AEEHC R AN FRICE AR ONEOE LI Y V= 8 Uy R BRI H D,

(5)90 AFIIXERE MR 7854

7 v b & MW FEHE ARSI ) SRS AR

BEADHIE

BRI

B 540

wETE

(& F No.T-19)

FAER PR

: International Rescarch and Development
Corporation (A [E)
HEEEE : 1980 F[GLP XIT]

Charles River CD 7 » . 1 BfiiE® 20 [T, BALIF S 8

19794 12 H 17 H~1980 3 H 17~18 H

BiE4 0. 1000, 50003 & O 10000ppm OB & 7 5 K S cfAEHIIEM L, 13 AMEEEE
He i,

HRBHN B L ORER

et A

EXEFHEEZ LI,

B SCEE T AT o T,

RTREBEOME | FlAES 6 B/, S000ppm B REOMHE 1 HiA3 R E 28, 3B LU 10000ppm % 5
TEOME 1 1% 5 13RI L, REIIFH Ch 70, iddEh & gk s 2o L
7o

—fREE 2 o—RELEI BB L,

=HE ;

T

s S I HET DB A e o T,

EEYMALECTEI R eROREXRT U,

BHETHOERRELZR DR LA,

BARSCEES S E LT, 10000ppm B SREEOMEHE TR G 3 BICETOET (o
BEICRT L CHET.5%, HE63%MDILT) B hit, BTIIRFEENRED LN,

K1 kE

£ 57 (ppm) 0 1000 5000 10000
o ) 506 508 487 468

B4 13 EORERQ) ﬁ 284 291 292 266l

AR tIRIE(]  p<0.05)

BFHMAZE L TEE SR A AR L 7.,
B ST EE T A4k e LT, 10000ppm B SR oMM CEEBROETAESH O, &
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A BHIE#H SN ERICE BN UONEOFTEI Vs 2 Py NUBRRSHIIH D,

H 13 BEOMERE, SHHEREIZ G LHE 9.4%., HE 11.1%1E0s -7,

AR e ; B E & RIRH I R ik RE Z AR AT L,
B 5P o REEREL R 20 L,

# 2. ERBRERRER

¥ 5 B(ppm) 1000 5000 10000
TR AR E Jica 69.4 342 682
(mg/kg/day) i3 79.5 392 751

MAEFRORR A 5 B 50RAEAT, WO R GBME 6 35 L O 13 EIC A HMHES W0 ILaswE s L CIRE
MRS L Y Mk AR L, LD FRTE L,
AT RE, o~ b7y ME, RERE. AmEkE. AmERSER. MR, F
BFRMIKER MCV), FHFRLRLARE (MCH), THmRLAREE (MCHC),

AR MR

A THEELABD CHEZR I RLT,
BRI T A EE A bR,

#3. MEENRELR

BE

KE(ppm) #f (ppm)
MEEE A i PP
@) | 1000 5000 10000 1000 5000 10000
e . G 93] 1061 |
T U R 13 95) 951
~ R 7Yy MA 6 93|
, 5 1421
B DERE i3 871
AN 6 8911 92, 851

RYO¥TE., FMEIZIHTLRS (%) 277,
AR URTE (1] p<0.05. 11]] : p=00D)

[E 7L

M FRRE ; EFARE & R IR L i 5 mig 2 oML, BATFOERALZRAEL

7.
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AEEHT BB SN EBICR DR RUOREDTEILY VP e v 4 Ve RUBASHI 5 5,

GOT. GPT, AIP, LDH, Z/a3--X BUN. ZV7F =, YRy TLT IV,
FaFY s, abRTFR—L REDVALEL BAVTL FRYDL YT L S
—V, HEREY v

A HATE RENRDONIZHRER AR L,
miEi S ET SRR b T,

CEF25a

£ 4. MiEELEORER R

RE He(ppm) Kt (ppm)
HIEEH B4R I S
Gy | 1000 5000 10000 1000 5000 10000
.. 6 891] R6 | 90
g A 13 84] 7711 7511 7504
BUN 6 | 1261
6 84
oot 13 T
6 1271 14171
ALP 13 461 | 21211
FIT L o 13 1211 11511 1051
. 6 8111
yvY 131 8700 80,
e 6 914
W7 13791
P 6 | 9] 91 93] 941
K T 13 1057 10817
2 RT IT—N 13 7114 73]
o 6 100 501] 100} 100} M 100}
mEYrE 13 50, 50| 50{] 100] 50/t 50
6 | 48]] 1321
_LDH e 13 ARy
6 10211 1021
rhITA 13 1637 1011 1031
6 11217
RDTA 13 1091
mEE Y 13 12311 12611

FhoETI, AMEIIET SRS (%) T,
WAL  BE (1] p<0.05. 1) : p<0.01)
TEEZRAZVHBE@EE L TR,
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AGEHC RS SN BRI E LN EUOATROR(LIL e U Uy R LB B,

R ; MERRA & FRAL . B r — VI E L T—RR28R L, L FOEE %)
EL.
RE. HhE, @, A8, BN, pH, B Bh, YrE) / —F o BV TR
A, o, BRI

BB SICEET AAMERD LR T,

BAEER  EORTHROLFEM AR LT, UTORSOERE2ZRE L. AELEZEHL
b, AP, OLBR. TR, ORFHL. BRI

M FREREENBD LR BERER S IR,

#£5. BaER
H(ppm, 12
AT epm) | MEpPm)
1000 5000 10000 1000 5000 10000
B aE 102 97 95 97 98 91
R EE 92]

ke fRE M 1071
hiadl PR 11111

FHpooerr, MRBEICUTAEE (W AT,
bk  tHIE (1 : p<0.05, 11/} : p<0.01)

I 30 Ra Al 2Dt WAV (AR A SEeY

HECE. 1000ppm & S5 CEIR O K E LRI, 10000ppm 2 58 CHHR O B LLRE N 72 5
iz, WPRLEREROTER 202 b, REEEQOEMZRETZ L0 L iz
L7,

HETHE, 10000ppm ¥ SETEBOEMNERIEKT AL LN, FERICESIER B
BRI RS B RO S0 D G, BEORELRMT TR L 2L
7.

AR T . PR TSR LR SR THOCEM &g L LTl Aa T L.
Biag 5 s BhET D ABIERRS hiviedh o T,

HEHRTERRA  BPRCEM B LR FHETERO DM 28 L UT, B - MR OR B
fEAEIER LI,
« XPREEESS KX 10000ppm W ERELZ DUV CHE, BLT OMRER - #EA a Ui,
BT, BR, &, fou., B, + 1815, U5, Ei5. B, 505, A, bR, IEat.
FHEL. BPEL, BB, AN, CURR. AR, MEEMR. FRBR. LRMED BB, BBRAAR D o3
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AERHIRR SN ERICBRAEARUVABTOELE Y Y2 8 Py RS H D,

B, MFERA. TRBA. TEEER. ABEAS. W, AR, TEH. LML AR
ZEH

- 1000ppm 36 & Ut 5000ppm $5-BEIZ DV ChE, LAT oligds - SiegE L.
RO, FTIR. OB, PYEREDIS AT

BHERSIITLI,

BEHRE DT AR R E LT, 10000ppm & 58O MEHECHITHRIAZS R L O R BLEN ) 53 3%
AZRY S

FREMMZIT, R SICREET SR T,

PLEOSENL, RARAOT v FERWREAESIZLD 13 AR ERSHBICBIT LBE S LT,
10000ppm B EHOMBECEER L UBEROET, MERELTFHIEL (FA3—XDETHE LT ALP
QM) . NS ZE R L O R BUEI M OR A 3 BT,

Lied 2T, AREBROERME (NOAEL) (hlERE L & 1o 5000ppm (HE 342mg/kg/day. M 392mg/kg/day)
ThDLH I,
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AL S BRI R AR R ORNEORIER Y Y V2 7 Yy N B D,

* 6. TARAEETHRERST

¥ Bl ] _ [
B % HE  BAREm o ] 1000 | 5000 | 10000 0 1000 5000 10000
E 2 A A B A A R A B
P ) 19720 20120 | 19/19 19/19
B | BRSPS 1120 R/20 | 19/19 1019
B B4 i ) 320 220 | 2119 1/19
L PR R 120 020 0720 0720
T AR P 120 020 020 0720
AR 0/20 020 020 220 _
FRERIE R | 1720 16220 16/20  1720%+ | 17/19 11/20 919 1/19%+
AT B PUNREEESEERTRE | 420 120 1720 120 | 0/19 0/20 019 119
PARRSE M 020 0720 1720 0720 | 019 0120 0/19 0/19
RO L 020 020 0/20 1720 | 019 0/20 0119 0/19
FEAEMASRSMESRR | 020 020 (/20 120 | 019 0/20 019 0/19
MG 20 020 320 220 | 1119 0/1 0720 Y9 o1 019 07
WEEFEY Lo uREE | 120 220 320 1720 | 019 %1 020 019 01 019 0/l
% B MNERL Y20 020 020 020 | 119 o1 120 019 01 39 o/l
RIRAME TR 120 020 020 020 | 019 01 0720 0y vl 119 1
B E IR 020 1720 020 020 | /19 0/1 0720 M9 L 019 1
(LB 020 1720 G20 020 | 0419 O/1 0720 o129 o1 019 0/l
BIRS 020 020 020 020 | 019 11 0720 019 o1 019 0/l
A 0/20 0720 120 020 | 019 01 0720 119 01 0Ny Wl

# B ORI B A B A ST A T

A HEIEHE B:#&YPET

FESHEAT © Fisher’s cxact test, *p<0.05, **p<0.01 (FFEHE 3 2 HhE)

1-45




AEFNIRE SN ERIEAERNECNEOF(T Ve F Ve A UA St 8 5.

2)7 v MRV 13 AMBMER S X SESEFERRE XU 4 BREIEEEAR

RO

BB

B ]

=8 bk

(& ¥ No.T-20)

EABIEERS . Novartis Crop Protection (X -f A [H)
ProPath UK 33 X {F Preclinical Safety
Consultant (£[T)

L BERE 1997 F£[GLP w5

Wistar &7 > + (Hanlbm:WIST). 1 BRMERES 10 IT, [Hiakr 6 Fis
(B ; 7% 122~161g, M 108~134g
BEHAR 13 BN T 8E 1 BEMERES 10T
4 FEEEEE . 1 SRS 10 (RS LUBERREHOL)

13 WSS L4 HREIEA996 4F 10 H 31 A~19974E3 A 4 A)

KA 0, 500, 3000, 6000 35 K TR 12000ppm O EE THAEEHIER L, 13 BRlICH:
b BREFHRR &7, MEHM PR EROAER G L,

REREHRHEL ;

MBTEH B L URE
—RINEBEE L URCR KBRS L CERL B 2 E#E LD, ME2 5 ERRREL 8 1

F4T-2 7=,

ABUREWIC TR o e o T,

BiERSCEE T 52 LT, 12000ppm B SHEOMME CIEEVHE T, BYEREIRS LW
IR T A m iz,

6000ppm LA T D ST TE, REREGIZHEBA L0320z,

FEL A1, 2o REzRE L.

#LER R L EE SR T O ESNE L E 1 LTT,
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AKEEHIIEH SRR AR FANBREDBRTIL S Vo v 8 Uy SUBEREII B 5,

#® 1. EFE

7 0 i H

&5 B(ppm) | 500 | 3000 | 6000 | 12000 | SO0 | 3000 | 6000 | 12000
& 580~ 13 18) “ 7211 60]}
EIEBR(13~17 8) |- - 18211 - - - 18711

HEOBMTIR BT LG (%) 77T,
HERHERE ¢ Dunnett X it Mann-Whitney U B87F : 11} ]=0.01

R BT D45 b & LT, 12000ppm 1R FEEOMRE TR ST A @ U THRERE
HET (Mg S LBRRH 20%) B@RDLh, REEMBEORTERIETHEL GV, Hi
T, RIEEESRICE R EERMAAL LRS00, EEEIIRIER TRE Tk
BIoAEEICE - (ML 10%) .

6000ppm L. FOBRERE T, RN SIS S EidmioT,

FERS LU EHEZ R 1 EAT L, SZEZRH LA,
RBAE T RET 225 L & LCL 12000ppm & S BEOMERE C A S HM T ICHEROTE A
KT (Hk 87%, M 87%) AL, REIZNELED L, MEOMRETIL. FEM$
Wt REL A A D EEShEOBMAR LN,
6000ppm LA b O 5EECHE, EEREICEES L LI R o,

BARIE ; FEE S R CRERBRELFH L,
B H P OEYREERELR 2 (CRY,

2, MEERE

¥ 5B (ppm) 500 3000 6000 12000
wEmE | 40.1 238.7 4793 1000.0
(mg/kg/day) | g 432 266.4 535.6 1065.3

ARFl R ; BT OV TSR S B ERTC 0], BB 12 @10 BRIER 10U 12000ppm 8 5 1% %t
BLUCHREZERLL, BICOWTH, ZLMAGT, #8812 M X URE 17 Hice
WlExHs L TR&EEERLE.

HECIIRRE G- CEE T DB b hiph o i,

HETIIRR AR ST BEET AL L LT, 3B 12 812 12000ppm 1% 580> 8/20 81 CHIE D
FOINMIEAFED L, HRBEFEORESME (220 ¢) % |87, FEHEE repo
FEREOE{L A o d . EEERRS A,

6000ppm LA T O S HEOM TR S IBEET I TS L b o T,
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AR H SN ERICR IR CARORILIE Vo Vo B Uy NUBRRRRICH D,

MEFHHE ; R 12 BIceRoeh, &8 17 BCEEEOEH LR E L TR A SRR,
PATOEEOMEEZIT 27,
A7 7Yy ME, N BE. RMERE. FHRRLEKER MCV) | FHRML
RifnfaEE (MCH) | ¥EFRLRLAERE (MCHC) . M/ME%., BMLERE. Amx
S u Fur B (PT) L EMEEES bo RS T AT IR (APTT) | R
M BRFARE

FHEREE L LLE L CRRHEERIC B B BN A LN RBEBE 24 312 LT,

R 3. MRFERERE

in#& H (ppm) tf (ppm)

(E)'| 500 | 3000 | 6000 | 12000 | SO0 | 3000 | 6000 | 12000
~ErRECRE |12 1 961
A% L B AT 12 96)
MCHC 12 | 99) 99 99] | 99]|
H MLEREK 12 1281
TR ERE(%) 12 14711
U 2R ERE(%) 12 10511 91|
i SERE 12 1331
oo 12 [ 78]
ER(%) 17 | — — - 871) | -
i /R E 12 o ) 89 88])
APTT 12 93]) 94|

FHOWMEIHER ST DE#E (%) 277,

HFHAFEH: - Dunnett X i Mann-Whitney @ U : 1] ; p=0.05 111l ; p=£0.01
*12 18 : #EHBE TR, 17 3 RIIERRES TR

- BEEYT

ARSI ET A LT, 3B 12 81T 12000ppm & A REO MM T i/ RS LU
APTT DATE 2R, U BRI OTTE M I b, R#OMOR Tt o B R
., MR LU MCHC OB BERETIECICHLERBEOFEREWRE L, T
NOEAL L FIEBRE RS G o T,

F AT, 500 $5 £ TR 6000ppm H5-EEOFEIE UM 3000 &5 £ TF 6000ppm LD HETH
HREEMIL B, W ILS TEMEEER A, RBNLHFREDAL LT,

MARECARRTE ; MREARE & AR L 2k 6 i £ 58 L, LLFOEBORIT®
17,
TSy F TV RT S F-HALT), TAARTRUEE T AT I Y (AST), y-GTP.
THAANEATZ 7 8 —FALP), LW KEFERLDID., 7 L7 F o F—F(CK)., ¥
AR P AT I, v Y, T —RAR, 2LARTE—, DN R B
Yty REBHR, 707 F=0 FPITA BV DL Fu-s Jlign M
wy
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AEENZ RS S W ERIZEAENBEUORNEOFELII Y P2 # Dy RS H B,

