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EE - ARGEFRSRBEENHE
BIE - B A ERSESMEICONT

ER2 266 A28 BN EASBERAKO6 2881 08% b THMEA
N, REEEE BR2 2EEEE2338) B1 145 LEOREICESS
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FERTI )T

%&wﬁgﬁﬁbﬁﬁkomfm\Kﬂﬁﬁ%%%ﬁ%abfﬂﬁwﬁbﬂﬁ £
RERTT LIRS, RS féé BT RBEEYBIHER 2 S hicn & 2B

Z. BE  BREERIS %b\'(.’%%%:ﬁb‘ UTOREELLVELDDILOTH
D6 , ,

1. ﬂ@ﬁ%
(1) MBH : 7TEMNI /)72 /[Acetamlnophen]
(Bl&) : 5% ZT—)V [Paracetamol]

(2) Fsk: W/ARBGEREE - -
TE N7 7203 18T AR ENTBEMEIFA T v FEFIIER GEEME

NSAID) T B, fllod NSAID & J_THEHERBPBREE R EORERN 2D

RHEEF O ED, HAEEL ENCERABLIU—RAERMAE LTECHAVD

hTnWa, »7uitx //ﬂ“—'fz (cox) RLEEVERIZHEBERS < | Lzt o THAEME
HiE550,

BRI & LCIE 2008 £E42 B CRROSIEMERE I fE 5 S8 5 5 AEAE
B2 LTRSS - RS RTO B, BATIRARTH S,

(3) {b%4&
M (4-hydroxyphenyl)acetamide ( IUPAC)_

. 4-hydroxyacetanilide (CAS)

(4) HEEREOBYE f

OH



(5) ﬁfﬁﬁ@&(}ﬁﬁ%
T M 7:/@{%@?1‘%@5%&0@)%?5&%%%? LZJ‘?"

HEBMRCERFE ERE | s

— ‘ - B 3H
L | 15mg/kg HFE/ % 1 H 2lﬁlﬁm§£5 EU 0B

2. NEBMKIT DHREURR
(1) SrfroofEsE ,‘ : '
D SHTREILEY 7'12 NP7
@ SFHEOHE
AL 7' b= Y ATHE UBLES Lz, {{’iﬁiﬁ o k ﬁ 7 7/’%5
F(LC/MS) CTEET B,

(2)ﬁ%ﬁﬁﬁ%(¥m:pyw

B REE BEHME | RBxE | RERE
| 1) <LOQ
. o Rl <Log . |
IR ,gﬁggwﬁﬁnazg 38 FFiE <LOQ ﬁ?ﬁﬁ
: . _ : Bl <L0Q
MBS [ <R

_3,4&—Eﬁ@§(ADI)ﬁﬁ '

BREEERE (PR 15 FIEEE 48 B) % 24 %E% 1 EE 1 FOREBIZESE,
 REZEZREHTERERDET M 1) 7 2 VIR 5 REBREBEHEIC
WT, BTFTOEBYRERTNS, :

ﬁfl\ﬂazfi‘_s% 0mg/kg BB/ B (EBAMITRDONRPoT)
(EiE)  — Fv b ‘
(T5FE) - RERS :
(RERDFER) ENAMERER

e ili)) 104 &
Ze SR 1 1000 ,
SRS ADT ;onmymwiﬁa

4. EAEICRIT SRS o - '
FAO/WHO & RI&MIMFEMERSE (JECFA) KBW TIHFHA S LTy,
ZE, EU, ZM. ﬁfﬁ&o\——:u—f—"y/}\_ob\fﬁﬁbﬁ_#ﬂ‘% WINOE -
kb\f%%ﬁﬁﬁ&ﬁééh“ﬂ\fm o




5. RIEMERE
(1) BEOHREIRER
TR NTI/) T2 'ﬂ“é :
B AENICBIT SIS V7 v U ERRE TR, E’*‘Eﬁ?ﬂ/\ﬁkl&iﬁ NEFI A
Sz B S, E?#u%ﬁﬁ%%ﬁéhé b, TERIFR /7:/%%
FEU%T%%E&:TZS <‘: &L, . .

(migﬁﬁ
BIE 1 D LB D Th B,

(3) TR A
KB RITBTENEE (8) @J:BE&’CZ!E%UM%%LT_&{EE L7 E. ER®R .
REERFREICESEYREIRS, 1 AYLVERTAES0OE (BHERERE -
@mD)mmngﬁ?émi UT0LEY ThHo,

. TMDI/ADT. (96)
ER¥H 0,02
HURR (1 ~68) 0.05
a2 = : 0. 02
EmE (6 5EmULLE) * 0.02

* FRE IOV TIEEKENOBRRET — 5 BV ) BRTPHOBRELSE L Li,
2B, HEHORBETMIIOVTL AK20LBY THD,
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FERFI) TV
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BRRE
’ ppm
OB 0.01
BDAEHS 0. 01
FROD [T 0.01
RO Bl : 0.01
RO * 0.01

*1: BRES &, BRICESNZHED S b, HA. |

%2 : BRI OWTIE, MNEDEEEB LI,

G MR VB DE 4 2 5.,
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4 }~7 /7:/@?&%53’25 (BT - ug/J\/El)

hhR | EEmES
A : 1% N
AR4 Ef}fm)% @ﬁ‘ﬂiﬂ (1~6 ) %Dﬂ; | (65 EmBLE)
_ \ TMDIL TMDI
gg?j?ﬁ g 81 0. 36*2 0. 23*2 0.40%% 0. 36*2
= _ ) _
W O . _0.01 - ‘0. 00 0.00 0.00*4 0.00
I D R I ' 0.01 0. 00 0% | 0.00% 0. 00
R 4y * - : 0.01 0. 00 0.00 0. 00*4 0. 00
£t 0. 36 T 0,23 ©0.41 O 0.36
ADI H. (%) ‘ 0.02 0.05 0. 02 0.02

TMDI : 22588 K 1 HEHE (Theoretical Maximum Daily Intake) _
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B

| fEEMERRITHD TR 73 7=y (CAS No. 103-90-2) | {ooVC, EFEH

B B AERLAREEORNENS AV CEMMERPENMEL B L,
FHmICft LA BR I, BER (T FERUR). BE (B, AEE (vU

R, Fy M EAEY PRUMX), BEAMEE (FYARCT Y B, BRAE (77
ARUT 1), ERBEBIE (TYARUT Y D), M, R, € 0¥

TR A,
REBROBEENS, TERTS /71/&5L;6%%i i, %ﬁ%LﬁLT

, m&b B, BEEHEONTH, 7E PP/ 7 = iR R ERE R SR

5 BARCIRARREERESE) BWRTHE LHRENRD, L, ERET
oiﬁ@%ﬁ%m POMEI LY, ZOREEHIRERAL TIN5 L2 bhik,
e, BRENEERTHE, L MERRETBELTTE M) 72 VICE AR TR

BRI RET DS Z LTS D EEZDND, Eiln, BPAMRBRIZITE, F344

BT v MBI E S b TV AR, ARSI OBREDT v MoERE
CERARETTLEL DA, TORBRER b hYMET S - LIBETh
W B U OMORE CIERA AL b TN b, TERFI ) 7=

VD ADL ERET A LR ThHA EELLNE,

BEEMCBT AEERBROBER. EEFNRENR, Bﬂ’btﬁ’ﬁﬁb “FEE, 104 8
ISER AR (7 v ) T LIz LOAEL 30 mg/kg K E/H Thot, Z0 LOAEL
ICESRE e UTERSE 10, 32 10, LOAEL #FAV5Z & R OH-m 7B
ZRLZ a%;»%ﬁbtdu@ 10 @ 1,000 @A L. ADI X 0.03 mg/kg RE/R LRE
hic,

E MR BER ;Ob\“cd%%@%%ém bbBﬁ’bt%MEshﬁ%%i o M‘JEG)%E_?& »
RN Rz -3 < LOAEL 5 mglkg K8/ H ChoTr, 20 LOAEL ICZ25 L LCE -

#2£ 10, LOAEL #BWnA T & 75:»‘%1% L7238/ 10 @ 100 %3/ L, ADI 13 0.05 mg/kg
F&E/H LRESNTE, ‘
PAER Y, BEEIRT 55 r&—*&sﬁm%w Lz ADI 28k MR 25180 bEH
L7z ADI LR U TEWVETHDSZ &b, 7T M/ 7::/0) ADI % 0. 03 mg'kg
E/H aﬁﬁﬁé &mﬁé(&:é Lz b, . :
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1. SUEREBHAEESOES
1. A&
R

C 2. YRS O— R '
fng  TENTI 72 (B4 1\7-1257{——;1/)
A Aceta_mmophen (4% : Paracetamol)

3. ¥4

CAS (103-90-2)

- fnd  Md-r }\u%r/m:__ﬂ/)j”z IR
¥4, . N(4-Hydroxyphenylacetamide

4. 3FA
CsHoNO2

5. 9FE
151.16 -

6. M=t

- | '  OH
. O -
HsC N~ '
. Hooo

7. RREOER BR1. 2 _
TERT ) 7=V 1873 BT AR SN AL R 3R » FRDFHEIEARE
GUREC, 1893 FICt MEEEA L LTHDTHER S,
v FAEES L LT, BEARTEICHT AREEUEE  IRER L ORIER. &
TSRV G, BRI CHRA AL R ERTB, BRAERRE L
- TP 2003 4Eic EU r}?&ﬁﬁ @ﬁﬁﬁtw & LTER Fﬁ&*ﬁénfu\ma BACHs&
RBTHB,

lI REEITRIMEDOME
. EBhREER
(1 ) EEMEERE (S b - BRHT - BIRREE) BB -
Fw b (Wistar R7/VE /| HE 100~150g) & BUIEERT & M7/ 7 = 28Rk
RE (0.6g/7 v ) L., Y (5315, 30, 60 KU 1204348) IZH#R L. RTLC

6
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(Radio Thin Layer Chromatography) T & V&R &5/, -

B pEAG, ARG, BN BRI, miE. BROMOL SR CRDLN, M. B
R IIEDES 15 B ICHT AHEHEEIEEN 115, 1.02, 1.07 ROt
2.29 %ID/g T oTc, Eic, EREFIOTRIERNS 7€ N7 ) 7 = kiR 2
1_15?“43 HLDEEZ BN,

(2) ZEE)ERER (7J|~ g£OHs) («%ﬁ?zﬂ -
S b (Wistar %, 49 BES. #E, 6008 K2 %7 MNP I/ 7= imy 7R
mﬁ's; (T FFTI/ 7221 T10, 50, 100 mg kg FE) L, f@ﬁ%ﬁm_mﬂﬁtfﬂi% :

B, BRNBER CRPEELE HPLC KL VRE L7, _
mﬂﬁtmz%rﬁ‘?ﬁ%&oﬁ%@ﬁﬁzv AR ERIFR2ITRLE, V \@“;h@j%ﬁﬁzﬂ_
BOTHLTERRFTR /7203030 5T Cmax %:71— L. #x“%u 24 R IR é:hﬂtt |

Mmoo,

£1 Ty bOTE M7= AREOBEEICEY ST PRE (g/ml)

HE F 5L
(ngkg&E | 5min | 30min |~ 1h .| 2h 6h - 24h
10 1.82 1.84 0.65 | 0.06 0.06 N.D.
50 9.86 17.84 9.44 214 | 0.32 N.D.
100 1395 |. 3350 24.36 13.96 1.37 N.D.
ND.: ﬁﬂj éﬁ’bﬁ“ EERA : 0.1 pg/mL _ ' n=6 -
- #2 Ty %@7—1: NF R T 5 VRN B EEE <5 A — X
. H& Crnax ~AUC © Thmax Kel . Tie
(mg/kg #£E) | . (ug/ml) | (ug - h/ml) (h) (h1) (1)
1 - 10 2.34 1.97 - 0.25 059 | Ll1e
50 19.68 23.56 " 025 0.712 . 0.97
100 33.50 75.73 0.5 . . 0.580 1.19
%ﬂ%&ﬁi&)’*%ﬁ 3 TR LT, fﬁﬂﬁp‘ﬂ%ﬁ“ :t}ﬂiﬂﬁ =R Hfﬁ&“oﬂﬁ uﬁb‘ﬁa\?ﬁz’)l &56
:h,to
%3 Sy I‘GDT-IZ Y 7:/ﬁu&%i’kﬁéﬁﬁ%ﬁﬁp’w‘%}# (},Lg/gJUi mL)
: ‘ 2 AR5 '
5 min 30 min ~1h 2h " 6h 24 h
5% 13.95 33.50 24.36 13.96 1.37 0.01
oy 340 1 1521 1934 | 17.64 0.75 ND.

