BRKEEADHEEHEERTIE, MNNG BBRESR LB L TRBOBRNSAR
EROEM, FAAOEREDIER., BEREOREDCANEHFCRDO LA TN
WY DMBA 2 IREEICERG LIH. R VIILA— 80 £ EBEREEGT
%5& . DMBA BEMIFEEDEE LR L TEBESORENEN LA, BED
HEIZOVTOREHELN,

EHBAMFDO/EE LTIE. ROVELLB@P) ERYVILA— K 80 F/n
LRAFZ—[ZBEKRENICHRET 5 L. B(a)P Bk 5 TIE 24/50 RIZKEESHH
ELEQICHL, #HEBETIX12/50 EFP L=, £, SILTBYYRIEE
RICHHEABEOCBREEZRTIN, RUYLR—| 80 2HEERNBRETEHEFD
EERB IR ITMA ST, SILI THRITE 1 BEMRY VILA— | 80 LHMNAH
cyclophosphamide Z:EH19 5 &ICL UHBHT 5%ICRBH o -BARREEM
BAEZ 0%([CHIX &L HD 2,

OEEHESN

1 8 24~25 EDEIRT v FIZRY VIILA— K20 % 6~15 BROBZE (500 &
5,000 mghkg AE/H) Li-& 3, 5,000 mgke AE/BERSEHIZBNTHRER
miHAA -, AREREELFEERICELIEIAONT., £, BEMHT
YDEFRHM. BEHEEUBKITERCRICEWTEXBREORBICEXEDO LN

3. BROEE. BEICHBELIOBICHLIMGEZASWEN S P,
1B 10~12EDMES w FZHRY VILA— 60 iR 7~14 BREFIR 5(0.1%.
1% T 10% (99. 960 B 7,693 mgkg AE/RB) ) L&l A, I%HRSHTE
SHRIBETEICHAFRNICHEELENARD D=, 01%RY 10%R58ET
FERHHNT . FRERSFHICEVTRIIES, TR, £ERES. BIR
DHEE. BRAEICZEZZED o BEOMERBICIESHEGEELOMIC
ElFAHDNGEMNoT=D, 1 8 22~26 BDOMEM Wistar HDULESD BT v ~IE
IR 1~19 BH B ML 7~15 HOBRBRY VIILA— F 60 #RHEORE LA-HR
(1 (B 150 mg/kg AE/B) ) Tlx. EFEREH. BEARIZEEITIZHON
Bt IR 6~13 HOR I AADRY VILR— k 60 DsaHE OB ERER
(52¢/kg RE/H) T. BHMOLEFEER, £EFRHM. FEROHERKEICEE
E#Shiamot=h, HE# 3 BUBOHERKEIEMMENED Sht %,
IHREOERUV20EQHS v MR VILR— 65 %3 HREERS (5%,
10% KT 20%, FO A TIIMEDS v MR BREOHAH% 12 EREHERS LT
#BE) L&A, 5% (25gkg KE/R) RE5ET. ZHeE. SHFREH.
HER, FEROEFEIC2 HRATEEZRS ShGEho0, 3 HKTEHE
RO 4 BEEREHESHTMIED L= 10% RV 20% 5B TCETRTOHKIIZ
BLWTHERD 4 BRIEFEHITIVESCEL L. BB COBREZBTHO
REICESLDEEELTIND, 20%X58H T, HEPOECHEML, £2TH
HATHERD 4 BEEFEEL TAUEOEFENBED L= thDNR5A—42—
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THhINMIELLHF AN, BEICEETIZENENIIBASH TG
28)

1B 12 EQERU 20 TOWMS v FZRY VILA—| 80 & 3 H{RIZH-YIE
RS (5%. 10%KTF20% ($92.5. 5 BU10 gkgRE/R) ) Li=, H. FO
HERICEWTIIHEHEDOS v R EEOSR % 12 AREHEERS L-#BXXEBEL
2o 20% I EHTIES Y FOZMEEL HER 4 BREIOHFEREFERICTHhTHEHE
PHBREIN- EFEOREVICHE L TEREIBTNOETBIZLSB0OTHA
SEEBLTWS, LML, 5S%EU 10%R58 TEHE L ML EREHE~AOHE
[FEHLRTOENY, Sy MIRY VILAR— | 80 ZRERE L1- 3 #HARR