FHEEE & bhdl U TR A B EORD LR 2R 4 279,

# 4. ML FHRERR

‘ R # (ppm) it (ppm)
MEHE Rt
GEyr| S00 | 3000 | 6000 | 12000 | 500 | 3000 | 6000 | 12000
e 12 16211 SR
ALP T - = - - - — | 13911
- 12 1207 | 15911 16611
AL o 17 | — - — | 78l | -
AST 12 12911 12911
12 seb e || 2380
y-GTP 17 | - 1411 -
oy 3y 12 N 85)) 90J 4
LR 12 741} 1071 841
FDZFYEY R 12 5211 16211
#avAFu-—L | 12 4l I 20
TLTF 12 11511
_— 12 __ selly Lo |
e 17 s SUTETTE | ey
| RFEH 12 1201
. 12 96 | 10371
okt V2 I B S I I
bRV A 12 9811
. 120 N 12011
i) ~ EA I e T e
PR 12 1167

OB EEITGT DEBR (%) 277,

AT LR Dunnctt X+X Mann-Whitney @ U BR7E @ 11 ; p=£0.05 11]] ; p=0.01
123 IBEEEE T, 17 R T

— AT

MR SICEE T A E LT, 12000ppm B 5-BE o MERETHEE 12 B2 ALP. ALT B &
O AST OFREAEM, BRI R7BLU7 a7 ) OFERET., WHcHE 17 Mic
y-GIP OEFERIMAZTDH L, OHATRY 7YY R B xFa-y, 7075
ZUBICEEY o OFEBMSL LN, Fn, FOHEOCLT, P IET R,
B RTFT o= BEPIAA—-AOAELET, PN REBZFOFELREMP A LR
foo VL ok, BIEHIRMEORE 17 BICIZiFEHEE L7285, 12000ppm FHE# 0T
ALP B3 L TMEY  OFERBINAL L,

FHLAghz, 6000 38 3T 12000ppm 5 FEOHE, W UNT 3000 38 X TF 12000ppm 5 BED
HETHOHITTREAERKE, Wb HEBRMES LV, FARFER 2BL 17HOCE
R —E LR ERD, R G L IEER - A L,
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GRS I ERIIE A EUORNEOFEEI v P2 Uy RSB S,

CRgHE ]

RERTT : MBRCFHIRE & M IR L-— R 2T, UTFOEE & L,
i, NE., RE. HE. pH. BA., FAa—x, b BUAEY gne) )
— & i, thE., V1mEk, siHERE

MR E I ET ARk E LT, 12000ppm B SO THRE 128122 VEIERERAOK
M OEMHTRS Hiv, REFBGIAMEES 720 Flioxt L. 12000ppm B EFE T
15720 FICd o7, 12000ppm S HEDMECLE, KEEREFEOEMA L DB TRD b,
FEHFEIRTREES 1720 Flizz L, 12000ppm F SEE T 12200 Ch oo, INLOE
ik, EEAREICIIE R L,

6000ppm Li FOER T, BE®R TIREET 5B T

AR EE; 5 IR TR L RIE RS TROSEFEP LR & L TUTORSERELAE
L. libkds S OREEIL A BN L,
RTHgE, TR, &I, HEEL. PR MO, OO, A4
THBRE L b8 L TR FMAEEOROONIIHE 2R 5 077,
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BN RE SN BRI R AEF R UAAEOEMILIT R R FANE Y St St PN

&5, BETE
RE B ) i |
EE?? % - E(ppm) 500 | 3000 | 6000 | 12000 | 500 | 3000 | 6000 | 12000
' (Mo R 811 NN
R RHE L g8, |
- AME R 83 83]
N B A 80L1 82}
Wi gL 824]
. xR m
BI% MERIT 741
vl Y L I 8314
Sl el Hbi L B A 861 861
KT bR K& 12311 12011
LGk 6y 42 12811 e
P 751
o FHIE R i 87 78}
W Rk 12111 12111
: R ER 7511
TRE TR 781]
LN fRE — — — — | 108t
R RELL - - — - - 11611
17 | B RHLL — — - - - — e
) et B - — — — 82
HEf HEE — — — 8211

KPR TR BB
FESLARTE ¢ Dunnett X4 Mann-Whitney @ U BEFE : t] ; p<0.05 11l]; p=0.0i
*1338 ;- BRI T R, 1708 - EEHIREE T I

- REL

AEER (%) &1,

Wi I BET AT L X LT, 12000ppm B SR MERE < 13 B O 54 TR ITIEE
B|OFERLMNASES L, EEBEEGICIERROEERIES LT,
FRUSAOELE LT 12000ppm B ESHEOHE TR NS TRIZOME, s L UBRE
BOET., WOUTHEE L URMEREORNA 7 5h, M CR G HIHA TRNO DR, IR,
B LOEEEROE M, PIZHMEEOHMAA LN, WP HEEED KK
EELE2 LR, FREETRESEA TR SR DR, SRS X OIRER oM &
TREEEORE M3, BESEPOEERNZRBRTHEMESH R LI
6000ppm 1% S-BEO M C OO AR EILOIE T 3 S IR RO ME BEEOE T 233 & iz 85, A
BEBEOMREN AL E SR L,

BB HRE 5 TR L UNEHMA& TO2F 2308 1 L T2 A IRMREERTT L T
LT,

RS IZEETARTR & LT, 12000ppm T 5-BEO MEME T 544 T BRI RAR AR DIk
MEH S, KEEAICEET AL LB L LR,

6000ppm LA T O EECIX, BB RLICAET 2Bk T,
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AR R SN ERIR A RUATOBREL VY Ve RUBRSRHIC S D,
BT AR R S ICBEE T DR WA bR o,

IR RO E | ARIER LU 12000ppm G840 £ & SR L LCEAT MRSV TRE
ShpE A VRS L. SRR L7-, S00~6000ppm #EGEEIS OV, B ATHE, BB LU
T OPNREIR L EROGEMR & T L7,
LR, KE. U ooMERCEEES. BRI, ABIIR. EER. RERFERE A ST, WEE
Bk Ste), JRR. B, M. O, SRR, EME, & ., H. TR Eih
BIRE. WD, R, BB, P PR, B, TR B, Rt T, RTSZMR. R
L H (A, BPE. TR LU EE, BB M, PRk, WP BRI, . IRERGR
MR A ATy, RIB. WHBICHE, ARMREL

EOLNEEERREER 6 LT,

Bk G AT 54 p - LT, 12000ppm & G-#E 0 T 5 # TR TR O Pl %
oGS LUV ER TR AR OF & N L, ESUARME T R E R
OEFRER LR T,

FRUS O E LT, EIEHARIS TIFIZ 12000ppm 1% H-BE Ol i C i { kMR EL 0 38
BFEAESZR 2000 LA, AERYIICAL . IROREIL 1~2 (1~5 D
5 ERMSEM) Th . REE L ERRNZ 0L, BREORB LIRS T,

UL EDRERG., REIOT w FEHWRERSIC LA 13 BNEERS B LU EREE R BT
AFEE LT, 12000ppm B GRED MR T —HORIENE/L, HRER LS EDET, MEFHIRNL.
AL . FFEREM, O OmEESGENELEA O, ETRBEOBO L TR
=y B RS ORI, Mo & CRP SRR T OEME L UHEIRLE OEFELS AL, 4 B8RO
BRI on S OB RHERE R L,

7= 085 T, ReRBR OB (NOAEL) (il » 4,12 6000ppm (HE 479.3mg/kg/day., #E 535 .6mg/kg/day)
Td D L EW X3,
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ABHHIE#E I N BHRICRDERRUNEOREIE Y Ve F Py ARSI D D,

® 6. FABmEMER TR

* i ) K b

# 0 500 | 3000 | 6000 | 12000 | @ 500 | 3000 [ 6000 | 12000
BRIk 10 10 10 19 10 10 10 [ 10 10 W0

Wi RIE L 1 7 7 2 2 I > !
TR iRARAR S 7 9 6 4 7 0 2 3 4 ] 10

SR 1 0 0 0o | 0 1 0 0 0 0

E: & o 0 0 1 0 0 0 0 o [ o

BHRIREL 0 1 1 0o 0 0 0 0 0

MERRIL 0 0 0 0 0 0 0 0 1 | 0

TP BEAMIS L 4 7 % 4 | 6 D 8 7 9 9
NIEE LR ZERI 8 10 10 9 6 1 2 2 |1 | 0

7 o SEREE 8 10 10 0 | 10 9 9 8 9 10

feathery vacuolation | o | 3 3 1 0 0 6 3 6 1 0

REHEET 0 3 0 0 0| o | o 0 0 0

""" 3 it o | o 0 0 0 0 0 0 0 1

- [T e o o T o T o 7o o o [ 1| o |5

R UYERT BB A 0 0 0 0 0 0 0 0 0|4

ABRRRORILE 0 T 0 0 0 0 2 1

PiE 0 2 0 0 0 0 0 0 0 0

1A i |G AR [ 0 0 K 2 9 10 10 9 10

ARIE TN N S S N N T TN O I e

SFHE M PR AT o | 4 3 1 1 0 0 2 0 0

RME LR 0 0 1 0 0 0 0 1] 0 0

RIE 0 0 | 0 0 0 0 0 0 0

BwRaKi 0 0 0 0 0 1 0 | 3 0 0

BhE o "o o o o | o [ o [ o f o]

B LR o Lo e e [To o e e [

IRAE A 0 0 0 0 0 0 0 0 4 1

B 0 0 0 0 | 0 0 1 0 0 0

T Eh ik 10 0 0 0 10 10 0 0 0 10
o NE s+ 1 o0 | ol o [ 3 [ 3 [ o | o o i
T bR A S 5 0 0 0 7 5 0 0 0 | 9 |

LS 4 0 0 0 1 3 0 0 | a 0

B LR A 22 Al 7 0 0 0 7 2 0 0 0 0

it ST 9 0 0 0 9 10 0 0 0 6

17 L 6 U 0 o 1 3 L 1.0 0 0 6

A - PARReEA{E 0 0 0 0 1 0 0 ] 0 )

BEBEE R AT LR LU B o ! 9 0 0 0 | 10

TKEIE 1 0 0 0 1 0 0 0 0 3

Mt R 0 0 0 0 L 0 0 o [ o [ 1

T 0 0 0 0 1 0 0 0 0 0
BRERE 0 0 0 0 0 1 0 0 0 0

bk U 0 oo 0 4.0 0 0 0

RIS ERCHRAE 0 0 0 0 0 1 o | o 0 0

FRER - ERES X UEEEEE (fp<0.01, **p<0.001)
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AEERH B S e IR AR R CABORAE Y v Y= v 4 U SRR AR S 5,

PN —Z AR AT 90 B RO RGBSR LU 4 B HEE R

(& El No.T-21)

=% B B B RCC (AA ZAE)
s EIERREE - 2003 & [GLP ®hi]

R

MBRE M YT AR, | BEERER AVT, B ERAR O 5.5~6 A,
BhhERRE B 5.6~19.1kg i ; 5.2~8.1kg

ROER MR S5 (13800 2001 F 12 H 10 B~200243 A 1213 H
E4E IR (4 1949f) 2002&3H13RA~4H9 8

%5 K KiEE 0, 10, 50 BLT8300 mgkg DABRTCE I T A/ EACE AL T H 1AL 9
ARENES L, £, SHBERICESTRO 300 mgke 8k, 90 BHEIOKRERT
% 4 W OEEEE AR -, AN g Z 1 TH0 1 B350g DEREE X/,

< R BRI >
SHEED b LU -

oo OER; U GR2M) #ELE,

FEHE TR X CREHBPIZECHIEZREH Lol

— BRIk TR 2EMIZOVWT—BRRKEOEB B AER L,

300mg/kg BT, REBMICEWTHTORBSBEV U LBBRIN. JOBRITHR
¥ L L THEEBRRAS L UEEE—AEER D Y. HEBH 2 HRICEREIN, BRKS
BRI L 7e, BN EER L ORI, EE A0 L Tkl 4 5 L & o 7o, BN
frd L ONEEME T AHE 3 ICCRR 3 BB EN, R 1L 282 EizFh£h
Habit, <A< AR LU 78 MIC@EZ I,

KR, KEAE E 7= 13 el onglid, 300mg/kg OB CRAEEE A E T,

10mg/kg 35 £ OF S0mp/kg # Cit, ESCEE L —#RBREEE s h i Tz,
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RRBHI RSN ERCR DN R UREDORET P =¥ Py A BRAS I S D,

M4 AR CiE, BT L E 2 b — IRl s h o,

& EE L, sEHOFRELE I HAEL.
HREERELR 1o, KEBNELZER 1-BITRT.

300mg/kg BEMERE TR, TR UREEEMENGREICHBR L TERNITHY . BIOE

wrEZ SN,

50mg/kg BEOMECIIETER TN B, L L D S0mg/kg 3O THMHEE
MEA-oZ . 13 BAROTHEERMES S UHINBEBMBELRE T2 2
F b, MO 50me/kg BEOMK BN THUA T HHBIELROMEME LR < REMIERFOKE
BENSI-ZEICLAbDEELZ LN, REOEETIIRWEHEE LI,

10mg/kg BEMERESS L UF SOmg/kg BEO M Clit KB E(LICIREORBIIFRO bhviinola,

4 BRI O EHAR Tid, 300mg/ke BOBEANNIAME LIZIZRIEF ChH T,

Fl-a. (REA (HBEEICAHT DEMBECRLL)

T B it
BLEE mgke) | 0 L 10 . SO | 300 0 10 : 50 300
138 100 3 98 | 97 100 104 88 94
2 100 98 95 | 93 100 104 87 88
& 38 100 99 95 i 93 100 . 101 89 88
5 4 100 160 i 95 92 | 100 | 104 86 | 86
i 6 i@ 100 | 100 | 97 90 | 100 | 105 | 88 i 84
Ll 858 100 : 99 96 9l 100 | 104 88 | 8
10 i 100 : 99 97 93 100 | 106 : 88 | 87
14 & 100 | 102 97 94 100 109 88 85
218 100 - - 9 100 - - 81
& 38 100 — - e 100 — - 80
g 538 100 - - 92 100 — - 87
BERHAEYT © Dunneti-test, | :p<0.05
4 1-b.  AEHETME
48 il HE i3
B5E (mgkg) 0 i 10 | 50 300 | © 10§ 50 | 300
FHEER MR k) 23 021 21 0 17 | 16 | 20 i 13 ! 09
H BB T DG (00) | (91) L 9D | 74y | (100) | (125) | 8D . (56)
MBI " (%) P30 027 f o8 D22 | 124 429 | 122 IS

UHIINE & = LT RS Rk O A B
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AGEHER SN ERICE DN RUNEOBILIE Y P2 F Dy N URRASHIIS D,

B O B 2RHOMEEFENRFEL., &1 XOBERVIHE (g4 X/H) ZRFIZEHE L.