1 %ID/g : % injection dose/ g organ (ﬁﬂ%ﬁ%oyf Z AT D HEHER ORI S B O HE)

7
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i)l 5.96 10.92 ' 6.66 - 4.79 0.13 N.D.
Y 4.93 9.49 8.12 341 | 0.5 ‘N.D.
fifi 15.33 16.10 | 15.44 12.86 0.38 N.D.
JE | 9.92 2059 | 1365 |- 11.22 1.15 N.D.
Ei 3.92 1739 | 18.21 7.44 1.07 N.D.
g 2.56 16.07 13.72 5.66 0.65 ND.
i 0.69 17.04 3.94 6.82 ND. |{. ND.
g5 | 22661 | 115.23 100.56 4.98 3.64 0.44
N 33.35 434 26.20 437 .| 024 | ND. .
fER* 6.70 . 22.38 7.27 9.38 0.06 ND.-
ﬁ%* - 067 - | - 856 14.26 7.30 0.6 ND. -

: I b 6 ILDOAFHE ' . n=

N.D.: BHENT, Tt’%ﬁ&ﬁ 0.1 pgle

Eétlﬂiﬁkﬁ&$%% 4 R Lﬁ_u T N R )T = AR RE L, RCh B L
7 v B CUF TAPAP-GI &\ 5.) RUREHLAM LT TAPAP-S] &1 5,)
L LTHREES S, WTRORERHZI TS APAP-S DHRIERAE MER R Lk,

£14 TE L) 7=V ROTORSIOE 25 24 BRSO SRR

rEE ' FREEEER (%)
(mg/kg KE) | 7 T/ 7= | APAP-G | APAP-S A
- 10 3.56 3.76 | 6L14 68.46
50 4.95 6.39 71.14 . 81.79
100 5.59 8.06 65.96 78.62

" n=6

(3) EYBERR (K- 9% - BORE) S8R5

R (IWD ., 5 A#h, R5RE, 3T/RS8E - 18RRI Wt b7/ vari
AOASEERHEARE (72 P77 LT 0 RUN30 mehkg A8 L, #
51 H#Faﬁ%%:iah‘éﬁfﬁﬂﬁz‘tlﬂﬁ@:ov\r LCMS Iz L v it L (E%BE% : 0.01

He/e . A
B5 | RIS OS SEEETTERE (3 ugle) ¥, B (10.97) >MmiE (10.62)
>EEF (9.87) >k (9.65) >HHM (9.30) >l (8.91) >/MB (8.37) >l (8.25)
>R (5.37) >HERG (2.48) DIETHRH I, 2B, HRIHFISHANBERR R
i CThHoT, - . o

(4) TR (F - MRS - RS BR 6
R (LW 8, 5~6 i, R 8 B 7 M7 7 = VAR R (7
BRI 72 E LT 75, 15 RU'S0 melke ) L. BRE (505, 1. 15,

8
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2. 3. 4, 6 B9 BEEE) sFhEEICOVWT HPLC IC X VRS L (EEER
0.025 pg/ml), :

TR U= /CD¥i’§ﬁnﬁﬁqﬂv’%ﬁ"O’Dﬁ%ﬂ#é’]%ﬂ:&()\ﬁﬂﬁﬁ*%%@]ﬁﬁ/\7 A—H %
# 5 KU 6 IR LI

#5 BROT% 147 7 = REREITRT 5 EH b R (pg/mL)
BEE : . - REERRE (b) ' '
) 0 0.5 1 15 2 3 4 6 9
7.5 <0025 | 284 | 352 | 351 | 256 | 229 | 147 | o663 | 0266 |-
15 | <0025 | 492 | 747 | 698 | 749 | 604 | 413 | 214 | 0959
30 <0025 | 896 | 105 | 119 | 110 | 927 | 598 | 310 | 124
*:n=2 - - . ERRS:0.025 pg/ml n=3

%6 BOTE NI T VBRI TR 5 A— s

BEE Tomex Crmax AUCtw T
(mgkg#&E) | @ - {(ug/mL) (h - pg/mL) (h)
75 1.17 3.54 142 2,01

15 1.33 7.84 379 T 232

- 30 1.33 ©131 . 558 2.16

(5) EpFERR (K- MFHRE - #O/KE) GR
R (LW A, 6~7 B, EEE 3 BVED X7 R M7 I 7 = BEIOKESR A SR
BOBE (FERMTI 722 LT 15, 16 K0 30 melkg #£5) L. R (5
S 05, 1, 15, 2, 3, 4, 6 RO B ClsEPREE _owc HPLC u: Dt%*fbﬁ.
(EERA : 0.025 pg/mL), _
TERNTI/ 7= /coﬁﬁmﬂ%*ﬁﬁ@ﬁﬂ#mw{moﬁnﬁﬁ*%ﬂwﬁhﬁ&n7‘;{_&& &
#£7RUSIF L |

KT ROTEPFI/ 7= VEARECRET 2 RETIRE (ng/mL)

. BER ) BEHER (b )
(mefkg #H) . 0 0.5 1 15 2 3 4 6 9
75 <0.025 | 709 | 620 | 556 | 446 | 291 | 172 | 0799 | 0291
15 <0025 | 831 | 111 | 114 | .891 | 637 | 428 | 198 | 0.787
30 <0.025 | 249 | 202 | 173 | 158 | 114 | 785 | 328 | 118
' | ERRSA : 0.025 pg/ml 173

#£8_BEOTE M7 I 7= ENEECEY B BRI EEIE <5 A~
| #5& | Tex | Com AUG. | T |

—-20~



(mgfke FE) (h) (pg/ml) (b - pgfml) (n)
75 0.67 7.95 21.5 1.91
15 . 117 12.7 434 181
30 050 24.9 79.5 1.85

(6) %%ﬁ%ﬁsﬁ (BX - HEttt - ,Eéﬂ?‘fi%) €31 8) = '

R (LW HE, 8, =5k 38 e b7y 7:/%%%&%&“5— (TFTeEMT
I 72 LT 15 mghks KE) L. #5 24 XU 48 RRRICR R OEZHE L,
ﬁﬁbtﬁ&0ﬁ¢®7fk7 )7 xBE LCMS XV HEIEL, ﬁﬁ%;owf

HERET LT,

n=

REVCERDTENTI) 7::/§ (REZHAE) %%9 JJ‘L?L,

TEbMFI /7= EELD bRPICESEESh TS 2 BTRREN, BE# 0
~24 BRI R 2448 W DER VIR @%&#&Eﬁki‘j’é‘%ﬁeﬂtﬁ:@ﬁwﬁﬁi%h%
H0.7~6.4 %K TR0.1~0.5 % ThoTr,

Eiz, HEEIRORBIDE R LIRER, R Tt APAP- G&U\ APAP-S HS TR

ST, ﬁ#”(‘fik 1515} %Jlﬁtﬂ éﬂ’bfimoto

9 TR/ 71/@&@&@%&‘0”6?@%%*@*’%{ bR (BT : mg)

0~24 BF 5 94~48
i - : T R-+#rh —T ﬂ%ﬁmﬁs%
&S {mg) FepgRig | R R (50 R ﬁ%ﬁﬁiﬁ% R (06)
125 0.3
104 195 12.4 0.0569 - 0.3 0.0391
64) - 0.2)
1.35 - 0.14
105 186 1.19 0.164 0.1 . 0.035
0.7) £0.1)
: 43 - 0.99
110 195 4.19 0.109 0.96 0.032
: . (2.2) _ 05)

(7) EpEEFER K - Htt - &0R5) &R9) :

PR (LW, 14~15 85, =8, 3 80 &7k b7 2/ 7= VBRI ORISR A R
RBORE TEMTI/7=0e LT 16 meke FE) L, 53, 6, 12, 24 TR 48
BRI IR . &5 6. 24 KO 48 WFRICER TR Uz, I LR K USET DTk
V7R T EOREES HPLC I LY ”m*ﬁ L7,

T T/ 7= /&U\%@ﬁﬁi%@$i’35ﬁiﬂ§%:ﬁ§ 10 IR Lz, '

T NT R 7 =V BORSHIN, 5 3~12 BREIC S < SRt h. £ 12 IR _
- HEOIRERITh T I TH ot S EN=REIO T Tik APAP-G OEIEHH B2

(SEH 50.3 %) L IRIC APAP-S 3 R & (35 5.7 %) . RELAKIIAD o te (E
#34.3% (R :3.6%, ET :07%). Fl, T/ 72V REEOREITR

10
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DR TR S, ﬁqu\ﬂ)ﬁlfﬂli 12 ?bﬂ"?bVC&oto

- el
BHo&E D3R

X /{ZK&U\%:%L bOINT v BEARE F@@Aﬁi@ﬁ’ﬂiﬁm‘ﬂ SN,

BB BTk AR ERIZ TN 60.3 % (49.9~T7. 2 %) “Cﬂﬁiﬁ:kot HHERERIC
W b, BB, REORIIPER LIELE S, VAT AL LHAE, A l~

. E10 BOTER NI 72VBABEICRITATENT I T v&Wﬁ%ﬁ%@iﬁwﬁﬁt&%

RE | SRR U FER () ARt
- L 0~3 |3~6.(0~6)| 6~12 |12~24 (6~12) | 24~48

R 0.1 8.1 86 13 28 ° 20.9
R : . 0.0) (14) (1.5) (0.2) 05 | 6
APAP-G ND 449.8 130.4 34.2 ND 614.4

_ (36.8) (10.7) (2.8 (50.8).

APAD-S ND 38.7 115 ND ND 502

4.4 - {(1.3) 6.7 -
TS ) Tas 0.0 0.0 - L5 2.2 3.8
% _ ©.0) 0.0) (©03) 04 | @7
APAP-G | -ND ' ND ND ND ND
APAP-S ND .| ND ND ND ND

- 0.1 496.6 150.5 37.0 5.0 689.3

(0.0) (42.6) (13.4) (3.3} 09 | (60.3)

( )Wbi&&%ﬂ:ﬁ"ﬁ‘éﬁﬁ&% (%) n=3

2. EEE&E&

- ND:fRHIRF GRERAETH) DT

(1) BE=ER (F-20850) &R 10)
B (LWD fE, %5 » B, E8E 12?(%%&%1 2 B3 HEOEHESIZRY

(mg)

T 450 - 1 B/RIEED) 1T % b7 3/ 7= VB 6 R C 2 EL, SMEIRORE (7
ERPI /720 LT 15 mgkg FE) L. R (BKIRS 1, 2 RT3 A) 1o

EEEPEEE S LO/MS 12X Y FAYe (ERFRA : 0.01 pglg),

T RT3 )T e ORRBTRERRE 11 IR L, :

TR NT R T 2 OEBSTRIBEL, BREE 1 BRICISERIC T 2/4~4/4

C PlTRH EN TR, BRERE 2 ROV BRI ERIRFRE L o, ¥, 2
 ERHIARE CERBRR Ch o,

#1L BOTELTS /71/%H&%L?ah‘5¥ﬁjfﬁﬂ%®%§® (ug/g)

- =22-

g s Bt 54 (B)
1 2 .3
15 mg/kg FE e 0.04 © <0.01 <0.01
' 1 e © <0.01~0.02 . <001 <0.01
6 FFHIRE FFL 0.04 <0.01 © <0.01.
2 Al 5 B 0.04 <0.01 <0.01
11




NI <0.01~0.03 <001 <0.01
l | ERIRF: 0.01 pgls » n=4

(2) REHSR (- 8O8R50) GE1) |
. B (LWD &, 93 7 His, £8HE. 12 BEKRSE 1. 2 X3 BEOFELICRE
T 430+ 1 YRR 27 b7 3 J 7 =V BE % 6 REIRERETT 2 B, BEEORE (7

¥ 7/ 728 LT 15 mglke KE) L. BEY (KR5S 1 2 K03 BER). LE .

TP S LOMS T X V-7 (E&FRS @ 0.01 pgle),
TR 7= OBMBTTERES R 1210R U,
TENTI 7= OFEBTIRET, %%&Elﬂ%kﬁéﬁﬁukwTZ@qﬁ.