2% ($91 gkg KE/R) ) CTIEZHREELBREICHEFEO LRGN 2=,
Z v NIRRT 14 BRE. RECEIfE . FRP R BRI 21 BEMIEGICHES v RS
RERT S BREIARY Y LA— 80 (1.35 /L (#9100 me/keg A E/H) ) #E0KRE
L 7= Burubaker 5D RER T, IO ROEHEOEMARREA: ", |
BH2SEDEES v IR VILR—| 80 % 6~15 BREEREFIEQKRS 500 XU
5000 mg/kg FRE/H) Liz&l 5, BEEOHKREEMIGBHEOMICEZRD
Whot, £, BEBYH-YDEEREY. FREZRVEFERRIEFELTCE|CHNTS
RELOMICEFIROONGEMN >z, S5, MROBEEHRE. £F. KR
[CONTHHBELDBICHLAGERAH NG -1, 30 COTHIZA~
DRV JLR— | 80 DIFER 8~ 12 BE#HIBOR’RE (0.5 gke KE/R) T. HE
R HEROFHUHEICHEFECREIRO OGN >T-, COERSELTFHRR
BRCEBYChTMIEHEEERCTHECh-EEHEIhTINE Y,

LiR®D Brubaker 5 DFBIERZRETT H-HIC. Sy b Q2IE) OIXFEO R
Mootk 21 BETEEYIZARY VIL—k 80 £8KkizS (0. 0.018, 0.13.
1.0 BT 7.5 vol%i& (0. 38. 265, 2,013, 18,126 mg/kg AE/H) ) L. EIRIREL
HOMSYMRUHARIZRIZTHZEERE L. TORR. 7.5 volniZ5H# T,
HE, AEEMNHERCESEEORL G EOBFEENZEH L, —HOBHY
[CHBAFAERLVEES Iz, 1.0vol%UTOHRERTE., BARSEEIEH LGN
2=, Ffa. KK (F) ITRIEZTHEEL LT, 7.5 vol%i SE#ITEBERS.
FEBINIPH R T 23~27 BBICH T 5 EHEERIGHABROBERMENZDH LN
f=o R (F) OEF. FENME. REREG. BRESE. BREMEE. T,
HEEERRUARAMREZHNREICLSV T, REOEEERO OGN o1
UEQHEREMS, R VILA—| 30 OBBRRURIER (F) ITHT 2ESHE
BlE, WL 8KFREE 1.0 vol% (2,013 mgke RE/R) EEZHND Y,

DERFRIE
FRRIZRY) VILA— |k 60 O 5%KBiEZ 30 AFEBZEH L F-REB CEhEE
DRBEAA SN, 10%BROBEICIIREQERLRA SN TV, BORED
HEBVICkBE. 15%KERE 60 ARERER L THEEITAE <, FEEOEA

12



[Tk YBEOREENAA DR, THORARETIK, RUVILR—| 60 HROE
HROZERIC&LYBHICRERELELLNAShTND P,

TIRDBEEIZ30%MR 1) I IA— 65 KHiEEBIZ6 B, 30 BERAL -5
BTRAOXEELREDBEEAALALTING 'Y,

REDEBIZR)VYILA—F 80D 5%KERE 1 v AEERBEAL-HET.
PREEORIBELA BI=A, S%KERED 10 HEEBERATIXIE»&EY L1=H
BEEAHLATHNENY,

ErOERBICHT HEEE LT, 68 HIOBHEIZONT, 25% Ry VIILR—|
60 KB®Z 0BT D1 B 2ME 16 BRMICH > THEREITHERAL -EBREKHABEINE
BEh, 1 HICBEOERIAALAL-ERESATID Y,

RYVILAR—} 65 ik ZFABHR TS BFRERA L - T, £ FOEEICRIE
HEHashTHEN Y, E£f-, 0%DKEEREZ@EA 50 il 72 HlEA
%7 BRR T2 AREL-RBRTRENAAShEN > EORELHS ™Y,