300mg/kg MERET T, 13 JHE O EHAIRAH A % BT Hod | CEEEE R L, BT
PEATTRBED 00%. METIIRIMBED 84% TH 7= (T 2) . Ziud. 300mgkg BRI KT
ARV M OBERVEBHA CH- T &L HDTH T,

S0 35 X T8 10me/ke BEMERE, DI AR dS THEIRICESOREEIRO bl o T,

F2. AR HERCAHTAEMECELL)

Ml % M

158 (mg/kg) 0 10 50 300 0 16 | 50 300

1/2 38 100 : 100 | 106 72 100 102 82 78

2/3 A 100 93 101 = 74 100 105 ol : 74

B | 34A 100 98 102 81 100 88 | 90 76

5 445 i@ 100 | 101 104 88 100 | 98 85 83

# 7/8 A 100 102§ 102 87 | 100 i 103 90 87
1o/ 100 104 | 105 93 100 g 9% : 89 |

14 il 100 85 105 98 100 91 91 1 %0

FEHRE | 100 100 104 90 100 100 92 84

12 100 - 95 wo | - = 99

S . 238 o — i = 105 | 100 : - 95

it 4/5 8 100 - i = 101 100 | — — 111

M| Rt | 100 — 101 100 | — - 102

FREBHERORE ; BEREMAT. 85 13 Akl JUREHRN 4 BRI RHERIREME L ZRE L 7=,

. miE. A, TR, KA, IREOBREOHR, BARSIIMELUAARFIIES
et

300mg/kg TR 2 BT, R 13 - BBEOBECR /WA BE S ho8, ThitA
REENELDIELRTHY FEHELRN I EPLOREIZEE LT E
Ex b,

MREMER 2 ) — =/ Ye SERRAN (RE) | SR 4 B L6 B CHIREE Y 300 mgke B . K

51308 (i) WNCTIEKIR 4 80 CBEEE L 300 mekg BE) IOmMEFEEAR S Y
—=PREAER LS, BERREORESE (Tmax) BLXUBRAORERIZITo/,

BEIER ZLL TR L7,

BATHRE (B RER), A&, 1780 |, B80S GeihREERUS. #7, E#R Losr,

EREOME, BRONE Y RUG) . FEOH (SRS, it B XU
BUS (BALDKE X PR

M IR, BRI TCRODLNIIEEOREMEL R LY,
300mgkg MO NEZH OB T, 6 BB LU 13 BR0RNEEHE (Tmax) HE CHAT
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G RER AN EBIRE LR RN EORIIL Y o P e ¥ Uy AR D B,

A8 REBO BRI L, SATATEY B RSB0 RE LR R Y L CES %,
BIEART, BHEEH, BB ETE, LADE. T BT, BARAORVEE,
GO LOBRRWRGREN L LN, o, BEOLOELE LU TRHBINES, 51&§
DARAT. T BT, BIAEO R VBN Uik, ZRRMEE L RO TR 5
N, SHIC300mgkg FTIR. FHRIS (B 38 KOO Y RIEDET, AR
THRD BRI,

WU DH TR SENC T L RE T, 300mgkg HETHOLTADREHRTLE
BT BN T,

Bl 4R TR B L7 R A 7V — = VR T B RIRD v do 7,

£3. HITHE. BHRS TR bN L REOHIBAIEE (A

58 (mgke 0 10 50 300
IR PT |68 [1338| Pr | 638 13| PT | 648 1348| PT | 634 13 M|
BBk 16 | 16 { 16 | 4 4 4 | — 4 |16]16 ! 16
HITRE i :
TEORE 0 0 0 0 — 10 0 - 0 0 14§ 2
g REsho B 0 0 0 0 — 0 0 - 0 0 16 | 6
AT RE 0 0 0 0 - 0 0 — 0 0 16 | 12
B
BENE ¥ RO T 2 2 1 0 — 0 0 - 0 1 3 2
B OFHRNET | 0 2 0 0 — 0 0 - 10 0 3 3
Tk W EAY VA s 0 2 0 0 0 0 - 0 2 2 1
BAET 0 0 0 0 — 0 0 — 0 0 3 1
—SCnT I R

PT=2BRBALEHT DR
638 & 13 ARG LIZESE (Tmax) DRFRE2TL

MR AOR T ; S MMGET, R 7 B L 13 @k, WCEIEEE 4 B —EE Li-giho
SEFRAR A S ARE L7 MRIC > W TR FOTRB 201 L,
RMEREL, ~FT o B_E, ~v b7 )y ME, FHALKER MCV) | ¥H5FE
fEk~Es7 & (MCH) . TPHFRILE~T Y 0 BE (MCHC) | MR MBKE,
A ER R, /R ER. SERARERE. MR R YR E . ATRORMEK, R BRI,
o b e R, SRS b R T T RFCRERE LR T =S

RAICHBEH I EAFEEOALNTCERE R LT,

300mg/ke HEMERE (7 B35 KO8 13 BEFOBTE) T, FlERE, ~E o UREBL
Wow b7 Uy MESBTREEXUCESHORTEIZE TR TH -7, 300mgke
OB TR TELCI3E, RS 13HICAPTT OREGEEN A LIV,
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AEBHC R S N ERICFE AR R OREDOREI Y Y = F Uy R HRIE S D,

B BRI E T, BEOD 300mg/kg BE Gk ERASEIE 0 33 L T8 APTT (RIS BEE &
Hoti U TR Ao s T, HED 300mg/kg BETIHAMERE., ~E/ D E/RRB LN
7 Uy MEDKEE & APTT OEEENR SN ABOREITR Y HMP LY S
< FEEAR T bR kB E B OME T 8 L RAPTT ERLER L L FE P,
B By P AT R OB 5 2 AR AS AR ST

B Somgkg RETHE. AWM, ~€ /L RER LU~ b7 U w MEASKTMEE
CH LTS . 7T EEE TR ERE ThH 28, IO OELBRERORETY
TIBH bR T b(& 4 OFESR), ZOE TG L ERRTHL AR LT,

FORICTES SR AR SR, HEREESAGhE N R, b LR
{boRENPSV. L BETARERBICLBBRL LIV -Tc 2 &, BEAREDN
RO BN EFRMTALOTHD, BELOMETRV B2 LR,

F 4. MEFERIMA

g i3 Vi i# b
B & (mgke) 10 50 300 10 i 50 [ 300
; AR EREC L9l * ool 5. 86 1
" ~NEA U R sl ¥ o1 | 861
A B8 L ¥ 1 91] 8711
APTT 10917
L Rk 9211 sl
a NS R 851 i . 89
A~ YU o ME L84 90 )
E# ........................... -
APTT 111771 : 1071
R MERE . - - 9611 -
SEIRECRE - - o8l
AT 0 B R T
hﬂ FEIR AR i BRER (%) - - i — — 11947
i HAAR 7% i BREK - — = 11821
o EEBEOCROGERRNRE | - - | — = o
e (EMREOPERSAmEL | - ¢ - B B B (A A
WHBEOFERFMER | - 0~ R R 101
APTT — — L1071 - =

FRHROWEIFERICHTAEEE (%) 2T

SEFHAIAT - Dunnett-test, T | 5 p<0.05, T1 |]: p<0.01.

—; BmAEd

Bl GO PBEE T Y L NENEE - RIMERER 04%, ~T S e BIE 92%, o~ b7 U v BE 93%
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AERHCGER S FRICFRDEFRURAFEORER P e Uy ER et b 5,

Mk v E ; B 5T, 2B 7 B LU0 13 8. BCICRIEIEE 4 $C—BiER L8
DEEEMRA S E T L7 a4 ATl FOIRE 28T LTs,
a2 R#E FJLTFo, BYVAY Y, BELAY B AFa—0, b
DZVEY R, VURRE. T RU DA AU L, Tu-gb, i gs FERY
v TR T L, B, TANTXUBT I I AT 2T —E (AST/GOT) , 77 =
YT I MF AT —€ (ALT/GPT) | HEERKRBEH, 70 I BRI KB
# (GLDH) . 7 V7 F b —F, TAhUFRRT7 74— (ALP) | y-ZA 71N
FFrAZz7— (GGT)
/-, MEFBTEBRIKTREEZIT- 7,

RSB EAFEEOALALEBZR L,
300mg/kg BEMEMECIE, 7THBIUN I3 BHD 2 L AT o — AR I OY VIEEET, #
HERiREL L USBEOMICE~TEETH -7,

HED 50mg/ke BETH = LR 50— LB & U BB EAS S BB B LB & 1 UL B
EIX 7z e A 13 ANE COBRSEIETIZLTH TS HBEIENA LI,

S0mg/kg BEOKETIIHR TR AR CTT TR L ¥ GIERETH - 7(FK 5 ODHESE),
MEEEEOETITRGROE L & L ThThTh Y BRI LD THY |
F B0 7EPD 13 BETIEHPBREENRA LR EM D, Somgkg BOM
TH LN ERITH SIS LWk L,

HEd S0mg/kg B Tik 2 LR F o —/EE ) CVIEHBECERII A DR RPo T,

BIEMEA TR T, =2 LATr—AEBLRY “REYEEICEERA LN,
300mg/kg BHEOREHOHY TIIABLREAMOTBTMALY b FHIZRATH -, B
EHEICEA TN EER RO ot

CHFEHE>
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BEEHCER S W IFR B L EAIR VAR OBELIE S Ve U NUBRRORIZS D,

# 5 mMEELERRE

mE| Bl i ) i
B BER (mgkg) 10 30 300 10 50 300
T—A 1 | 90|
LTI _ % ey
WY LE o . 571
Tl ATl 790% 1 750 i 68 |}
7 |PIZIEIFE 671 | 71l
) IEE 791%; mll |
" e 1 | 701
ALP 56 | B B
I |[AST(GOT)_ (LN R B
AT %
al-Zn7Y vt ) : P83}
al-Zo Y g | : L 79
a2-Zo7 Y R o84l
= ) L %01l
BED S ios0ll
DVATH— 790% 1 esll | P 721
3 B ZY Y E Lo | R
) o BEH 821%1 681l I T A
L EREY S £ R 2
B A | 551
VT FreF—8 ; 1941 i
W laat "
SRV YA 5 98 | L1017
ga—n | a 103 ]
ol-¥us Y v 82 1)
AR - - - - 87}
svrE=y | = - 9l e
AR S R i Y
B lavz7n—n B N e
gg D1k - U B W 1Y) - - _Lan
e |EREY - - 14y —~ -
T |GLDH = T - o= 13611
B | B27E 7Y i sl S R - =
y-7n7 ) SRS - 1 U (R Y SR
prru7y & - =~ 1] - I -

B OFES AR A 2 EEE (%) R
FEFARAT : Dunnet-test, T | 5 p<0.05, TT L1l p<0.07.
- REdd
() IR EEEREL I o bOOBETEmLL LT,
H S AT IR A A EEIE o R F o - BR%, U L IRH 91t
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AREHIEEE N ERICREOEN R UCAROETE S Va2 2Py A UBRAEHIISH D,

RO OE;

e #EE &

B L RbaET, BB 7 EB LU 13 B, WONC MR 4 EERL. —BRIER L7
LERL. UTOHEE2AIE L7,

thEE, RHE, pH. EE, ¥, 7boE, v =40 Ay, Bim,
REERHE FS X UL

Rl 5B L 7= BfLiEEB D b b,

BEHME THROSAFIMERAR L LTUTORSEEZAE L, BEE (R
B RUMERIL) bRERH L,

Bt iRE. B, LB, FTRR. R, BB, PR, TE. BER (BERLESD) . RE.
Mafpds & ORURIR (LE/MEZ2 S T0)

FoWABHLIL-AREOCHRONIHAEZR LI,

300mg/kg BHEOETIE, BBOXEEL LB ER (KELEMERL) SxIREH
LUTBETH T,

300mg/ke O T, BMERNHBEICH L TEHETH .

(o] 5 A 8] e T 1FCHE, 300mg/kg BEONRIES L OBBOZERT, SRHEOHELFES T
i,

HETIY 10me/ke 7203 S0mg/kg BE O MR E S 3 MBHE L A~ TEEER L, HENFE
BENRD OGN, ERAEOH 2 FI CIEMIEIC 5 > A7 G, £ O RAREF O
MU B AN A U A (R RRE O (BHERIE - 86.88g. 60.47g. 46.50g. 28.73g). Z OXPHEL
DENY & P EE D LIRS L73BS. 10mgikg £ 720% 50mg/kg BE D BN OIS IRE &1
BHREZERLUTh-, T, 13 @RCBITITMEOIEO Y MIRE R, T8
W ol H bt 1 Bzt L REICEVIEBER O RE 2 RO E &
BfE - 79.55g. 21.28g. 20.27g. 19.41g).

FOMICED NIRRT REL, —HOBROF FIZOH b0, HE L ORE
WERTLOTHARCI L, & XIS X LR,
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ﬁgﬂuaﬁEnkﬁﬁmﬁéﬁﬂ&wmﬁwﬁEnyviy&&fﬂy%ﬂﬁﬁwhén

# 6. bR

K 3 i B _ Hft
| B SR (mgkg) 10 i 50 300 10 50 300
o . EEHE : 134 1
& %m(ﬁ? FER L 15017
UL THE 46 | 511 3641
fi EEL 471 1. 3250 DS R SR
1 PMEERN | 42 511 36] )
T o (k) |kE& | T 169
v g &) |xmm | ] 101
WM () |RELE o - - i 1s11
Bh (h)  |KEH - - - - 1157
i |EEE : —i90l - —
ml Lo EER — - 1 100] —
# (PRI (E) | EEHR - = 1l - —
m|am ) |hEER | - w22 B -
] A - =M | - -
| PRk ailze — = om0l —
T Fid B B - — | 851l — — _
erE RER | | = s ML
| R | o T = _ A7 |
BB (2 |REE | o T | = 45
- D P e — 47

FROERAANREC T AEDE (%) &md
HEHEEAT  Dunneti-test, T L 5 p<0.05, TT L] p<0.01L.
- EEY

MERERRRE  BEHEETROSEFBY LR L CHBEER L,
Fi b4 BT U 7 POHR AR IERT RISER D i deo o,

FREGTHIRE  FEORRERERE Y E L B g L UC, DT ORRKIS- oW THERL

WERCER U TR LT,

FERE. SLAR. MR, U oSE (SR, RBRREE. B . KIME. MR LUER. 8%
B CEREGT. EER. SR, AAURE. BHER) | R, M. OB, KEbik. EK
BB N, BT, &TF) . . 0o 5. BB el Wil & e, B Me X
B, RSN, EEIBE. RSE. ATSZRR. WE LB FE. SR, TEE, B, YRR LW
| Rz s, Bals, ABREaR. JRRECMEC, MERRRE, BN (AN, MwR. RERE. 8. ABEKC
B, ONBEED . 7R (HIHE, M. R, ARRRARE D ORHIRAEE) . IREKB LU

fERE. I OV PRI 2 A



AGEHER E NI R DB A CHREORILE P =¥ Uy U BRASRHICSH D,

F RS LN B RREN AT R AR LT,

13 AfoORGHB LU 4 BEOEEHOKETRIZBW T, &5 175 U5 amy
MRS b oo, 72 BHARB LUHELHBRIZ LR EOEBL ~1E1 5
BT RIIED L hizho T,

B2 XL BRSO R, CoRO -2 A RICED b D AREAM LT T
HY ., FTTORBRE, WS S UFRE TS LIREICEET S LOTIHERE -
7,

bR ARE 3ERE— 2 RICEZF L A TROEZE LIEE. 300meke DS EC,
FITH LI CITEH~OEE, BHEL I UHERINNEDOET ., KFLEREHAER (FRofH, ~crury
BE, ~< b7 )y ME) BICMFEEEE (VAT r—0 VUARE) OETARLAL,
FRETME I BT, 300mgkg BETHT (TR H RIEE) OBRE, BESHEIES IUBNY X
IC R G OBERRD bivl, UL, KEGEESNCIIREES Lok, REARERNRE G, Ml
FUORRRARIC G OREE B LNIFTRIEGED LN T, PO BITITE~O BN B F - (3t
BEDJEIRER (2) MBI X2 b DTV EBZ L, T I, AFESETREINZR
M (R EED) BRRREE L, AR S ORISR U TEEMIZERII T2 L0 0B L0 TSR TH Y |
JERRZE A LIz ohRn hltnwborEZ LD,

FEERBOET., TN GEIBMNEOE T, B oRTE LU RER OEEC LA L iEEE
TEEERHEDHEEBEZ NS,

00mgke BT, BRER () OGS LUMMER () OF FARD LT, Lo, AR
SRR SRS E R OTENCEE LI RIXA S e T,

10mg/kg 33 L TF S0mg/kg BE Tik, BEDEEIIA LN T,

L7cii>T, ARERICR T D Emtt BT, > T S0mpkg/day T 5 & PllT iz,
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AERHCRH#H SN BRICEIENKONEORENR Ve ¥ Py kB LicH B,

# 7. ERRAMEFNIR

WA tE Bl |
i 1A % 58 (mgks) 0 10 50 300 | 0 10 50 | 300
B E B % 4 4 4 4 4 4 4 4
fih s Rl 4% 0 0 0 1 0 0 0 0
wAE 0 1 0 0 0 0 0 0
MLz AT SR 0 1 0 0 0 0 0 0
BB Hraita 7 U -5 ik 0 0 0 0 0 1 0 0
/N SERE 0 1 0 0 2 0 0 0
N BFLER, PUHILAE 4 4 4 4 4 4 4 4
U S ERNa R i 0 0 0 0 0 0 0
% TEE: DI 0 1} 1 0 0 1 0 0
Folekm . RBE IR 2 b3 b2 |t b2 2
A b b 0 1 0 0 0 0 1 0
z ERNME @ o 0 0 0 0 0 0 1 1
% M . Yol 3 1 1 0 ! { 0 0
% MR W 0 0 0 2 0 0 1 1
PR - RV B SAE 0 2 0 0 0 0 0 0
R BHEM 0 0 0 I 1 0 ] 0
E. 1eiRiE 1 1 0 0 0 0 0 0
e mHE%E 0 0 0 0 0 0 1 1
W, @M AKIE 0 0 0 0 0 0 1 0
PIRIE AR « AR AR 0 0 0 1 0 0 0 0
B . B 1 3 0 ] 1 0 1 1
FIEL EERE 1 3 0 0 0 0 1 0
L B E B Y 4 b4 | 4 4
Ul LERERE LA 0 f 1 0 0
i ANE 1 oo 1
ol | e, SLEME 0 ] [0 1 0
! 4 T PR 0 N T R b
B | FEE: 05w A O A T T T Y A O B
P (Fhss : Bt B 2 I A Y T TN A O B
# | R - 0588 o (o e lo [T
T |m® : 5om Lo o | 1 ] 1] 0
U MERERE 0 MR, 1RMELUR 0 ) 1| o / 0
TR - M, B thAE o i L | oo 1
Brel . BEH 0 1 | 1
0 1 1 1

