkglhfE/HZHE 25 DOITHNR, 99 X—F U Z AT
BUWTIL 1~6 7% TNIVEM 0.2 mg/kgfil O 0.7 pg/kglk B/ B UL L& 72 o7,
(ZHE256)

728, AAERIZOW TR, DEOEBEEIZOW TR IER S & KE T 5B,
RREZFRETTIC, BEICIIBZHOREOD/NEZEBERENSAT —F Y b
ICHEAANBILTND, 5T, FRIZEVWS—E U Z A ZEBWT, ZORE
MREL DL EBETHLENRND S, £, BET H/NENENENED
HERE I TND Z & IFRRERBFEICIB VT, R NIV O7F 3070 <
AEBNZWILEERE/NEE2ZRELE L THOWTE 53 DON & NIV D540
BAVENE K 2R D A[REMEDN 8 D = & . DON « NIV OVBEYITINE S - E DR E
HICHBINEIOOERRKREVWI LEIZOWTHETOILERD D,
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£29. EVFANOEKIZEB=/AL//—=ILNN) DERIRES

1~6%

SFUF 50% 2 | 60%2 | 70% | 80% | 90% £ | 95% A 97.5% A 9% 199.5%799.8%5199.9% A
=NL/—)L

B ORIBRS 1L 001 £ 002 H 005 009 019 ; 033 ;052 ;085 117 171 | 220
=NAL/—)L

BphiREI02 me/kg | 001 | 002 | 004 008 | 016 026 039 061 081 1.13 142
e 001 £ 002 + 005 H 009 019 : 033 ;051 ; 083 : 113  1.63 & 2.09
iR 0.5 mg/kg | : : : : : : : : . :

=N\L/—)

BhIRal ] mg/kg | 001 | 002 1005 009 | 019 033 052 085 117 170 221
T~145%

S FIFE 50% & 60%# | 70% | 80% A% | 90% & ¢ 95%#R 197.5% A 99% AR 199.5%5199.8% F99.9% &
=nL/—

BRIRE 2L 001 | 002 | 003 | 007 0.4 023 036 058 079 113 | 144
—nL/—

BhRsI02 me/kg | 001 | 002 1 003 006 | 011 019 | 027 041 | 053 072 089
—nL/—

HhIAHI05 me/kg | 001 | 002 | 003 | 007 014 023 035 056 076 107 | 1.35
—n\L/—

BRRa gk | 001 002 1 003 007 014 023 | 036 | 058 079 112 144
15~ 1985

SFUE 50% 2 | 60% 2 | 70%# | 80% % | 90% £ | 95% = 197.5% A 99% M 199.5%7199.8%H199.9%
—nL/—

BRI L 001 1 001 ' 003 005 011 ;018 ; 028 ; 044 | 0.59 083  1.04
=NAL/—)L

BhIREI02 me/kg | 001 | 001 002 005 009 015 021 031 039 052 063
e 001 ;001 003 5 005 0.1 ; 018 | 027 | 043 | 057 | 0.79 | 0.98
BifhiE$10.5 mg/ke

A 001 1 001 + 003 005 011 ;018 ; 028 ; 044 059 083  1.04
BRI HI1 me/ke : : : : : : . : ) _ _

2085 ~

ZFIA 50% 2 | 60% | 70% | 80%: | 90% % | 95% & 97.5% A 99% 2 199.5%£5199.8%2199.9% =
=I\L/—)

BRIEE] AL 000 | 001 | 002 | 003 | 007 | 011 | 017 | 028 | 0.37 053 | 0.67
v/t 000 | 001 | 002 | 003 006 | 009 | 013 | 0.19 | 0.25 034 | 041
BMAHO02 me/kg | 000 00T 002 003 006 009 013 019 025 034 O

—nL/—

BRIREI05 me/kg | 000 | 001 1002 003 1 007 041 017 027 | 036 050 063
A 000 | 001 | 002 | 003 007 011 | 017 | 028 | 037 053 | 067
BIMIREI mg/ke . : . : . . . . ) ) )