BROIRE SHie R, RfkiRE 2 KO3 BRICITRFIVPEERAARR L RoT, 2B, %t

%%iﬁ%ﬁ#ﬁgﬂﬂ%ﬁrbot, -

ilz RoTE }~7’ /7I/ﬁmﬁ-’é~fﬁt ﬁ%&é?@ﬁ&%ﬂﬂi&lﬁ(@ (ngle)

_&gg s . Bk 512058 (B)

. -1 2 3
, | ' 0.05 <0.01 - <0.01
15 me/k AR Bt . <0.01~0.02 <0.01 <0.01
Sl . T ——
© 2EHRE - - S : 0.01
BN 0.03 . <0.01 : <0.01

- ERRRR:0.01 puglg < n=4-

3. SfENEE

(1) BiESEERE (YR, 7vb %»%wblbw(£%11%q@

IUR, Ty hEOEATEY NZTE MNP/ 7=V EEROBE L, 7@}7\
/7m/®%&ﬂﬁhomrﬁﬁbtu—&Fﬁ&brﬁﬁﬁﬁ? BEXEHRIETE
R ETASEARICIER L GRY b,
 FHEWID LD R 131TR L,

E13 TENMI 7 =V OBOREICEIT S LDw

= LDso (mglkg )

Bt e
. ® H ' B
Hafr 467 (348~626) - ,
<A (HLAR) : 17~30 -
| i 850 (720~1,002) :
=74 (Swiss B 20~24 1,212 (851~1,727) 945 (622~1,435)
Sy b (HLAR) et 95-~180 3,700 (3,189~4,292) :
1~3 Hilf ' 42023
FRER , 2,404+95
12
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180~200 | - >4,000 C >4,000

EAEY N | R 180~310 2,620

(2) 2MEURE (X - BER) SR 15)

A X (E—ZNVEE, i, 3EEEEEA X) « 7~8 » A X) : & 2 IR o7&
TR 7= R BERGRORE (G X 0, 150, 300 KUF 600 melke {AE, B

24 X : 0, 500, 1,000 %R, 000 mg/kg ﬁ:ﬁ) L. 7—12 NI T DB ﬁaﬁk

DVNTIRET Lz, '

L AL RITBOT, iﬁtmﬁ%ﬁ&b biadoil, 600 meke @E%‘z—&ﬁ 1 W:—i@'
HEOIRER, AERSEOBHRIANED b, 600 me/kg AERSHOSMICRSEH DR
HEOBDHTRD b b OO, FEICEHEIIRPoT, FEREENFTRE UCHR
OD%ﬂiﬁtﬁw){Eﬂ%}%%*HEQE@ TERD bR, MIEFRRE IR o7,

- B XL, 2,000 mgtkg REREHOLFMMRER B ETIZFEL L, 1,000 mgkg
BTSRRI AR bivah o, JELFICIRRIET, OEEeHm, &
FEEBNE T 7 L5500 biie, 500 mefke AELL v EREOATER T bIEE L —igk
BEOZELRERD BEIEN, 1,000 mgkg BELRSHE CIBEBARURREAS % biviz, 500
mgfkg FELL EREFETIE, £#45 7 AROMEAE(LFORE T TBI R ALT ORER

C BREh, REESFRE TIT 1,000 meke RER SR CITED LBIRESICBIT S
BEERERE~ 0T 7 — %D L0 b, 500 mgke BEM FRERET
BV MR MARD DL, FEEREEINC IO 5 - M UBES s m 7T
EMRENICRD b,

PEXy, 7Eb7S /73/¥Eﬁmﬁéukﬁé4aoﬁ%®ﬁ%ﬁi @%@
7T 600 mefkg KB E, FREEWIT 1,000 mg/kg A& L 2,000 mgkg REDHEICH S
CrEZ BN (& 14)

-i 14 AXOTENFI) 7:,-_/%&'43%5@_&0#7‘613%&%@’&5@ (mglkg $5E)
' EJ’J%E # hE kg | B5E (mgke 8 R DRIEE
A X ; 38 0.76~0.96 150, 300, 600. - >600
(v—ZNFE) | 7~8 4R 9.0~10.9 500, 1,000, 2,000 | 1,000~2,000

4, BRMESESR
(1) 19 BRESESENESER (Sv b)) &H16)
YT v b (Wistar R, 3 Alfh, HEEES 10 B 2RAVWET & }‘7’ /7:::/@3%
sEEOEE (0. 20, 80 KU\ 320 mefke thE/H) L.J:Za 19 HEESHEERR TR
b BHERTRIIATO L B Y ThoTe,

390 me/ke 5B/ R SREOEE 1 FITIRE 7 RRICEREAARE L, B AT H3ES
OHEIZSERD b O TERR Lz, i, B0 1§ cR5 9 BELIAGICEE,
RIRET REUMRERATED b, %5 13 BRIZRTE L, EOMICFETFITRD L -
hihote, i, TOMOBPICREITER T2 —FRE~OEEIRD o
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LD
IR Tk, &5 SR A EAIRD b ot
EETIL, 320 mg/kg FH/ BRESHOMMROEMTHSRD b, -
RIFAE T, 320 mglkg B/ BEEHEOTHE U#ﬁ%’i&f)\?ﬁt{ﬂ LERIE, EIV
U ROBLARD N, - -
MRS CIE. 320meg/ke RE/ B GHEOMEC PLT ORAENFED b,
| IR AR TR, 320 melke B/ B EBEOMET Glu OIS, T.Chol, PLE
' NTBIl OEME, #iZ T.Chol, TG RU'PL OFENEH DI, .
 BEREE T, 80 mgke KE/B U R EROMICS\ CUFRO L ERENEE LT
Lo, Ez, 320 melke KB/ B R SREOREC IR CHIROEN BROBE,
BV T gOMER RO EEOEENSED b, .
Fl T, 320 mg/kg B/ B SR OUHERIRFIC IR BRSO H M BE, FHigioi& Eﬁﬂ{
FET-ENCENE, FROHMmMEE, FOBHERER UREHITD bk, ‘
RSO CRL., SAENRHIIT I CRTIR/ NE P Y PR R S R O
RIFE, PrEFREIR USECHI I8V CRIBEESEDRIBDE & 18 Sh 5 FFRry Ofile
VAW AN aw i ACA i B bIn, i, FEUHNCRWCER LEran =il
ShED b, AFEFITH, 320 me/ke KB/ B SREOBEE TR USSS0LOMB -
ERPSEEE SN, ECIEEORMIEA (U451, BEXIPEED/NET LR
BAZEME (2/4 6 BIEBUERIRESIA OB OEIMER & 5 W IXRE OMIRESNE (1/4
) RO LN, 80 meke (AE/AIREREOM (1/10 4 & 320 mg/kg AEB/ B E
FEDOHEME (29 61, 4/941) WBWTIE, ZEb Uiz EliG ERGR 0BRSS b,
ABRBRITINC, 80 melke A/ BB SR CHHEREOBEIR B HeAs, REHE
BERBRFTRIZBED O TN EPLREIC L AFELITE X bRhoTe, Ei,
Hﬁi'c 1 BB ERHIRRD I IC WL, 1 AORThE Z b, &5
Ik B LITE R bRk,
PLEX b, ARERITBIT S NOAEL iIMEHEL & 80 me/kg RE/H L& X Sk,

(2) 13:AMEEMSHERARE (Sy M) &R 17
Sw b (F344/N %, 7 Bi, ﬁk&zﬁ% 107538 ZAVETERTI ) 720138
ERRAE#YS (0, 800, 1,600, 3,200, 6,200, 12,500 KX 25,000 ppm) {2k BEAMN
EHEIRERTID LN BRI T O L) Thot, 2B, PRETRIZEFLT
L WERT y MEOWTHRET, REEREAOREIL, FRRER 25,000 ppm B
BEMEE CIIAIRERT OV T AL IR EII U0 &1 2RI DWW CER L,
L FECRE. B T RE TCITL. 25,000 ppm R EREOMEES 2 HITED S,
BEHAROREC 25,000 ppm B 5EEOMERE CREERBAICHE S FER RO Bh
7o 78, 25,000 ppm DUERME %S A TCEEOMEER BN - L ICEETS L £x bivr,
12,500 ppm R 5BEOMERET & REDRIMINEINED i,
' —ﬁ&“ﬂ:ﬁ?ﬂi 12,500 ppm. PA_E# S REOMERECAHE A INELT, Fﬁ@@ﬁz’n L B
72
Bﬁ%ﬁﬁ‘_ﬁﬂi 12,500 ppm Ll E#EFE TN Oﬁ>®ﬂr§a‘%§®ﬁﬁiﬁﬂ>ﬁ \'&b B

14
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Fo (38 15), £, 25,000 ppm BEBOIBITLIER R 12,500 ppm BFBEDV N s
DEEOREROERSHMARD bk (£ 16), JHiISaeEmiE T 2EHe &
0 BB R OBIEINC k& R RIE L e T B L E X b, ZOHRTRE.

(CERT S LEX LN DO, 800 ppm L EREFOMETEH bR FRE UEBOL

BEOBINTHY, KEOEENEE L IIELbhEbot,

£15 Ty rOTENI) 7= RECBT AEREOERER,
BE5RE (pm) | - ABREIEERSVRD OIS
25,000 Rl (R, B (), B (. MoRR (i)
112,500 BLE | D (MERE), BN (), JEF% ()

3,200 0k | BOlg (HEDH)

%16 Ty FOTERRFI ) T AR B BIRBOLER

A& (ppm) _ AERLEREENEED bR
25,000 T (HERE). W (RE), BR (. W)
g ()

12,500 BLE | (i)
1,600 LA - fiti () .
800 LA_E | JF: (ﬁ&?f‘zﬁ) T B - (HEHE)

ﬁu#ﬁ&t}rﬁﬁ&%ﬁa‘%ﬁwﬁﬁﬂi TERTI) 7:/&‘*5 ICRET DRESITH. B
fig, Vo, iﬁﬁ%%&uﬂ@%r?e&b b By FRICE L i (F17),

®17 ',7‘? 1~a>7~tz‘1~7>:zying—m:;rawzﬁgﬁr%wz

" A& (ppm) i s . i
25,000 e R QAN - PR (241)
< FTHOIuSESE C | - FRMEREEESE
- BERMERA - FHBMEEEhMESE
- JRAEME ' - FHHBRRAEK '
- JRINE b RESE - BERMERLE .
- FEEFEE : S| RARERE
< HBREOY B Y % - FERUIPEOSESE .
BRI « BIBRE N VB Y LBk
12,500 LAk - FHRMETEEMESOE
- FERIRRAE K

25,000 ppm BEHOHE 1 FELUUE 2 FICH, BRI KBS,
zinh 3 BIRBRRIE TAICHET Lic, ORISR S 25,000 ppm 5

15
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BEOE 1 BIRERERAS T RICIEL LSt 3 Bk TR TARF LTk, |

25,000 ppm HESFEOHMEHER T} 12,500 ppm FE5EBEOHETIT, BREDN b PEEOTEM:
TEBIMEA T b 5 BT b, FHIRESED KB L 2 bhi,
b OFEREIC LB EL bR,

25,000 ppm FEFEOMERETIL, REICLD B~ DB . Bzh,ﬁ.o T DTIRRAE
FARSEEROBEE, KEH 08 ERE S BREO OB OB CRD bR,
25,000 ppm #EREOHFERRD N MHEOKEE TIL, FEORERELLBET
HY., Tbiz, B FIROME 2 FICIIRMERENED Div. B 1AITIRREE LED
BIERTRD bhic, B8 I Zh b 0Bl j:ﬁﬂ DNTHEEL LTV Z &b,
BECEIEbDEELDNE,

25,000 ppm FEFEOET, 6,200 R 12,500 &Erﬁ‘@% 1 Bl CTREEZENR . B
Nz, REQEEFITI. BEEMEEEAICHEEA L. B ME TSRS TIRE
. Tholz, 6,200 & 12,500 ppm TEESSNIBEORILIL. AR TR ok, E
7=, 25,000 ppm E:Ef?aioo:ﬂﬁ-c L TERUSMROEMOFEELSRMA T EICEE bbfsﬂfu
ol '

