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F344 % M 2 » b i . DEN (N-wnitrosodiethylamine) MNU
(N-methyl-N-nitrosourea), BBN (N-n-butyl-N- (4-hydroxybutyDnitrosamine),
DMH (1,2-dimethylhydrazine dihydrocloride (sym,N,N-) i X U8 DHPN
(diisopropanolnitrosamine)iZ & 5 Zfgas{ = a— 3 LiE (DMBDD &) %
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mg/kg/day, DMBDDH1.5% 4% B 4 & #% 58 T 6857 (559~1,147 ) mgkeg/day,
DMBDD+5.0% S E R 58 C 23232 (1,818~3,715) mg/kg/day, HEALE+S.0%HER
YWEREEET 19795 (1,721~2,833 ) mgkg/day TH o7z,
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#1 The increasing incidence of gross findings in the groups treated with DMBDD and Test substancé

Group I I il v v VI
No. of animals examined 20 _ 20 20 20 8 8.
Organ findings

Stomach  white patch/zone 4 11* 3% 15 0 0
Kidney cyst G 2 6* THE* 0 0

Significant difference from Group I *: p=0.05, ** p=0.01



#2 Theincreasing incidence of histopathological findings in the groups treated with [DMBDD and Test substance

" Group ) 1 1T III v v VI
No. of animals examined 20 20 20 20 8 8
Organ Findings - '

Proliferation or neoplastic lesions
Forestomach squamous hyperpiasia 6 10 10 15%* 0 0o
Kidney adenoma, renal tubule 3 6 10% 11%* 0 0
. mesenchymal tumor, malignant 10 10 13 16* ] 0
Thyroid gland  follicular cell adenoma 9 14 17 20% 0 0
follicular cell carcinoma 1 5 - ©* g** 0 0
Non neoplastic lesions
Heart cellular infiltration, mononuclear
Al 7 16%*%  17** 18** 8 6
Slight 7 16 17 18 6 4
Moderate 0 0 0 0 2 2
Sternum chondromucinous degeneration
Al 5 7 10 20%* 2 #
Slight 5 710 1n 2 3
Moderate 0 0 0 9 0 4
Liver fatty change, hepatocyte )
All 12 19%*  20%% 18%* 0 1
Slight 12 18 20 18 0 1
Moderate 0 1 0 0 0 0

Significant difference from Group I; *: p=0.05, ** p=0.01
Significant difference from Group V, #: p=0.05
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3 BB IHEETITR SNie< b, TH Y FUrOREHETE 2 b dE
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2 =R EFDT 2=V R0 R % VT RIS AR ERFZEAS
VT OHSTTITOIVTRY . BBAME T Z EAVREN TN 2 8
i, mirE. IR, BREL, MRE% CIEGEZRAN ALY
Toth B. and Ericson, Cancer Research 46, 4007-4011 (1986) ,Toth B. et al. Oncology Rep.
4,931-936 (1997a) Toth B. et al. in-vivo. 11,227-232 (1997b), Toth B. et al. in vivo.
12,239-244 (1998), McManus et al., Lavoratory Invest, 57, 78-85 (1987),Toth B. et al.
Anticancer Research. 6,917-920 (1986a), Toth B. et al. Bt. I, Cancer. 46,417-422 (1982)
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5 (ATF) TIRFEMENEE primary tumor) 24 L7z & Z A PUIESEEMEOE L £
B L7 NKARaAS, MEEEA -~ Lz, E£7=, ATF ik, BBENICRBNTT
R b= ABE X o THEEIRR O A EHEIIR L7, :

s —EOTHY AL, 7RIV LAOEHRESRWLORR LIS, B
73 B 18 TRHEAE SR TN,

s BRI THA A=Y &y (THY 7 R) O (Agaricus blazei Murrill
DEREB L OTFEEL VATHELTESHELD) 25y MIBREL, %
A IR G tER R 21T o o @ Tld, & A=Y & kit o NOAEL (4
FIER) TRETPIC 5%, $ebbh 2654mg/kg/H (HE) | 2065mghkg/H (D T
bot, Tl BEEHRBRIERETH o7, |
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Pz oW T T b S Tz, .