TE1 - FAESBRSERI) CE ST RO BT DA 19 SRESRE - SRTEHREEER256) LY 5 IS
E2 : ERFEO RN Iug/ke FE/H

() HMBUVREBREETCOIE
INEVFEFREH., BT, SRRV L FOLENSEE LT3t 725/
EWEER. 1A, SRR RVEICONT, ZRER 20 3UBHEEF 160 3B
ZRAWT, BHEEODONK ONIVOBERRNHE I, FORER, ZEOYHHE
IZDONTIZL 184 pg/kg(6-2452 png/kg). NIV TIE 23 png/kg(7-174 pglkg) ThH -7z,
—JF . INEHOFEEEIL, DON TIiE 42.4 ng/keg(8-1,620 ug/kg) . NIV Tl
3.41 pglkg(4-20 pgkg) Th - 70, BB COREREELE 3 01277, DONTIE

SEH 73%. NIV TIZEY) 57. 7% DIEENRD Bz, (Z8E257)
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%30 /INELEOEMEIZHTATAF =L/ —ILON) BU=/\L/ —I)LNIV) DjFzE

Aotk INFEFHAH
FREH B Hi R H
IR SR | MEAiE +
DONE’?{&’E* Triggﬁ 73.0+2.70 | 69.4+5.75 | 78.9+5.31 | 74.06.75 | 72.6+4.61
P R i (%) 25—97 38—92 43—94 25—94 29—97
SR A S
O 59/77 18/20 11/20 11/17 19/20
/By TR
TR | (-
Nwi(of’)ﬁﬁ* Trgg'g 57.7+4.30 | 63.845.28 | 47.0+12.9 | 59.9+10.8 | 38.3+13.2
0
Vol 5 SR A B (%) 0-91 31—91 21—177 0—84 13—57
B % R HH K
QU 24/73 16/20 4/20 8/14 3/19
/By 2K

ENEEOT XNV ) — VIR DB EER E OO ORBFHER (SR & RICAMLTLEERITTHER

ks, ARERTIL, RBBRMBURLLT & 7o FRIRIZ U C Ik s & B
FHEEFTo TR, NIV CH, BTG BRIEIRALLT 2 2 5BARH , F/
BRIOBERRNEEIILS 725 T 5 RICHET B UENRD 5,

f K OFHEE TA2 TODONDOBEIZE T 2N BAE TR FEIC L - TE
Wi STz, 154 INE(LZR) 28 LI-EDONBENHIE S-, kI, TREFENH
B L7ZDONIBELR I s B RO LN, 9 EAF/NER IS 9 8 A Z 7N
T.LDONREMNEIE Sz, B TROBEZRIT, DONREN 0.78 pgkgh L#E
TIEFEH 61.3%., 0.20 pgkgD ZFE Tl 49.5% Th -7z, HEITETIX, /U Tl
0.12%., 9 EA T 71.1%, KL 30 Tl 17.9%EFE L7=, DONIZKEMED =9,
5 EATIEDONAR D THIZEITT 2 2 & THRNICEET D L Ex 6N, (R
257)

%31 HEMBRURERASNUHBEZRANV-REIETO
FAF =/ 7 —)L (DON) D 3=

Bl TRERBEE%) FHEE TR (%)

P
. 0.12
v

61.3%(¥%Z 0.78 nug/kg) 9,
bl 71.1

49.5% (%% 0.20 uglkg) | A
P
L
< 17.9
VY

ENREOT AR =N ) — R D HEEER E O T OB AFEM RS2 & AR TR EZEB R THER

FRER OWER T AW/ NER NS 5 EAKR TN ~OINL - FA#IC K 5 DON O
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JHEEIZ DWW T, HPLC 15 & AWTEHRIEEIC X 2 M Thbin iz, EWiEtic L5
HIEIX., 3T3 ffaz A= WST-8 K& O BrdU 1E4 W -,
ERAE3 21T,

%32 HPLC RUAMEHMORIEIZL2RERAERBIEFLZRAN-S FARU/NCDD
REBRUMIEBOTAFS=/3L/ —IL(DON) DEEF
ASEARERRERMEHZFEA)

HPLC GETFH - %)