KR 8 w23 Y //\5?(0) DRI A8 25,000 ppmi&'#ﬁﬁ@m DB,
s, BEEOEERDORIREBLEL DI,
- ARBRTR, 2R5E a:b\fﬁ%@ﬁ%ﬂ%%mﬁﬁﬁn?’rﬁohrv\m\ﬂ_&b
NOAEL KU LOAEL Hsks bz oz, '

(3) 13 ﬁ?ﬂiﬁﬁiﬁm (IOR) BR17)
<7 A (B6C3F1. TS, MEHEA 10 WEH) 2RVETE T I/ 7=0 13380
- RS (0. 800, 1,600, 3,200, 6,200, 12,500 KTt 25,000 ppm) =X 5 EAai4E
HERBR TR b BT RIS T O LB Y Tho T, 72l £HEEh 2 HRicdE L,
TR OV CIETEREE, 25,000 ppm B 5EEHERER 1! 3,200 ppm #5160
LEDOEEZOVT, MOBETIIFBEZII LD &7 SEEEEC O TER L,
SECDMEHORSHTHRRE S, AEABESRD bNRP -l ENbRERL |
LBHDLEERLIEPT, - |
12,500 ppm S LBREBEOHHEHTRO T, BEE 1> DIEEEE D FERD
WERD B, G 2 BUREHEER CEEOVT N BEIM LTS, BB EL 12,500
ppm PAEBEBOMRECERIED LT\, TIUIEEIE & & A TCEEOMIEEN
BZ L ICEET A EFL b, | - ' - :
—fRIRIEC, REICBIRT BFTRIT 25,000 ppm B EFH CORGBROH TH o/
RS ERTIL, 25,000 ppm BEROUHE CHBOENEROET, MEURROLE
BB, Mk CUBOENERDIKTAR b, 12,500 ppm P EREFEOMETH
IO EREDIET, H&&Uuﬁﬁ@tbﬁ%@ﬁﬂﬂu & B@; 6,200 ppm uﬂ%'a‘-ﬁi@ﬁlﬁ _
TR LB ORI R LI,
EERAREEAORA CIL, 6,200 ppm DL ERSREORER N 12,500 ppm LR GREOME

: FERERFRERLVD, UTRAL,
' 16
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GO B AR LA emo BB 1 ANPICIEL Uies U A T/ NER M
IS ERESENTRD b, SR T £ AR L OV B ChlyNER LM TRIR
ﬂéjw Wbz, MK LRI R EOMHBR R 2 L O, &

L B O URTIL, FIIRRD AV IIIFRE FIC, BEBAROGAIE I3k,
’Eﬂ:ﬁé (BIRIEE) %145 KEMIA D B b, D 6 ,200ppros HED 12,500ppm L) =
BN TR BOFRM. RECEELEEThD EELbNIL, -

ARERTIL, SREE _ou\réﬂ%@r@%ﬂa&%mﬁﬁmﬁbnn\m\m
NOAEL KO} LOAEL VR %ﬂ&:mo 7o

% 1) 14 AHESESHER (vrbx) (BT .
<A (B6C3F:. 8~9 B, MHEE 5 UB) ERWETE FFR T2 d 14 B
FRIRAE#R 5 (0. 250, 500, 1,000, 2,000 K(X4,000 ppm) I L BB A g T
ﬁ)Bﬂﬁ.ﬁ:ﬁF)fﬁx UTOLBY ThoTe, : '
LIAN =S SHERE B ST CRBWTRRD b Te,
EEENT, AR SRR AT L,
REN, 2RO CREREIR T, MR OBV Bhr‘xmom
HR TR, RECERT SHE iﬁ%hr‘maom iﬁ_ TR RIS S
ﬂ’bfcti)lo Yrol

‘ (%%2) 14 BREAESHERR (Sv M) (%ﬁ%’- 17
Fw b (B344/N F, 7~8 MEfh, HERES 5 B 2RWETERNT I 7220 14
H Faﬁiﬁsﬁﬁﬁfr (0. 800, 1,600, 3,100, 6,200 ETX 12,500 ppm) (2 2 EaMEMR
Eﬁ T8 BB R ;tlyl‘FCD LBy 'C&;oﬁ_o LI, MRS @éﬁi BT
R0} E)ﬁ’ﬁﬁ?ﬁo fa :
12,500 ppm &%ﬁ@ﬁﬁt&@ﬁﬁﬁ% I iiﬁ’a’ﬁ% AT T, S
B, 12,500 ppm BEFEOHECIIRREE L T 20 % OFEIG CEI o 72,
T T, RECER TSR i&&hfmaom iz, Jﬁ%ﬁ&“%ﬁﬁi&%ﬁﬁé
:hv:cmo 7o

5. ﬁ&ﬁWﬁﬁ%ﬁéﬁﬁ -
'E‘ﬁ%’&%ﬁﬁ%i%éhﬂ\m\ '

(1) 104 ﬁlﬂfﬂﬁéﬁ%ﬁ:ﬁsﬁ (YIR) (5513%-’ 17)
< Z (B6CSF.. 8~ MAih, MHEE 60 VLAY 2BWWerltEh7I /) 722D 104

ERRATRES (0, 600, 3,000 KU}6,000 ppm) IT & BFAAMERERTERY bV ERE
FiRIELT O L BY Tholz, +HRMIK - MIRACEHREIIERS TR, &
B, TENTI 7 =0—BEEERENL, 600, 3,000 %U86,000 ppm #HE5EEITE
W, FHEIEET 90, 450 & U} 1,000 mefke #RE/H, #ET 110, 600 X T* 1,200 mglkg
BE/HThoT, '

. ?Et%&%ﬂ% A _tlilﬂ"é;%ﬁ% 1B Bﬂfmw 7Zo

17
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. PEENE, BB 6,000 ppm B EBEOUERETICRHIBREL D BIEL, b
ISR BV |

SRR O REORECrE, TSRS RS 55 RO TR Rt
BB L, IERED 3,000 ppm DUEREBECHBRBNAS b (R 18), FREIE
RHERERE SR DREREDBIE OB b, SR ORIEBE2< | T
HREEIC b RO, \

R18 < YAIBY S PRINIEEEYRORESE 0

wER 0 ppm 600ppm | 3,000ppm | 6,000 ppm
- " 0 12 24%% 30%*
- (0/49) (6/49) (12/50) | (15/50)
" 4 16 22% 50%%
(2148) .|  (8/50) " (1w50) (25/50)
() PUSAEEMIN | S

*1.p<0.01, **-: p<0.001

R RAEERZRA 600 ppm R EBEORE 141, 6,000 ppm FEEEORE 2 FHZZTH 0
e, Eic, BRMENIES 600 ppm £ EREOHE 1 HIE TR 6,000 ppm $e5REOHE 1 41C
RObT, METH, BRME OBER L EELRD bR o, BRETRE I~
TR TIIHRIERE TIEH 53, FEERUHEMRBR <, BERE LTI THS
T W ONEARERICRV TR ISR ER 51T L 5 BRI R TRESRD bhid
0Tl &b, FRER TR DB RAIE TR 5 CBET 5 b DT RN ER
b, : '
Zlif'ﬁx”ﬁﬁh_?ab vC %‘éﬁ)b& IR0 bR T,

(2) 134 ﬁFﬂﬁb%ﬁ%‘:tEﬁ (RIR) BFR18) ‘
<A (B6C3F1, 8~9i@h, MEHES 50~55 TL/EE) ZAWIETE DT I/ 7= 0|
RS (0. 0.3 RUR0.6%) (255D 134 BEREN AR TR LIV RMATRIZLT
DERY Thote, BB, TN I 7= OREEREDN DR Ulc— B AR
i3, BEEL LT 0.3 RIR0.6 BIEERICBV T, T TIHET 468 BT 927 mglkg {zl:
CE/H., MET 363 RN 725 melke BE/R “cﬂaboho (& 19)
FETRIT, WREESTARICGERIRED bhiahoiz, _
. EEENY, REBRURNMEE _L&"ﬂ_-{mﬁ_lﬂféﬁ/% RO oAb otz

18
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E19 TERT I 7= ORERENLEN L — B EORERE (S5

KRR — A AR
B (glkg RE) (mgfkg EE/H)
0.6 %llE - 675 | 725
0.6 % 863 927
0.3 %t - - 363 *
0.3 %I = 463 *

FgiL * 1 0.6 %DENBEH LICH

ﬁgﬁii E’%‘-ﬁi@ﬁ@k:}bb VOB 0% 2/3 @%Fﬁkkb \'('39@*753 IR
&b 6“7:..1: .
ﬁ’]’fﬁ&@ﬁ@?ﬂ%"‘ﬂ’]*ﬁﬁ’@ “J: SR S TATROEMAES: (B5. MR Hﬁﬂ@
UuosEn), B BT, TR, WIE, FE, I SR BBRORECEENR
Bi}’bﬁjﬁ %Ei u%ﬂ‘i Bb %ﬂfcti))‘o Tt_o
_ 7&%@% TRBWTEBAALIIEED Bﬂ’bﬁ??ﬁho‘ﬂ.o

(3) 104 BRIRNFAMEER (S ) (7"313?% 17, 19, .20)

 Tv b (F344/N R, 7~8 k. MRS 60 IUBH) ZRAVWETE NI/ 7200104
FEEEEERE (0. 600, 3,000 116,000 ppm) 2k BRMBAMRER TR bivEE
FrRIEBLTF O 380 Thote, TERTI ) 7 > O— B EHHERENE, 600, 3,000 K&
186,000 ppm FEFITIBWT, THENHET 30, 160 T 300 me/kg AE/H, HET

' 35, 160 XU 320 meke 8/A Thote, B, #5156 » ARICEHIRES 10 LE
MVEZAITER UCPRRERICH Uk, +40 2 Mg iR K UM A4 I:%E’Jiﬁﬁ FeE i)
TN, ' :

FEISER, —ﬁxﬂcﬁ‘é FEROREEET, ﬁﬁ’éﬂibiﬁ%ﬁ JEE FHOLIT, &“54:
JERET AEEIRD b T,

B515 xfﬁl f&t_ibb\"c %érbwré&w&%%%%m_iﬁlféﬂﬁﬁfﬁ ;t L bhin
hof,

MJMWE%W?HWET I, EM%R, BEECLEERMEIBONTREICERT %
EEZEZ DNSRBHED b, '

BMAR T, M v b OIREER RS E I BEUgHRIaME B MmO R4 1358 ?sb b,
6,000 ppm 58 TSI RER _J:[:f\-cﬁﬁ' THEMUT. (R 20) 0%, HEREOHETY 7
MR Lz,

RRCIL, BT DR A SR M Lﬁﬁﬁﬁi%"*‘a:@éﬁiﬁi umvc,%%éﬂf»- (86~
100 %) Thotr, Eir. EEECOVTHEEY 4 oIkOEL., £BERORaT%
BHL TS (3R 21),- 600 ppm SLEDBEROHT, BHBEOSRAEE OBINT A
VWA, BEEOFERENSRO b, 7B, ETIHEEEEOREBERLUTE
TSR BhRd o T, R RS R TR uOb\TPiﬁffﬁiUDﬁ’ETﬂP@ﬁﬂ_%/\T
SR R CRAELT,
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ERNMETR O NBHEL. EAOEGEEOBISESERNT, By MCASE
RN b G BEE : 0/42 41, 600 ppm 58 : 4/45 41, 3,000 ppm
| B 6/46 1, 6,000 ppm $REEE : 8/45 ), Ko, EEU/IMEBIEAIL, 8,000 R UN6,000 -
ppm BERHOK 1 FIZREEELEERE LT vy NCER L., FEHHIIRBWT EE
fJ\ﬁi:@ﬁ/ﬁk‘@%ﬁfEﬂm% bhicZ &b, BEBECEEEBAICL 3 RN L

EZz b,

AFERITIBOT, 600 ppm (30 m'kg {ztiﬁllﬁ) REBOHETI . BEEEOBSE

ﬁ fcﬁi’%ﬂﬂ?ﬁ‘ &)Bj’bﬁ_\— &73}% LOAEL }130 mg/kg @H T%é &%K Bnﬁ-u
&20 HEZ v b %Jobj‘éh‘iﬁ%ﬁiﬂ@fékléjﬁl{“ GD%E$ %)
s NTP
|y | wEr—s 0 ppm 600 ppm | 3,000 ppm | 6,000 ppxhn.
el 208 18 34 30 | ag
6-28). (6-40) :
' * . p<0.05
£21 5y FOBEEOERE R U
BB AE 0 ppm 600 ppm 3,000 ppm 6,000 ppa
BEE (R37) 2.30 256 2.64* 2.78%
o GRAER (w) _ (200 - (100) (100) (98)
HEE (Ra7) 1.44 1.58 1.64 1.72
(R (%) (96) - (98) (94) (86)
' * . p<0.05

