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F344 % #® S5 » b+ & . DEN (N-nitrosodiethylamine)MNU
(N-methyl-N-nitrosourea), BBN (N-n-butyl-N- (4-hydroxybutyDnitrosamine),
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DMBDDH5.0% BRI E 4% 58T 23232 (1,818~3,715) mg/kg/day, HEALE+S 0%45R
WEH 5T 19795 (1,721~2,833 ) mg/kg/day TH -7,

WERE %5 ClE, DMBDD A =3 m—3i g VAUBIZEKT 5 & &2 b AL
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#1 The increasing incidence of gross findings in the groups treated with DMBDD and Test substance

Group 1 1I 111 v % VI
No. of animals examined 20 20 20 20 8 8
Organ findings

Stomach  white patch/zone 4 11* 13** 15%* 0 0
Kidney cyst 0 2 6* Tr* 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 I II 111 v A% 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 0
Kidney adenoma, renal tubule 3 6 10% 11** 0 0
mesenchymal tumor, malignant 10 10 13 16* 0 0
Thyroid gland  follicular cell adenoma 9 14 17* 20%* 0 0
follicular cell carcinoma 1 5 6* 8** 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
All 5 7 10 20%* 2 #H
Slight 5 7 10 11 2 3
Moderate 0 0 0 9 0 4
Liver fatty change, hepatocyte
Al 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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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. J. Cancer. 46,417-422 (1982)
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AU FUEREDOEERENMT O, dilROBER, FERR CSERISEOIARDT Y &
AEGOEMO—FNZT T FUREBRAE S G/ SN TWA Z EMRRD bz,

ERK 15 FFEE) B R 17 AR OJF A F B RV AR e B B e AL O PR BE L HE
ENEHEE T EREP O EWE O BT 2% CEEFEE ENERGA



AT AERFAEET  HRLITE) ) 1238V TBR%E L, LC/MS/MS & RV e BndR s s 45T
IS LY Hlx DX ) aROBTHY 7 2250 RGPOTH) FrafBafii L
LA, —ERDOTHY 7 A EELRENCT Y F 20 ND A~ 2,017 ng/g dry O4S
ATTHYFUoREENTODbDORH D LBHERINET, Fo, v v an
— 2 (Agaricus bisporous) IZiX 198 pg/gwet, DT H Y FUopktians, A ¥
%7 (Lentinus edodes) , < A % %7 (Grifola frondosa) , 7"} 3 A 3 (Hypsizigus marmoreus) ,
T Y X (Pleurotus eryngii) W37 ) FUATBH S iehoTz,

(2) TR Lm0 7 5 Y F L 4 s

(ug/g dry)

H17 SEEERRE
A WAEEN T— K 408
B XV HBARERRET T Y 7 ARERL 1348
RN C T HY U R K,ABPC HikL N.D.

N.D. ARHIBRFLLT
(3) 7HY FAREIRI
D RO~ v > 2 V—bNEDT H ) F o R

Fow—U  TAARAFY R, NIz~ AT—~F U ONROEA TiE, v v al—h #*
BHABIEE LTERL TS,

THYFrn1 AEREIT 2.1-36 pg/dayke body weight (EERADEYEE 60 kg THE)
8] 48-788 mglyear DIEEE

~ ) AN EFEREROT —F 0 ) A7 FHEATA L T200X 108 LFHE I T3,
ZHIAERT Y - A RTA D yai—b% 1 BIZ01 gkg body weiht(1 HIEEES6 g)
B —EER KT D & 1/5000 DREECHRADRAT BRSNS 5 L EHE SN TV BRIz,

(DIAFEAEY A 713 Linear extrapolation {EIZ L > THE INTZ, ~ T ADOFEES 25g,
t NOEKRES 60kg T, <7 ADHEHFME T0weeks & L, MTIC K 258 Vi3EE
LT2ey,)