A WiE PR E TR

WST-8 (JEA7R - %) BrdU GEAfFE - %)
NS 100.29+3.65 100.29+3.65 100.29+8.78
IHCABID D E A 98.55+4.08 98.55+4.08 98.84+6.78
ICEH’DH A 30.52+4.08 34.53+1.29 28.88+5.02
W} T 41.28+3.89 64.97+3.99 42.89+4.58

B. /XY (RERB/NH#EFEH)
HPLC (G173 + %)

EMTEVERIE TR

WST-8 (B&AFE - %) BrdU GEfF - %)
INFEH 100.00£7.04 100.00£4.10 100.00+1.53
NV 108.42+8.45 84.05+4.34* 92.30+1.03*

% : HPLCIZx L T p<0.05b THE=
iHk(EHE258) £ 0 5] A (—ERkZE K OFER)

5 & A TiE, HPLC K OVEWTE ﬁ?f & B FHFEIC LV DONITK 7 B0 E %2R
L. HPLC: EWEHTIIBE EREITR D bNeho T, —F, /X TIZHPLCT
ITRENTRD R D> 7208, AIEHEORIE ClIEEN RSO 5, HPLCE DLt
WCHEEENRDO LN, ZOHHBEE LT, 8NV TE CTIIDONOE SR K S
N5 EEZL S TEENRHL oo/ MR H D, (BFR258)

HAEPN 9 s8I X THEO /B ZDFE e 7o s To /N EHZ%EE LT,
HEHIOE U TR TODONK UNIVORBEIZOWTHE SN, % 35 3HEHA
3 70 AEDODONKL ONIVIBE LB 2 RE L 7R, FHERE ORI TR
F=R|IDONT 25.6%, NIVT 34.2% ChH-7-, (F 3 3)

% 33 HNUIEBEEREBE) TOTAXFI=Z/AL/—ILON) RV
=L/ —=ILNIV) DFEYFRER

DON NIV

B (R

0, 0,
CORER 25.6% 34.2%

(ZHE259)
2B, BIRONCOFEREMENIRE S ERDHA L LI, g I T

BICBWTAR—LX_X—D Y —ZEH L TWAN, #%EF ClIREfE NV RETRET
HDHZENG, NUELEOBRE CREOMER N RS FREESC, BREDHMEDS
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A TIHEERENKREL D ARRENRE 2 bz,

FERC & 2 HARIE YL RE T ODON K UNIVO 4RI ST, GC-MSXIiLE / 7
o —FUHiE & VW 7= ELISA THiET & 172, DON & NIV2SIIEVEEE & InZAEERT Ik
TFLTHRINDZ ENGC-MSTHERE S N7Z, LovL, 150CT 5 3dH D\ 30
S DOMBGEMETIX, GC-MSHHT Tldb TR B8 Hbivsd— T, ELISAT
EEIAERD b, T OFERIZ. DONEONIVOMBARM ST ) 7 u—F
IVHURIZH L TEWRZEKEEZ R T 2 L 2R LTV 5, (ZHE260)

T 2T MINEEFANTE AT T 4 —TO, 8RN LFEFE TR CTODONDHEE
FE SN, & TEZODONEGFRIL, XE% 100% & LT-HE., Mh%k o/ N ER
T 36.56112.9%, BI% O AT v T ¢ —GRERD T 32.6£12.3, FAEZEO AT
YT 4 —T 19.5+7.8% CTh-o7=, BR26DHME-T, T 27 J/hEERANTZANRY
VT 4 —OFERIZ X DWEITA 40% L 72D,

FHEFEOIBIE T, DONBEMT2EENMONTEY, 4 — A MNEETO/R TR
DONIZIF & A B L7V (ZE 262, 263, 264, 265, 266) Lz 1A — A 3
FEZ X UDONDENT 5 LW HMENH D (HH26T), /-, 20X H ML TR
TODONDOEEINZHOWTIL, BEEICEET 228 T, FEHH O DONRIBEASSDONE
AEOERITERE TS Z ERRBIN TS (BHE268, 269),