ARERIZBNT, 6, 000 ppm ¥ EFEOBEICISYC AR B MRS A RIS L,

LEF—F ORBEL D b EEo TV LA b, BECBOTRES AT TS
NS, WEF X DFEFHO LR & HT, 6,000 ppm B TORASEEIIEA &I
WhD & RGBT RhofZ inb, NTP THMEO F344 R T v MIBITA7E TS
J 72 DR AR DU, “equivbcal evidence (&;V‘El"ﬁﬁ:‘lﬂt@@‘ 7RSS
0B, —F, ETIEEIAMEEISED bR T,

Ebiz, BRIt SRS F3dd B5 v b Jowc sz L =R u%i‘é"é\_
«‘:73%%3'(%%1#&&3%(1/\6 Eink, ASRERCERWD b BRI E IR
F34d BT v MUEHAEROIBE L LD EEX B;h, . thEWED~ v A0

- BAMRR T AR ORAFEIT ST SN EHICR O TOARNI Ehb, &
MR BB AAEDTHRICAMES 5 7 L BT TRV LB X BB, |

(4) 104 BREIRDSAMRER (S ) SR
Fw b~ (F344 %, 5 alﬁ?%\ MRS 5O IU/ER) (7B T/ 7:.;/75: 104 :lﬁa’ﬁﬁﬁw
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5 (B0, 045 RTR0.9 %, HfE: 0, 0.65 BUN1.3%) L. #5130 @& ECEELE,
RBRETH, BUHHLEDEFITOVTER L, FEERFORELER U, 7B,
TE NI T 20— A EBRER, ERRRCEARRCEOT, ThENET:
195.4 B 1} 402.1 mgrkg KE/H, #T 335.7 K1) 688.0 mglkg A H/H ThoT,

o ETENL. BB BREOERIRD bR ot :
—REIREBIC BT B IBEORARIUTE W TR RS & RGBSR bhih o 7z,
FE, EREROHE RO TRERSIIIFARAREZELT HEHHEI D3R B

A, Bx EHE L, #5104 ﬁf&@ﬁﬁﬁﬁﬁ_wm&—@ﬁm@gm 93.1~102.3 % T
27, '
ﬁéﬁ%&i —"‘E@E‘EF%@% Eﬁbuﬁlﬂ‘éfvﬁ I3/ ww‘mo 7o
IR OV BB E O, RREER O S BECHE 4 DIEERTED b,
LTI 7= BRI X B REARENEO b 5 RASE OB o T,
FRBRITBVTRS ARG 6ﬂrbfmb>o 7o :

6 EFEFEE SRR

(1) BESSEREERMER (YUR) R 22) _
<2 (Swiss CD-17%, 118k, lﬂﬁiﬁ"é% Wﬁﬁﬁ- HERESS 40 DUSHRES) w7

BT 72 REERS O, 0.25, 0.5 KU 1.0%: 5% 29) L BIERMNTOWT

ﬁ*fbﬁ_u '

%20 < URCBELETE NI T e L ORI R O

BATRE (%) 0 . 0.25 - 0.5 1.0
(ppm) 0 - 2,500 5,000 . 10,000
BEE SR (melke KE/H) 0 - 357 . 715 1,430

B, AEBAAART 1 BRI, MERE 1 A 1 FUERECER 14 BREOREREK TH 3
EROEE 18 BRI TTV, — R, BETEROEE Ao, SO
WCOWTHEEREL, HEROAEFERE, A5, BHRUERELHREA, Rikeig&lr,
BASEEIR, GBR 4 X5 ER) IToWTHIME L, 416 28 HICHERL Lo #icsy (P)
BT, BESLRR T ROBRE L L CHRIEORE SR L, 74510 AT
B U T 1 BRIARE U CBEREI DV CRE AT o 7o, P RIHERICT R TOg)
Wk EEL, 10 %I ERER ORTBRED Fi 8B (10910 B 120V T, HERE

BORAE, BHRER AT ORBEREREIC L U,

P RUNF IR OBEBIOATIEICHT 5 7€ b 3 ) 7 =V O BERBIOR U,
P HEMCid, REREIRT 461 (0.25 %l SEEOMERES 14, 0.5 BT} 1.0 %HERED
B 1) AT LI, BECERT S bO TRV EEX bk, MRRICRRC
L BEEIRRD Do 7o, SRR 1.0 WREHTERIKBO L., Zo
ﬁf,f»@i 5EEICE D Do IR 19 M 6 MIFE LA LIZL B b0 THY, 5EAMN

BDIICHITOWTHL, ERAEFREORODFBD bihvie (ERE TR 11 T 12 Flicst
L, 9B, EERE, HEEEOREEICOWTIE RECE 28EIIRD bhiahol,
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PGB CIE, BETLRE (A% 28 B) USRS (A4% 74410 B) OEEMEELE

#£93 T NI T = DA BB

D 0.25% I EEEDIER BN e SR ERIC BV TRHIBR L V 2RI BTz,
ST, R, IR, SR AEIRE O =R
1.0 %R SR Tk, 477 P RAEESAREIC S L TRE]

R LTz,

2] [

TR E DRI DI o Te il

BEEEE (%)
NG A=K 0 0.25 0.5 1.0
amI AT b s e g 40/40 18/18 19/19 19/19
1 AR 7. D HHEEEEK 483+0.11° | 494+0.13 | 4.842-0.09 4.68+0.11*
P |1 8% 70 £FRE 11.53+0.33 | 12.0040.57 | 10.99+0.65 | 10.52:0.38
ATEIRER 981 9910 - 9940 98+1
AEIREBE (@ . 161001 | 1.63+002 | 168004 1.60+0.02
M| R i3 1.64+003 | 1.68+004 | 169+004 |  1.68+0.07
A |0 B it 159£003 | 1.61%003 | 1.63+0.04 1.61+0.06
| pERLES HE |- 17.25:£049 | 1595054 | 14.38+0.56% | 11.37+0.61%
Fi| & | 28 Ak 3ii:: 1546043 | 13.88£0.50% | 13.62+0.45% | 11.08:-0.55%
E | Ames HE 35.394-0.74 | 33.3820.44% | 32.49£0.51% | 28.92+0.43*
@ | 74%100 B g 29.04+0.70 | 26.04£0.56* | 26.28+0.54* | 24.23::0.34*
e Y e = 18/19 19/20 20/20 . 19/20
SRR R ek - 16/18 19/19 20/20 18/19
1 fEY 7 b AfE IR 11.63+0.60 | 10.26+0.34 | 1195048 | '10.22+0.57
ATEIAsR 99+ 972 100£0 99+1
AETFEREE (9 1.53+0.03 1.52::0.03 | 154+002 | 1.39+0.02%*
: * . p<0.05 ** 2 p<0.01

BESE R OVTIL, TSR EREOFEIRD bR -T2 0%, 1.0 %ikEaE
DRECHTRRE OO LW EEICA R38N, TRAELERICHRERBDISED bhit,

BEPRE TR B AR T ORI FRR VR E IR 5 ORI b
ofedS, 1.0 WREH CHRERER FRICEZENBR/O b,

AFESRE OFEEBENRE Tk, REICEE LB bhiah o7z,

BLEL Y, FiBOGEICE BEIMEIATED bhicZ & 26, LOAEL h:c 0.25%

(357 mglkg HE/ HJFHJ:‘I) <‘:5'%‘ Z BT,

(2) SFEEHER HSy b BFE23)
Ty b GHEIAE B TN 720% 30 HF%’@%{J@DJ&—@ (0, 500
R0 1,000 mglkg /A1 %A atzvtzzvu_x%%?&‘) L. 8RR, FHSREIRE. Fik,
Hﬁ%ﬁﬁ&ﬁﬁ%ﬁﬁ%’*%@ﬁ%ﬁo 7o -
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R, B ICEET SR THIIEED mfr FEEEE, ﬁivkﬁr%,%@ I3
D bIRhoT, o

B EHER T HRIAT- t&%ﬁﬁﬂ@éﬂ%’t . 500 mg/kg {ZIKE/EI L,u:&%ﬂ%% '
[EECCTBABROEE R Y, TIN5 B bz, 1,000 mgks &4
B/ ARG TIY, MRS 2 REEZICROTH ERORENRD bhi, '

1,000 mglkg A8/ HIREHOHES . BIEFTHIOELBHE L 08 U ERE Tk, K2R
WS ORI b o oS, BT TCEE RO &ﬁ@n‘i@ﬁﬁa
BB ZREMET U, £, BRI CROFEREN & FREREOHR
W bR DN, BREOPIECRICIIHEILIR 6%7“:7%«: 72, hh&@gﬁaﬁbiu
RO, BEKTHB0 A THEELE,

1,000 mg/kg B/ ARG OVVTERE LU%‘“EJ@E'C it. ALT LHL-}@%%@
EB&’M‘M:«: 7eBS, ASTIZH B ERAR® bz, iR ClecERT 52
HHNARPoTR, BRERTIE, BENERCEE B NERD bivic, JREAEE
HIRAE L, BB B O JE MM D BT ARSI & I/ NERRAASERD BT, g

- DEENICI, 71‘ b—x %i@\_ By dacora /iﬁ%"'ﬁ%ﬁﬂﬂ@ﬁﬂ%ﬁﬁ%ﬁ!ﬂﬂﬂm% 5
4 e A
: IJ\_I:GD#%%B TE PP I 7 2V 500 mekg HE/A EORETHES v MD
| EIERICFREEASRO bhA A, Lo TEERTEETHD LEZ BN,

(3) RERBHRSEER (YTUR) BR29) ' _

fHR~ v A (SLCICR &, 1038k, 21 W) 7 M7 I/ 7=V 2RfiRnRs

(0, 100, 300 RU*900 mgkg HRE/H) L. BEMRUBRIRICHT AEEICOWTHR
%‘#szo BEE 6 HA D 15 BICEM L, A8 14 IN3HRE 18 RICHEOBI LT

ROBEERITol, BY 7 MIERSHESE, 5121 BRI L TOBRE OHhR
. #d%ﬂif“%z) &Uﬁ%@ﬁrﬂ%i_owr:ﬂf\to it\ P%b%k&}ﬁ“%&%ﬁ ZoONTHAE
1% 6 BRIBRZE L7,

BEMWIICOVWTHL, 300 mglkg FE/H L LR SRECHREOEMIMAIAEED B,
—RIRAR, FEER ORISR ORBIIRID bhihole, ik, f\ﬁﬂaé*&&rﬁm&
BRI B RFEIRD bR,

BIRZOWTHE, ZEREL B/ RIEETE, ET‘ R, E%Eg&()vﬁttwﬁ‘
ERALNEPo T, ETe, SRRUWRICIEECRET 2 BE12580 B;h,fmbxot
78, 300 me/kg B/ A L\ HRERECHPITEICA B BGBENSR bhi, |

AR DIREMIT OV T, ML, 4 BRETER, BELAEE, HE AT SRITHE
5&%’%&5@%@@% bhiRiaoTn, REHINE, SERE. ERRKOYTEEE (%

. BYTED, EEEEE. FTRE) OBETL, BEICXAHEIIRD bR T, 900
mg/kg RE/ B RSBV TSR A BB NS avbahto

