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4,0-AF V2 EA @-70nox €132 ) OoaE&0OHEZE 11 @O Sprague-Dawley %
SPF v k (Crj:CD(SD)IGS) ZRAWTHKE Lz, #5EIL 300 KL 2000 mgkg & L. B
Bid 1 BES e mE L.
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2000 mg/kg HEH T 1/6 BIMFET L= &M 5, BEEEIL 2000mg/kg ThH o7z,
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B LT 0.5 wiv%CMC-Na /KIEIE Lz, 728, RAEIIHBMEAKORMBICEBL,
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FIZICHRBMEEATL 2003 6 3 A 7 BICHB L - HERIKE W TIBE - 59— 4RE2
7o/ 728, 0.5 RV 5 mg/mLKIZDOWTI, BEZHFERLAN 0. 2 TEEL
7o
3) BBMORE %
BB (ERME : 2~7C) | B RE
1) HREOLTEH
0.5 % ¥ 200 mg/mL BED 0.5 wiv%CMC-Na KIEHRBEIRT. FRE 7 OFSRET
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1. HEE

FECIRM L VBFER 2 Table 1 1R U7z,

300 & U} 2000 mg/kg % 3 T3 D 2 BN Tat 6 IEITH 5 Uz #ER, 2000 me/kg T 1 FlA
Tl EMNS, BIERIL 2000 mg/ke EHEE I N,

2. —RAEE

— KRB % Table 2. Appendix 1~4 IZ;RL 7=,

300 mg/kg HEFHOFE 1 B GTIE, —RRBOREIRRINRN o7,

300 mg/kg G- HOE 2 FHRE T . ®EFAIZ V3 ATEN RO UB OB FRA S -,
LML, #&5# 2 HIZIIHERL, ZORO—FRBICAEIEZI R .

2000 mg/kg R E5RDOE 1 Fi5TIE, &5 30 2H05 1 BERBIIH T TEA RO DR
LR OEKITEIDTUEN A SN, 1/3 AITRERESORD R IERZ OB BED 5N,
Z D%, RAKITEOIEIIREI N2k, BREHOF D R UTIEERZORD, BT,
RS (RAMESRT) Baoh. 163, REZACHREEARCHAEZf>THREH® 2 H
IZHLC L7z, £EEYTE. £E5FHICEMRVEEOERIEOA LR, 5% 2 BIZIZW
THHHEEL, Z0RO—FREBICEFIBERIN2» -7,

2000 mg/kg X EF O 2 FIR 5 T, 5 1 BEZICEA R CEEOBML & KKITFEIOTL
ERH SNz, BKTEOTTEIZZDOBRASNE Lo/, 2 FlicEFEH OB, Tk
DD, BEBT RFAEST) Baoh, 1 FAIKERE 6 RERICEESHT (GRS T)
RAHoN BREZFRICEENRVOEORREILOS L7820, %5% 2 BiZlZnTnbigkl.
ZTOHD—RRBICERETIERI NN,

3. #E

HEZE{L% Fig. 1. Table 3. Appendix 5~8 IZ/R L 7=,

300 K UF 2000 mglkg R EH L BIT, H5# 3 B X THAXITHEINAEHERZAN S 5N /=28,
£ 5% 7 QURBRIIEKZHM 28 L T FERASENNED Shiz.

4. B
HIRRFT R % Table 4. Appendix 9~12 IZ;R L7z,
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FEL L7z 2000 mglkg &GO 14ITHE, FROBEGRE, BIBOREFRE (FHtE) . fiE
R ORE ORFAR AR EOEEN S EBORRAONEYNS SN, £EHY T, FaRL
IR, WERCEHBORE - fiICAFRED s ad o 72,
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4,4-AF VL EZ @-7naRtYrIr) oanEO#EEE 11 #iBO Sprague-Dawley %
SPFfZ > k (Crj:CD(SDIGS) ZRAWTHE Lz, #5813 300 KT 2000 mgkg & L. B
WEAL 1S 6ILE LTz,

300 K TX 2000 mg/kg % 3 VL9 D 2 [ENZ/VTTER 6 ILIZ#H 5 L /=% 8. 2000 mg/kg 58D
1EIRFET Lz, Lz> T, BIERNT 2000 mgkg TH o 7z,

— IR TIL, 300 mg/kg B EH T 161K 512 1 BICEAM KU OB RN S NI,
B"E% 2 AICIZEEL LT,

2000 mg/kg G TR 5% 30 FURBIEXE T RO ORI, SOKITEOTE, B3
EBOREA, WERBOED. BESAT (RREEST) Baoh, 1 AREEERCHERERR
CHEZMES T, £5% 2 HKEC L, £F8WE. #5ZHIEENRUMEORFALD
HERD, #5% 2 BICREFANERREERS 2,

HRETIZ, 300 K%L 2000 mgkg G5B EBIT. H5HE 3 B ETEAIIEMME ERA S
sSh=n, TORITIFIERICHEML 7=,

BT, U THE, FROOAR. BIFORRE (MitE) . §oKfaRER %
G55 EG O REONEYRRD 6Nz, —h. EFHY TR, WIho#wizbRIEMNR
BRI SNAMo T2,
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400~

300~ Female - o
oo O e
%‘E?‘—-G—— -?:—:—:j::—:g; - :—g——- ﬂﬂﬂﬂﬂﬂﬂ -
e
200+
100+
o——=o 300 mg/kg (First treatment group)
A~ — A 300 mg/kg (Second treatment group)
4— —m 2000 mg/kg (Third treatment group?
&—-— 2000 mg/kg (Fourth treatment group)
O | i 1 | | | |
0 1 2 3 7 10 14