ME, @ERE

Fisher's exuct test CHEEEMML
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AGEH TR S LRI R SRR URADREIL Y v Y 7 P s VHRARIH D,

(6) ERE ORGSR
5o bRV ABHEAR S & 90 BRMKEE QRS EEERR (& #F No.T-22)

AEREEED : Hazleton Washington CCKE)
BT EERF 1994 F [GLP %] )is]

BIAPLE

fE3EM  Crl: CDBR 7 v b, 1 BEMEEES 10 T, &2 5-F4EF 7 B
B oMo SR ; M 253~297 g, ME155~187 ¢

¥ 510 - 13 BE(1993 45 H4B~8H 6H)

W R - kA AR 0. 3000, 6000 33 K (X 12000ppm O & LT 13 AMIC o Thiks
B sy, BEFEBALCARMI VBB SICHARLEL

< HEFERHA>

B -BREFHABIUCESR:
SR AFRBIVCHEERECEE2EH 2 BH#EE L,
ETOBBMNFSETEECAETFLL,

—feHE  BEU 1RO BRIEFEHE L.
REEECEEL-ERIREBEESN T,

e R EEAAT, BEMMER 1 BERELZHE LS,
12000ppm BEDMHECIE, REB 4 BOTPERIIABEOYHEL R L THFERE
BErxrL., #RAUBLAEEZEVLOOR SR TEE T B L 0 M55 5
»nLte (F),
BN, 12000ppm RO MR CH S LE | B R BBEOEE L EBLT
HERRERL LR, BOETHORBEERMESL 12000ppm FMHE T2 R
HILbEATRETH= T, :
FOMORESBECIIAER L UCAENMEBICR-OEBIR OGN L2,
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AGEHNT RH SN AR F AR UREORER Y Vo 7 Py VB ERIH D,

#1. REBLUHEEHNEE

ta Bl i3 i3
5 E(ppm) 0 3000 | 6000 | 12000 0 3000 | 6000 | 12000
w B LB | 271 | 273 | 274 | 268 | 174 | 177 | 169 | 174
48 | 399 402 405 374% | 238 237 231 225

8 | 499 499 494 477 282 280 272 | 271
147 | 576 | 567 558 544 | 312 | 313 300 297
(100) | (97) | (97) | (94) 1 (100) | (100) | (96) (95)
EEENE 18 54 57 55 41* 29 23 26 18*
41 | 25 23 22 | 30* | 9 12 12 10
1~14 HREHEHME;, 305 | 294 284 276 138 136 131 123

(100) | (96) (93) (90) | (100) | (9%) (95) (89)
WA BEST © Dunnett HijE., *:p<0.05

( YNEHRBEIINT AR E T,

18G4 H0RBEEEMBIIRFANEEL I,

MER  EESBGA. BERAKE 1 IEMEAAT L,
12000ppm BEOMETIE. MM B L TCHBRIVEBHENDTMCETL, £
fEE (1~138) LBRETHL- A RHFNFES A b1,
12000ppm B L CF OO EHICRSOERIA AR LT,

2, HeR(e/E)

ki ) i3 i3
| By5 Bppm) | 0 | 3000 | 6000 | 12000 | 0 | 3000 | 6000 | 12000
g 208 | 212 | 212 | 166 | 146 | 145 | 133 | 122
738 212 | 213 | 218 | 202 | 148 | 155 | 136 | IS5l
13 185 1 195 | 195 | 179 | 124 | 142 | 124 | 148
I~138 | 2641 | 2664 | 2669 | 2503 | 1879 | 2010 | 1804 | 1941 |

AT Dumett RT THESE2 L

BRIAMHE  REEREdOEHRABIEELR 3 ITT,

R3VEHBRERTRE

G Epemy 3000 | 6000 12000
R&EERE i 197.1 401.5 767.9
(mg/kg/day) i 3 253.4 472.0 1028.9

REFRRE  RRERGIMBLURIETE (BR 14808 NIZ£88 &2 I RIZIRHFH
BRAEPERL /2, B S LT 1%Mydriacyl % AV7-,
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RGN R A N B R DR R CREDREE Y Y a P Uy S AR H D,

S TORSHIIRSOERIABNR AT,

% 4 Fa e HE D BB IS & UVBASIRZE 5PN, B 5 408, SR LG I3 WRFICETOWD
T OWTFTOBEBIUHRELER L,

G5 — R COEE EOKEE, WO EIRB LR B O Y R ARE
Db Ol HLE S, Mo RES S/MRE, BRI, REREL,
Wi, RS, VB, PR, R, LA, £OMOMER

U —FRES B, kEE. . HRIT, 58, FRITE. Kik, BAHLRE
. STh A0 EE, HERAENK. ZREBIUTHOEE, £ OMoORE

RISHE e+ oK, 74 L7y —BE, REME. BARG, ERRE.
ez T A RS

WEERE ¢ BT, %), FHERBE. RBGEBIER). Tail-Flick &%

B BB 05 ¢ B 8125 (San Diego Instruments, Model SR Screening system)% F 1T
TERHHORBC BT ATHRGFEEZTRIE L,

BREMEORE : A#T=2 ) L ZREBEAV., 1 AMCERTERT IERE
Dk L. SHMTHE LD CEEH 40 THEE L.

B4 CHEMRREASTRECVEE L TREDONER ETTR&EELT L,

BT LAy LT, SMARERE TIE, 12000ppm BTHRES S (BER
i) EIT. CARRB S CEROEE ICBEN A LN, MEk, BESTREE, L
MREET (MAmEh, SEst). BRoEToRRAHBELIIIL, 27t
B S L UE t  E R E R S BB A VWITREBABE ST, ThbOXE
AR A BRIV S EFORBTTED LN, XLIZHER 3 BRCL —HoEkhi
WEEOHBRE STEERLCEMENBYNA LA ORRABERDY LT,

BERE, BEEAKSBIVCERBEHREIIRSOERBIRBO LA T,
B P T SR AT 5V T, 12000ppm BEME TEBR 13 B RFICE BIEUR O 5 A R R
NEDNHBROYHEL DS, KEMITEPYTH-, Ll
RS RAEOZOETChH Y, FRBEOBARIGERKICET DEFHE X UHHA
RIGEHECEERR D, BEROLE-E:z LN, BRECEELRZNLD L
A iz LT,
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AEEHC R S M B RICE AR CAROEEI v V=¥ Py ARSI S D,

HIEMFRERE ; 5K TH, 2TO08RICH>WTHIREFEBRE > ER L/, SHEEE o

PLiz DT BER L, &Y OMiRE 4 POy pam i L7,

£ COROMW., HEAMGL IORE, FEEE, AER. MAERRE, BE, A
{Fooim, MaiE. B BERERICZELSONOBE, T—F A, 36z, AR
MErHBREOSS L. L@z onTid, EREMNORIT, BROATAT, WM
BLUBHODMEmERE L,

ABRMBERITICE T, ST &M REIBEB s~ T,

IEAAR AR o EERARER U 72 12000ppm BE. 3000ppm FEdS L ORI EEEE O MEHER 6 ILiZ

NG, BToMEMOREBHEBEAZERL, SRLE,

MBI — AT, AHMTP o o, NEE, . SERE

FHES - FHFH LS L CER A AR(C3-C6. L1-L4), ¥ v AMEH, &8
PREEET. JEE LB O®BE L UATRAME(CI-C6. LI-LOYZ>WTiE~v bF Y
T AV REaE LT,

AATHRE BEAERBLIUCEBERRICWTIE. BHERE M1 P74 —0
T, HEEE AN 2 YV —A s T F A - TA— TR L,

RSIZAD N WEMBR R P~ L,

s L R RS ORBEIR S o T,

BTAR 3 L ML AR A, L FMRiofR AL, HEmEdic ams, dRESD
VMRS BN BAE IR, BREOMIAERL, Wb RECEE LR AT
e,

BB, BERSHEBICRERSHOMME CHE L -MBREENEL EBD AR,
Sl i, FREOMBFEMRBEFVNRAITIERE Lok,

FS. MERRALEATONR o

i ll i e

¥ 5 B (ppm) 0 30006000 12000 © | 3000 | 6000 12000

B OB OB W XK 6 6 — 616 6 | -~ | 6
TARMALHD - BERE 0 1 — 0 0 0 — 0
B - EEENE 0 L0 oz e L .
BT RAREE - dhEAH 1 0 - 0 2 0 — 0
depfegx - BEEE 0 0 0 |0 0 1
BERS MR - IR 0 0 - 0 1 0 - 0
R

t-69



AEEHI BB SN BRI R OB RUONEORILIIY v V= Uy NSRS S,

LLEDERSAL ., AFIOS v Mot 4 90 AMESARHBEAR S & 2 MBFERRIZBNT,
12000ppm A CE HETHR S MM AE L CREREOBEER F & & &2 5 FEENEG A2 o4,
A E R OMEDS B,

12000ppm BEMEHETIE, BMETBTFERE U TREB LORMIZE T OHREK. SURES
FUTHMERESSES 4 BB s, #ho0— i3S aTrRO3 #)E TR L TR
Whi, UL, PSEFMME . MEERICERSICTEE LR REA LR Rh T
o T., ARMO-BEECTT I EXMN BRI UMBESHICH T 2ETHEIX, HELD
6000ppm (# 401.5mg/kg/day. HE 472 0mg/kg/day) Ch 2D L HIBr S D,
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AR SNSRI R CNA OB V= v F Uy AR EHl S D,
(N ERRARDESFEES LT3 B AAE
1) 4 R&BCEHEERARLIC L DEFFERER (FEFINo.T-23)

SERFEME - University of Cincinnati (K [H)
Y BIEREE 196247

BB OHME :
RAERENMY . T — AL | BEMERERTC, FRARFTDNA
PEEHEARY ¢ 24ER)

e i . BEE ABESTEHTEF L. 00 5. 25B X TRS0ppm@ AR %, 8 A —E DR EER R T240>
ARERE T,

REREB B L URE
—RREE LUEE NS L OAERAGERE L,
TR 6T, BEREIZEETIERL 2T,

T EERE R RE LT,
BEUMPOFERHERL R LT,

#1. THEEES

oA B i

£ 5 E(ppm) 0 5 | 25 50 0 5 25 50
BREEWE R Ri(kg) 103 | 1054 859 | 972 764 | 887 | 758 | B84
B A E(ke) 135 | 147 | 109 | 119 9.6 | 1225 | 97 9.4
WIEEME (k)| 32 | 416 | 231 218 196 338 | 222 | 1.00
REREME (W | 310 | 395 | 269 | 224 | 256 | 381 | 293 | 119

Rl 5T B S LI T,

R @EERICEERE L7,
ARG BE S E e o T,

BAEERE ; SEEPICEET BRI, BHTE o710,
Wi AR A P BT, N RS REEH%3. 6. 9. 12, 15, 18, 21B L U4 Az eH % w8 b

LML, BUTFOEBA2IELE.
~EAUERE ~~ 7Yy ME, BmEREE. A0SR
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RN AN A FRIZEIENNTAFTOBREE L Ve v F Uy SRS S,
BIRBRSICEAET AR A LR 1z,

R  EEMEEG. 12, BB L UUPAICEH NG s L T—HRZIER L, B FOEB %
'L,
i, . bk, TAT Iy, pH, HE, BV AEY, RE

B G BT AR e T,

ARER ; REHTROELBMERRLE LCUTORSBCEREZME L,
B, LR, B BTHE. HREL SRE. TR, MR

L Ee A 2B AR SY N (A BN Wi R il

HERHIRRRE  BOHEGRIEIAHOBIL, BERTRIZSTOATEMEN &L U THRE
2T o7,
BRI EET D AR LR T,

FEABRLFRE . LR O RIRAYRIRRE £ 35 L 2B & et b L TRUT OlReEs < kO RE
FRR IR & T L 7z,
WL DR, P, BERR, REER. MRS, VE(LE. PR, BB, THEE. BR/ME. FER.
HREL

Rt i EET A (BT e ha T,
OOk LT, #EETRHCHREOREIIL, Sppm# 55 OMHES1IT, 25ppmi%
HEOMRER 1ML L OS0ppmiE SFEOHEITL, FHeliZ ik s@d i,

YU EDRERMN G, ARAI0287 B FHRBHR G & S B3 RmHAROS0ppmiZ W T HH Lo,
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FEEHC B AN ERIELENRUOCRNEOEERT V2 P U ARSI S,

2) A REF MW | ERNERMER S BHEAR

(& No.T-37)

. FE 48 ; International Research and
Development Corp. (K &)
&R E ;- 1986 F[GLP ¥k ]

Bk O FE

AR BN

SRR
5 Fik

REEH

=K, 190 B, BRMARAETR - M 122~157kg, M 9.4~13.9kg
| TEfEdfE = 4 UL
12 R84 E 12 8 11 H~1985F 12 A 11 1)

SRR A B EMRBHIEA L T, 0. 100, 500 ¥ X T8 2500 ppm O i E oo fA ) & g
L. 52 @fl#®sES L,

CHECOFBEE —AREEE., FHLBELZBE 1Bl BEREEREMMEET
52 MIEFICEME L7, KES I CEEEIRSHEE,L WBEECRELHE, 20
BITABEILCEE L, RENRE, LEELFHRERSLVRREZRS
6 MHBIR2ABCHEELL, S2AMORSHTRHRICHSETRNE. KM
REERRA R T L,

£, AR FAREBRSRROBREERE

¥: 5 & (ppm) 100 500 2500
miEEDE R 2.03 11.2 58.5
(mg/kg/B) i3 2.22 11.7 52.2

A<, IREME. MFEFRE,. IEEELLEORE, REE, BBE
BRIVAEMBRENREIRSDREIISRD LA o,

BERAEABRS 182 500 8 X 002500 ppm BEOBES 2 5. 2500 ppm BEDH 1 5
WA b, 2500 ppm BEHEO 1 AL EAO 3 EMBRELE» (A7 ) —RKRIZ
L%/ E L da~6 BITHERTHITE L), oot | 2wyl 2 BEiE
CEREICHE L, A dBH4s S TORTHE I, 2500 ppm BHED
REBIERETHLS, PoRMICEBR I CIMBET 25%DORACH LT
2500ppm HAEHE T 25~T75% DFEA)

TEHEED LIz D TiE, AR L S L TRBHMHPRITFHCEEREDT
Brbhizhof, BTRMIBEZEHETORT, RBOAELLREL, &
B R ESEA UL, 2 oRidit 2500 ppm BETIRE S 6 A TEIE LA,
THHERBRTFRE S LEIFAOEO Th- 2, HOMOFEES 2 WICHEFE L
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RGBT R S BRI E LR CATOR(E Y Y Va7 S ARSI 5 5,

Ta

DRAGENNRIIMEEE LdRBE I RERTRKOETH T,

52 3 O E MK 7 0 EHGIE AR I 1 HEAE & LB LR & b IS T A B
1378 Ao fo, 100ppm #¥ 3 BREY ) v /072 < L S00ppm B bd ek HARE & TRl % 2500ppm
HEO SRR RE L 02 <O AOMERE FO 0RO 3 BRI ME X
W deinats o BRAED 66~78%), MEIETXMEEL D Pl

PLE. BRERIED S MDA 500 ppm Ml L OB EBMES 2 #, 2500ppm BEHE 1 B4 0
ient, BHEERS L VRREFNCEROL IRBARDL AR, ZOZEMD,
FEFE BT 2500ppm(kE 58.5 mg/kg/day. M 52.2 mp/kg/day) TdH B & K SN D,
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G HR I N BRIRAEMRUORNEOEEIIV Y Ve F Vx NUoRAZHIISH 5.
1) v N EBOESEEHRAR G L DB BIERS AN AR (& #INo.1-24)

EABEER . University of Cincinnati (/%]
WG EIERF © 19625

BriE DM

A& . Spraguc-Dawley %7 v b, 9EE. 1#fMER-S320T

¥ 5 0 24FM]

PehhyE . Bfkd EREREEHIEM L, 0. 5. 50, 100, 25033 .k US00ppm oD FH £ %245 A R IR
=g,

(B R

HBIHH B LUORER
AT, EFRE—ERRCEELE,
BEHMPORTRERIC A L,

£ FTR (%) o :
¥l H n iz
afpm) | 0 0 5 50 | 100 | 250 [ 500 | O 0 | 5 | 50 {100 | 250 | 500
=ER I | 32 | 32 | 32 | 32 | 32 | 32 | 32 [ 32 |32 |32 323203232
amAfE | o | o Lo o 310 |31 o [ ol oo
g H#% 3133 [33] 0 [34] 0 [34 0 lo oo
2A% |62 7170367136 [107] 0 [70[71[36]71178]7.1
67 A% 219204179178 178143178 62 | 143 [18.0] 3.6 [ 180|270 110
205 % | 62.5] 462 73.1[53.8 [46.1 [ 57.7 [ 654 | 12.5 [ 462 |27.0 [ 150 | 31.0 [ 46.0 | 35.0
24 A% [96.9|88.5]923[84.6]|84.6[923[923]40.6]69.2]54.0 3806907301650

=
=
=]

=
La
L
=

HHETNThH, BEBSICEET S ZZ LN RORELEINIS Gt
7.