PEXY, AREEIZBVT 300 mg/kg %E/Eutﬁ“ﬁ-ﬁiwi@ﬁw_ﬁ@tﬁmmﬁu _
HRRIR RICE{LBERRD bR 2 e db, 7'7203!:@1%&0\)%%%&;##‘5
NOAEL-Z 100 mgfkg@ﬁ LEZBNE, 4%315@ HRRD BIRd T2,
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(4) #E ﬂ’ﬁﬁ#ﬂﬁ%ﬁﬁ (Tv k) &R25) ,
| HHRT v b (SD F. 16~18 PUEE) T E NI 7::/%3%%1:3%":} (0. 125
B 250 melke (KE/B : 05 %A F A —2EER) LT, B, BERUREIC -
*TBFBICOVTRE Uiz, #EIHES AMD 19 BETEML. HHE 20 AICHiR
Lz, - , _
HRZ v FOEHEERY, WThOREBTBWTORRE L LN TEEREIRD
BV T,
 FHROFER., 125 melkeg B/ ARSIV TR/ BﬁL%%ﬁL&%&@t%m LIRRMROE
- HEDERD BT, 250 mefke B/ A BEBECIIRSOFEIRD b T, B
EEROMRRERICBO T, REHERBIEICEIRD bhaho e, 1B/ RIERIN
BN & IERGEOSHITAEREEEAA IR Z L b, 125 mgkg &
E/ARGEHTHLONIEEL, 7 T3/ 7:/1&% CEDBOTRENEEZ LN
Teo
UEL D, AEERICBE 5 NOAEL iﬁﬁﬁ@%ﬁfﬁ%’f%é 250 mg/kg 'HSE/EI L
Ez b, EHERIEIRD oot

(B 1) HIERPEER SRR (w k) (B 26) .
o b @ERE21H) 7R /7:/’23&%‘1%1114%5& (0, 10, 100 ZTX 1,000
mg/kg FE) L, BRAESSIRE T 3IRERIC OV TR ET o 7, 135 4 B

(CHEEGIBATRY H LI & FRRBIEATICE BIC80 CORTAT A X « 7 b
B, BREL, S7w h—ATEY, @JWRMW?‘%%IEIJ L, ZOfER. HR&ER
—caa@aﬂ)remwﬂ'ﬁﬂa mw'caboto

(B&E2) E@&ﬁﬁ%ﬁiﬁ%‘n‘ﬁ (? rJR) (ZHR27) . ' :
- <R (ABC-AR, HE20 UG-+ 30 DL/ SaE, 131 VBAdRE) w773/ 7=
V& 50 BRI IBERE (0, 0.1, 0.5 RIR1%) L, EFE~OBEI TR LE,
5 W > THREREZM T 5 FE TH o), FREFTIIHASSEI L, VT
- WOBECBNTHE 1 EREZEBL THRREHER T2 LB TEholz, 2B, 7k
bR ) 7 = — BRI 0.1, 0.5, 1 % EBETENER 130, 615 Br1,210
mg'ke E/ATHh o7, )
BIREBCRBO TR, ERAEERAERICER SN &73> R R OB R OE
TARED Bﬁ’wio : '

7. :ﬁ{f‘i&;ﬁ% (2 28~38)
(1) BiEENRBROER—S

TERTI /7i/®ﬁff&f§kﬁ§ﬂ‘5%@@mwm mvzvo’ﬁﬁﬁ@ﬁ‘*%%i@24}}a
| Ui2s ggz&&btn
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#=24 invitro R

AR

HAEIEREE)

HER *E _ R
Salmonella typhimurium | 5, 50,500, 1,000, 2,500, =<
.| TA98, TA100, TA1535, | 5,000 pgiplate (£S9) (B 28)
TA1537, TA1538 ' ‘ : :
Ames BB S, typhimurium 0.1, 0.5, 1, 5, 10, 50 e
“TA97, TA98, TA100, mg/plate  (£S59) (2% 29)
TA1535. TA1537. TA1538 '
S yphimaium | 05, 1. 5, 1020 mM Rt
- .| TA98; TA100, TA102 (+59) . (B 30)
DNA#ERER | 7y MFESAME 10 mM Rt
(T VB | : o (B 30)
SHES) L FX¥A=—RANBAF -1, 3, 10mM N LAY
Lo V79 Hifa 2 W0 (% 31)
DNA &RAE |5 v £ ==X AR ¥ — |05, I1mM Bt
| BRER V79 HBi 30 SR (B3
< v R R 0.1, 05, 1, 25,6, 75, |  —EFCHBE?
' | 10mM | @mao
F a4 =—XNKAF—|02505,1,25,10mM g
V79 Hifa 2 BT (B 31)
= U A g R 0.1, 0.5, 1, 2.5, 5, 7.5, —E R 9
: 10 mM  (EMC BG|T (B2
PCB Iz & Al
TEHDNA&| : 18~19 FERME
B - | Ty MROAOSE | 05, 1, 25, 5, 75, 10 Bt o
. (UDS 3%%) - . ' mM _ (—89) ' (B 32)
e , | 18~19 FFREA -
NA2 S —FTRAIIEE M | 0.1, 05, 1, 25,5, 7.5 etk ®
Ja- ' mM (—89) (28 32)
: . 18~19 BSR4 N
EATy MFRFIIUERR | 0.1, 0.5, 1, 25, 5, 7.5  fae
B | 10mM (—89) (BB 32)
) 18~19 FpiisLEE
FhrA=—ANAAZ—] 1, 3 WOmM (£vV It
- V79 fia ' AR (BE 31
IR R AT 2 REfRALE
HAER - 0, 125, 25, 50, 100 REAE: o
: : pg/mL (=7 » MFEE

(B8 33)
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Frx A= RANLAZ—

4) :
5):

6)

7 :

8 :

9)

O ADFHHAH SRR CIL, “REH DNA AR OIS ORIRIE T,
BRI OBREORIIRRD bhic. 5mM 28z 5 AR CiTnastdy,
. 0.5~1.0 mM #8822 BB Thisttasitd v,

5 mM &#82 5RETHEMREELY.
< U AFFRR & OISR L DREITRYD S1F, 10 mM 'Cﬁ(J 2 {’i@i%ﬁﬂbﬁ’gb b,

1D : 10 mM Bl ED R T,

1 mM *#8% 3RS

0.1, 0.316, 1. 3.16, 10 - —E T
| V79 e - mM (£89)’ - (BE3)
HVERERT (BB
HAERIRRER 5 BT —
' ) :6 (12). 2 (12),
| REBRERR 12 (12), 24 24)
' {0, 25, 50, 100, 200 Bt 10
pg/ml (=F v MTSEE (&7 33)
) '
| 24, 48 A
N Ty PEBREFMBEEE|5 10, 20mM —%{s'ﬂ%ﬁw
.| NRK49F 60 £y (B 35)
1) : 5.0 mM ${_ET DNA BESRE L. RIRTEHEHERD BT, '
9 REEFEOEMAERD b,
3): 5 mM %HBx HIEECTIEME, 5 mM B18% 5 R CIFIEITSES Y, MC RUNPCB CREME L

FRREEEOBINAERD bivik, 12,5 pgmL i35 v MREERIR L OH83% LB 0O RE,
: —S9 TCIE & A ¥ OIERIZIT 1 mM 2182 2HETIBME, +59 T 1 mM Ziz 5 AR
. +59 T CARPHIHMBICK L., _
| 10) : FREHEEOHIAED bhvie, 24 REIUEED 48 M CER 2 Mo IO MRS,
7/bﬁ%ﬁﬂmkﬁ%ﬁéﬁotﬁib%ﬁb&motﬁ@ﬁ#ﬁ“&%otmmwmﬁ$m%m '

F25 InvivoREE
- RR . *fE , - H& fr 3
| wUAHE 9~1238#F | 100, 200, 400, 800 —HRCHE D
BICAE mefke (KB BEHE (B 36)
<A, HE, 9~1258E | 100, 200, 400 mgkg — TR 9
| b HEE 3RC5 BE (SR 36) .
oo s (A | R
B® Sy MER 0. 500, 1,000 mgkg B @
FE/R BEHORE (ZH8 37)

o BRI BB

115 H#EE T 28 AR
Bogs

- 26
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IRRBSR | v DA B 9~1238# | 100, 200, 400, 800 | = —EFTEAMED
ATHARAER 5 DL/E% mghke FE HERE . (B 36)

: #EEe b B 3 4. & 8| 1,000mgX3E/8 KH — R CEHE 0
AEH DNA |4 - (ARAR) - BR3g)
AEEER | THSTIEeLF HIFE : FIEHYE- 24, 72,

| AR Y > SER 168 B . .
fE#E M B 8 &, K& 8| 1,000 mgX3 B8 FH] —ETIEMED |
: ' % (AR ‘ (BM38)
BB ) 37.746.1F HE - PIEHRS 24, 72, | S
WRRESE 168 B

1) : 400 mg/kg {RELL LR SREOFRN (SR FONEHAR (THER) TRk
2) : 400 mgfkg tRE/A ® 3 KOS BRHREROEE (501 ROMRME (B cBiL,
3)  YeBRRE AT DRRIEORAESED 500 mgkg FE/ B DZFEEDY,

4) : FIEHEE 24 REFIBOH B, - S
5) : PIEHEL T2 R OHTE,

 in vitro DREE% FAV Ve Ames RERR OVRES] DNA SHERER (v £ =— RN KR
H—VTIHI, NIAF—RUENEy ), TIaEa R LR, o - SEs)

- pRRRE AV - DNA BERER (70 U BHERERY) . DNA A RFRERER, 28l DNA
BREER (v U AKROT v MTIEAE) | SRR A FAHERER, RAasEERRE UV
FERBRICBW TR U S TR R Uis, iz, in vivo DYEERERER. ik
BAEHEER, FEH DNA ARGRER., /MR TRV b~ ClBEER Lk,

i vitro RBRICH A BMRERIL 0.5 mM BLE L HEBEEARCRD BTN, —
#. in vivo DYEERERBE ORI G A HeRE Tl 400 mg/ke KB ECH
HERLTOBZ Ehb, BARTLRELEAC. < v AFHERUERMIIC LT
B NRERENREE T T LB bhvs, £, REH DNA AREBRCixmE
Heg 24 BERME DD, /NERAB CIIAIEIR S 72 BRI O R R B BN T B A8
ENPS OISR CIIBHEDRERIZFRD b ot TNBORERND, TE T

) 7 = BRI EIRE CREIMAET S T L0 L ) DNA HERUHEHEE =T

FTHLBFRTDLOLEZ DI, ' S
. Lo T, TR R 7= I BRTENARER TSRV, Rtk Rm R BT

BEE5 AWE L RIPENB, mvwlicBOTHEARIZBY VCRBGREEZHERTS

B, ARRE TIHESGH2 COBRIC LY., TOBREHIRHBRAU TR S h 5
L EEZDbNL, .

(2) EMEA 51T 5EEEEOTHE (2R 2. 69) , ‘

—ED Amies BT, TE N7 =V b FOREHTHD NTEF N0
¥ ) A L (NAPQL) bHEDBETFRAEREFH T DI L13Ad o, Invitro
KO in vive C DNA & OGS RED bz, DNABEIZEETS 7 v &4 ORI
—EMDSRBO R T, TR MY X 7= VI INEERITHET S T Lo
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B3, o vitro VR TR B (AT A R LT2iEM,  In vitro KO In vive DV
NITBW TS REMMEEREEHE Lz, ZhbOEREFITHSIc@ASh vy
AR, RSHEPEAETC L o THEER B RESHRE SN AT L AL Bbh 3,
B OIERL. WRRARITET 5 MEEREE L 725 3~10 OS2 R RE T
DHFES D & Bbh, ZEARIS REE RN TRD DIVT, A olaR A R _LE B B
BEMFETHZEERLTVD, W OMDORERT, b MNoBH 5 i viveo THRER
HEREPFREINDILBFEINTVS, LiL, InbORROGERELUSRIC
RIS Y | Bl BRSNS RORBEICL 5 L FBRENE _EERFAR T,
R AEERTFREEIRD bR of, A DNAITHTH7E M I/ 72
YOMERIZE UCERETE 2HETRVE, REEE NI RRELRE LIRS 2R
WT, 20X 5 RREARERERET SO TRV M EE L HBHITR, o
| ERMR OB AR THRAATIRET S I L ARENTHAMR, b b TOREME

BREFBFEECET ROV TIL, %ﬁ@%ﬁﬁﬂi@ﬁ@f*ﬁ%a E5NTEY, ;;,
WEWRREGER L o T 5,

EMEA Ci&, e8Ik, 7k M7 /7I/iﬁﬁ%%%ﬁﬁéﬁ%bﬁwm
ﬁ%@ﬂ@”ﬁ% CHL T in vivo KBV T BRECHRT DREABHHE LTV VA,
LAL, TE TP 72 ORGBHEERFHEERCIBERD D LEXOND D,
it d T S RVERA %’C‘fiiﬁ{ﬁ%ﬁ%ﬁ?‘é RNEHERRL TN,