Z O, B - FHERERRIC X D DONDEIZ OV TIEE < OBFZERTHhIL T 5,
ZALHDOLERTIE, DONITENERR CRER T 223, MMEWEZ B o772 @ F OFfE T
BTHERIIBRETERVEIN TS, Ll BB TIEXEVIKEEEZ RO
e ORI FIIRITT H L ST, (BHE270)
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V. BERREREFE
BRI BB ZANTTAF =L ) = LR D=1 ) — LD L
PRI A ER LT, 723, WA —REBRETDDOREC bz > T, il
B L R A BICEI 21T - 72,

1. ¥4x> =1/ —,L(DON)

EO#HE 7= DON 1%, EIZHEENICB W THBNMEEIC L 2R 1k
R OVEERNICBW TV o UEBEERMEES T, K0 BHEMEWEEEIRIC L H# -
RF@FSiL, £ DON & L Hiz, REOEFEFICHE S D,

EBRENV A AV EERER T, EICEE, BEEEORY . RESEIIS L U
PERICKITTRHENRBD LN, 2. ZINOLDEENRFEOONT-HELY L&A
2 CHRIEFEE K BN b,

R T, REERERRED IV THBEOEENE LN TV D
N, TOREFRNHO TR, £2, v~ v AEZ AW 2 FEMoBEEERBR T
LENANETERDO NPT 2 e, AENTRELY RITT X5 EEEEE
BT DHAEEMEIMMERVWEEZE 2 BN, 728, TARC TiX. DON #&{: 7% U U AEH
NEEAT TR b MIHTDRDBAMEICHONWTHETE RV L—7 3) & 3
LTWb,

PLEDZ &bt BFFRICBW T, EREELR BN AMEND D LI T &
3. TDI 2% ETH I ENAREE E 2 bT-,

TDI DR EICYS > Tix, UTOEEZEE LT,

BrEBERBR CROONTFTRO O B EBIEIZOWTIE, 7 Z OBRERE ARG
BRICEBW T, 77 DRV E(0.05~0.1 mg/kg (AE) TR bz, 7272 L. 2t
SRS OB ALE K UTAEFEBE A ORERETH Y, REHRETIIZNEY b E
WA E(0.19~0.6 mg/kg (AE/H) THIRMHIIRD STV e, RO XD
HIREEG-OFH MR, B PR RHNOEIRTAEEBICAILTVWHI D EEZHNDHZ
LD, REBRGIZEDEREEBETH L L LT,

FERICHTHEED H L, RYHEHEIC OV TIX, ~ 7 22 AnzRBRICBWD
C S, Enteritidis f&Y:IZ K 5 EFZROHD D 0.12 mg/kg KE/B UL LR GH TR
Do, BEPROONTAEIIY Y AEZA W 2 EEOBEREERBRO
NOAEL kD $EmVWHETHHZ L, ZORBIRICBWCIFRREDOEZZE S b -
TR EEE LTINS Z e h, RRBRIER%Z TDI O ERILIZTH 2 & i1F%Y
TR WeEEZ BT,

Flo, TEERWEREBRICE W T, BERERITXT 5 ZIRHURISE O H &KF
B 728D 3588 B2, KL DON Tld/e < BRRBYEEIZ VW TWbs Z & #
TS GHBREEARIT CBLT., BENRBDOLNLRVWHEBEEZEETCERNWI LD,
ARBRFER A2 TDI OFXERIMICT 5 Z LIRS Tl eEExbNnT,

MM IgA ~DOFEIZOW L, v~ 7 A ZAWERBRICBW T, B 3 B 4 @8R5
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BO®RE LRGSR, 0.071 mgkg AEOHE Tl IgA OBEMMBTRH 57228, H
AT R ENMOBE LR CTOLZ L, £, Mo~ U 2AZHWIREHR G
HREBRICBW T Z0 L ) REAETITEENRRO LN TELT, &HIZ2EMD~
7 ZNBMEFMERER CEIRO A Y X 0 AHIE~O IgA OILESCBIENFRD HL TV
N EEEE L, TDI ORERILE L THIFAWRNWZ & & LT,

L7z o T, v A Z AWz 2 FEMOBIEEBMERBR IS T 2 IRESIMMmE] > 5
HHEEZ 0.1 mgkg FE/BH L L, ZRERILUCTDI 2% ETHI LICLD, ©E
PEIZ+ofER SN LD LE X L,