RY VILR— b 80 D 5%KBFHED 48 BEIOHAHRERATE FOEBICBED
RBHESH SNDBIRH 1= DMELDH S 7V, —7H. 50 FIORE A 48 B
FEZAER%Z LERBCREEREEASATLAN 1V, £ FOBRKEIZHT S
HEITOWTIE, KBK (pHS~7) ZHEATHHRBNEEShTLLA, 20%
ETCOERETCIHBEMENALAGM > EREShTLS 'Y,

@R EHE

RYINA—=F60FRFE L= U—LE L LIERY VILR— 60 BE¥R %80
BEEEBIZEHAL. 20 PRICFOBEICERSHNE L - EOBRENHZ 9, 48,
COMEICEDERIYNAR—F 60 RUY ) —AITEBREVBOKEEIZH LT
FEEERSGEMO T,

EHEREEICL DIEMRBEEBRANEDLNDSEE 737 HIZ 10%KR Y VILA—| 80
SEVMBRERAEANYFIZEY 48 BRERLEZ A, 4 BHZBMRIEHRA S
h, R3BIERY VLA~ r 0 ICEBEREERLET), BEEEEXRLL
=y FFRPTIE, RY VILA— k80 FEISE Y 330 Bl 3 17, 10%AY
VILAR— | 80 OEEYHIREIZ & Y 590 Bk 15 0L 5% VIILA— k 80+5%
YV ILAR— b 40 DERYRERICE Y 1,206 il 2 5] DB RGERA SN T
Lo, RUYILAR—| 80 I LTBEEDRESL L DEEEL, SHERY —
TRUGRDEE 21 FICS5gDARY VILA— 0 #ROF/ELEECH, BO
TERDEBIEBRH N EDHRENH S, COFETIE. BFEA 9HITONWTH
BOWEBAE ZHHhTWAN, RIBIF& ST,

EILEY FERWVHERIE, BHRICSSIASNTWADAH T, XEROMETH
B, TIOVEE—VaEICkY, R VYNLAR—F 20 IZDOWNWTHEERZLL
BEOBMER Y. RYYILRA—F6SITOVTEREDER WAREATNS,
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6 EREEECEIT S5
(1) JECFA IZH T 5 5E{E

JECFA (35 17 HEE (1973) ([ZBWLTHRY YILA—k 20, Bl 40, @& 60, [ 65
R UE 80 Z5F @ L TLv3 P, JECFA IFRY Y ILA— MEDREREIZ L HEHS
HEEBT 5% 5 (2500 mgke AE/BIZHE) THERERH LGV EDY
BRICEDE. 2,500 mgkeg AE/AEZESHE L L. 2B 100 ZFALTRY Y
IWR— DY I—T ADL & 0~25mgkg RE/BERTEL TS,

(2) BRMBRESEER (SCF) [ZHIT 55

SCF % 1978 £IZ JECFA AAERY EIF =R VILA— |k 60 DM SHHEZE RD
(ZRY Y ILAR— b OFFEEREL TL S *Y, SCF id JECFA LRI THORRE
ADI DEHEDRIMT—2 & LTLEH, JECFADRFEZE L LA >E=T Y b 5%
BREBETOEEOTHEERIZAN, 0~25 mg/ke AE/ADEZRY YILA—FD
FEITNL—TADI & L. BREBICHELZERELTIEOBHMIZOLWTOH %0 B
ERRORSER ERBFRBROT—2 ZER L=, 1983 £IZ SCF [ERY VILR—k
60 D 1%, 2% KT 5% (500, 1,000 BT 2,500 mg/kg HAE/BHEZ) HBMARICELS
5w b 13 ERMEOREHE 2 CESEBEMEETL. S%BRSHTTASED S
MhTWBI e, RUYLA—FEOSTIL—TF ADI £ LT 0~10 mgkg ARE/H
EFHRELTINS, FD% SCT IERKED NTP HAHRY VILA—k 80 [ZDWLWTERL
oy FERVRITED 2 ERIOBENAMEREBRIER (1992) ISESTADL %
HIFMGL, ADI DEBOHLERZINERZR/L TN 3,

(3) XEBREESRIT (FDA) [THITHHE .