. —RREERER (2R 11, 39)
TEFT R J7z/®~ﬁx%ﬁ%%ﬁﬁa%ﬁ£ﬁﬁénrkb BRAERBITRLE,
RAERO BREBET, ERWEHEE, Wihb mﬁlﬁ?ﬁﬁfﬁé@ﬂ*ﬂt&bl})hho

#£926 TENI) 7= O—EEEREER

YER PERREIHBROEE | B - 5 . REBRER
_‘ BER (5B OBAARE)
wEm | EIBE U BB 50~400 : §5 SNSRI
(B8 39) . 50~400 mg/i 400 : o PHICHRRIET
G | BERR b Lo T <R ®n 180~311 : b ASISHH)
| (&R 39 ' (dd F) 180~311 mprkg 5% . | EDso: 255
" | Randall-Selitto # Zwvhk #o ' 200~800 : ﬁﬁﬁ‘:w%ﬁﬁa{&hﬁ
' (Wistar &) | 200~800 myg/kg tFE
PHE | Carrageenin EHNEEE | Fo b "o 100 : F bR L
(27 39) o (Wistar 3) 100~1,000 mgfke HEE | 200~1,000 : SOEIT L HISHEIE
TPiRARAR | TRV | =R & ) 100 : ZHEAL
% (dd-Y F) 100~800 mg 300 : EEDEFERET, Fur
(B1RE 39) 1~2 BTN
' 600, 800 : § 5F<ED,
© FREEE, SR
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) . 3~4 BB
R A e | == &n 100 Bz L
(dd-Y ) 100~500 mgfkg K. | 300, 500 : FEREHHER -
[ ) '
HRESICHTHER | vURA gn 100~600 : FARAREFAR B S8
o (dd-Y %) 100~600 mp/ke $#E W
| iR bl b THFmMER ] 05, 1, 2% 0.5, 1: BhtFRRzL
(218 39) : R _
ERER | Shitg . ot | 2mg 2 : MBI T
@ 10 ' - , BICEES = £ | SEORE T
] S

9. £ FADOEE BIR2, 40~68)
(1) BOBs5EER .

NREBE (1.5~8 R, %Ajhn7?&%—w&ﬂ%%nﬁg(51o:mm@g¢
E) L. FEhmSEEk RSOV TR, -

i R E R MR L ORERN S, AT FE—ADREENIE X BIZ0E- Tl
FEEIIE < 720, FRHCEERETER R Sh, DY RVOER#EESh, 5 mgke
HERGFHOFIERE TIERIIHHEEACER R b O TR o7, 10 mg/ke FELL E
BEBETITEER AR TAZRD b, BIT 20 meke BE TR D bhE, Lo
T, bmgkeg FEOHAERZRE U THEIFL LCOERARFR2WNEE LB,

- —%, EMEA OFHMBIZRVTIL, /N 2 B 5RB O+ e 2185 7

W7 E T 72y 10~15 mgkg BEOHEY 4 HEEIRETANERDLY, 5

. mglkg FEDRE NS CHIBMERIITRHY TholiEh, PR CIVNEICHT S 5

mg/kg REDOAEIIMRRAE L LTT TR L RBCRERS advoTe, Livl, LS

- OEIZRBIBEEARIZOWVWTER L, b megke AEOREMEEDRRIZBIT A k

HIROMRAR L SN TS Z LEPOIREINCHRTLTRER. b mgkg KEDOAET
CEENRLILEEETERNIEND, b F@ish)% TR HIEENY LOEL i 5

mg/kg AE &R L TV \75) '

(2) B - BRSO AD =R, .
TERTI) 7= OfFBEPEI 5 A D =X AL, ROLBY ThHS,
T RTR 7= AERRIENE T A v U EERE RUSHBIEIC & VRS h A58,
- A TR OTF NS vk P-450 12 X HERE T, FRREIIMOREBET OB ML
. B NAPQL AR ENS, TRFEAETIL. JOPFEREMNISEIC IV EFA K
DA ShTEREENG, UL, RECRA LEBSRARBShahot
NAPQI #FFAlIE S > <7 BROXDNA & 3H/AT S 7, IR E L5, $k,
B CIIBRMEDY Ly BLREE LT, BBEEATD, |
BHARTE, 7V 0V BRERUTEAGORRIANE L, BRAITHEA LRL
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ﬁﬁ®¢ﬁﬁW%NK%ﬂ#ﬁW$%ﬁ/®%%kg®¢ﬁﬁ£%®§%%%%ﬂ&&
Y '

(3) FEMRUBEMEICETIHR _ . A
TERNTI 7208 MR AR ERE 325~1,000 mg (B TR 650 mg)

/e N, B 1A&EIT4ge b (66.7mg/ kg KE/BY) 2EBAUdblvws &Eh, /N
(BT 1 BRI 40~480 mg/t b T, 24 BEILIPIC 5 BB HRE LTRSS
ESNTNWD, TERTFI) 72 3R ST AIERAEICROTRGRASEE R L.

BRI BRE IR EHERAE o/t ME (66.7mg/ ke BE/R)) T, B ALH
BEHFRD BT, RIS EFICT L 2 EMEREE (93 g/t MA (155 mg/ ke .
ﬁ@@m)bt%A%ﬁ% =2 %%%wﬁﬁwwﬁﬁwﬂﬁ%mm%@wﬁﬁwﬁb
BN DR ThoT, i, %@%%mﬁ*%klzmwgwﬁ%ﬁﬁﬁgbr% E .

. AT A FRIGERCHEL ShAAMEN LRI CaBEREEREE SN o T,
L TR MR 7 = ORMEEREEIC L R D EERESEAITEE (TR

T, /NRTC 140 me/kg RELL B, BRAT 75/t | (125me/ ke fRE/F) BAEORES
BRI & 03 LD —BOFEENE LS TEERS B ERESh TV 5, FFEERT
Na—VEFREBIHFRBEE TOHAIIE, BREMETT2HE8R/H50, Ba
ZDOMOEROMELRBINTVWD, T, KEBMRICET > EMRABORBE,
BHTIEECBAROTE b I 7=V EEA (500 mg~1 gke RE/ H 2 EBRE~K
yH) THZETEEE (BREEER BPECAT ERDDEENE, —FHT, &%
TR EEBAEDOTE M7 )72y (dg/k ME (66.7Tmg/kg KE/H)) # 38 -
G LR Ch, D2<ed 14U EEA 1gk ME (16.7mg/kg KE/A) %42
HELUIEA (FREERE  2~30ky) THLBEE~OEEIRD LNk,
PEXy, 7EFTI /7I/it%kﬂbaa%m%<(E&Hﬁﬁﬁﬁfﬁﬂ@
MAMETTBEEEY), FEHIabREREIc LY, %aﬁm#a_ﬁmﬁmﬁmk
IVAECREEZDND, —BHEOFEESECSE (75 g/t FUEB (125mg/ ke
%Eﬁn)%%@%&%%5&meLﬁuﬁm@qwﬁm&%ﬁ%hto

(4) FEZFERAR ) : _
FERTI /7i/®%%%ﬁwﬁk%ﬁ%ﬁﬁﬁk®%@@ VB8 B REF o R
| ZeRoRiiEIE Sk MR X A S OESNIRIT AR RS RE STV B,
MEEROBHBEICOWTI, VB (RO RUSERTF Y R ETe,).
%%ﬁgﬁﬁ %ﬁEmFuOMT TE N7 = ORAIEDF Y Ao
BOBRTNS, '
it\lmF;owri BIEE. %ﬁ&uﬁrfm T NI 7= ORRAR
Y A7 OEIMCEEERD S & OBE L BEEIRD RN EOBELNEELT
W3, FFETIE, FETCRAZVMENMERL RO e BESNTHS, —~F, FEN
EEEOBENEICH LT, TE R I 7o OB bt LEXH,

3 b MAE60kg & LCOHEE, LUTRL,
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W5, FRESRUMLECIL. VA2 OMEUIIEHER 2307 & D8 - BT

BOLNRNEDRERDH D, &EbIT, AIIERUSHHEBIHETIZY X7 O &

BET S L OBRERD B, - TN D OEFARRIZOVCIL, A DA T AR T
EOYBERERTINERDD T L PLERDEMRIESLE THD,

I. BRfeRecEsEHE
1. EEPRREIZOLT
(1) ESEERES
HAMEHRBRIC OVWTI, U RZHL Ve 13 BRIEA ﬁaﬁﬁ%ﬁ&@7 v hEH
V2 19 B 13 EMEEAMEERBRIER SN TV S, IRHORBROR TR LIEN
BEETRD b EHPEL. 19 EREAMEERR 7 v M) (ZRIT ST
| HEEROSE. FFRIEAR ORI EA Rzl EETHY, Wag=tEr D NOARL 11
80 mg/kg HE/ El Thol,

(2) ﬁ?ﬁ’%ﬁ?ﬁﬁ -
BRAMRERIZONWTL, WX%:FHLATQ 104 1HMH., 134 :EF’@%%WI&WU7 v -
}~ Ve 104 BRIBBAMRER 2 RERNEBSNL TS, < U ARHOCRR T,
| ERMEIFD bR oT, Ty MRV 2RO B, 1 RBCIIRRER O
’:}ﬁ% B A DIEEEED SNSRI 5 A RAEE ORI . BRAMT
Eide Ba"u’mwto 7y bW S I —FORETHS NTP LR— ~ DI AR,
5%:—7“‘—'& Tt BECIEREBAEIED DTV, BEBEOEERE DA M
AEBD bz, HEHTOVTHL, 6,000 ppm (320 mgkg E/R : BB REHOS
TERIE AIROREROFERENPIEIS L THER, HRF—F OfEO
IRICHARTHL MBS O TIXeho 72 &5, NTP T F344 RTF v MNP
FETE VTR T DFEP AT OV, “eqmvocal evidence (bl \ib V‘:‘EM) ”
LRSI B,
sblT, F34 %I v b kfob\fiﬁ'}ffﬁﬂﬂﬁ Elmmnﬂufﬁ% izXky r%’#’—‘-‘(“%ﬁm%&) [
BT L BPARITRETHESNTWA, Lidio T, B AMBEBROMBOS S 55
THD b BRI A MR, F344 RSy MRS RMICRELEbD LB
bi, Eic, MEMIRED~ U ADREN AR TIIRMROREREIT ST SHEIMTR
BRErRDLRTORNZ b, b %iu%ﬁé%ﬁh}x/&@mﬁb’%ié 2:@:1@@3
AW eEE L b,
-G OBREROHFNLERD BMTL%‘B{E@ \%Ewﬂﬁ%@ B IE&“‘%‘J“ Wﬁf\%}#@’ﬁ
 EREIMTHY ., LOAEL 1% 80 mg / kg KB/ A 'CEFJZ)

(3) HEFEESHHERER
ATERS AR OVTL, ’774 = v ‘T_ﬁﬁiﬁjé%ﬁﬁﬂlﬁﬁﬁﬁ HEZ v MR Ve
%ﬁ‘: ﬁﬁ%ﬁ T PR ’72 @ﬁﬁﬁ,ﬁﬁﬂgﬁﬁﬁh%ﬁﬁ éhf:—a
TR TR MERRR T, P B OB EERER OB B O 1 B OB i
HRRH BTz, BT v MRV SRR TIIBEEE t—l&ﬁﬁﬂfﬂ? DRRD LI DMR
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%ka‘:o’(’@lﬁ?ﬁrf br&aotﬂ . Ty hEOR Y RAEFAWCRERER SR
T, WPhbESERERD bhiho T, |
INBOREOTF TR BHEV NOAEL I+ rj??«%ﬁib\ﬁ_%%"*ﬁ/ﬁk%ﬁéﬁﬁa“ﬁﬁ Wit
| AREEROCREEWICH T 5 100 mglkg RE/H Chotr,

'(4) :a{:sﬁﬁ;ﬂﬁ
BRI OV T, 22 mmaJAmes =52 DNA éﬁ%ﬁzﬁ (711/75 Y BSHERER) |

DNA 4SS, FEH# DNA AR (UDS BB | ISR anhoiel, e

ERERRRUVMNERRR, m vive OYAERERE, e hrstcis, Kﬁ:’%ﬁ ‘
DNA AR R OV IR RHE S i, ‘

ZD 5%, in vito® DNA BERR (FAY VEHRE) . DNA SEMEERR, K
R DNA SFER (v Y RROT v MNTRSIID) . Bk el RefkRE
HER R OVINERBRICB W TIBE I — SR Ot 2R Lie, Fiz, in vivo DRAEERER
BR. MRS AZTHERER, RES DNA Aﬁ}zﬁ%ﬁ)}w\d VEERBTCHE, Wb —EE -