Pbkv, ZoEHE%EE 0.1 mg/ke (RE/B 2, REFEMSEE 100 (FEzE - BIRZ
% 10) 2@ A L <, DON @ TDI % 1 pg/kg (AH/H L &RE L=,

. =L —/L(NIV)

OGS I NIV 13, EICHEEERNICB O TBNHEZEIC K DR S A1k
AT, KO FEENMEOFERICER I, T NIV & & bic, REVEFEHIC
et =5,

%%ﬁ%%%wtﬁ@ﬁﬁfd\zmﬁﬂ%@M&\WEﬁmmﬂ&U%ﬁ%m

ETRENRRD LN, £, ZNLOEEREOON-HAELY LEHETRE
ﬁﬁ b%nto

BEFEERBR I, REREFHBO—HIZBWTEHEORENE LI THD N,
ZTOREITFENLDOTIIRWEEB X b, 72, a4y T vt A T—EHHED
FERDPBFOLNTVAEN, FT VAV 2=v 7 v T AZBWCEREROFHRMEZH
REFERIIZETH -T2 LD, BEFICVEBRELZSI SR Z T L ODBEENR 2
S, BRELUUIEEINISWI EARBEINTZ, 2720, BFEOT — X XR
HNTERY, BFES CIIBEFEEICOVWTEHMIT 2 Z SRS ZE X bz, —F.
~ U AR\ 2 M OBEEERER TN AMITERD BTV, £, 7
v N &AW IR S ARBRICE W) CONIV OB 58 % O DEN & NIV % #
B U7 TIX GST-P B E OB D bvemno7-, 7272 L, DENIZX 5
A=y T— a3 VD%ICAFB1 285 L, 0% NIV 25 L7-#£%. DEN (2 X
HA =T —a %I AFBL OB %5 U7 & ik L C GSTP BEtEffai o
FREMEM L, NIVIZDENIC LA A =2 — 3 %0 AFB1 DTN AHE %L
B LI-Z L AVRENTWD, 28, IARC Tk, NIV 2&L7 VU 7 ARE N E
AT HEERIT B MIRTDIREBAMEICOWTHETE W L—7 3 LFHME L T
WD,

UEDZ LD, NIVIZT v FOFFRICEWNT, DENIZLA A =v=—v a3y
%D AFB1 OIFIESAFEELERT 56 DD, DEN ICXH A = — 3 URIZ
NIV OAHEEE L= B OBERNSIIRN AT e T— 3 UERITERD ONT, vV
A D 2 FEM OB TRA/AMENB O LN TV RWnWZ Evs, TDI #3%E+
L2 EMAREE B 2 b,
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TDI OFREICY=-> T, UTOREZEE LT,

KFEBMERBRD ) b, GER~OEEL LT, ~VAZAVWERRICBWT, &
3 H 4ABEEIRAEE LR, 0.071 mgke AEOHE TILF IgA OEININEE
Do, HEMEBEMEIIZRENORE LR THL 2L, o, o~ A%
AWTREBRERBRICBW T Z 0 L 2 REAETIIEENREO LN TELT, &
5 1TEMK O 2 FEM o~ 7 ABMEEMERER CBIRICHEBEZOESCBIENTED b
NTNWRWNWZ EE2ZE L, TDI ORERILE LTIEHAN W L& L,

L7eR>T, 7y FaHAWE 90 AMRIE®RGBERABRIZIIT 2 AR DR
NOR/NEEES 0.4 mgkg (RE/HE L, ZNERILUUZ TDI ZRETH I LT L
0., BEEIITDERINDI DO LEE X BN,

PbELy, Zox/hEtEE 0.4 mgkg RE/BIZ, RHEFEMSRE 1,000 (FEZ - #EE
74 10, BaFEERRICB T 2R/ EEEOBRMICHE B 10) Z@H L T,
NIV ® TDI % 0.4 pg/kg (A&E/H L RE L7,

