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: Creatinine

No.:313
a2—FK:101592
CAS &% S:60-27-5

IS

AFNTN)AL TR 1-methylglycocyamidine

IR EE
OuP MEREHR(2003) OB ORFR ORFE-HER OS8R
WUSP/NF(27/22) CIEP MFDA

BRAERE:
FARAESS 160me. BHPIAIESY 128mg, BETIE4T 20mg. ZDHhDEST 14.56mg,
ERES 0.16mg/El. E&HBA| 3.75mg, RAH] 3.75me. BRFIBH 5me/mL

1 HReS5EH%

1.1
1.1.1

vk

1HEEDTVMNIILTFoU 25meg/Ke #HIENIBELTE S £AE L . X8
BICHBLTARAKERR -BOERE - BOREIHOI MBI LENEELE
[FHHNIEMoT=, ! (Yokozawa et al., 1992), 2 (Yokozawa et al.,, 1083)

2 RiERGEH

2.1
2.1

2.1.2

2.1.3

vk

1 HSEOBRESYMIKISEHELI-EERIL7F= Smg/mL E£1=1% 10mg /mL
Z 2mL/100g MFBET 3 BRLERBEEREEL-, JEEHBIYMIERLT
Smg/mL R E5HITERNEFHMICEEGER A OAGN 1A, 10mg/mL £ 5
BCTEHAEFBEOFELEBIERIN . £z. MR IUVEROER TR
SE0EMIZE->TIYEEOEHEMASNT. ¥ (Levine et al., 2001)

1RO 7TUBERIEBEBEREIVMNIILTFIU 125me/Ke =1
250mg/Keg % 14 BRIRIE NI S L CATREMELT . 125me/Ke IR 53 (T RER A
FZELTRTIEEM ol 250me/Ke I EHTIX. 2 (4B L6 BIZ1 LS D)
ORTHARLONRI, DLTFUOBEMNE T EMRERT, ¥ (Yokozawa et al.,
1989)

FRIOBZEHHL 7 EOMIERIZ 8 BB EIZ 300meg/Ke DOLTF =% 14

~18 RER TEHICE->TIRELE. RE 4 BEMSRONHONIA . pER

FHIZFXRERHDINERET S0 AN —F . FOREGEEEIZEHE
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DLFPFZy )]

L. WBEOKH 1/2 THol. £ . SR TRBIZHLELNZDh,. EBTERHM
o=, P (Giovannetti et al., 1969)

3 EBicE

EEXmEL,

4 ERHE
ZuEAL,

5 EIEHELEEN
oL,

6 EFRISE
B S XA,

7 FOMOEE
3= U
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HLJ—I #1hR

fng: sLvy—n

No.: 314

#HA: Cresol

O—F: 001229

CAS £45%S: 1319-77-3

A4

B AEE:

BP(14) OFFMR OFB/MR OBF WEREH-RER(999) DR
MUSP/NF(28/23) BEP(XCresol, crude) CIFDA

=AERE:
FIRPEEST 20mg, ERAAPEST 20mg, R ST 158.2mg

JECFA (5T
ADI(1 BiEEEE) IREDBAEREDA,
Ak EHREELTERALI-EE, MEDERL AL THE., et CREREEAL,

1 HOs55H
11 Dy
2L =)L )i #5i% | LDg(mg/ke) X _H
o~ =)L Sk 10% in oil 1470 Uzhdavini et al. (1976) "
10% n oil 1350 Deichmann & Witherup (1944)?
50% in of 360 FDRL (1975)?
Undiluted 121 Bio~Fax (1969)*
TR 10% in oil 344 Uzhdavini et al. (1976)"
FarE 10% in oil 940 Uzhdavini et al. (1976)"
m7LJ—I vk 10% in oil 2010 Pereima (1975) ¥
' 10% in of 2020 Deichmann & Witherup (1944)2
10% in water 520 Mellon Institute (1949) ©
Undiluted 242 Bio—Fax (1969)”
RO 10% in oil 600 Pereima (1975)°
10% in oil 828 Uzhdavini et al. (1976)"
p~2LY—) vk 10% in ol 1430 Pereima (1975)°
10% in o 1460 Uzhdavini et al. (1976)"
10% in ofl 1800 Deichrnann & Witherup (1944)?