SRR 12 SFEREAR SRS AIER A T RS [T OREWHED
MBI B0 (Gt EERR R FEAMERT SEER 2RV T,
FHY 7 REF /3 0 BOE KT OLERERDIHER OV ORI RT3 30k
FETIIL. THY 7 A (4garicus blazei Murrill) 2L Tix, 7HY Fr 280
7~ b NI DURBEIROIFE. ROV OFEMHEFERICET 2SI RZ T b Tunido
feshe o Ee v S )L— b (Agaricus bisporous) \ZIXT H Y F Lo RnEENTED,
< 7 A% OB BRI B Y TRB AP HERE ST A L OXGRERER B - 72,

RS 14 FFREEASEEIC LY., THY 7 ReEte BRI OV THEE ST LT
Y FEEEOEEFEIMTOIL. TIROBR, BRI R OSERISEOIROT B &
REELRGLO—ERCT H Y FUBHBHR SR ENTHB Z L3R b,

PRk LB 4EREED IR 17 B DR SR AR B B4 i DR 5
YERFgeEE SRR O FEWE ORI 559 riscs EvERLE



SRAERIFERT  RRILE) | 1TV TRRSS Lo, LO/MS/MS % AV Vi miERA IR AT
WD e DX ) aROTH ) 7 2SR FO7TH ) F ot Lz
LA, —EDTHY Ak ET BRI T AU T ND.~FK 2,017 pg/g dry Dl
ECT7HVFoRNEENTNBLONRDH T EHBHERESIIZE, $, v viat
— I (Agaricus bisporous) TNZi3 198 uglgwet, DT HFV FrpmHiEhiz, 1 ¥
47 (Lentinus edodes), <A % 4 (Grifola frondosa), 73 * 3 (Hypsizigus mannoreus)
TV X (Pleurotus eryngii) FWZiX7 H U Fr iR Shirdoiz,

(2) FHIE L7 Ml b 7 U o & RFHS

(ug/g dry)

. L7 SRR
A IAEBEAT—L N 408
BURB S LHINTRERGFRT VY o R IRk 1348
8B C THY 7 A K,ABPC Ak N.D.

N.D. HRHBRARLLT
(3) 7THVF AR
@O Ak~ v a2 — A EOT H ) FL R

Fre—0 FARTY R, JNT = RE—F o DFROE & T, vy iat—h %
RABEE LTERLTHA, '
Tﬁ)?/®1Hﬁmgizwsm@Mmmmum@M%&A®$ﬂ¢E60@yﬂ@%
EERE] 48-788 mgfyear DIBEHE ‘
7 ADEBMEESEHEROT — F 0 5 Y AZFHEATEH L T200X 108 LRI TS,
ZHTER T ) —ARFA DTy a/l—A% 1 HiZ 0.1 gkg body weiht(1 HiEHE6 g)
B— AR~ D & 1/5000 ORETRTASADEAT B IEIRHEN I B & S X TL B8 12
(BSAFEH Y A 271X Linear extrapolation ¥EIZ k> TEE &SNF, <7 RAOFHHEES 25g.
b hOESKES 60kg T, vV AOTEME TOweeks & L. MU 5082 LI3ERE
LRV, )

@ ﬁﬁ@@vyygw—A#B®7ﬁv?/ﬁ%£ﬁ

ERRERIOFEDX / AR D 1 BT A~ v & e — AR TR E
oo TND, wuial—2h 0.062 g, Tyyal-h(@T) 0.019 g, wWa-bk&EE0.283 g
WE Liev v ¥ al— BRERHORET — 2 03b, BEEHD v 2ol — bl TR
6.7 pug/g Twyajb— ARERT 198 pg/e L7205, O~ vz /— NI HREE
DERDTETEL ERLH I EITREN. ZOREBEZRAVWTTH ) F L EREFE
Bl BET14.3 pg/gllied, ThE BANDNEYAE 50 kg & LT, kg body weight i
FH445 L 0.29 ug/day/ke body weight 12722 :

10




kD~ 32 V— BHFH Y S ORI 2.1-36 pg/daylkg body weight 20T, 1 H
K 56 g v L — DEREIRT AR AICHAT, 9 1710 BUFOBIRENT 225,

@ THY I A ERPEOT T FABTRE

X U LARREEERYT AU o AFERIOHER SN A | HIBEE g E7HVFOERE
(L35mglg) M5 1 BREEEEFHRE TS &, 135 mgg (i) x5g=675mg 12720,
BANDEEHEES S0kg & LT 1kg 3720 TEHET3 & 675 mg/ 50 kg = 135 pg/dayike
body weight & 723,
+ AEEREERL T — L FOREEI NS | REERE(18-54 g L7 4V F - DERA (041 mg/g)
2351 AERELFETS L. 041 me/gx 18-545=074-221mg {2720, BARADEY
{FE® 50kg & LT 1 kg 720 CHETS & 074221 mg / 50 kg = 14.8-44.3 pg/day/ke

body weight & 725,
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7. xR R B ETRO Y A 7T S B Dtk
U A7 AT 5B T b < Bbhd,

8. s b Iz A REEERICH 5 ER R 04 E DR $5 kIR
FHY 7 AT HEEILE N EE L BB,
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