@ FOREDOT Y aL—bNLOTH Y F L RETHE

ERGEEROFEDS / 2FNRS 1 BIERT 2~ v a/L— L BITTie s
220 TND, wya—2n 0.062 g, WYak-h(PT) 0.019 g, wWal-hkEEEE0.283 ¢
PE LI~y v ar— D RMEEDRIET —# 00, PO~y ol — ANIFIEERT
6.7 pg/g Twuira/l—ATBEET 198 ug/g 725, HiED~ v 2/ — AIFIREEE
DERDOTETEL RAEL D Z L1255, ZORIEEEZHEWTT Y F L EREAHE T
HE, BETI4.3 ng/gilied, ZTE BARADHERES0 kg & LT, kg body weight IZ
HE4 5 L 0.29 pg/day/ke body weight (2725,
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RO~ 22— KHRT H Y F U OEBEEE 2.1- 36 pg/day/kg body weight 72D T, 1 H
2K 5-6 g~ v ¥ a/b— AEEET AR AIZHA~T, £ 110 LA FOEBEREIZ 25,

@ THY I AEEEMERNSOT H Y FABRREE

X U AABROBERRET 77 ) 7 AERRIOHESE SN A | BIEEE Sg LT AV FUOERE
(135mg/g) 75 1 REREZFET S &, 135mg/g KMl x5g=675mg 12720,
AARADINEIRES 50kg & LT Lkg 720 THET S & 6.75 mg /50 kg = 135 pg/day/kg

body weight & 725,
AFRRER T — v FOHERR S NS | BIEEIE(18-549) L7 H U F U OFEE(HE (041 mg/g)
25 1 BIEREEFFHETSH L, 041 mg/gx 18-54g=074-221mg (2720 . BARADFY
{KEZ S0kg & LT 1 kg 720 TEHRET B L 074221 mg / 50 kg = 14.8-44.3 ug/day/kg
body weight & 7275,

6. XL DEEBENOBEADO MmN H DRI
BRER LW E (RS U ADOLWEFIZREDITB I &),

7. MNBLRDEEERO Y 2723 5 ibEE DR
U A7 55355838 F 65 v Bbh o,

8. XH &7 AfEETEINI 5 EB M O E O Y B 2R
TV RZETARIIWEE 2 BN,

9. TOMDBEREIE (TH ) F o0 0)

(1) x5 & 722 5 faEER OBEO Bfhh & O
vy aN—LHOT Y FUBIOWTL, MBINLE S, $HiF5, BT L
VICEDMBYZ LV BEIND SV HIERH S,

(2) AL EEERDY A7 |16 2 HEE OB
—IFEE SN TV EE R HRA,

(3) xi& &2 EEFERICHT 5 EBRAR U E OB Y #ARG

O [EBEDAMTTHER (1ARC)
7 77V F > (B-N-[y-L-()Glutamyl]-4-hydroxy- methyl phenylhydrazine ) 2DV YT, Z/—7
3 (NIZHF BB AMZOWTHEHTERNE D) EINTN5D,

@ FAO/WHO BRI B SN2 E  (JECFA)
IR E T T TV ey, Phenylhydrazines (Agaritine & &dp) (22U VT,
PRIORITY LIST {2 k& T\ 5,

11



(4) Zoih

WMEOEE

CAS No. 2757-90-6

‘3:;%” - EAgaritine -

i FHUFY -

SFE CHNO, .
Zx= T 26728 B - _
AR (E) BN-fr-L-()Glutamyl]4-hydroxy- methyl phenylhydrazine }
A& (F&) BNLH IS IMAE FEF LA FA Tzl KTTY )

10. BIRFRTARREL QN ET —4

WERME B OBIGEMEIC BT A7 H Y Fo OBE A REET A7, Mg AV =18
eI BB % T D NENH B,

TV F | WEBRE BIZOWTREKICRBEEZOL O L JiEkE A% B RKE.
LT HIVFUERDETFT UL O%ERIEE L, KIGE WP2 uvrA/pkMI01 £8) Z MU
T A X aX—T 3 AR L AEIFEAERRR 2 EET 5T E,
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