120




L= £2)] 77
. Undiuted 207 Bio—Fax (1969)*
TR 10% in oil 440 Pereima (1975)
10% in oil 344 Uzhdavini et al. (1976)"
2 RigREHH
21 EHIREIR SR
Compound | Bt/ | Bhimk | 185 | REE HEH | BR XHR
& /tE 1R i3]
NR/F  |#0 |0,65,325,65 (14 B {HUReErR UG SRR (CIT
(8-10 38| (&% [or 130 225 (1983
i) K} |mg/kg/day )
HEtE  [$20 |0,300,1000, |28 HRE {30 000 mg/ke FELS, (B2 [US NTP
NEh 5|(&ED) (3000, 10 & 1) TR ARERE, (19927
pt 000 or 30 000 BRELZENE > 10 000 mg/ke
mg/kg diet *RERD, FEERD
3000 mg/kg FHIZAEXTE
EDEM
HtEZ  |#20 |0,300,1000, |28 B |> 3000 mg/ke THHED |US NTP
nTh 5|(&EH) | 3000, 10 000, AN EERUSIEOMEN|(1992)?
T 30 000 mg/kg FEED N, 30 000 mg/kg
diet TIRERD
HZ (0 (0,240,432, oYLV |RTUR/ B6CIF, Homshaw
hEh 5|(&EH 178, 1400, 178 |—/L etal,
g 1400 or 2520 (1986) ®
mg/kg diet
Zxl-yh (Bt |$20 (0,432 778, TR/ B6C3F, Homshaw
o 5| (FE 1400, 2520, etal,
A 4536 mg/kg (1986)®
diet
<A  |NR/NR |inhalat {50 mg/m’ Zwk/ Fischer—344 Uzhdavini
/NR jon etal (1972)
9
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2L —IL IR
m-JLY— |IoR/ |HEE |#0 (0,300, 1000, ) {usnTP
I B6C3F, |#LE4 5|(BAH) {3000, 10 (1992)?
P 000 or 30 000
mg/kg diet
Juk/ (AT [$20 |0,300,1000, |28 EHRSY (30 000 mg/ke AEEAL, |US NTP
Fischer-3 | #1141 5| (&£ (3000, 10 000, BlizDBNESIBM T (19927
44 pT 30 000 mg/ke DTN > 10 000
diet mg/kg FHERERD
ahn
pLJ—IL|ROR/ |HME (430 [0,300,1000, |28 AR {30000 mgkg TEART |USNTP
B6C3F, |h¥h 5|(&EH) (3000, 10 DAL 10000 [(1992)?
us 000 or 30 000 me/ke (i 1)5ELS, D
mg/kg diet EREREDIKIZ FREERA, >
3000 mg/kg ATiEEEELA
ha; > 300 mg/kg SAEFOR
SREE
b/ |G |#20 (0,300,1000, |28 HRE |30 000 mg/kg FERAY, (US NTP
Fischer-3{ 1% 41 5[ (&£E) | 3000, 10 000, rough coat, BEUED, F |(1992)7
44 T 30 000 mg/ke T BHRU RS
diet 25> 10 000 mg/kg Bl
FEIEM, > 3000 mg/ke
HFiAE g
m~/p-2LY |RR/ (HE  |$#20 |0,300,1000, |28 BRS |30 000 mg/ke BEERAYE |US NTP
—JU6040 |B6C3F, |h-Fi 5|(BED (3000, 10 tE and IFIREEEEMIRR ((1992)7
ratio) 111 000 or 30000 and £2E ERAMEREENE >
mg/kg diet 3000 mg/ke fifi. BB, B
DEEX, FE. IREDEE
i
Jub/  |BEEEE | oral | 0,300,1000, | 28 AR | 30 000 ma/ke PAERD, | US NTP
Fischer |#LEh. 5/ (diet) | 3000, 10 000, BAKEE, > 10000 (1992)?
344 |t 30 000 me/kg ERERIEM >
mg/kg diet 1000 mg/kg AHERODHHEE
REEERITE B UER
EEEm
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gLI—I AR
22 RPRIEHRSHR
Compo | Et¥V/ | Btk | 5 | IREE | RS9 faR AR
und & /t% oz
oI |Fuk INR/NR [inhalati(9 = 09 |44 A6 8| RETHD, OIS,  |Uzhdavini etal,
—J)L  |/NR on |mg/m’ (/8,5 B/8| BEEIH, fAEFEEN (19722
% 2y AR T R U EHE
B¥E/8.5
H/B% 24
B
Subk/  |HEHE loral  [0,1880, [133 30 000 mg/kg {AEMIID |USNTP (1992)7
Fischer— (10 |(diet) |3750, MAET; > 15 000 mg/ke
344N (20T 7500, 15 BIRESEMN, fE+EE
000, 30 ho:> 7500 mg/kg FFERE
000 B R8I0
mg/kg Dk, BiEEIL
diet
TOX | HEE [oral  [0,1250, |1358 > 20 000 mg/kg FEIERRH |US NTP
BC3F1  |hTh |(diet) |2500, 17VOER, BIEX; (19927
10[C 5000 10 000 mg/kg BRERRIES
10 000, 4> 5000 mg/kg (AER;
20 000 > 2500 mg/kg RFEE. B
me/kg RROIERE R USSR E
diet 0N
m/p-cr |Svb/  |HEME  |oral  |0,1880, |1338 30 000 mg/kg {RERD R |US NTP
esol Fischer— |LEH  |(diet) (3750, UERERAYEMED 15000 |(1992)7
(60:40 (344N  |20pm 7500, 15 mg/kg BREEE, FEE
mixture) 000, 30 8> 7500 mg/ke SEAEHH
000 HAONDER, BHEE
mg/kg Biso EE15in>3750
diet mg/kg ERPRERZEIL 1880