FDA [ZR Y ILA— DT I—T ADI & LT 1,500 mg/E /B (0~25 mg/ke &
BE/H) FRELTLS Y, FDA L1 RERSEMHRBTOTHAICET 2 B8HEES
ADI SREDRMIZ L TWHM, FEMICHELT v FEA X C%HEMEARTEELL)
[CHARTNLRE—DOANBERZEHNT LY (5.0%FNAHR CTERLETHOHKR, 1%
RN CHELL) AFHRALTLS ¥, RYYNLR—FEEIZDT, EF
1T EREMPAVZATIEEVEFEMLTULD, 1999 FEDR VILA— k 60 DESE
Tl REED 14-SFFHBEVPIFLUATL FOBMEBOREZROH TN
A0, BREENLEESNDHE FTORBENELCELC 14-SFFY2 19 ny
ERBUT, TFLUAFL R 770g/E MBETF) . CORBEHNLEEEIND
EEADEEYRY (FRFh 6.7<10", 1.5x10%) S5, Fof e L CEYIZE
AEh3BY., £ MIETHIERERIAENERROITTNS D, 4, KUvL
R—rOXEROABRESICLDTHORESE LT HBRREORI A —ILOFERY
HIEEHEICXHT 2R VILA— FOBRREAEZEZ bh TS,

(4) EERSATRRBEE (IARC) I12H 17 H5E(

THPTHD 14— A XHURUVIFLUAZTY FOFEREZET > TS,

1994 &, 14—TFFHiE. £ MIENASEFRTEIZGE D, REBEY
[T SHERR DL D, TH9N—T2B (B MIHLTEAAKERITH
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BeteAiHB) | LEEMEL TS Y,

1999, TFLUAXLFIE. £ MZHESARERIHIIBENTH D H,
ERBWICETAGRAHLE LML, [FL—T 1 (ERIHLUTHEIANE
BHB) | LFEELTLS ',

7 —BREDREOHIE

FAFEIZEVT, BR~NDFEAEMCEESNEIRIYNLA—FED 1 AH
FFUO—BEREIX, 2~I1llmg/k MAL#EESh S,

HHABIZHEWTIE, P& LTIBESALRIC, T—F7 v PR Ty FRAE
FICLVENRSZHEFICRET LIRS LEDLIIN, BELAT. BXBEOHE
ENEFHBI. E FOBERICHEEZESZDFILFERINDILEEFEZIONLL,

= OB UNA—F (Tween) OTIEHETE (2002 )

EU (ton) *! KE (ton) ¥
RY Y ILA— k20 (Tween 20) 10-20 10-20
RV ILA— | 65 (Tween 65) 10-20 10-20
R VILR— k60 (Tween 60) 1500-2500 4000-7000
RV ILA— | 80 (Tween 80) 200-400 2500-3000

H B : Quest International (FZ 2 FDRY Y IA—+tA—D—) FH
X1 AA377BEFALLT 1 A—BHHLYHEEE 12-21mgk MB
%2 AO28BBFAELT. 1 A—BERLYEES 60-111mg/E /B

8 FHEFER

SEFEZET =498 (RUYVILA—++ 20, [ 60, [ 65 RUF80) FIZ, &
NEERUVEEFZEICOVWTERENGEEREAGNAT, JIL—TL LTEHEL ADI
ERETHCENBENEEZ -,

 REBRSSUHRB TR, TAERKE LTTRARRS DN, BE. BRIEYE
FREBRELERICREOONLITHIE, PENGTERNMEESNDIEMLHENER
SBLEE@LUAEL, LHALENRS, R VILA—MEIZTDONTIE, HRIRERY 4 —
MKk 2PBEMGERICHE THIEERERICHT 5 RARIERIC & 2RINE~ADFEE
NEHLhZI LMD, BREY S FIZIH>E=EZFIZKY, THESERELEML
T=o