ERR LT, THOORRPD, T M/ 7= VAN ERE CREMRET
Zrizky, DNA BERVREFRERHRT B LETRTE b0 LEL DN,

EMEA DI G, EEMERBRCRT B BEOREIIE. SRAED 3~10 E0M
FOE TR R OLTRA L, BRAREY FEBRENMEHET B2 LSRR ST
5, BEWIKIE, TEN I/ 7o Vit BETRAERSFRET. SRR TR
EEREEFBIERETRTHRENH I, f’f-ﬁﬂﬂ%ﬁ%ﬁvéf;b.\ﬁﬁ%é'ﬂiﬁﬁ(ﬁ%ﬁ%ﬁé N

IR EEER ST BTN A, ‘
L IRBOIERS, TERN R 7 REETERERSRES ém\# ufafh R
BRI S ) SME L B END, in vive BT b BRI O TR ERRY T
Y508, EARTIIEERBL COBRIC LY, TOREE mmrﬁﬁuﬂmﬁ%ﬂ ‘
EhatEL b, ‘

(5) b kol 2ee
FERPI ) Zovitt NEEERE LTORE \{%ﬁﬁ@b% D, @Mﬁﬁ%ﬂtﬁrﬁw
L UTHRRSNTVS,; ¥, 78 M3/ 7 = ViR AR OB B a0 b
B EDVHMBRTRY, :mao‘%ﬁ@% A= RRCDWTCHBREBA S TWS, 7
B RFR )72t B FOERNTIAY o LB SRR 252 THERRAI
#, PRt SN, —EEIRREEER P450 kA TR N T I ) 7 = ORIz Lo
TEVWSHEERH T2 FRASIO NAPQL BAER S WS, BEARDES, INVET
FrigshCEEbksng, RECRALZES. B8 & :%’bte#o Yiaal/)) NAPQI
R R BEFELEET 7D, FBEENELS, £, BBV TL,
REDPRBRMEOZ NI B LA, BRERELAZ EBMBRTVS, Lybnu
R G, HpERRICRT G, P, RERROBREBE TS L., RAICHEND
B LCHRESNETE P 2 ) 70t MO R U ER SRS 51
ERBEE TR, RABMORREE HERPIIEET5 LB ohRy,
T, BEEHEE TR, TENT I 7= iRA L EEIEE & OBREMC OV T
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é:nﬂ\mx _W‘o@%um_otnfi @z@/vr?’z%@%m%%@mb%% -
52 2:7:»:5 E&é’#ﬁ&ﬁ??ﬁ?ﬁ%%’(%é

-—E#Eﬁxﬁﬂi (ADI) a)a&%l_owc
(1) EMEA [=#§51+ 555l -

EMEA TiX, t FOSRIEE b?‘é%ﬁ?-ﬁ’]%ﬂﬁk%’)( LOEL 5 mg/kg &I, %
&R e LT, 20 LOEL BRADRIEISIRARIC IR (CIRNZ S IZER LT, 100 %
WAL, ADI % 0.05 mg/kg B/ A LBREL TN, A ' S
- Ty MBI A BRECHE~OBERZET N~ U AR SATRIC T o 8
12175 NOAEL ﬁuﬂ%ﬁf%&#othb TR ADL I TE 2dof s LT
AN

(2) —HENGTRE (ADD CDEE%LH'DL\’C
TE T 7oV, BETERERITED SRV, BART i;’%@ﬁiﬁ-% o
HEEIWETHDHLBLDND, —F. BRAETIIREAMREOBEICLY, Zo

| EEEHTRERALU TSNS L EX b, $, TR I T2V ORE

MEEETS L. BRECEEDTIRET TRV,  MIRSZEL T
T I 72 VICEARTRYMBENICRET S Z LIV bDEEZIBND,

RRAMBRITBOT F34 R T v MCEBMIRME R MRARD b TWA 5, A5
I ZDORFEOT v MIFENICEVWRERERTLEZDNA D, ZORBRERE
b b IHET S Z LITEI TRV & R ORORR TIEFER AR bh T
ROZ b, TEN S 7200 ADI RBETHZ LIEFRETH S L EX bhis,
KRR AEERBROBERNOIL. BLEVAETERFNEERALNED
i 7 v bo 104 BERESAMERRICET S EBEBECEREOREREMTHY .,
L@%ESOmﬂgﬁﬁmT%oto_®Lwﬂm ﬁéﬁﬁkbr@#%u)@%
10, LOAEL #AW5 Z E RU-SRIBHEHRAREZ R Z a%%ELtLM®10®
1,000 ZEMA L, ADI X 0.03mg/kg FE/R LRESNE, .

—F., E MBI BRENDIL. EMEA B HEESN TN %@E@%@%E’JHE .

iz #-5< LOAEL 5 mg/kg SEMNELNTEY ., 2O LOAEL L, R&ff#d LTEE
10, LOAEL 24 Z L ZEFE L7EMD 10 @ 100 ZEA L. ADI i 0.05 mg/kg
A&/ R ERESIN
CIEDT bk, AEE Joh‘éﬁ:&%%%ﬁ%%ﬂj LLADbe: b MRIT 2HR
HEHLADLCHE U THEVMETH B, T RTI /7:/®mnéom
-mglkg FE/HE &;’:‘E’ﬂ"é ENELTHD EEL 2y b

3. BREREZEFSMm- DT
PEXvp, 7EIFI 7::/@&:::1‘5@%%@::% u_’Dlr"Cfri ADI & bfﬁ(@ﬁ"&?
%‘éﬁﬂ‘%’) EHEY LEE Bi’bé
TR/ 722 0.08 mg/kgﬁé@iﬂ
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<BlfE1 - ﬁﬁ{[’ﬁ%ﬂ%ﬁi>

£

BEFR )
ADI — R ERGAE
AL TI=UTR ) PIVAT = F—E .
(=0NEIVBEANEVBRFT AT I—E (GPT) )
: FANRGHRUVBRTI ) WGV AT =T~
AST [/ E B RER T 5V AT 5 (GOD)]
AUC 1 SRR AR BhAR T AR
BUN MERFEER
Crnax BoEE
. EMEA RRM EZR ST
" Glu F AR
HPLC BRI o N ST T —
Ht ~=<h7 Uy ME
Kel TSRS
LC/MS FRREY ae NS T 74— BB
LDsg YeHEEE
- LOAEL B/NEER
LOEL /MERE
NOAEL mHRER
NTP - | XEEHFERZE7 =S5 A
PLT iVl
PL VUREE
Ty TH AR
TBil BeYAry
T.Chol WavAaFo—n
TG FOZYEYR
Tmax

i R
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1

10
11

12

13

14

rAtuB At B AERSIEREARARE T LU 30 IRNEE
= | I | -
EMEA, COMMITTEE :FOR VETERINARY MEDICINAL PRODUCTS.
“PARACETAMOL”, SUMMARY REPORT, 1999 '

Fatma Yurt Lambrechit, Kubra, Yeliz Yildl‘fl‘ﬂl Clgdem Acar. Labeling of -

Acetaminophen with I-131 and Blodlstrlbutlon in Rats, Chemical &
Pharmaceutical Bulletin, 2006, 54(2), p.245-247 : ,
i B, SR R, 0k B 8K =k SEE _io%j‘é'/"-iz SO IR
1y T OENENRE, FAENRR, 1994, 9(4), p.482-498

PR S, DYRAERMIERERRRREE TV r—30 ?ﬂ‘fﬁﬂﬁ"

g 12-4 ME4613 O BT 5054738k

R B ERRISERARANE 7LV U0 IR R

Mg 191 BATE N7 7= VRO M PRERRE (RS
PRI A, B AERRASRAEAREEE 7L Uy —30 BRI’

fEERL 12:2 BRATE BT X 7 VBRIOMm P IREEHIE  ORIEBRHTRE D5
| ATERENR A BWRERRMEREARERE T Uy —30 R R

R 126 IRRAIT & b7 7 = CREIOPHERER

ITRRIE A, R AT F? /7z/§4§ﬂ®EFﬁ0?&Eﬁ ﬁ?af%k’:b\f
DIRE— : BiEEE

BTRRIEE ST %%J%E%un%ﬁ?ﬁwuxfﬁuaa FLrPe—30 Wﬁ“ﬁﬂ s
fHERE 16-1 ME4613 DRI 578808 (1) :

TARIEHASH. DAERRBESEARPHEE TPy —30 WREEE:R
Tk} 15-2 ME4613 ORIZRIT 5% 5! ri“?ﬁﬁﬁ (11) _ -
BATABEHGRAE. BA lE;*éuuia_ﬂﬁ % TLvrde—30 WAER: &R
sk 6:1 " : '
GALE C.BOXILL,‘CLINTON B. NASH, and ALLAN G. WHEELER. Comparative
Pharmacological and ‘Toxicological Evaluation of N-Acetyl-pr Aminophenol,
Salicylamide, and Acetylsalicylic Acid, Scientific Edition, 1958, p.479-487

BARIEE A %%Fﬁ@%uﬁébﬁﬁﬁ"ﬁ%mﬁ FEE TV Pry—30 HHER:R

&R 62 _
* Edwin I. Goldenthal. A Compllatmn of LD50 Values in Newborn and adult Ammals

Toxicology and Apphed Pharmacology 18, 1971, P.185-207
AR At DA ERSELERS %ﬁﬁﬁ?%% 7L P —30 AN RORE 7

- fHER 63

J. guasch, M.Grau, J.L.Montero  and AFehpe Pharmaco- Tomcologlcal Effects of
Acetaminophen in Rodents. Battery of Test to Screen’ Potential Analgesic

- Acetaminophen Derivatives. Meth find Exp C]in Pharmacol, 1990, 12(2), p.141-148

15

BRREEAR AL @J%ﬁ@%‘énniéa_ﬁﬁ BHREE 7L V30 WA

gt 6-4
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16

17

18

19
20
21
22
23

24

25

26
27

BITHSH, TR, fAFHHR, AR, ﬁl?%m"é fJ\Ej‘% RURSHIS. 7€ N7 7

= ORERR GE 1) d:a&oﬁi%ﬁtt—&“/v izk Héililnﬂ Dﬁfmmﬁﬁﬁ IE%
RS, 1993, 24(4), p.602-614 ' _
RS, B AERRRGEREK WEF':%% 71//*/%—30 TR TR

R T

BOTIER, R B LIJ:':THFJ EREER, m—%m INEFEE, Eﬁﬁ—r?‘“ TENFI)T

T UDEHRER (E28) $ESy MNoBITS 19 PRIREENRESHRE B

BFHE, 1993, 24(6), p.615-626 . _
BRI R ﬁnn@%ﬁ‘ﬁ@ﬂzﬁﬁ ARDHEES TRNTI/ 7=V EEPE
G LT BROBROREAR] (T Px—10, T Pv—30) : BHESE 33

e heplr Sa v ol %%ﬁ@%un@ljﬁ AGRRIGEE T I//‘/?“-SO TR T
R T4 A

Hiroyuki Amo, Mutsushi Matsuyama. Subchronic and Chronic Effects of Feeding
o‘ILarge Amounts of Acetammophen in B6C3F1 Moce, apanese Journal of Hygmne, '
1985, 40(2), p.567-574 :

. Ward JM, Reynolds CW., Large Granular Lymphocyte Jeukemia, AHeterogeneous

Lymphocytic Leiikemia in F344 Rats. The American journal of pathology. 111(1),
April, 1-10 (1983)
Ishmael J, Dugard PH. A review of perchloroethylene and rat mononuclear cell

* leukemia. Regulatory Toxicology and Pharmacology 45(2), July, 178-184 (2006)

PIRRBERRAHE @%ﬁllﬁ%uuﬁdﬁﬁ mEE EE 71//:/%7—30 SR SRS
sk 8-12

Kogo Hiraga, Takashi Fan Carcmogemc1ty Testing of Acetalmnophen in F344
Rats, Japanese journal of cancer research, 1985, 76, p.79-85
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