mg/kg BEHERM,
E Rt

4,720
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R

TR |HMEE |oral [0,625 [13:3 10 000 mg/kg (AR, |USNTP (1992)”
/B6C3F1|Eh |(diet) |1250, BRERETED 7500 mg/ke
10T 2500, PFRERE AR 2500
5000, 10 mg/kg BiREATIRO 4
000 #, $ExtATERIEN
mg/kg
diet
o-cresal {Swk/  |HEHE |oral  |0,50,175[13 38 600 mg/kg JET, EFHE, 7IF |MBA (19882)"
Sprague-| T h |(diet) |and 600 8 FERD 175 mg/kg
Dawley |30PC mg/kg pegd(c))
body
weight
per day
meresol | Zvbk/  |HEHE |oral (0,50, 150{1338 450 mg/kg EER, AR > [MBA
Sprague-| L Fh [(diet) [and 450 150 mg/kg FAEER  |(19880)™
Dawley |30FC me/kg
body
weight,
per day
p—cresol | v/ T |oral |0, 50, 13,8 600 mg/kg3ETE, BEE & |MBA
Sprague-|1LEh |(diet) |175, 600 B, FERD, BRERTISE ((19880)
Dawley |30[FC mg/kg IR ERE,
body 2175mg/kgFRIMBREL,  ~
weight EJOEY AT VR
per day {EDFRLL., BliaEEESm
##; >50 mg/kg B
LEEE toH)
3 BiEEE
3.1 b vitro
Compound Assay Indicator organism | Concentration | {XilE | {CHEEHE Reference
tHY | &l
1 o=V —|1EIRERER |S. typhimurium 25 pW/plate - —_ Douglas et al.
)N ShER TA98, TA100, (1980) ¥
TA1535, TA1537,

520




JLJ—I IR
TA1538
2 oYUl —|EIREAER (S tphimurium {324 pg/plate  |— - Florin et al.
) i TAS8, TA100, (1980) ™
TA1535, TA1537,
TA1538
3 |-V — |18 IR B MR ZE RS, typhimurium 1-100 pg/plate | — — Haworth et al.
L SHER TA 1535, (1983) "
TA1537, TA98,
TA100
4 |- DLV —|HIFEHL L R(S. typhimurium 5 pg/plate - — Massey et al.
P R TA98, TA100 (1994) ®
5 |-Vl —|18IR R KL R!S. typhimurium 2600 pg/plate | — - Nestmann et al.
| FER TA98, TA100, (1980) "
TA7535, TA1537
TA1538
6 [~V —[{BIRmZe KT R|S. typhimurium 5000 pg/plate  |— — Pool & Lin
L iR TA98, TA100, (1982)
TA1535, TA1537,
TA1538
7 {0~ L —| fifi 5k % £ 43 {&| Human fibroblasts |86.5-433 pg/ml [£553 Cheng &
I 3THA(SCE) 865 pg/mi 1 37/ IZ|Kligerman
[k (1984) ™
8 lo- L) — | biti bk 8 48 43| Human 0-54 pg/ml - Jansson et al.
] 3HR(SCE)  |lymphocytes (1986) ™
9 {7 LY —| i i 2 B 43 {&|Human 0-54 pg/ml —_ Jansson et al.
L T4 (SCE) lymphocytes (1988) 2"
10{o—2 LY/ —| Sister—chromati |Chinese  hamster + + Litton Bionetics
1 d exchange ovary cells (1981)*
110~ L/ —|Forward L5178Y mouse — - Litton Bionetics
F1v mutation lymphoma cells (1981)
12|27 LY —|Unscheduled  |primary rat ND - Litton Bionetics
17 DNA synthesis |hepatocytes (1981)%

6.720




L= £IhR
13|o~4 LY/ —|Chromosomal |Chinese  hamster + Hazleton Labs
) aberrations ovary cells (1882}
14|0~2 LY —|Cell mouse — Hazleton Labs
m transformation |BALBo/3T3 cells (198867% Litton
Bionetics
(19812
15|~ LY —|Viral DNA}SV-40 ND Pool et al. (1989)
L amplification  [transformed =
Chinese  hamster
cell line
16\m- 2 L V| EIRERT RE|S. typhimurium 2000 pg/plate  |— Douglas et al.
—JL H1:03 TAG8, TA100, (1980) @
TA1535, TA1537,
TA1538
17\m— 2 L VIERZEIARZE RS, typhimurium 324 pg/plate - Florin et al.
1% 5 TA8, A100 (1980) *#
TA1535, TA1537,
TA1538
18m— o L V|iEIREMRZE RS typhimurium  |3.3-333 pg/plate| — Haworth et al.
—JL ER TA 1535, (1983) '®
TA1537, TA98,
TA100
19\m— 9 L V|EREBLLER|S typhimurium  |2000 pg/plate | — Nestmann et al.
—L EAER TA98, TA100, (1980) ™
TA1535, TA1537
TA1538
20|m- o L V|1EREMRER|S typhimurium  [5000 pg/plate  |{— Pool & Lin
—JL ERER TA98, TA100, (1982) @
TA1535, TA1537,
TA1538
21|m— 4 L V| fiti ik & 2 43 £k |Human fibroblasts  |86.5-865 pg/ml Cheng &
—J ZTHA(SCE) ' Kligerman
(1984) ™
22|\m— 4 L V|t bk & 8 4 4| Human 0108 pg/ml Jansson et al.
—JL ZZHA(SCE) ymphocytes (1986} ®