—IIREE ;. — R E A —ERR TR L,
BERGITHET AFRRERO N1,
FOMOFR Y LT, MBRRLSH AR CHRERESERE L B HERN I b, B
519, 11, BXN8MA BiZ4bf, MBbKicT T4 v -aMad, Soi19mH A
HLRBRTHECHRHCT 7oA a2 BRMLTRE L.
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ﬁ%ﬂmﬁﬁént%ﬁﬂ%%%ﬂ&@ﬁﬁw%&@yywiyﬁv#ﬂymﬂﬁﬁtaao

& @ AEAARRE L,
5 5 ok EEME S 2108 L,

%2, VHEERINREI, TRIBML) -
] N HE

12 5- % (ppm) 0 0 5 S0 | 100 | 250 | 500 0 0 5 50 100 | 250 | 500

V% 204 | 196 | 245 [ 201 1 204 | 173 | 244 | 141 {122 | 129 | 113 | 114 | 140 | 152

(30 1 (28) | (26) | 2N | (26) | 27) (25 | 32 | (28) | 26) | 21 | (28) | (23) (26)

Y 218 | 109 | 82 83 83 | 168 | 112 | 158 | 83 119 | 134 | 124 | 106 | 132

' O OO O @ @@y ®[u)lae[dn] o]

Rl B s B AR b < L 2BEO T A - IR SO A EEBIIZERE Th
7.

e BEEEAEIENE L7,
BE5 W T OF B RS K3Tm L7,

%3, TSR, TREBME
WAl it | HE
% hRppm) | 0 | 0 | 5 ] 50 | 100250 {500 | 0 | 0 | 5 [ 50 [ (00250 ] 500
T 168|173 (219 | 214 253 | 190 | 186 | 11.4 | 10.0 | 154 | 149 | 159 | 144 [ 153
B an ey leslenleslen|es | 62]es!len|en|eEs| @) s
N 202 108145 [18.0 [18.1 | 194|238 [ 154 | [T.8 | 144147 [13.1[ 147 | 15.0
MBI OI@® @O @) @ian| @& (307D [dn1 & 110

T T L, RARSICEET D L EXLNIBEROERE LA LN
7.

RAEERE  HENOEES L UHEEORES 2V o, BHTERBT,
MR | B 5-BREH3. 6. 0. 12, 15, 18, 21 L U240 A L BBMEMERSIRZ A4 L LT
L, LTFORBEAELL,
o~ b2 Uy ME, ~ESu PR, BMERE, BmERGE
AR BT A bR AR bR T,
BT WERTHROEESME NS E L TUTORROERARE L,
HG, oM. FRRE. BB, AR, CEFEE. REDL. DPRR. EIE. TR

RS CHET AR L SR

WA ;8% 5MEHR~217 A T E NI R L - S RS20, WTNZHR SR MO S
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ARG EHC R SN BB R AEABRURNEORRII Y P v A Uy NUBERRHIC D 5,

TSR A % U CHIRE T ER AR L LT O - Ak OFREBMHEFRRE
BT o7,

B, L. B BTN, MR, R, TEE, FRE. DAUNME BI%, RBR, SR, .
B KB, BB ST TOS CEFRICARBCHREBL, RTFLZLO)

FERRIEMN T & Mo, HBEPRARTIR LI,

B SR B IR E B L UM R T I e o T,

FOMOERE LT, MEEAZSOEN CRE IR LUMR, BEREEEA, L
5 O BB TR AT L UNERE A EANRD L e, 2L OREOHEEERIL,
SHREE X iR FRECRS ), HAVITHBHO FREW I b, BRARERDBE
T, RS L EBRE S L

LA EDFERN G, AK|0247 A MBS0 & 2B RS NRO00ppmicB N Th AL ho T,
Lo T, ARBOERMERRIS00ppmEL b & HIBT S5, £, BPAERZVLOEELLND,
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AR SN BRI AR UREOEEIE Y Vo ¥ Uy NUBRKRFILSH S,

#4-1. EERSFORBARRFHEI

B 5 5 & . it
# ’ } o 1 5 T 50 10025 | 500 ] o [ 5 ] 50 ] 100 250 [ 500

1 S G 60 | 30 {29 | 28 | 31 130 [ 38 | 20 | 15| 24 | 25 | 24

| L% 3 | 2] 2 _ 2 L1 [ 1] 2 11
R ts |6 14124 s 22131035

B L
cEteE 1
KA _
L . l
kg fiti 42 795|718 |1w0]16)|6 | 41988
B R & 6 (2 | 5 1| 2]t 81 |21 ]1 |4
REXR 1 13 1 1 1
SEEER 1
E X R 16

! — .—-.— Ly —

-
=
-]
|
=]
—
o
U
h
R =]
=
e

C A B

—— ik e lm
—_

- R
e
H

T "L oYL EMRER 1

o 0 SRR 1 "
s i . !
ﬂ E=IRAL, 1

el il 1 o
B | AT HTHRAE =R L 638 [ 11| 31719315 | 4|69
4 e

il
F

PR I
e " : L
R B gL 20 12 | 1814 i1 || 72712514

MR : S I
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KBRS SRR AR URBEOREII V2 v 8 Ve RUBRREIZH 5,

F4-2. FTERBOREBAEFHTR

B - fiid ]

# i - 0 | 5 | 50 J100]250]500] o [ 5 ] 50 [100]250
REEn ) 2 | 2 | 3] 412t 12178 [7
L e 2 | 21631172

LPIRR . L] -
M2 :
BRI . 1.3

B AL 1|

24 Tt Whk 1211 3 36 | 2

A REAR R e T2 Te {12

” SEES __ 1L

” SE xAmE N

5 SHEHE i vl el s 2 [0S

& T 1 1

3 BED oM 2 IR I

£ fil B R 11 2

qeE | [ 3
e i
i FF A A 25 la L. 1 Ll 715121} 2
- 1
Btt5 -1 111 1 !
L AR RS % 1 |2 13 |31 2 ele6]1a]s5]4

5. _
£58 (ppm) 0 0 5 50 100 250 500

BB ) 56 62 59 55 54 56 56

B f 11 9 10 11 12 17 10

E%ﬁ* - g

B M 1 2 6 2 [0 3 3
pik Y R E 12 1S S S [ 13 12 20 13
*RpOBFIIHERE S
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EERHe SR AN EBRITEAENRNEOHE LY Yz ¥ Iy N BRASHIIH 5.
4) 7 v bERAVEFEEHEAR S L D RBEFESR A ERAR (& BiNo.T-25)
TAERBEE] ¢+ International Research and Development
Corporation( [E)
P BARLE - 19854 [GLPHS]
BB OHIEE
REEW . Charles River D7 v b I EEMEHERGOUT, DIARRFSHE
REE ; HE83~114g, HER0~114g
B 586120 A IO B BEERE 10T 2 PR REFRR L 72,
AR . 198IETH 1B ~1983F10A38 (HE26 B R, #2752 B )
Yebhik . WikE20, 50, 25038 L UR2500ppm @ B TEIEHIEM L, 2R A MBI T,
REEEBLIUER
A BE2NEE L,

& GIRE R OEFRERIIRT,

#1. FER (EEy; CE, TE ;‘?f_’a_)

- 5-Rppm) 0 50 .. 250 2500
o 11/50 13/50 19/50 15750
HE(E 5 115H) 22) (26) (38) (30)
) 2350 15/50 14/50 19750

MECE: S 1183) (46) (0) (28) (38)

RMFENLICEET S L 3 REFEORTIRAGHR 2T,

—WRRE ; FF E2EIBIE L, AR A St S A RE 4 B 1|0 R L7,
RS IIEE T ST RIIA B o7,

B BSBMREIEREIRL £ O&R2EMITIERIT L,
EREE(RE 20T,
M- bW HhOREBEORBRICREDRE LI LN 22,
250ppm P L BE D Tt S B A %2~ 6 AT B A S T(O6%) B B AN B LT s, D
BIIETC R L, 5 TR (X B L REI D L 722 o7, 2500ppmi SREDHEC
RS REERTI~TORIIZH BN (108%) AL, BSE TR LA EEE Bl
ECH i,
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FEEHC RS FRICBR AR R ONE DB Y V= v F Uy NIl b D,

2. EwEER
# A R i 4
WER (ppm) | 50 | 250 | 2500 50 250 | 2500 |
138 99 97 | 99 100 99 100
758 97 96 | 98 100 | 100 | 100
13 34 98 98 100 100 100 100
278 97 97 100 101 100 102
5338 99 98 101 99 98 103
67 @ 97 97 103 96 97 98
79 # 101 98 1081 95 94 97
105 & 106 1171 1171 94 100 96
1158 110 113 110 89 101 87
117 8 — - - 91 | 100 89
HHLERE - Steel and Torrieds X TROstlct> FEE (1p<0.08)
BEE ; B A% ANIIEIR, Fo%Ei2EEz1EIE L,
L L HE D O EERE R R,
3. BB
= i i 3
5 E(ppm) 0 S0 | 250 [ 2500 | 0 | 50 | 250 | 2500
EHIBAH B (g/PT/ 1) 248 | 248 | 246 1 253 | 194 | 189 | 191 | 19.1
(RIBREC AT 2818%) | (100} | (100) | (-0.8) | (+2.0) | (100) | (-:2.6) | (-1.5) | (-0.5)

RFRSICEET BRI T,
F DO E LT, 250ppm#E S-8EORE TS A HICAERE T ABRBNIC o Hh
A5, S99 LA I ES U, 2500ppmd% S OB THR S P ICE B fmn A
BHivis, METIE250% L UR2500ppmEe -8 CRIBHIC AR @M bz,

BEEIRE  ERREERE T F4H 5T,

#4, FRRIERTE

T R i
25 &{ppm) 50 250 2500 50 250 2500
TRk sRE 2 1 107 3 13 127

MACERIRE ; B SRMATE6, 12, 188 L U4 AInF AR 10 Z %R L L TIRERIREL L
Hi L., UTOHAOHZELER L,
BB, AMERE, ~ETr v BE ~v 7 Y > ME. f/MRE @IRR B,
Hfsk/>38, FRMKERE (MCV), FARLRMERE (MCH) . ERRMREKLE

FEEE (MCHC)

HAFHAEENRED OB 2RI,
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HEEHC R SRR AR N CRABRO BRIV Y 7 Vv S RARLC S D,

#5. MIEFORERR

R H(ppm) i (ppm)
BEHE () 50 250 2500 50 250 | 2500
Ty R PEEL %) 6 1131

FEOEREAERIOHT ARG (%) E R,
#EtLHELEE © Steel and Torricds L (ROstle® Fik (1p=<0.05)

B SCE T DB SR bRR oT,
[ AR T

ML IRES | MR 2 - RN SRR L 72 i b i 2 R L U FOHER £RE L,

R

F YO A DY TLA T BTN Y TN VRRAT r 2—E(ALP),
BEYUYNLEY, TARIRUBE NI AT 20— (AST/IGOT), 77=0 b7 /AT
I+ —+ (ALT/GPT) . FLEEIRAKREESR (LDID) . REER, 2 VT F=r #8717,
FASI, FaFYy, abARTFu—A, Fila-- &

BB EERBDLRAER Z R TT,

F6. MRAIFARARR

R RE HE(ppm) H#(ppm)
i (A) 50 250 2500 50 250 2500
ALP 18 11150 | 1156 | 11153
LT Fo 6 183
ST Ty 6 172 -
k) 24 1113

B DR TR A ARG ()RR,
FEET VERIE ¢ Stee! and Torrieds & (fOstle® Sk (1]p<0.05, TTp<0.01)

bt e AR b b e R O [ A R SRSV B S EE Y
FOMOEE LT, HEoekipRs s cRGMGEI1SHAORICALPOR B HE
EEMO MR A LT, '

s ]

Lo 5 BARAT46. 12, 18H L UR4hH ICE#EEES 100L a2 d @ 2 UTLL FOTEE 20,
B, AE, oM. iR, RE. pll. E(1, 5, Bm., EMEEE. VA,
hR vuey -

Bk S BET D LR SR,

t-82



AT BN S R SRR UREOEET VP 8 Uy U BRARILICH B,

MRS E R ; 4 BUERES |0CO THES SIS LU SR TR OAFERN 2 AR L L TUT O

OEREHE LT,

BiCES X UMSR). OBR, TR, TEMEL SREL. MR
Heat A DR LR 2RI

#7. BEEE
- AR I HE(ppm) H (ppm)
(H) 50 250 2500 50 250 2500
Big (RER 24 T118

E O B [ BRBE T 5 BB (Y% B R T
HESHLERHE ¢ Steel and Torriedd £ (XOstle® Fik  (1p<0.03)

B 5 BEATR 122 A 36 L MR SRS TR, B 5CBEd 2 RENER O bniiro

7=,

F OO E LT, 5% TR 2500ppmik S RO CRBOKELOXIHE
PRI A SN, REASFHNEER, BRI E AR LT

AIRRREER & THESEY. PR SHR LURSETHROECEMERERE L TREE

EHRE L7z,

RER G MEET SRR,

FEAARR RS . ERONRNFRRELER LS sl LT, BT ORE - AREORK

B4 E LT,

BI%. B4, BR. ~—A iR, ROE. B, ZB. B, SE. R BRLEE LB H
B, PPl B, U %E (HERR. ABMIEE) . RLAR. BEER. TEA. BVAR, WP, WEEAR,
B, KRR, RUW, BERL. REIATRERE JUWER. TRE. REHEE. MR, H
PRREB LU ERUNME, RE. M. TE. BRI, AIRARAH

FERMBOFEBEFRE L RS, 2 COEBMTREEZ R, AREMEERI0ITT,

(e |

ra = SRz P R R AR SN AY (R A B

(e Ig 9 47

a5 HET IELIERD Do iz,
FRUADE L LT, HTHIRIRO 8o MR O R IVAE - N BEFEO S AR
¥ ST (FEME  AREEH), Soppmi% F-8E0%. 250ppmX H-EE20, 2500ppm¥L & FES
), HECU L ENFRD Y o SBEO RS T BRITEOEMAGED L (EHRR
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*5<0,05 {Thomas DG Bresiow N and Gart 17 (1977).
homogeneity analysis of proporlions and life table data.
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AEEC R SRR SR VR BORLE Y Y Y Ty NURASHIIH D,