R VILAR— k65 BV 80 IZDLNT, inviro RBAHARERBR T—HBHEER IR
H£EINTWEH, RIFEEMNMELC . DD, invivo DBEHRIEHABRTEREEOERN
BoNTWAIENL, RY VILA— NEOBEEMRE. £ERICE>THERELS
HH5EOTIEEWNWEEZ LD,

Zv FERWLERY VILA—F 80 02 FREMAHRICEVLT. XL LTHITEF
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HEDEEMBEOHREROEMERNRE SN TND PR, KL LRROE
MmEHIT, HRNEOMEORKERSICHEVES Y MIRBATHIRIETHY . R

EEMEVNZBZYNLE F—ILOTILIA—-LEODEHERETHLHS v FEIBHEIC
FHOFENENDZZEAMENATEY., £ MIATEIENAVRT ERET B4
BTRAEWEEZLOND,

%x&%ﬁhmﬁMmm(ﬁm¢mmm&v4mmm)t#uv»«—hmw
Hﬁ&%fﬁﬁ#&w%E#MtmEo%E&U%#&wﬁﬁt%ﬁﬁwnﬁ#ﬁ
EShTLSEH., BEROBEBRINNENI L. nvivo BESEEBRENSEETHS
ZEENDS, ADIDF E{Bur_hbomﬁ#%é%ﬁ¢éﬁawauaﬂﬁb
T=o

Brubaker 50 1 {5 2I12& 57 v FMIERETHESRICE VT, REYPOFT
ERBHLNATINE M, | mhﬁ«wgﬁéﬁ@Té#meMﬁﬁﬁ"b
N, 7.5 vol%iR 5B TRBASHESEDH S h. REMWICAERINME R O SEH K
ISRBOERBESENRDO LN, 1 WU TORSERTCEBIURURER (F1)
12 g 2 EIIBHEREN T,

RY VA= FEIZESHFINLFMPIZOVTIE., RETOHETERERUTH
[CEDSEHEHLEEEIRING, DHAEOHEERECESCEEN RV ZE
E2A, —BICECGEERIAPEDERLIBLANLLEIATNS 100 55D
1 ODLRILETE-THEY., TOURIEBEHTEVWEEI LGNS, BL, JRY
EHBEE LTiL, SIEHE, HMMICTRELRALTERLELEZEL&STET S
RETHD,

THZEZSELELFMETSHE. SHEBO NOAEL OR/MEIZ, NLRF—%H
mtﬁuv»A—bmanmq3&Hﬁﬁﬁﬂﬁﬁﬁwl%mwmmMQWEm)
EB, LHOLEAL, JECFA Tk, COHBHRETETVLWT—2THY. HEBFE
ORBELHHI L. COMICEBHOSTI2RBOT—INHH LG EN DL, ADI
BREORMICLEVWETFHLTEY.,. BRTEZFERE LTELEMRICFEHEEL -, #
2T, RUVILA— +EDNOAEL DR/MEIE. T v FEAVKRY VLA~ 60
D13 BMBEEERSHABRTHONETHZEME LT 2% (1,000 mg/kg AE/AIESH)
£ %, BDEARRERSHERO L S CREMMOEVHBRRIRERILIC— BERE
BE (ADD) £HETIHICE. BEOZLFRE 100 [SEMOFEERKEBEST
BDHR—EHETHD, LOLENL, RUYVIARA—+FIZOWTH 2 ERRERS
BB CEHORBEBROBELHY. ChoZz2TEELALT. 138ER
FEEREHBRONCAEL AR EVEHBLEZLOTHLIA L . REERITEED 100
FHEAdTLHEE LT,

LREBFEX. RYVILA—FE OR) VIL~—120, Fl60. B 65 KTUF 80)
O ADIL [, FI—TE LT 10 mgke FE/B &5l L 7<,
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4 )—7F ADI 10 mg/kg fAE/H

(ADI X ERHEHED R VIILAR— k60 D 13 ERER S HE
(Bh4m7E) v bk
(#\E5HE) REERE
(NOAEL R EARHFTR) T
(NOAEL) 1,000 mg/kg AE/B
(Z2FRE0) 100
(51 ACRE]
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