7720
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23|m— 4 L V| i bk 5 8 43 {4 Human 0-108 pg/ml — Jansson et al.
= 3HR(SCE)  |lymphocytes (1988) 2"
24|m- % L V{Forward L5178Y  mouse - - Hazleton Labs
—iL mutation lymphoma cells (1988c) ®
25\m- 4 L» Y/|Unscheduled  |freshly cuttured rat ND -_— Hazleton Labs
=L DNA synthesis |hepatocytes (1988¢) 2
26|/m— 4% L» V' |Chromosomal  [Chinese  hamster - - Hazleton Labs
=) aberrations ovary cells (19882) *
27|m~ 4 L VY |Cell mouse - — Hazleton Labs
| % transformation |BALBc/3T3 cells (1988d;5) 2®
28|m— 2 L ¥/ |SV40 induction |Syrian  hamster ND (-+) Moore & Codchill
- kidney cells (1983) ®
29im- % LV |Viral DNA|SV-40 ND - Pool et al. (1989)
—JL amplification transformed ?
Chinese
hamster cell line
07V —|EIRERETE|S.  typhimurium|1000 pg/plate - Douglas et al.
JIe FHlER TA98,  TAI0D, (1980) *
TA1535, TAI1537,
TA1538
31|p-OLV—|{EIRRARER|S typhimurium (324 pg/plate —  |Florinetal,
% R TA8, TA100, (1980) ®
TA1635, TA1537,
TA1538
R2(p~VLYV—|{EIRE R R[S, typhimurium 3.3-333 pg/plate - Haworth et al.
n ERER TA 1535, (1983)°
TA1537, TA9S,
TA100
B 2LV —|IEREBAE RS tyhimurium |5 pg/plate - Massey et al.
L ERER TAZ8, TA 100 (1994)7
34|p- LV —| B IR R E RS, typhimurium 1000 pe/plate - Nestmann et al.
pl AR TA98, TA100, (1980) ®
TA1535, TA1537,

8.720




2L =L AR
TA1538
35\p~-2 LY —|{EIRT|EATR!S. typhimurium 5000 pig/plate —_ — Pool and Lin
J1% EER TA98, TA100, (1982) 9
TA1535, TA1537,
TA1538
36|p—-U LY — |t bk 4 8 43 {%|Human fibroblasts  86.5-865 pg/ml —  |Cheng&
1% ZHL(SCE) Kligerman
(1984 ™
37|p- 7L —| il bk 2 68 43 £ |Human 0-54 pg/ml - Jansson et al.
g 3HA(SCE)  |ymphocytes (1986) ™"
38|p—2 LY —| fili ik & £ 43 P | Human 0-54 pg/ml - Jansson et al.
1% 354 (SCE) lymphocytes (1988) 2
38|p-2LYJ —|Forward L5178Y  mouse - - Hazleton Labs
J 2 mutation lymphoma cells (1988c) ®
40(p~4 L —|Semiconservativ| human peripheral ND (+) |Daugherty &
L e/repair DNA ymphocytes Franks (1986)
synthesis
41|p-U L —|Chromosomal  |Chinese  hamster + + Hazleton Labs
. (1988a) @
L aberrations ovary cells
2|p-2 L —|Cel mouse ND + Hazleton Labs
L transformation  |BALBc/3T3 cells (1988d) ®
43| p=47 L3 ) —|Viral DNA Sv-40 ND — Pool et al. (1989)
I amplification transformed 5
Chinese hamster
cell line
44| 0~ m— and |Reverse Salmonella — — Litton Bionetics
p—2LJ— |mutation (on |typhimurium (1980) @
JL(1:1:1)  |plates)
45|0—, m—and |Forward L5187Y mouse + ? Litton Bionetics

9.720




oL J—I iR
oL — |mutation tymphoma cells (1980} @
JLQ11)
46|0—, m— and |Sister—chromati |Chinese  hamster + + Litton Bionetics
p—L)— |d xchange ovary cells (1980) @
JL(1:1:0)
47|o=, m—and |Gell mouse - ND Litton Bionetics
p~7LY — |transformation |BALBo/3T3 cells (1980)
JL(1:1)
48|m/p~L, |Reverse Salmonella —_ - US NTP(1992)?
J— mutation  (on|typhimurium
(60:40) plates)
48\m/p—L, |Micronuclei, mouse — US NTP (1992) "
Y= |peripheral blood
(60:40) erythrocytes
32 hvwivo
Compound Assay Indicator organism RBE | K Reference
tHy | AL
1o UL/ —{HESHESE | HESIERGE — Hazleton Labs
7 (1989d) ®
2 oYL — | Wbk BIONASE | < ) AREREPHRS | 200mg/ke ? Cheng &
I BT RERE Kligerman
faRa. phRa< o (1984) @
nor—C. B
AT
3 oLV — /M, IREMTR| IR - US NTP
% Juikey (1992)”
4 (-1 — | EHEGE TR - Hazleton Labs
v (1989a)
5|m-o L V| RBEARE (B7YVA - Hazleton Labs
— ® (1989c) @
6 |m— 2 L/ Wk EBIMAE |~ o R EHEATS | 200me ke — Elf_meng &
igerman
- BT RERE (1584 19