F10. HEEK
B (ppm) 0 50 | 250 | 2500 | © 50 1 250 | 2500 |
RERAL 60 | 60 60 60 60 60 60 | 60
B P IR 89 71 78 73 10F* © 93% 96 © 109*
B IR 17 19 19 20 29* 25% 20 1 19%
mEE R | 106 90 97 93% 130 118 116 128
RS RN AL 49 50 ¢ 46 52 51 51 55 52
*PEF O OREROEIZE Y B Y. Fﬁf‘p}%ﬁ%ﬂafﬁu,}%m LEELEL-EERLE.
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AEEHT R SRR SR L CARDO RV P2 v T P A VIRAZILD D,

5) =7 %A M EBHRAR G L B R ANEER
(E £ No.T-38)
Frad o 3| : Huntingdon Research Centre (J£[El)
W EERA ¢ 1988 4E[GLP &I
WROME
HEREY  : CD-1 v v A, | HEHERES 52 1L,
MaEE 2841 R, TEEMAE  BE30-31g. ME23-24g
e HARY HE 89 WRNI(1985 A5 H 17 B~ 1987 2 H 13 R)
#HE 104 FABI(1985 F 5 A 17 0~ 1987 =5 H 28 B)
BEICOU T, 89 ERIFRE L7 Eizou T, 150ppm & 3000ppm FEDATFE 30%HH0
CIET LD TS AT L, Hoo W OHLEME b 1 BETHREL
W EEE Rk 0, 50, 150, 1000 s 08 3000ppm DK THEEHIEM L. 89 MM H DV L 104
BEoEERIE,
HEIEE REOAEL—BREREREE, FELICEERIERENT L/, 538, 30#EBL
OB rEir EREER R L, AR SEORE LRI T ~T, BEK VO
e FAAR TS E ENE, REERERAE TR L 7,

#E 2
F. U ARBANRBORGEDE
5 B(ppm) _ 50 150 1000 3000
SRR E HE 5.5 17.2 108 358
(mg/kg/day) | M 5.8 18.8 121 364

—riREE MR MSRER . JFEENMRES LOEEERAORLICE T OREBITR )
Py

EFRIZ WO, HETIFEC SN L, X IREE & HE® L C 150ppm 38 L TF 3000ppm £
THEERENLLNER, BEEICHBICET L b d, f5RRE LoER Ty
BB LMo Tr, (6o T, ATRETIZHOWTIIRE L OFEIEABHTH -,

METid, 150ppm BETHETEAENL, AREE L R L THERERZ ONH, HRICK
FLARWETHL I EnLEAIIHELRANLDEELILNT,
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AN 28 SN E R SRR UCATO BRI v YV v Py AU RREAl D 5,

F. RS L OB K TR

T M i

LY BIGE R ORI | ATE MG 0 2 - B 2 Atra

| (ppm) | 0-52 | 53~78 | 79-89 | 1i@l (%) | 0~52 | 53~78 | 79-104 | 13Elt (%)
0 2 11 7 20 62 2 5 15a 22 58
50 5 12 il 28 46 5 2 17 24 53
150 5 19 10 341] 35 | 1 7 26 34] 35
1000 1 9 11 21 60 2 8 18 28 46
3000 7 13 I6a_ | 36l] 31 2 3 212 26 50

P G B R B B (M RE R 52 UT(7- 77 L. SOppm REMENL 51 L5)
a: UEERBHE 1 ILE2ED,
BE. | p<0.05. || : p<0.01(Logrank method)

R RN Bt MERE R L RRRIE S LU TRA B R A o i h o 7o A%, 3000ppm
BEOME TR G- 25 B U & RINPIRI 23 2 b iy, B 54 T RO BRI RN R IR
TR, HERHORI%NTHY, BREIIEELLELTH T,

M7 1000ppm PAT O 5-BETid, BER TIRROKRESMBEASHBEED 92~95% TH D .
TR EROE G rEEERMER SR 103~111%CH Y, FLHCEE LRV o
LEx LI,

FRERORDE LY o3RO EBINA 150ppm UL |- o3 SR 58T ke (105 &) (oH
B, BRI EBLTHEE TCHok, MTAHALAR 2L OB 2WTEL, #MEILEK
WERE LT WD I U EEZIITERVD, BRERIEKFELLZEE TR o7
ToEL 105 BEFOF R Y oo BRI 53 8 KO8 80 MTF O WD E IR Y Y
BRECICE Lol 2 ks, BHICEE LRSI EB L b,

WD 150ppm 33 L T8 3000ppm BET Y - SERRE (U o ERERmMAE. U oS AEE. 2R
Badk Y PRGOS ORERESIEINL, HEHE OB TERENH DD,
3000ppm HEMED UV o SRIES OIRAHAIL, M REE L ORBTEERERS ST,
VR FREBOREICARKEERT L oRARIEREERR O RT - F O
8

Thotel &M, HTHRBNI ) o RIEEOR A RERMIIHR 51T EE L
WHDEBZ BV,
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AR B S M BBRICR AR UNEOBELE D Y= 8 Uy RURRDHIE S 5,

®. SLREEOELEAE

t Bl i3 i
£ 5 B(ppm) 0 50 150 1000 3000 0 50 150 1000 3000
BB 52 52 52 52 52 52 51 52 52 52
U s SERMEH A 1 0 0 0 0 0 0 1 0 0
PRt 0 4 2 0 | 2 4 8 7 5
ZRHA ) SR8 o o o 0 0 ! I 2 2
VRO RE 0 4 2 0o 1 3 5 10 9 7
D fEOEE 1 4 2 0 1 3 5 1p*% g 7
(1.9%) (7.7%) (3.8%) (0%) (1.9%) |(5.8%) (9.8%) (21.1%) (17.3%) (13.5%)
AR AR YE P R 0 0 0 0 0 2 2 0 1
Gk AT 0 0 0 0 0 0 1 ! 1
{&iE - Mo A EHKE. IARC analysis, **p <0.01 “
. BUEER JUBMEES 7 28PH )
B i3 i3
5 B(ppm) 0 50 | 150 | 1000 | 3000 | O 50 | 150 | 1000 | 3000
AR 52 | 52 | S2 | 52 | 52 | 52 | 5i 52 | 52 | 52

RAEREH 4 17§ 2 B 16 | 14 | 17 | 18 [ 12 | 12 | 18 | 12 | 14 | 13
BB EH T S0P g {16 1 12 | 1 | 1|15 [ 22 | 20 | 19 | 20

£4_E 3000ppm BEME CHRERIMB OB AA LN 2 Lo b B B T 3000 ppm (358my/kg/day) |
= 1000 ppm  (12lmg/kg/ day) Toh D EHWr b,
Fir, #ERAMRAAVWLOLHEND,
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(8) BEHABNER LUOMERT o

1) ¥EREENE
S R ER AR (& HNo.T-26)
BN - University of Cincinnati (KH)
WEEERE © 19668
fRAEOHIE
OBk B M. CDET v b, LEEEIOE, #2200
5 BR SR 1 208 fin

B 5 8 B P BRGSO, RELR X TO148MR
Fo 4% BERLRR D OF , RBEFLIF £ TO20iE R
F, e o BEFLARSA> OF , JRBESLIG £ CO208 M
Tyt ; A% 3 EmM (BEALEF)
BB 5o R0, 50, 125, 250485 JURS00ppmE A E LGB A ORICER S €,
Prds. EBHOEMT AR X S — VIR LT,

FiEkfH S URBREH  EARUIT O,
—{ RS X UL R ; TIRMER ML A #EE
ZECES L UNEEROBER ; A% A9100R (12i8) oEREE 2% 1 CRIE S, MOERAEREDR
BRI L - TR E N2 T, RESEMTE L
SRR AR SR, HEB L UWE (BI) MHOBRICESE, KOBEEZEHL
Too
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ATEAT & AT R

YR TR — —

(5785

100

ey pge 7 HINEF L TORATOR
AR = K ENTAFOR

100

o pon | BALUEHOK
?E—%%‘-Lfﬁﬁ—7 HHICE & T DR

100

NFRBE SR oR, K& S, A0 BUICHE, M. & B AL & OSO%, REX,

FEHESs LMy B
fEHF S L YR YRR | 2451 EMEFOFER L RSB ORI YEEREE &
Tl
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AR SN ERIC R A ERR CRNADOBEIL L o Y2 v 8 Yy N UERREHIIH D,

FRASEELEROMRE  FL R 0R (B dAR) £4£#%21H BICFIR L. sG>V TRER
REFH L, #ERLE,

e WMEAR2 (R.P RF), 43 B F. B F) BROFRS B R W) K0
Y,
SRREER L R ; 3R o T, S0ppmifl S CE20L, o REBE 2L R T L
="
R E i EEE T HhH Y | BERS LIIERFR Th oI
FAEMC M I8 . BRI ORERE IR L UERREN T F AR C-E LR
XA LNT, BRI L 2RO Lo Tz,
ABRE AT LEBERIED LR, ROETENB LUEEICLREBITED O

yi} Ser ¥
FEESAE L USRS ER IR A B IS TS O R BERGZN 2 BRE RO Lo T,

PLEORERL 0., SHRIC T » TABIEZ NP ICEA LTRE UIBS S8 58 L HE T

EZZFRRIC W CRRNEE T, e B LU TTEREAICM L BB LNT, @20, RERSH
Fizistt 2 #eFMBI13500ppm & Mk S 415,
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#1. REEHEE S URBRTHH OME

R | £ B GERD (I 3 kS JE OB E H
£ F (8:8) MR EERE S 6 BRIZAT B,
—ﬁMMmE\mmﬂfﬁﬂ
Z  BED BERE 2 5 1 CASfd, iR & R &
{114) ERE OB WM L o TITRA
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HY B emmmmmerommm e MIEERE, YIRS Lok ERE
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#1. BRHFERLUORBHEA OB #E)

ik (B GER) | % F O R
2z B EELDIC#E D REOIZ TS
< S (P IS D)
wOF (38)
B ¥ A O A REE20PT, HE10PT R T b TR ERIE
(b= A5 ST SRR Z2E0 3 X YRR SR M
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F, (A3 » H)
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#1. RBRIELIUORBRELDOHRE ()

e | 2 W GERD £ % + JA A B ;B H
T _ i}

wWoH (18)

(F R ETD) | (F, Rl #ed2)
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AN Rl SRR SR R URNEOBER Vv P e ¥ Uy ARSI R D,

#2. HEBEAIROME

il . 'f—t %ﬁ. P E’% i |
& 5 Eppm) AIBC) | FHR(D) 50 125 250 500
#® 10 10 10 10 10 10
LB I 'S
i3 20 20 20 20 20 20
OO OE o4 K 32, ¥2 02
i}
B R RO - RRE 39 40 39 40 40 40
LUBR I =R -1 l:ﬁi‘cmfe#( 38 31 35 33 38 37
HIBFESL 37 3] 34 33 38 37
7]
= O O O 97.4 77.5 89.7 82.5 95.0 925
N B O 97.4 100.0 97.1 100.0 | 100.0 | 100.0
o)
£ | [E LU 2[R O
EFE - IROFGEHK 441 335 386 374 388 408
& { WOt B A fE B 410 323 379 365 366 395
1AM %ETR 394 316 355 354 350 370
Wl 2 82 H B % 89.3 943 | 920 | 947. | 902 | 907
BoHRR
[1 M #% £ 7 & 104 186 200 200 174 198
3ERTEBEEL L7 R ootk 191 184 {96 197 173 197
B O B % 98 98.9 98.0 98.5 99 .4 99.5
4 & B OF i3 pii i e il i1
AIRA R T L EH B IR EH L&
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SR SN ERICFR AR RUONBEO LI Ve v 7 v Stk Em il b D,

#3. ABFETROBE

LR N #:.0, - R:F,
# 4 E(ppm) *R(C) | HMD) | 50 125 250 500 |
_ 2 10 10 10 10 10 10
[ I -
i 20 20 20 20 20 20
%
E=)EEUE 2N ~XRY 40 40 40 40 40 40
B xrons [ﬁﬂz&’& 38 19 37 37 39 39
HER 38 39 36 37 39 39
Lo
- - R~ 4 95.0 97.5 925 92.5 97.5 97.5
W B B 100.0 100.0 97.3 100.0 | 160.0 | 100.0
g :
B Ml L OV 2 R kRt
HENT RO 438 516 417 195 461 455
&) |: Mo B A B 435 502 404 371 455 446
108 W AR 411 480 375 354 437 431
oA oo N RO 93.8 93.0 809 | 896 | 948 | 94.7
=2 EAEE
[1 a3 R AT 197 253 185 176 212 203
3 AT el L R 190 248 183 167 200 193
2 3 B K 96.4 98.0 98.9 94.9 94.3 95.1
H x BE B il e i3 i 2 i1
AIEFR IR T IEHy T#E EH % B 1o
i # E (b 1E E& TE | EE | EE | LW
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AEEHC B # S NS BICIR SRR ONEREML Y v P W F U p N URASHIC S D,

£4. RBRHEROBE

ik % %ﬂ._: F., . T,
B 5 EB(ppm) iiﬁé(C)“ *TRRM) 50 125 250 500
& " " HE 10 10 10 10 10 10
' i3 20 20 20 20 20 20
#
EIERUE2E —~KEK 39 40 40 41 40 40
e ok [-ﬁ£w§%& 33 39 38 38 37 16
HEE# 33 39 38 35 37 35
¥
¥ OB O 84.6 97.6 95.0 92.7 92.5 90.0
MmO B O 100.0 100.0 100.0 | 92.1 1000 | 972
A
01 [Es L UM 2 |[nR R0k
FE i RoAE 332 439 404 414 399 423
& |: TETE - = AT < N = § 319 434 402 380 394 416
1 B %AETFR 286 413 396 368 375 396
ok e B OX 86.1 94.1 980 | 839 | 940 | 936
2R
[:1 S 5 I e A A 160 213 217 192 202 222
3Bl L7 o 151 202 215 191 197 212
B oL B ¥ 94.4 95.3 99.1 99,5 97.5 95.5
#ok B OH fak b il g i3 12
WIRMARBER & & 1B EE EE I ER
AL SRR A E&E ERE E¥ | Ia | EX | E¥
B H T ik EE NETe EE i1 138 o -1
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AR R SN ERICE AR RUONEOFLE L Vs 7 Uy AR S D,

2) T bEVI 2 RERERER (&¥ No.T-39)

PSR : Huntingdon Research Center
(1)
WEEERE : 1993F [GLPNAS]

RKiEOME -
HERENM - SD J v b (Crl:CD (SD) BR) . PHMERE o B,
FO A% 5 1 BEMEMES 32 ML, F1 4 1 TRMERES 28 [
580 ;o HNIE AR B0 1 ER ORI £ T
FI s i o E 2 EROMARFET
(F1 A n B 1 ETHBEZ SO CHERFEIME > FREOEIR
FERHATEOHE2LELBR)
HEEHE KK F0, 500, 15003 L US000ppm DB E CREHCEM L, BEERS 2.

AR - B BEBLUBE - RAER  BEEZRURT,

CRREBIURET  SHEROBESMLEBRESR L.

& 2EOMOEEYEROMAR (FotfUileRE, FIR M4k &€
OREMBE L, BRI RERM RS L CIRAB P IEERRIE L. kK0
U, 7R, 148, 1TER L UC0B0RE &L, E0%E0A. 78,
BB LU BIZEKEZRE L,

Ee R AEHANOBEE L SHNE L AEIRES IURERREZEH L,

BAR ; FOMRIZAZE AT 0K 5 HA%B R L O ai2EM, Flaft{oizid
nE i, @ERAE L,

REE L UHRE O AR OB BEALAIC 11 TRAESETEREIT» 7 (&
£ 20 BRI, F1 8ic >0 Tid, RERZEE®ET -, A7 BM - FiE
BHietk, MEOBF 4R L TEERMER R IRBE LT~ . B+ &
FRERAEDLRZHEZMEER L L FEHRTTERE20 HA & L,
ILARIE. SiRIC X > THRRL, & TRAZWEOR & L7,

BEHRE  FO ERBIUCF BVEBHOBIZ T, BT, Eitks L UHE
DWW TS L,

BRI T AEE AT, XL ARSI UMB ORI L TR ORBITESE,
KoBE»RHELL,
REd T, HAERICHEIRLE, FEADE. ARAEFORELIT o,
R (%) = (RRZVOMH/REIZR 8 X100
TIRR (%) — CFIRMESUAZELC AW -H) X100
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AR SN A ESIC R AR UREOELIIY v P r 8 Uy A URRSHIZD 5.