3. DON & NIV » 7' )L—7 TDI O E

DON & NIV O EFZEIZOWTRF LIZREBRIZR O TR Y i b kB R
HL—HLEERPELNTWRWT & BBEROERA I =X LT HREARERD
RN s BIREE TIX, Zv—7 TDI OFREIIREE - &2 Sz, Ll
72035, DON & NIV IZZ O b EE N IERE 1B L Tl 0 | FikeHEEER a8
TOHRRBHENEWEHRIND Z LD, 4%, BET2HANEBEI X, 7
N—"T TDI REDLEMICOWTHREIT T2 ENEE LN EER D,

4. FEFTRI

EAEICEIT 2 DON KNIV ORFBIZRT 5B SO EGEIZOWT ORER
SHIIATON TRV, (FREERKRORELEBRELEE ZNT, NEEX2EETD
RN FEELFBREHEESIND,

TDS #£12 K % DON KU NIV O IREMEOFE L. DON O REEIT 11.36
~14.85 nglkg AE/H TH-72, —J5. NIVIZOWTIE, TR TORBEIZOWNTHR
B ThHoToZ &0 n, BRELHIHTHZ LITHE RN T2,

HYERBRE BT 5/NEOEEFHIRRE R NHRANOEE/NEERE)ND
DON OB EDHEF 1T o 7o fER. 2FFEY Tl 0.13~0.17 ng/kg AE/H, 1
~6 R TIE 0.29~0.36 pg/kg (AE/H TH - 7=,

ENENEOBREERAEER L NELZEFTIRLOBRE) DHEEHROF
%% T DON &K NIV O&FZEOHEE Z1T - 72fER TIX, DON 2O\ T,
WTNOEREEICBWNTEH 95 X—E U XA UMEIX 1 ngkg KE/HUL T TH-o T2,
NIV (ZOWTiX, WTNOFEREEICB W TEH 95 /X—t ¥ A )UHEIL 0.4 pglkg K
H/HUTChHoTo, 72720, 2T HOHEETIL, ZENLHEBEREIZHIT 5 DON
KON NIV OEEFRIZ OV TEEBRIZE SN T 50% ERE L TWDHH, Z Ot
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T -FARTRICLAFEEZEZEL TWARWI LD, ERORBEREIIZOHEM K
DHIEKLS B LEZOND, /2, NEOEREICOWTCHEERSHEZRET S
B, RRELAREETIC, BEICIEIBZ A REO/NEERENHHAT —F €y b
WA SN TND =D, BRIEWA—F o Z AL LIZBNT, ZOEERKEL
RAHZELEBETHMNERD D, S BT, EWNENEOIBRERRER RO % H
WERAETHY | S ANEDOIFRERIIZBEIN TRV L0, UOEDOTHRIT
INESNT-EORBEEICHBEINITILOXNRENE W) RHEEEZEALTND
ZEICEETOMNERD D,

5. &
<FFF* =L/ —L(DON)>
TDI 1 pglke (KE/H

(TDI 3 ERAL) 12 MR

(EfE) ~ A

(H#ARD) 2 -

(551 IREH

(M B O ERILAT R R PN

(EFHM2) 0.1 mg/kg {AE/H

(T F245%30) 100 (F& 7= - fE{AZ= : 4% 10)

<=L J —/L(NIV) >
TDI 0.4 pg/kg K=E/H

(TDI 2 ERIL) Fh A T R

(EiE) 7> bk

() 90 A M

(#5515 REH

(/N R O R ERALAT ) A 1fn Bk & DR ()

(/N 0.4 mg/kg {KE/H

(FHE3E% %0 1,000 (FEZ= - fE{RZE : & 10, HEMEFEERER

BT B ER/NEEEORHICHE B 10)

FARIZRB W TR, BREICEIT S DON KON NIV O#&F &34 EFEE L7z TDI
ZTESTNDEBZONLZ &G, — KR ARANZBITS2ELHD DON
K OYNIV B ICEEEL KT TR ERITERWEZ 2 b5,

2B, INE(EE)Z /2 DON I25WT 1.1 mgkg OEEEENRES N, £
PEELPEIZH 1T 5 DON L NNIV OB YRR R S EfE S TWD & ZATIEH D03,
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