10,720




QL= ik
#mRa. ihra~< 4
nor—Y . B
HERHERD)
7 oI — £ | S ERTE Hazleton Labs
1% (1989¢) ®
8 |p-ILJ —| ik B NEE | 7 0 RRERERIR S | 75me/ke Cheng &
)" B ABHE Kligerman
R, k<o (1984) ™
A77r—C . H
4hHER
p— 7L — | EHEEGE THA - Hazleton Labs
W (1989b) 7

* —= (&t + = Bt ND = F—4%L; 7 = inconclusive

4 ERME

VLT —INOREMTEY B54+57%0 (A P oA R, 200FEBRTILY -
(FEGHEIEEEEF D EShTVS, LGNS, JLY—IILOREICEET 2883 E
TLYLY,

TR

411 ROARBERMETILTILY —ILOBEEERE CDULTERRELE, 27 5 29 EOS IL—T D

DAIZFEMETHD 910-UAFNA1 2-RU X TS ERIEIZBEERL ., 0% o- m— p-
DL —ILD 0% B ERERIZ 2B 12 BB HL . Shod) 3FEOHILT— )L RIEAIZRE
ELIZRETE AL Mo, 12 BDBFRTEFLTLVZRIAT. TOX | ROEHYKEFLGEE
HEFE 1 BOREERL DT VADDENIOLY —ILETERL TV, BEETR{BEFRIL.
oL —ILIBREREL IV — LA TREINE Do, FLY —ILERIZ L BIES IS A LN
Mmotz, CORERICEITA LT —IILOBRIIREMELLTHLA TWAAEL Thot=-C &L,
XETAREIETHS LOWUEA S, AU B BRI HBECIEEEAA TN 1-D T AR
L DOFENCOFERITHELLEI 1L TH D, SORRRIE. LV I ESITEERL S
BHZEETELTLVS, (Boutwell & Bosch, 1959 )

412 oLV ImgEAVEELY Img &~ DRI 1ERIIC 2 [E. 30:BEHEORS5 L=,
AR @E L& DEFEOFREREBHREIEML., BEETORIRIAEREL . Chbn g
. IV —ILEBE(1MmL{BEREO02mg TlxA i hotz, O-ILV—ILEALV R L
YORIRITRITIRE LGS T, RADEELH LN, REMEERDEE -, (Yanysheva et al,
1993 *)

5 HRERASH
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ZLV—)L AR

51 Svb

511 BEEEUIESHRUEESHLOEE AR SETINVEESDIZ oL —IL 5%
BLT7x/— I LEMERE LTz, SRS VIR 11 BEIZ p-ZLY—IL%E 0, 100, 330, 670,
1000mg/ke/ BEARELE ORI E 1, R RESHRO S 8T 2ERREREIREL., £-13R
10,11,12, 14,17, 21 HEIZAEZAREL . FOHELEGREER 1, 3, 6 BITBREL -, L\WHVES
BRELRL . RERUESELIFIZEIRL -, FoubHEELL %, BSUMEERL. FEDBKE
BFEDIU LT BESIZREL-FORIFERFDOREA R ADEFFIVFOBDES
LTHIU LT, BEELROFIENRL, #BEL -,

BERE., RO 670 & 1000mg/ke/ BN 7/ EBSLEBSYMFOFAE R 215,
2mizHohtz, p L —IL%E 330 mg/ke/ BULEDEHERLU-BSyMAEL L -, EEL
NEROHEEANERE R EMIIA LW o, (Kaviock, 1990 “9)

512 o5 mmand pOL/—NLOTUE 2 HIENEREEE 1T 0T CHENORIEKITOLTRAM 25
PT3 20 Sprague-Dawley CD SvIZ 0, 30, 175 or 450 mg /kg bw/ BE—2A A JLIZBH LHEER
10 8/, BEISEWRS LTz, MAOIRSE. TR, HEL. S2UMLR5ELT-, splk. Mt
DHFHREREDOIL—ILE 11 BREHESLT. F, MO—R LR F, #H3EEEAR, HEERR.
LIRS EREUT F, FIE. BELICT RTERLE:, Shio3iE0 LY —ILRIERIL, 8
SUMTHELFEESIEECLI. F, SYNTIE. L. (KEHEMOET, BRRER CEEOET.
TESHACET. AR IREL. AR, PR, FeR. DARRS) 20 EBUEEIR. IFLAL 450
mg/kg RSB A BTz, F,SVR T, 175 mg/ke TR OO OB ELERFERN A D1,
LALGEHS, RICHEUFELIFRCL-ETH > Th., STEREEE - RO E~ DL
RN SDOHBTITEROLNE, STz, 450mg mILYV—Il/kg 21’501 F, BIZHBNI-$ET
O, FBRERT. THRICEATE LI TERLD RN RIZED1D THDI=, 450mg p-
DL —W/kg ARG LI-BIED F, AN TFERDE, FRIZOLY — L8512 8540
TIAEWNEEADNS, (BRRC, 1989abc 4%)