MO TR (%) = (GIRMES/ZREMBENVDE) X100

WD ZhE (%) = (RRSE-HSHE/ZEESHE) X100

SHRE (%) = (SHEFAEAERALIRES) X100

IR = AR IH RO R) HoolE TR I TORK
AERBES (% = (HENEFRB/2ERE) X100

BAER (%) = (B LoEFRE/SERK) %100

TWHEE (%) — (E#% 20 BOEFREER 4 UORBEROYELARE) X100

WS EE RN, MR, LB, ML TR, BT, W, WHR, BRLEE. R (FE
BLUOBERRES)., TEAOEERZHEL .,

MR RERE BB RSB ORER r&cBHR L., 4 LB U RO AR
L ARMENBRES EE LI ETESICI OV T LR LR RO
RRIZ L ARETHRE S M L=,

FRASSMERE  dRBEBLIUCEAREO2S. YRR EMEHOIRATH -
HEE e g e LORE, FE RE, SE GEERES L), LR, SR,
B, 8 (FfRERs) Vo0 THESFERELERLAE, 3612, IFR
OREFHRBRIGEABLUESHERO 2RI >WTEEL -,

Ranw

—RRERBIUET . 2RBWO—BREBEIACOFELMENMTERER L,
BESLATICTE L REMy A H O RE R IEER L.

£ E ;%0 4, 8, 12, 16K L2 BICHEHMEKELZRE L,

R REHOIBE R AN TEAEITEREIC AT, M4V ERD N DI,
R4 SIEICRE LA, M b o F T ORMBKIL DWW TitH
BETRbRML T,

WEIH O  FIHAOHEEMIZ > T, £%ISEUBRCEBRIE, RERED
FBABEOA RS, HEMITE AN LEBEBNORELEE L,

R EE  RFEE N LAE®R 21 FOETE S &I HEES 1 R2BRL (RRERAT
ZMEOEKEODRMEICH L IREY), B, B, CEE. B, TR, B, B,
WRBLIUBELTGEOERZHE LT,

FEEARERE  E% 21 RICAEMITATEEL, ARE LUCAR-EBEORNIRE
LFAFREFORELERE L HEROMSIIAREEOREIZ L DR L,
BOFETHWII > THARELCNB-BEORBICL2mEBEFNBE Y
FEhe L=,

ERESTYNREE B FI AR DWW THEBERHRBIUEREROEE -T2 4
Sl UCCHNL, IR B AR FEXEEREE). B, K. TEH (F
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AGRHo R S A BRI IERRUAEORLR Y V= ¥ Py SRR H 5.

EWHST) oWV THBFHRELER LT, 3 HIITFBOMAKETMRE
., NREPIUCEHENOBRE FI B IV F2bBELIRIC DV TER LI,

i B g DR 2.1, F2-2. HEPOBREE R, L3210 8T,

BETEREILITROEY THo I,

#. Ty VEMEBEERBROMRKENE

k3 bl Rt #

5 B (ppm) 500 | 1500 | 5000 | 500 | 1500 | 5000
BEEEE FOMMAZERT | 35.1 105 347 | 41.1 125 390
(mg/kg/day) |F It {XIZACAT | 40.6 121 432 | 442 135 458

R PO TrikE @ 500ppmEs & TRS000ppmBE C & 1HHFE 1 L - B FERIBAAT

B oo, FIERSIZ 2V T, BT BB T2, ®SBTHIHT >, HT
PESSTHRAE T4, S00ppmBET2HI BT L7z, KE D HRREE 14 & i 500ppm#E
W) R B A A G, AESITRFERERIC DT, EED
S000ppmBED 1HI L F# ORI H e d, RUFEREAHTH -7,
REOBREECAEEREMN /AL, &5 EIXEBR LA LE,

— R EE  FO TR S ICHEST AREIRD O o,

FLEHR CRE, S000ppmBED M THEALE MO A BICH 0 FEKRKRE ORI

(RIEMEE) EERLVLEY RESERYL s, BAEITZE (N1E) T919
B, RS2 (20E) TI2N9BITH Y., REOEE ThoT, ZORRIAERE
FTERRBR O600048 X M2000ppmBETHE R S,

REAN ; REROEEIZ SO T, FOERRTIREEE bRFICHET S EENED

Shipss oo, FIHA T, 5000ppmBtaitf CREI N OB ENIRLS oo 2

ERRBLTEYEES R~ THFBEREM 2R LA, #ETIXHIUE
BRI L TH DI, MOREENETIBHE LY Blo7225 8

WO BT S D AR S R L TAREREEL LT, 1238 LARE 7
THHR B THIAB LR T, _

1500ppm L F > £ G R T 5 ORBIT R oIz,

AR - TR R o EEIC W TR, FO{A O 5000ppmlE THEEH N EE
ETHD, FE4H TERNBRCESTAEENZ LR, HH2IAXTO
WA E BN RIS WAL % FEl > A, 1500ppmBEds & US500ppmBE O B Tid ik
EER P X O EAM Y OB E G BE E ER o,

FItHEA T, 1B 0&E (FB1E) CHRVBZEFCICERMNE, 2MA O
A0 (B2pE) TIRAERMFAPOEBRI RS o EABE L~ T <, 1500ppm
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RN B8 XN IFRICROAM R UAFEDORLIL L V= ¥ Vv AR H 5,

£3 LORS000ppmBE T EMICABE Th o725, \RLNEEF®E LN
S, WEBMYOKERMEBIARELAETH .

WA R L OB E R PO THIMRE L bRERICBAEREORER 2 5,

HKE

F1AS TR, S000ppm#E MERE CHREMIZE - TsE~8l (IR OF
BB IR BT, AR ESS DL, 1500ppmIs L UF500ppmEE
THESDERE 20T,

R B SR RIIFOR L OFILES E bR EORBER b o7,

FO (X Cli 5 DB & /2 o 7=, F1 IO 5000ppmitfi i €13 sH 35 L U6
DFKBEIIABEIEACEKETHY | B TIHEEENA LN,
1500ppmy, FOESHTIIHR FORBIL R -1,

IR FOBLIUTFICE b BETFRE, SR I VERICREDEREII R T,
SEHPE~ DB FOR LUFIHEHA S b EMEES S UCERBITE RS - HET SR

o, FOREUFIHHCE bHEOMEEH, FORKRORZRE, ks, H
PERCBBE 2,

FILROEIEICBWTHBES SO ETOROFRERIKH - (0. 500,
150033 1 185000ppm O BT 15/27. 18/28. 13/28% L TUR2128f) ., ol &M
RHMORRHEED DT OELEL LY. F2ETLIERLZT O TOR
THIRFE N E - 2 (0, 500, 150033 X X5000ppm D NIIZ15/27, 18/27, 17/28
BXON928A) . ZOEREFIERMEOREROEEN BN/l &
(E#ABOFBIEABICLD) BEFESLELEZ LN, £/, B1ERX
E2FE » LARRA A LN T KB B EREOKOOSBLRNICE T
FRERAREBENZEESN Y LI,

FIRREH TREBARMIL Th - P L. HIEORZER T, 0, 500,

150033 X TA5000ppm > IEIZ8/12, 6/10, 10/158 L U 1/7H#L. 20 O 228 T7/12,
979, 11/11F K KRSPMTh -1, Lol, BREECHBAERESCEELE
BEIRD LNk,

Bt oERE~DREE .
FIEEE  WTHhHOTEDO W THOKBRIIB O THL, FBEBROMBE ISR

EDHTHRAFHRATET@EDON LT,

R oV HEE ; F1 B LU F2 o 5000ppm BOHERGBES L UREREERIX

HMEBHEXVES, MEHME T LRMELZR L, LS (G210 oR&BHo
TR EIINBRLD 20% 0 ETE -7, F2 #H8@ 1500ppm BHECH AR
REMED o2, TORER S000ppm BEL Y LEETAK 21 BOFHK
REEAHEEELD 10% M EEETH -,
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AT ER SN ERICESBIRUNEOERER Y Y P2 Py AR H D,

HEMOEEERE LURALE, VThoRRIIBNTHEHOAFRIRBETHY |
HHRHAEEBELBEL LR T,

PEREL M THBIAODCHT2REOREEBIEALNRP ST,
1T FL R @ 5000ppm B TRBEAE SO EH U E SR L LTl
L7, OB OMTALNE R ORIESE,R I (HEY
B OEEMIM TH 7)) FRERLELDEZZ BN,
1500ppm #5 & OF 500ppm # TR BB KB T BRI L ORBITLL
FLighh o,

A EE  RERSCEET AT E LT, B8 Ti35000ppmfE THEE RO/
Wb, FOOBEZBRWTHEHFMICAE TCh I,
IR @A Tid, 5000ppmEE (BERLAR) CHEREROWMAALRI,
BE 05008 BV L 1500ppmBE TR EOBMA 7 5 i 58, AR T—
BLEFEERD AT, FEEARTHRE COLRAERSCERLATRA
B OIRNosZEpLBETHEE CIRVWEEZLNT, _
MEREE  FOofic b REMS LRSI THRAFNIIABELRES L LN
A, ThLEGERMMES L CERAECEE L AL LR,
HIEARERE W I UREH - LI BERFIIEET IEREAONL ST,
BHMABEHBRE BB LIUVREME bIC, BARSICEET 2483 A bR
7.

Sl b, BT LT, 5000ppmEf 233V TFOA TIZAIERI M o o R BN B O EE
3L MR TR RE R ORI, FIIER CIEERRNEOIGE, MERERS L FEKEDET,
PRI IAT B RN B R AR I BRI OB L URR LI HLE D A,
HBEEOBMAA LI,

1500ppmBE CRIFIHEA CHHRSIMPICEEFMEOEERA LRI,

IRENIZE LTk, S000ppmBEIC B WCFIER CABORRICEE KT, #TIHHERR
DRBEARS b, F2H48 (F2ads L UF2b) THAULENNT L, F2REH T
FOWMMBZ LN, FHREREIFIS LR THmL -,

1500ppmBE TEHFR2O BB OREWIR T A A GRT,

Tornlro, REis iR E L EEMEIIS00ppm (B ME3S. Img/kg/day. HE
41.1mg/kg/day. '@ : BE40.6mg/kg/day. HEd4.2mgikg/day) *FE X b, £, BEsAEO
5000ppm T H BRBME~OEBIIR O Lo T,
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ARG MR AN R E AR BRUREORER Y Vs v Uy SRStz h B,

# ). ABORE
WA MM GRRE) B0 - REE - Bk HRE  BAHRA
AH (10 AR) 1BE REZ2UT @32 [T —RERE, EFEEARE
fRE, EHELE 1 EHHUE
E HEHE T 1 TR BRI OB
RGP ORE-FOR R 3ER
THERS (k0 B)
THR (38D IR 0, 7, 14, 17 RTU20 B Ok
A EE
BB corrmrrmmee b HERROBE
HERK. £FRY RERY Sk
RE. R, RERERVEERE
EEAE
FO i & (38R WEE 4 BICERFERE A MR 4 DT 4,7, 14 R 21 B HOEFRE,
WCRRE (RS IR S T ifAEe )| mrlilk, BiEAHELAE
MR OFELHE 0. 7. 14 RV
21 BiCHiE
------ BEFL oo MEFURICABERE 28 T, M 28 TAE B ALAC RIS T Bk, MEBER
ER IR TR B BB L U TR IR SRS
fomoER FIMEE, SEIBEE MRS 1 T
BIRENRZh- FI RBMHOER | BERELTRBERZRE
REHORE, BEEETAE. 78
MBFRRE, ERBBORTRE
£EF (128 (FO Iz HEY 5)
1 BB %A (FO I ET D) (FO tH{RIZHET D)
F1 [fZ3% (3 @R (FO %Iz BT 5}
FHIEE  omeevmrrrsen s e (FO iz HEd )
HE (3ERD (FO AR T 5) (FO HRIZ T D)
BERL - (Fo Iz 33 5) (FO Iz 5)
(FO #H{RIZHE§°5)
BN AR 28 A D, HIRE
ITA% 35 B LR ER
2 B E % (FO Iz BT D) (FO #H{RIZ 8T 3)
iR (3 ) (FO I BT A)
T A {(FO HIZ8ETZ)
HE (38R[9) {FO tH{{iz - 5) (FO iz 889 3)
------ BEF, e d Flb BERLIE S SRERBFORER| (FO#RITESS)
F2 BV % RK HEYoIR, BREERCATE. &
WEM. FibRESLIE 0B HEABTARE. B0 - RE
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ABENC R I N BRI EAEN L UVRAEORER V¥ xS UoRAEHIIE B,

£2-1. REMOER

I e . FO T . Fl & r1 T8 . F2
¥ 5 # (ppm) 0 500 1500 5000 0 500 1500 5000
o ) Ml 32 32 32 32 28 28 28 28
Gkt AR 32 32 32 28 28 28 28
# MERSICERTOIAFEIRN AL
e J?J
TREE glawal meeL fREel BEel [meel [Beal meel GEE0
HIERTF
- HE| o 0 0 0 2 1 1 1
T [ 0 ] 0 ] 1 2 0 0
8 1138 |
| - |jEemeUsszeusezel - eezevssssy |
HEEL (9n
(A FE IR ii(igg)ﬂ
M| - |aEseUseseUsgsel] - wEReusEEsy Ny
34
_ | — 97 97 95 - 100 100 09
RSN E g — 97 97 103 — 98 97 99
e 14 H Eﬁhﬂihﬁhﬂﬁ%ﬁgﬁ
al — EEERUREEL L 6 - 1102 199 |14 8
HEE e e
(P bRHAR) Fif&zgm H ﬁ?‘clﬁ,%?m A
b - AEEL Ui 17 g iR 17 B
198 197
W gmmp (2| - mEEsUseEe iR R - ﬁﬁ%mm%m@sﬂ H
el = T H
(REHE)  |p| —  |(EEEaLmEERL
. - 5-8 -
- - - _ 5.8 3&:104 [5-8 #:105
i 1-10 38:98 {1-10 #:98 [1-10 #:98 5-1655:1055-1655:1055_%?@3:99
et v 1-10 #:99 [1-10 #:101[1-10 ¥ 08 - 5$E995$ﬁqm5ﬁﬁ%
) : ) . ) : 5-16 18:99 (5-16 38:101is ¢ i8.97
o s || 56 5.7 5.6 5.7 4.7 4.7 4.6 4.7
FAELE RS i 89 9.0 9.] 82 6.9 6.7 6.9 6.4
1-28: 98 1-218: 99 1-28: 98 5-6 8:101 |5-63@:105 |5-6 45:91
kR e 9-108: 94 9-108: 05 9-10 #: 92— |1 151 IS 168
1-2 899 128101 1.2 @100 5.6 .96 [5-68:94 [5-6 3#:|01
ﬂﬁ —_
9-10 #:93[9-10 58:1029-10 #:103 15-16 38:96!15-16 #8:93[15-16 93
s a| 27 28 29 27 15 18 13 21
SEIRBI I b 15 18 17 19
i T
) ‘ a| 94 94 97 91 70 79 64 %
xRE (%) Iy 7 & 61 %
RLan (O al| 90 93 94 93 79 82 72 78
D= (%) b 75 100 100 83
HORRE (%) e Moot o o L8
o (o a| 84.4 87.5 90,6 84.4 55.6 643 46.4 75.0
iR (%) b 55.6 66.7 60.7 67.9
N . a| 96 100 100 100 100 100 92 95
SR (%) b 100 100 82 100
i} a| 220 21.9 22.0 216 22 4 22 4 2272 22,1
FEIRAR () b 21.9 22.1 22.1 22.0

— . XA
HE, FERNE. D IUSAKREMBE TSR TRLE
SERRE & OFEEZORE (1T p<0.05, 111 p<i01)

Williams O#FE - R, KEIBNR,. SER. BhARE, HiRF
Fisher T : WRE, WP, MIEE, ShE
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AE BN SR X N BRI SRR UAFOEEE Y v Ve v 7 I RS S 2.