(days)

Fi1g.1 Body weight oral acute toxicity study of 4, 4'-Methylenebis (2-chlorobenzenamine) in rats
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Table 1 Mortality and Lethal dose oral acute toxicity study of 4,4'-Methylenebis
(2-chlorobenzenamine) in rats
Female
Distribution of death
Dose Numger minutes hours days Mortality Lethal dose
o}
ng/kg animals i~5 ~15 ~30 ~1 ~2 ~4 ~B 1 2 3 4 5 6 7 8 91011 12 13 14 ng/kg
300 (1) 3 0 0 © 0 0 0 O o 0 0 0 0 0 0 0 0O 0 0 O0O0U0O0 0/3
300 (2) 3 0 0 0 0 0 0 O 0O 0 0 0 0 0O OO O O 0 0 o000 0/3 2000
2000 (3) 3 O 0 O 0O 0 0 O 01 0 0 0 0 0 0 0 0 0 0 0 0 1/3
2000 (4) 3 O 0 O 0 0 0 O 0 0 0 0 0 0OO O 0 0O 09000 0/3

(1):
(2):
(3):
(4):

i:

First treatment group
Second treatment group
Third treatment group
Fourth treatment group
Immediately after dosing
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Table 2 Clinical signs oral acute toxicity study of 4,4'—Methylenebis(2-ch10robenzenamine) in rats

Female

Dose
ng/kg

Findings

minutes

hours

days

i~vd ~15 ~30 ~1

~2

~4

2
[=r]

—
()

[y
—

[y
[

—
(-]

14

No. of animals
No abnormality

300 (First treatment group)

No. of animals

No abnormality

Dark red discoloration, ear auricle
and limbs

300 (Second treatment group)

[co-] (LRI [FL R

No. of animals

No abnormality

Decrease, spontaneous movement

Abnormal gait

Bradypnea

Deep breathing

Unkempt fur

Dark red discoloration, ear auricle
and 1imbs

Increase, water intake activity

Died

2000 (Third treatment group)

—
—
—

OO OO (=] oo oo

oo oo

—_—
o
—

No. of animals

No abnormality

Decrease, spontaneous movement

Abnormal gait

Bradypnea

Dark red discoloration, ear auricle
and 1imbs

Increase, water intake activity

2000 {Fourth treatment group)

oo SOOI (=R ] cCooOoOoOLWw (=) o oo
oo [ Koo o B JL I ] oo O OO OO = [JLRJL) oo
oo OO OO L OO SO O OO S [SLRJIL) Qo
(LN L] OO O Ot O OO [—] [JLRJL) [
o B OB O [—R—N '] SO OO W (=1 oo oo
=Nt B BOBO O QO oo W COMNDLNNOLW [=] o [SLRL]
[—N L] b OB O LD oo MW OO LR OW L) oo o O
o o coOoow o oW e e e R ] — (SR [
[ =] SO OWe OO OO OOMNW (=) [JLRJC) [N
[N ] (=== = R JUN JL) oo o OO OoOO O = [ LR (VR
oo oo oo OO OOMOND [=-] [F-RJIL) [
oo (== N JUR JU) oSO O OO OO (=13 [JLR) [JAN I
oo OO OO (=) OO OOMNNDY =} [V~ RIL] oo
oo OO O (o=l - (=N U ) [} Lo o
oo OO L [ ] coooocoe D (=] (21N Lo
[ OO O Lo oo o COoOoOOoOObDND (=] e (L N\
oo OO O L oo COoOOOoOORbY (=1 [V R\ oo
oo [ e - N L ] oo OO OO [ [JCN L Co o

oo OO O oW [onm I o o ]
oo SO OO W oo

oo oo cCoo OO OOMNbS o) [J-NL] [JL R

i : Immediately after dosing
Number in parenthesis indicates the mumber of dead animals that showed the respective climical sign,
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Table 3 Body weight oral acute toxicity study of 4,4'-Methylenebis(2-chlorobenzenamine) in rats
Female
Day after administration Gain
Dose
mg/kg 0 1 2 3 7 10 14 0-14
No. 3 3 3 3 3 3 3 3
300 (First treatment group) Mean 255 270 269 268 281 290 295 40
S.D. 30 36 36 31 33 38 40 10
No. 3 3 3 3 3 3 3 3
300 (Second treatment group) Mean 230 240 237 241 251 260 267 37
S.D. 13 14 15 13 15 21 23 10
No. 3 3 2 2 2 2 2 2
2000 (Third treatment group) Mean 225 225 236 229 239 250 257 28
S.D. 19 25
No. 3 3 3 3 3 3 3 3
2000 (Fourth treatment group) Mean 246 255 251 249 261 272 279 33
S.D. 17 19 17 25 21 16 18 3

Unit : g
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Table 4 Gross pathological findings oral acute toxicity study of 4,4'-Methylenebis
(2-chlorobenzenamine) in rats
Female
Dose (mg/kg) 300 300 2000 2000
(First treatment group) ({Second treatment group) (Third treatment group) (Fourth treatment group)
Organs Findings PN b D D
No. of animals 3(0) 3 0) 2°( 1) 3 0)
External appearance Unkempt fur 0(0) 0 (0) 0(1) 0(0)
Liver Focus, white 0(0) 0(0) 0 (1) 0(0)
Adrenal Dark red, bilateral 0(0) 0{(0) 0(1) 0(0)
Stomach Focus, dark red 0(0) 0(0) 0 (1) 0(0)
Small intestine Contents, dark red, jejunum~ ileum 0(0) 0(0) 0 (1) 0(0)

a : Survived
b : Died
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