513 o- FIE pUL V=L 60mg/kgbw . m—ILYV =)L 450mg/kgbw ZBEI1ZT 13 BRIERIER
SELFUMNIBVT. RR~OFELEELEN oz, (MBA, 1988abc "2

514 R)OLJ=)(o m-and pILV—)LOEEY) DEBBADEELERIANSUNTERIL
T2 SUMCIE, Z2R51 0,06, 40 mg/m® DR ILY—IVE 4 7 A1 BORHRETF0) BRESE
120 4 mg/m’ DR OLY — )L TIIRI CHIEE R U ERTSEE RSN RO h -, o -1
REMZALIE, BIARAT —C OREE O BRI ERIBRO Y 1 I LD AT LD ER
T olz, INROMRERHINHTIL., FHAIREEIR L LOPRERRE DRI A DAL T=, 06 mg/m® T
I CREREERRIZE LA ERSD B Tz, Pashkova (1972 %, 1973 #)

515 SuMIBITAREFHITURRA 2RO EIBRER TREL . 3ETATOILI—ILE
tHAIL . RENRPORBSBICFOREIZEZEERIZIL, FOREF-RIREFEDIZEAL
1%, 450mg/kg bw/ BDETH o1z, £z, BoVMNIB W TR ORBILBASHIESHERLT, IEF
BHICHITAAEEE(F S m—IL Y —ILREEIZHEWLT) ThHofhs ThodTeIzsLyY—iL |

12,720



gLJ—= AR

BEIZELEOOEIMIBESMTIIALY, EBITm-ILY =L, 450mg/kg BT F, (FOEEHND
RERETOEFERDEE T, (BRRC, 19893, b, ¢ ¥4

516 RESHRAI)—ZUTHEET. POLY—IUIE. 410 mg/kg bw DIRETHRADEME ((REEM
DETF)E51FEILz, LMUEH D BREEECEISFORE~OEZELBEHT LT
Fhihvot=, (Kaviock, 1990 )

517 SYMAFE in viro TIRELT-oHETIE, p- oLV —NISRE GERMSEBEZTORES.
REEEETE. DNA B) ICREIRTFRIS BN A oh., -EENRE (iR, 2BXRI8) £5(1FCL
1z CHEDIBRDEEMEIEALH T, (Ogesby et al, 1992 *%)

52 Syb. YA

521 oLV = &m/p LV — % F344/N SuhRU B6CIF TAIZ 13 BI85 L1588k
FESRUHRTFREISOVLTREIL TS, BRIV 1L OEESRURT—IHSNRUTS
AIZHBLTIREIEh TV o ILY— LB m— /oL — LD EL LSV, 1880, 7500 or
30 000 mg/kg ZELFIZANTIRE L, TOXIZIE, oL —ILIE, 1250, 5000, 20 000 mg/kg.
m—/p—YLYJ—)LIZ. 625, 2500, 10 000 mg/ke XX 5L T2, YR RURDADEDIREEFIZHVT
b RSB TRE~NORSLEZEIRD NN 5Tz, o~ Il —)LIL 30 000 mg/kg D
TYVATOAEWT, BIERT 1L O EEERSE -, (RIEHOBELIER) 8Tty
M. EHRERLSVR TR BN, AERL, COEEIZL L0 L EEb Mot m/
p—2 LAV —IL T, Sk 7500 and 30 000 mg/kg B TRIBEIYV 1 VI HRFERSC 1A Chidfk
BT LIEERII otz TORATIEREBHF A 2VIZEEIIRBH LA hvof-, (The US
NTP, 1992 ™)

53 TR

531 CD-1 Swiss TVAT oYLV —ILE mA-JLV—ILREYNEY +A1 D ETEEITE R LR
Bk URE 2o m= DL —ILIE, B 025, 1.0 and 1.5%0ERE (2500, 10 000, 15 000 mg/kg
diet) T, oYLV —)UITEEEH 005,02, 05% (DIREH500, 2000, 5000 me/ke die) T 14 ERIRSLT-,
5% m—A-JL—I1(2100 mg/kg bw/BIZHE) (. FOH A ZXHFEIZTRAL TV GIEBEO
80%). 2B A 5 EIEDHEDCRIER N3 BAS 4 BIZERLUT-, MEBEE 1.5%m- 0L
—IREMED VAR — N —FFETHERN LY —AREER TV F, RORITEFESV
DFEFRELSFLL TV, BT, BRED F A REOM SBEOEM EEA R LTV,
FROEREFROBGSEEN TN T 10%, 155688MLTLV =, MTIE. 3R TOBETITR
OHEHEEHNL TV, Shid, FEFRLOMIREET 210 TH1=, 10, 15402 —)L
BeYE. HMAAEMI S ORERULFRICEELEESYS5X -, F, #HIXIZBLT. moLY—
W& L= OREYIL, EIERE B E RIFS S o108, F AR ORREEFEERU F,
DETHFOFEL 155 TRA Uz, BURTILL F, IR ELREOBRHER . iNURESEN 10,
15O AR CHLEL L, HTIX 10, 15%DAERTHREL B L, F-TREBROBXNE
BT ATOREHROHEMTIEMLT -,