£ 2-2. MEWHDFER

L % ] : FO 12 . F1 #:F1 B2
# 5 & (ppm) 0 500 1500 5000 0 500 1500 5000
) e 32 32 32 32 26 27 27 27
BEBYI i 32 3 32 31 27 26 78 28
BEE 100 98 98 97 100 101 103 95
i EER 100 100 100 95 100 100 100 85
;2] HIEME 100 100 100 95 100 100 100 1195
FTEK =88 | 100 52 91 90 100 99 102 94
i W 100 193 192 191 100 92 103 99
PR =EE | 10 100 95 101 100 98 104 105
#IL1E 100 102 97 105 100 96 101 1110
g5 [ EER B 100 101 10] 103 100 106 109 | 104
HiIERE 100 103 103 1105 100 1105 11107 11108
z |B® XER 100 98 92 92 100 100 | 103 95
BIERE 100 99 193 193 100 100 101 98
HE AL XKER 100 90 91 1188 100 103 106 98
W g (BRLEE EEE 100 100 101 198 100 99 106 100
bich . £nk 100 o8 100 192 100 99 100 101
B#EE 100 98 97 101 100 98 97 95
ik REE 100 100 100 100 100 100 100 11100
P i EE@(E| 100 97 99 113 100 | 95 94 1103
1 1E 4] 100 08 101 11113 - - - -
11 HZEE 100 102 103 106 100 100 101 97 |
WIS 100 104 1105 1105 - - - -
IR ERhE
I ks RETIRENES LR
FET# 3K
AIRAIR BB E -%~ BARSCERTAEFARED LR
BRARHORE [ R I RE T 5 REIED bRt

- EYET

BB RIIHREI T S EEETTRLE

MBERHETEHE : BREEELIERYL L UHEL - FHE
A EEABEEE S LTRLE

ML OFEEORE (|1:p<0.05, 11l p<0.01)
Willilams ORBE ; REERE. B8
Fisher MR : HTREM, ETFEE
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®3-1. BB OSER

RGO SN BRI R IRARUREORLN Y V= v 8 Dy ARSI S D,

e % # . F0 B/ Fl - I O 2
B 5 =B (ppm) 0 500 1500 5000 ¢ 500 1500 5000
0E 25 28 29 26 15 (14) 17¢16) | 12(14) | 19(I9
al 139 14.1 14.8 13.9 12.7 13.9 128 12.8
|
HERE /1 b - - - - 14.0 15.6 11.6 12.7
al 13.6 14.0 14.6 13.7 12.3 13.8 12.5 12.7
-
EFRE/IR b - . - - 13.7 13.4 114 12.1
AR HESE [a| 96 99 99 98 97 99 90 99
(%) b - - - - 8 97 89 96
At BATFE la| 100 100 100 100 99 99 100 93
(%) b - - - - 97 97 100 93
. ] al 133 13.1 14.1 13.3 12.0 13.5 12.3 11.7
Lt 4 PIRHT ; ] . 135 12.7 114 115
a 7.8 7.5 7.9 77 7.7 7.8 7.8 7.6
. —
o | EE 4 REEE P - - - 7.7 7.6 7.6 7.5
# ) a 7.7 75 7.8 7.7 7.7 7.6 7.8 7.6
A% 8 H
I} b - - - - 1.7 7.6 7.6 7.4
24 a 7.7 75 78 7.7 7.7 7.6 7.8 7.6
R e &2 A b - - - - 7.7 7.6 7.6 7.2
i 1% 16 B a 7.7 7.5 7.8 7.7 7.7 1.6 7.8 7.6
! b - - - - 7.6 7.6 76 72
a 7.7 7.5 78 7.4 77 7.6 7.8 75
Ek21 A b - - - - 7.6 7.6 76 7.2
5 RS al| 94 94 96 98 9% 98 98 90
b - . - - 92 93 100 95
al 99 100 99 96 100 99 100 99
Az
21 HamEE b - - - - 93 94 100 95
a 6.3 6.3 6.3 5.9+ 6.6 6.4 6.4 6.1*
H 4
b - - - - 6.6 6.6 6.7 6.1
) a 10.1 9.9 10.3 g1+ 1.6 10.3 10.4 10.4*
4 Bigkkd
£ 4 RBGE b - - - - 10.6 10.5 10.2 9.7
S ik 5 H a 19.0 18.6 19.1 16.0%* 21.6 202 19.4 18.1%+
& - - - - 20.1 19.1 18.2 16.3%*
(g 12 B a| 303 293 29.7 24.4%% 33.1 3Ll 30.2 26.6%*
- - - - 31.5 30.4 27.6* 23 8%
£2% 16 8 a| 415 40.0 40.1 33.6%% 44.5 42.6 40.7 34,14+
- - - - 431 17 37.6 30.5%*
H#21 B a| 59.6 57.8 57.3 45.4++% 65.0 62.5 58.4* 47.9%*
(B LA ) b - - - - 618 598 52.0% 43 2%
a| 494 44.8 53.2 49.2 44.1 46.9 55.1 493
SEF M %
MR O (%) b - - - - 47.0 49.5 16.8 50.1
ik 2] B la 52.4 457 511 48.7 442 50.5 50.8 50.0
(B %) b - - - - 48.2 50.7 527 48.7
RIREEMEE (H[ 47 433 43.4 45.6%* / /
FRRA O A B M| 33.0 32.6 32.9 335
- EYeT

WHREE OFBZORT (*:p<005, **: p<0.01)
Williams DR « BIADE S EE R 8, FEEA 0 H &

Shivley OIRE - HERSE, £4 5%k RER
Fisher OB £V LEES, £77%, i
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AL R &S s T A HERIR UMB OB V2 e v 8 Yo /O RRSHIT 5 5,
£32. RIMORSR

1 % #-F0 B R H.F 2. F2
® 5 £ (ppm) 0 500 1500 5000 0 500 1500 5000
Ries® 100 98 08 74 100 98 91 72
I FERE|a! 100 99 99 1190 100 99 98 91
ol EIEE |7F 100 96 94 1187 100 97 91 91
IS HEE |8 100 90 i82 179 100 94 98 85
wﬁ?ﬂiéﬁ Il 100 105 11107 [11127 100 100 107 11135
FiEk HAEE 100 101 100 96 100 04 96 1189
| |RMUE 100 96 94 95 100 93 89 7
] KEE|a| 100 100 101 1194 100 99 99 1192
B LB HHIEME || 100 99 95 1189 100 99 192 189
] WIS [#E[ 100 91 184 183 100 90 81 1165
%lﬂﬂﬁ FIE{E 100 104 1106 11127 100 1061 107 11138
BiE MLl 100 98 98 193 100 96 96 93
S b - 100 98 89 72
i DR WEE || - - - 100 97 93 190
T e (B - - 100 1106 1108 11136
B R E B b - - . 100 97 89 71
W wEEls| - - - 100 96 91 172
Wl W ] - A A 100 103 105 11136
PR Y 97 B A A MERSICEETIRITITOHON o7
R NRE RERECERTIREFTERO LN b7
RNt Riun

Fiiss B B i3 s FREE I 5P 2 EREB TR UL
IR EEMER : R FEELLERE L THELEFHE
REEREIIBBEL LU CRLLE

WIBEE - OFEZEORTE (17 p<0.05, 1111 p<0.01)
Williams ORE : EREE
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RERNCEE E N BRI R AR NEOEEIL Y P v 7 Ve SRR At B,

HEBT AR

DF » MBI D ET BN (B8 No.T-27)
AR : ToxiGenics(H:[E])
WERIERRD 1981 F[GLP &)

RIRDMIEE .

HEBEY . SDRT/AY ) T b GERRBRRE) . 1 B 25 PG
BRI 19811 A 30 A~1981 8 A 11 A
BEMY - Ak 6~19 B (14 A )

BT  MDBA Jifh & o — U IcIRAE L 0. 64, 160. 400mg/kg/day DR CiIiRe At 19 AT
HEHEHEORT L, FREBIZ—BoR e fEons L,

[ Baz EAR L]

MBRIOH -
RE . BRRIE OB, (RER L TEHERB ORE ST, FHIE20 BICH IO L. B
. RINATE GHERMH L USRI, BITE (BB LOEE) 2R LS,
FRIREN . E, MR ARRE, BRERELCARELPRE L,

PR AEOEELLIICR LN,
B RERSICEET I Y LT, 400mgke BECRTE GBI, - -RREEO Al GEdhH.
ARVCEF DL AR, O FEEE T, MR, RICLA%EOBENR., G ). (KEHEMm
Ak (B8R 0~20 H), SAEHEREE b (FE7~18 B) #A3Eb L,
R  BRIAERSOEEIIRD LA,
PLEED FEZT » DOBREBRBICES LB A, 400mg/kg S5 OREHOL TR,  ARHEE
DAV, WEE LCARBEREOE TR Hvoss, BHIRICIT S oB8 L & 612057,

Do T, ARBRICI31T DB BRI R L T 160my/kg, JIRIZ50 LT 400mg/kg b B S, £7-.
EEHEO 400mg/kg THETEMIETRD SN dhn T,
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FEEHZEH SO IR AR URAROELI Y YV v 8 Ve S klaitic b3,

1. FER OB
&“5; (mg/kg/day) 0 64 160 400
188 Y #hihEr 25 25 o 25 25
THENSCE, B AR
(Ml ERF), B 3E
— R ks AN ke L Bk L HI T, PRI s
Y ORICEDEED
i, s
SETH Y 0 0 0 3
- o 192% (K4 20 H)
HEELY =ik L ik L AU R AR L7451 0~ 20
" B exEMmED
i iR 7~18 HiZH
fEHETRE > Eiriz L ki L Eii L -
¥ BEET
AR 23 24 23 19
BF BN 23 24 23 17
% | FHAEED 14.2 12.3 14.3 13.1
% PR 13.3 11.9 136 11.8
R | FE 0 R (%) 0 0 0 0
TEHERAkE | 35 33 34 3.3
@" i 3.3 33 32 3.1
T BEIR(ER)Y 1 (0.3%) 0 (0%) 1 (0.3%) 0 (0%)
o |22 SIS R - R,
TR SR 2 (09%) 11 (5.5%) 9 (42%) 2 (1.4%)
R 12 BirE AR aEElt | JEEiRESETE L | RRaRTEE
LAl THERIERE ST SEREWES
THRERYE e
o) TBE AR IRyl
BT
" B
PUB R 4 3 ¥ 6 (64%) 8 (9.0%) 3 (3.0%) 7 (11.3%)
) A T e 2R A FelE B LSRR
AL Fal s LT FHAEE
[ess | WAL S IER NBLE
ASIEhE

pHA _RRTE (HEERL)
bYEBELEMRTE (|p<0.05, |lp<0.01)
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AEEH B SRR AN R URNEOETII P2 v P SRR SRS A,
@74 NI D EFBAERER (& FNo.T-28)

FERIE : International Research and Development
Corporation ([H)
& TR : 19784

BRiEOHE
REHW: —=2—U—TFFRUA MV F, 1B31~35L, BRARIFIEE ; 2970~5489¢

FHHRN . Rk idiRe~188 (13H[HE)
Wik BE ; LR R (1ED

BEHE: BEZ0SWKEBEA T AT —AZKRE L, 1.0, 3.03 L M0.0mg/ke/day A £ % 1mL/kg
DR R THYR6~18H D13AM. A 1EBREIR 0L L, cHBEEEICIZ0.5% KB 2 F
N - A DT & |RIRICE S LT,
BB E D67 I/ =aF T I FIEEAKICRE L, 3.0mgke/dayH B A IR B
W IEENEN RS L,

BRI E -
B, KRB L OERAERABMEL, REZIR0, 6, 12, 18BB XU9BICIE L7,
AHR29 Uiz EHIBA L, MifE#. AR WBROELE, RIRREERAL .
AETERIE EEE LOARBEOMBLIT o7, NIERES LCHRIHIER., THRERZER L.
BRABAEOFEERALE,

& B @HELIRIBLR2HIRLE,

B ; RIEREICEETAPTR & LT, 10mg/ke/dayt® 588 TH& T IR I 28R [T O R BB 23 A4
S, RSHREETHROREENE LR Dotz
3.0mg/kg/day A FoORRR: S 30 CHE, RGBT BRI A LI T,
B TR B Tk, BIRRBKER JUVETFIS RENEESRE S R L TERICHE -
7,

RTEIRIR . BAEREICEET AH RSN bhieh o,
B R i, AR OATE MR o,

PELY, RRZ 7 FORERAMICES UG, 10mg/kg/day CHEEIRNIEI2E 0 Stz IR
RS LT, WihoHRTHLEWEIEH LRI,

P T, BB BT S B RITHI7 % LT3 0me/ke/day. BV IC % LT 10me/ke/day & 1M & hu. fie
EIEPEILER D b e o T,
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AR 8 SN BB O EARUNFORLE Yy e v F Y USRI S S,

£1. BEMDOATL
MDBA (4 A #13/2%) Bt sxt B
5 Brmg/kg/day) 0 1.0 3.0 10.0 3.0
BN O B 32 35 5 32 ]
S B 4 5 4 6 2
—RARRE il | ElAL Tkl | Bkl | gL |
e | EBRAR XD 223 295 275 56 255
i B S
e e - 100 101 9 97
LIRS 22 21 21 2 24
HEEIRE L 8 10 12 s 5
T FERN A 2 0 0 1 2
£ IR Eh 3 28 30 31 26 29
A R AR 2 0 0 0 0 2
SRR F T LK 20 21 21 21 20
REDME 28 30 31 26 29
# [y 9.6 9.6 9.5 9.9 93
f‘}; ERD 8.6 sz ______ 7.8 8.5 8.5
ERE-T i 1.0 1.0 0.8 1.2 32"
A {ERR 76 73 7.0 7.3 527

T RAHAEEE - DgRE. PMann-Whitncy OURRE (p<0.05. ©p<0.01)

D6-T 2 /o FUT LR
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AEEHT AR SN BRI R AR R TREORTR VP e v F Uy S RASHICH D,

2. BROPR

SOEIILIRIE - )URTE. 2) HA —FRIE. 3) T A ZRBE £ 7-1FisherDIRE (*p<0.05, **p<0.01)

we-7 L s=aFT il

117

MDBA (54 2 2%) B o AR
B 5 B(me/kg/day) T 1.0 3.0 10.0 3.0
152 20 21 21 21 20
BEIIAE 152 153 147 53 115
BRkE )" 37.0 a1.1 a1.5 34.0 347
Y R/ 72/79 79/74 - 79/68 89/64 58/87
(A R
AR/ A S 1(1) 1(1) 0 1(1) 76 (16)
FARE /LR I 1(1) 1(1) 0 0 13 (5)
Uik DB R 0 0 1(1) 0 1(1)
NEHRNDEE 0 0 0 0 10 (3)
S 0 0 0 20) 0
ROBERYE 0 0 0 1y | s0as)
HWEOTOMOLERE o | 0 0 0 17 (5)
RHEOFERY 3(2) 0 2(2) 1(1) 56 (16)
—awe | 1) 0 0 O O
Mt sy L 1(1) 2(2) 1(1) 2(1)
H7. 8. IEORBEREN 0 0 L) 0 0
AR 22) 0 0 0 0
L i 0 0 . 108 0
| O GERE L(1) (1) 0 2(2)
"l ke o | 0 0 0
p|  ERREH 0 0 0 0
| ERREBMEOIZERE 1(1) 0 0 0
B OHLEOMERY 0 0 0 0
O mmex ) 9(6) 4(4) 6 (6) 6(4) 98 (18)**
% 7 BN S/ )
w|  BUHERTOTER E28 0 0 1(1) 0 1(1)
B RETOHE 46 (17) 22 (10) 45 (13) 49 (16) 9(3)
®| mifAle 130 50 (16) 14 (10) 37 (12) 38 (15) 6 (3)
KMl 35 17 (1) 170100 | 17015 9oy | 1)
BIEORE 23014y | 2604 | 26(12) | 23(14) 7 (5)
BS/eE AR AR 26 (12) 19 (9) 25 (9) 20 (10) 37 (9)
B i > B BT 0 1(1) 0 2D 9(5)
RiEE 0 0 0 0 1707)
BB OB 1(1) 0 0 3(2) 9 (6)
EHOLEH 2(2) 1) 3(2) 0 ()
RERRE . N . S S
R#DER 0 0 0 0 25 (12)
I DR 45 (17) 33 (14) 33 (16) 31 (15) 51(18)
et . O . o e
BN =1 0 0 F(1) 0 2()