o~9LJ— I 0B%ETDHE (550 meg/kg bw/ BITHE) I$E OHHUTHULNTE AT - — ey 5

13.720




L —I YIhE

t oA EE RIZS T 106 ED m=D LT — L& p- LY — L DEEYIE.
YR ThT VSRR ES ISRCL. HEROBEL S RREh - LER STV, 04
LY —IUIFREBRDRETIIPEETH o1, (zard et al, 1992 %)

54 2k, ¥

541 Sv MRUDYFT, o, m,p 7 LYV —IVORBEFMARET 70 25 VCFDD2FEME
Z v MIZhFhOEMAZ 0, 30, 175, 450 mg /kg 22—V A A MIRETHEF 1—7
CEDIHRE 25 156 HEFTEIE =, 85 v boFHER. 3O0EMKT~T
450mgkg TSP TH o7 ; FEC. SEHREURED, FEMMOET, BEHRER (AiEE
0, JEERHET, 2, 8 m 7 V-V TE CORBIIBWTHIEFOREIC RSN
Bipolzih, o Z LY —VE p- 7 L=V T, 450mg/kg TRBRBAFEMED A SN (2
NZNEHINEOHSERIEOMME HhTHRERESE) C Ihdld, fAgshci b=
FHNZRR L= DTH 5, UHXOFHETIE. 4T 2O Y Xicn—2 (0,
5,50, 100 mgkg bw/H) #3—2A A MIBETEEF 21— L hiHEE»5 18 HEFE
TIRE ¥/, TR, RIE. EEMHET. BT @27 LV—Dd) 2SR H3A
DFZEE, 50mglkg LLEDREHIZH SN, O-7 LYV —)VTid 100 mglkg BED o3z
RefFeEh el ohiz CRERE FTIIBREROEMBE IS 28E ETE) » MK p-
ULV =UZiE. TR 2RO BRAEAIEIED Shiah o=, (BRRC,
1988a,b 41.42)

55 24

551 REMIL 2 o~OL—IL%E 0,100, 400 or 1600 mg /kg diet DB THREEICEBYXRE 2~ BlE
UBEALETIRELU - | HRERERISHULVT, ERESHRA~ OISO hah o, D 1 ADIREE
1.0, 5,25 and 105 mg/kg bw T#HY. ITIZ. 0, 10, 40 and 190 mg/ke bw T3Ho7=. 1600 mg/ke diet
HEBLEI OISR~ OB EREEL BNz, (TORERDOET. [FROE BT
ho, FRODIRELEH) ( Homshaw et al., 1986 %)

56 ZzLvk

561 FEEESOMMAELED oI —IL 2520 & 4536 me/ke EIRELI-TTLYMIEESH SR =,
(Homshaw et al., 1986 *}

6 BFFLStE

6.1 FZRE. BRAODRH

611  HXZHLY—IUo-, mm, p~PLY =L 05 ml =R S 3READREYNE 4 BRIRSIC
FRLI=ECH, oM ORISR ERRIRA RO SN Tz, (Vemot et al, 1977 )

6.12 EELRERUEREAORIBAMIDFETHRESI TS, (Mellon Institute, 1949 % Bio-Fax,
1969 *: Younger Labs, 1974 %2 FDRL, 1975 % Scientific Associates, 1976 < Dow Chemical, 1978 )

613 BRAOFIBIIEREOILY =L (o ILV—NLEILY — LB ESH T RES
BZVrRURDRIZELTHERDH B TLVD, (Campbell 1941 = FDRL, 1975 * Dow Chemical,

14,720



L= IR

1978 )

7 TDOEE
7D A P

8 tHI&TRHER

81 i8F

811  —IMTEREShBILY—IBHEOESIL. FL Y — L EEMBEOREE-IL. MEDENT
HD,

812  JLV—ILIZIZSAEIEREEEN HY. BT & O0HRD WIS, IR, 1B A5 [E 22T, (saacs,
1922 % Jouglard et al, 1971 * Wiseman et al, 1980 *®)

813 EMIERShIzILY—IIZEDERIE, £TRIICPIRMER. K. BEIZH S, M, O
fi. IR =B DL ESN TS, (saacs, 1922 ¥, Labram & Gervais, 1968 ®; Chan et al, 1971
. Jouglard et al, 1971 *”; Cote et af, 1984 *; Minami et al, 1990 ©) )

814 JLYV—ILEDIEEEOSEICOLT 2ERDHREL HS, 1 FEFIL, VLT —ILE50EHTS
SHERIERI 250mL BRA T ODIESITH B, BB, 1B 2 BRI R ek dius-n, BEEIR
BETH oMY, 10 BRHAICIZ BN OHEL f-, IR LN A STz, ARk 7 BRELIAI S FRmEk
T IAFFH L AIDEALDITHDL, AZ~ESTBE IELH bz, 3 BEIAIZIEEERO
UIMAOHRELL I ZBEIIATS BE L MELMERERHAERH LN, MEREMARIRL-CE
ZRLTLV . BRI A. SEnERNEMIC LA MR RV 2 LYETELE:, SR T,
AP B b SO IS, ABKIC (I OEFEY, MERMmiee—HT 2SR TN A
Btz EEIX RCOLYV =L ESHESH 100mL ZE8RAEIZBIELE-RIOKHOEFIZOLT.
HIREL TS, BB, {BEE 15 BERIRERICiEShi-, FILERIH o, AR, M
BEETAINTET OEUHARHESWA. 6 BRI TIZEEL T, /A2 WIMKIZ AR 6 B
BITEEShi=AY 2 BRUAIZHEELTL V=, (Chan et al, 1971 ©)

815 AMMEEMNUELEEOH HDERIIMOEFREICENTOBRENT WS, 21—
Z 12%EEFERERTH S “GEHDENE 100mL ZEAFE MCHBhENL >
WIMAIERE, ~ES O E U IE, MERRIE, BAMEEINOIRL 723, (Cote et al,, 1984 61)

816 REELI-OLYV—ILEEYHS 250mL ZERAFZENTII /LY —IVIBER2:8RIE, EEiAmiteE
MAFEIRT B, (Jouglard et al, 1971 77)

817  ABRZBERERIC/LY —ILEEEEREPALEMNIBLT, Al BEREUAZATS OE
UEAFHBNTZ AAEST OEL OIAREEE EEMIREL LS, ABR 15 BER®IZELL
EMNL T EBIXTOR. HlMET0, TORIIANETOEVREL., ERBEIZETL, &
EIIEHELT=. (Minami et al, 1990 *)

818 HLYV—IREHE 500mL HD 750mL ERA LTI DLNT DERERE S 9B, 45 DEICARRL
1B, BEIIEERETHY. SROBEHFMNUEEEFRD A bh -, ATR 24 BERSEIC—B5Y

15720




sLI—=N 5K

L REEOEIZ. DELEEo T, BHR T, BLEETAZHRE. DAL RIE O ILHEE
DIFEAERIEEIE Carote, BRIk B L. OB RRLILOTHY. HLI—ILDIE
HEEEAE R TULVBEE R DN ALLTVS, RER L BB RSBt L SR ISR EE
2 Sht=, BRI A SR =& AHLO TH 0T, thhiEA ZHONTZAR
PO IETI Zk HE M TdoTz, (Labram & Gervais, 1968 *)

819  25-504MILY—ILEBTIEERE 4-120mL ERLBETERIOIL Y —IAHHERTONT
$PEA D, O WED NS, RS, B A — ARV I LY — LB OERTH 1= HiELZ(HER
LTz, LD DERITIE, EIE# CEEEE,FHLN, 14 BRIl B TL V. BERIT
HoNT-BEAORERMES phenolsulfonephthalein HEEOETIL, SRA OEEN R LICEZTR
IRLTL V=, IEERITIZEAE DEFTHDN., CRIEAES OE VREIZ&SHEDTHT, IE
REEALNIH oA MRREOHAITHRESh TV, WD D ILRFRZEA L (BRI,
AAAES OE ., /A IR X BB SN TTREA 5D, 52 FEFIP 2 FIDFHHIFEL
Uf=. FELLT=TERERIE 2 LY —ILBER 30 S AN SFEEL T, (saacs, 1922 %

8110 45mL BLEDHILY —ILE{ERE. ABRLT- 32 RBHEOEFEREN HD. —OEHEITANR. B
ot FO% 12 BREIORI SRR RLEETA SR, g7/ —IUER, A
Boig 24 BATC LR L. BB UHTELNFEO-8 4 BiZIFET=Ut=, (Arthurs et al, 1977 %)

8111 ALY —NhEOERIT. BOEREZETELY, READESFHEHSHESITEY. HERR
HAFEIRLTLVD, (Herwick & Treweek, 1933 *, Green, 1975 &) Wiseman et al, 1980 *; Pegg & Campbell,
1985 9

8112 HEIEFI=HULTIE. RE 1 ERLIGHHGEZ TITHEOTL 2. (Herwick & Treweek, 1933 %)

8113 RERBI-LA2G~NFELHESN TG, BEZ1 BOFHTILY—ILBGR 00T
—LACEE) 20mL FFAICTIFE Lz RIFHHDNIER, BEROILY — LSRN 1, RRIEON
206 T ot Tl 5 HELISEREREELY. 4 BRALRISIEC ULz, BURTIE, Fid) aelinkkFETER
RO il IEM S ERD IREEEIETE., BIROIER S RIBEIRIE. DS - MR UKD HBNT=,
(Green, 1975 %) :
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